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SCOPE AND PURPOSE 
 

“B1.The purpose of the guideline is stated, including the clinical questions (see Requirement 
C.1), issue or problems the guideline addresses.” 
 

The purpose of these Guidelines is to provide detailed evidence based recommendations for the diagnosis 
and treatment of malignant pleural mesothelioma. The Guidelines also highlight the unmet needs patients 
and the need for further research into malignant pleural mesothelioma. 

The scope of this Guideline is confined to the clinical pathway initiated when a person presents with signs 
and symptoms and/or preliminary tests suggestive of malignant pleural mesothelioma. The guideline 
encompasses supportive measures indicated for patients and family carers, as well as the organisation and 
delivery of services for malignant pleural mesothelioma treatment. 

The effectiveness of diagnostic, assessment, treatment and support interventions, and modalities for use in 
malignant mesothelioma and their appropriate deployment in the care pathway, have been evaluated. Given 
the poor prognosis for malignant pleural mesothelioma, particular attention will be given to the following 
outcomes: 

a) short term mortality, morbidity and treatment complications, 
b) physical and social functioning, and 
c) quality of life, general health status and patient satisfaction. 

 
The Guidelines do not specifically deal with the epidemiology of malignant mesothelioma, population 
measures to reduce exposure risk, chemoprevention or other personalised prevention measures in 
exposed individuals. 
 
A systematic review process was undertaken in accordance with the ‘Procedures and requirements for 
meeting the 2011 NHMRC standard for clinical practice guidelines’. In the initial phase of the development 
of these guidelines a core group of the Organizing Committee defined the scope and terms of reference. 
The Organising Committee convened the first Steering Committee meeting on the 15th February 2010 
where the purposes, scope and recommendations regarding the different disciplines that should be 
represented in each of the Guidelines Working Groups were endorsed. From this meeting five working 
groups were formed with two to three co-chairs per groups nominated. For each working group a list 5-6 
relevant disciplines and clinical experts were formulated and subsequently sent written invitations to join 
the Group. For each Working Group a consumer representative was also invited to join. 
 
TECHNICAL REPORT 
 
This technical report is a record of the evidence review process that was undertaken to develop the 
Guidelines for the diagnosis and treatment of malignant pleural mesothelioma. 
 
It specifically addresses Section B (‘Scope and purpose’, p17) and Section C (‘Evidence review’, p18) of Part 
3 of the NHMRC publication ‘Procedures and requirements for meeting the 2011 NHMRC standard for 
clinical practice guidelines’ 2011.   
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EVIDENCE REVIEW PROCESS 
 

C.1. Clinical Questions 
“Clinical questions addressed by the guideline are stated in a structured and consistent format to define the boundaries of the topic, i.e. by 
specifying the relevant population, intervention/s (e.g. treatment/s or diagnostic test/s), comparator/s and outcomes measured.” 
 
Following the first Steering Committee meeting in February 2010 a list of questions were developed according to the PICO formula (population, intervention, 
control, and outcome). Sixty-two PICO questions were endorsed by the Steering Committee across the five Working Groups: Diagnosis (12), Assessment 
(10), Active Anti-Cancer Treatment (17), Palliative and Supportive Care (17), Models of Care (6). After discussion four PICO questions (RxS 7-10) were 
moved from Palliative and Supportive Care to Active Anti-Cancer Treatment and two questions from Active Anti-Cancer Treatment (Rx 14-15) were moved 
to Palliative and Supportive Care as they were more aligned with these chapters. The PICO questions formed the basis of the systematic literature searches 
(see section C.2 for the complete search strings). 
 
 
Table 1 PICO Questions 

Groups 
 

Question Population Intervention  Comparator Outcome 

DIAGNOSIS     
D1 What clinical information and procedural factors 

enhance sensitivity, specificity and predictive power 
of histology and immunohistochemistry in the 
diagnosis of malignant mesothelioma? See also D11. 

People suspected of 
having MM. 

Presence of clinical symptoms. 
Presence of clinical signs. 
 

Absence of 
clinical 
symptoms. 
Absence of 
clinical signs. 
 

Sensitivity and specificity of 
symptoms and signs for final  
diagnosis of histologically 
confirmed MM 

D2 In patients with adequate performance status, is 
thoracoscopy a superior first-line diagnostic 
procedure? 

People suspected of 
having MM pleural 
effusions. 

Minimally invasive: Pleural aspiration 
closed pl Bx.  
More invasive: Open pl Bx., VAT, 
Other . 

Non-invasive 
tests. 
 

Sensitivity and specificity of 
diagnostic test for final  diagnosis of 
histologically confirmed MM. 

D3 What is the sensitivity and specificity of diagnostic 
techniques for the pathological confirmation of 
malignant mesothelioma (pleural aspiration, closed 
pleural biopsy, TTNA, open pleural biopsy, VAT, 
other) in people with pleural thickening? 

People suspected of 
having MM pleural 
effusions. 

Minimally invasive: TTNA, Core Bx. 
More invasive: Open pl Bx.,VAT, 
Other. 

Non-invasive 
tests. 
 

Sensitivity and specificity of 
diagnostic test for final  diagnosis of 
histologically confirmed MM. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

D4 What is the optimum sequencing of diagnostic tests 
for the pathological confirmation of malignant 
mesothelioma? 

People suspected of 
having MM. 

Sequence of test.  Non-invasive 
tests. 
 

Sensitivity and specificity of 
diagnostic test sequencing for final  
diagnosis of histologically 
confirmed MM. 

D5 Is cytological examination of pleural or other body 
fluid or FNA sufficient to definitively diagnose 
malignant mesothelioma (and distinguish from other 
causes of effusion)? 

People suspected of 
having MM pleural 
effusions. 

Cytological examination of pleural 
fluid. 

Histological 
examination of 
pleural biopsy. 

Sensitivity and specificity of 
cytology for final  diagnosis of 
histologically confirmed MM. 

D6 Is the demonstration of tissue invasion an essential 
diagnostic criterion for any/all clinical decision 
making in malignant mesothelioma? 

Pleural biopsies from 
people suspected of 
having MM. 

Demonstration of tissue invasion on 
pleural biopsy. 

Proven MM. 
 

Sensitivity and specificity of tissue 
invasion  for final  diagnosis of 
histologically confirmed MM. 

D7 What is the performance benchmark for panels of 
immunohistochemical reagents used in the diagnosis 
of malignant mesothelioma? 

Pleural biopsies from 
people suspected of 
having MM. 

Specific IHC markers. Proven MM. 
 

Sensitivity and specificity of specific 
IHC markers for final  diagnosis of 
histologically confirmed MM. 

D8 Can biomarkers (CEA, SMRP, osteopontin and MPF) 
in blood and/or body fluid support or reject the 
malignant mesothelioma diagnosis? 
 

Pleural fluid from 
people suspected of 
having MM. 
Peritoneal fluid from 
people suspected of 
having MM. 
Blood from people 
suspected of having 
MM. 

Specific Biomarkers: CEA , SMRP, 
Osteopontin & MPF 
Other. 

Proven MM. 
 

Sensitivity and specificity for final  
diagnosis of histologically 
confirmed MM. 

D9 Does screening of asymptomatic persons at elevated 
risk for malignant mesothelioma by radiological or 
biomarkers improve clinical course or survival? 
 

Asymptomatic 
persons at elevated 
risk for MM 
(asbestos – exposed, 
pleural stigmata) 

Screening tests: CXR, CT. 
Biomarker: CEA , SMRP, 
Osteopontin & MPF 
Other. 

No screening. Survival (all cause mortality, disease 
specific, 5 year survival, 10 year 
survival). 

D10 Is there a benefit in differentiating histological 
subtypes of MM? Does histological subtyping of 
malignant mesothelioma predict response to anti-
cancer treatment? 

People with MM. Stratification of histology (Epi, Sarc, 
mixed).  

No 
stratification. 

Response to anti-cancer Rx (RR). 

D11 Does histological subtyping of malignant 
mesothelioma predict prognosis? 

People with MM. Stratification of histology (Epi, Sarc, 
mixed) . 

No 
stratification. 

Survival. 

D12 Does longer duration of symptoms prior to initial 
chest x-ray prejudice better outcomes? 

People with MM. Long duration of symptoms.  No long 
duration of 
symptoms. 

Response to therapy and survival. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

ASSESSMENT     
A1 What is the preferred radiological method to assess 

a diagnosed malignant mesothelioma? 
People with 
pathologically 
confirmed diagnosis 
of malignant 
mesothelioma. 

Radiological assessment 
including: 
Chest x-ray 
CT scan 
MRI 
PET scanning 
Other 

Clinical 
assessment  
 

Effectiveness  
Diagnostic accuracy (sensitivity and specificity) 
for defining anatomical extent of primary 
tumour 
Diagnostic accuracy (sensitivity and specificity) 
for defining pattern and extent of extension 
(staging) 
Cost-effectiveness 
Incremental cost effectiveness – Incremental 
cost effectiveness ratio. 

A2 What is the status of clinical staging methods for 
malignant mesothelioma? (comparison of Butchart 
versus TNM staging systems) 

People diagnosed 
with malignant 
mesothelioma, 
requiring staging for 
treatment planning 
and prognostication. 

Clinical staging systems: 
Butchart, IMIG/UICC 
TNM. 
 

Standard 
practice 

Effectiveness  
Accuracy (sensitivity, specificity, positive 
predictive value, negative predictive value) of 
staging system for determining response to 
treatment (predictive) 
Accuracy (sensitivity, specificity, positive 
predictive value, negative predictive value) of 
staging system for determining prognosis 
(prognostic) 
Cost-effectiveness 
Incremental cost effectiveness ratio 

A3 What is the role of invasive disease assessment in 
the staging of malignant mesothelioma? 

People with 
diagnosed malignant 
mesothelioma 
requiring 
intrathoracic 
mediastinal staging. 

Mediastinoscopy, either: 
Anterior media-
stinoscopy 
Cervical media-
stinoscopy 

Non invasive 
routine clinical 
practice. 

Effectiveness 
Diagnostic accuracy of mediastinoscopy for 
staging (sensitivity, specificity, positive 
predictive value, negative predictive value) of 
the presence and extent of mediastinal 
involvement by mesothelioma. Cost 
effectiveness – Incremental cost effectiveness 
ratio 
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Groups 
 

Question Population Intervention  Comparator Outcome 

A4 What is the role of PET scanning for the staging 
evaluation of malignant mesothelioma? 

People suspected of 
having malignant 
mesothelioma 
undergoing staging 
evaluation. 

Fusion CT PET scan with 
radioisotopes: FDG, 
FLT 
Other 

Conventional 
imaging without 
PET scanning 

Effectiveness 
Diagnostic accuracy of PET for staging 
mesothelioma (sensitivity, specificity, positive 
predictive value, negative predictive value) 
Cost effectiveness. Incremental cost 
effectiveness – Incremental cost effectiveness 
ratio 

A5 What is the role of MRI in the: 
a. evaluation of malignant mesothelioma? 
b. staging of mesothelioma? 
c. evaluation of mesothelioma for surgical 
management?  
d. evaluation of malignant mesothelioma for local 
radiotherapy? 

People with 
pathologically proven 
malignant 
mesothelioma 

MRI (magnetic 
resonance imaging) with 
or without gadolinium: 
Chest, Extra thoracic 

Non MRI 
imaging 

Effectiveness 
Diagnostic accuracy of MRI for the diagnosis of 
mesothelioma (sensitivity, specificity, positive 
predictive value, negative predictive value) 
Diagnostic accuracy of MRI for the staging of 
mesothelioma (sensitivity, specificity, positive 
predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental 
cost effectiveness ratio 

A6 Do FDG-PET scans provide prognostic or predictive 
information for malignant mesothelioma? 

People diagnosed 
with malignant 
mesothelioma.  

CT fusion PET scans: 
Chest, Extra thoracic, 
PET radioisotopes 
including: FDG, FLT 
Other 

Conventional 
non-PET 
imaging and 
prognostic 
factors 

Effectiveness 
Accuracy (sensitivity and specificity) of PET 
scans for predicting: 
Overall survival 
Progression-free survival 
Quality of life 
Treatment response (predictive marker) 
Objective response rate 
Overall survival 
PFS 
Cost effectiveness 
Incremental cost effectiveness -Incremental 
cost effectiveness ratio 
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Groups 
 

Question Population Intervention  Comparator Outcome 

A7 What minimal pre-treatment evaluations are 
required for patients diagnosed with malignant 
mesothelioma? 

People diagnosed 
with malignant 
mesothelioma 
undergoing pre-
treatment evaluation. 
 

Clinical pre-treatment 
and evaluation including: 
Clinical history and 
examination, Weight loss 
Sweats, ECOG PS 
KPS, Chest pain, 
Dyspnoea, Pulmonary 
function tests 
Biopsy adequate for 
histological subtyping 
Non-invasive imaging 
Laboratory (serum, 
sputum, pleural fluid 
chemistry, protein and 
biomarker) evaluation 
Minimally invasive 
investigations (pleural 
aspiration, closed pleural 
biopsy, open pleural 
biopsy, medical 
pleuroscopy, VAT, 
mediastinoscopy, 
bronchoscopy, FNA, 
laparoscopy, EBUS etc.) 
Invasive investigations; 
open biopsy, 
thoracotomy or VATs 

Conventional 
clinical practice 

Effectiveness 
Diagnostic accuracy of various clinical 
evaluation classes for diagnosing mesothelioma 
(sensitivity, specificity, positive predictive value, 
negative predictive value) 
Cost effectiveness 
Cost effectiveness – Incremental cost 
effectiveness ratio 
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Groups 
 

Question Population Intervention  Comparator Outcome 

A8 What are validated prognostic markers for malignant 
mesothelioma? 

People diagnosed 
with malignant 
mesothelioma 
requiring prognostic 
information.  

Prognostic markers 
including: Patient factors, 
Tumour factors, 3 
Prognostic scoring 
systems (CALGB, 
EORTC). 
Markers will include: 
Blood and fluid tests 
(mesothelin, 
osteopontin,  
VEGF-A),  
Biopsy results 
(histological subtyping; 
molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg 
performance status 
(ECOG, KPS), weight 
loss, fever and sweats, 
chest pain and others. 

Conventional 
clinical practice. 

Effectiveness 
Effectiveness and sensitivity and specificity for 
prognostic biomarkers for predicting outcomes 
including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost 
effectiveness ratio 

A9 In patients diagnosed with malignant mesothelioma, 
what is the effect of prior pleurodesis on assessment 
of stage and extent of disease and prognosis? 

People diagnosed 
with malignant 
mesothelioma with 
prior talc 
pleurodesis. 

Radiological assessment 
including: Chest x-ray, 
CT scan, MRI, PET 
scanning, SUVmax, TGV 
Other. 

Clinical 
assessment 

Effectiveness  
Diagnostic accuracy (sensitivity and specificity) 
for defining anatomical extent of primary 
tumour 
Diagnostic accuracy (sensitivity and specificity) 
for defining pattern and extent of extension 
(staging). Prognostication, Overall survival 
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Groups 
 

Question Population Intervention  Comparator Outcome 

A10 In patients diagnosed with malignant mesothelioma 
being considered for radical treatment including 
surgery, what is the optimal pre-operative workup in 
order to optimise appropriate patient selection? 

People diagnosed 
with malignant 
mesothelioma being 
considered for 
radical treatment 
(including surgery) 
 
 

Imaging assessment 
including: CT scan, MRI, 
PET scanning 
Surgical assessment 
including: Adequate 
histological subtyping, 
thoracospcopy, blind 
biopsies, laparoscopy, 
EBUS, Mediastinoscopy 
Patient assessment 
including: Pulmonary 
function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 

Clinical 
assessment  

Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

ACTIVE  ANTI-CANCER TREATMENT     
Rx1 Does radiotherapy improve the survival of people 

with malignant mesothelioma? (See also RSx7). 
People with MM 
considered for active 
treatment. 

RT  
Different doses 
Different techniques 
Eg IMRT, Tomotherapy 

No RT 
Modern RT vs 
conventional 
RT. 

Survival, QOL, symptoms. 

Rx2 Does surgery (EPP or P/D) improve the survival of 
malignant mesothelioma patients? 

People with MM 
considered for 
radical treatment. 

Surgery (EPP or 
pleurectomy/ 
decortication). 

No surgery 
EPP vs 
pleurectomy/ 
decortication) 
or pleruodesis. 

Survival, QOL, symptoms. 

Rx3 Does chemotherapy or so-called targeted therapies 
improve the survival of patients with malignant 
mesothelioma? 

People with MM 
considered for active 
treatment. 

CT or TT. BSC 
CT vs TT. 
 

Survival, QOL, symptoms. 

Rx4 Do immunologically-based treatments improve the 
survival of patients with malignant mesothelioma? 

People with MM 
considered for active 
treatment. 

Any immunological 
based treatments 
including vaccine, gene 
therapy, 
immunomodulator 

BSC. 
 

Survival, QOL, symptoms. 

Rx5 Does CAM improve the survival of people with 
malignant mesothelioma? 

People with MM 
considered for active 
treatment. 

Any CAM. BSC. 
 

Survival, QOL, symptoms. 

Rx6 Does combined modality (surgery, radiotherapy 
and/or chemotherapy in any combination) improve 
the survival of people with malignant mesothelioma? 
If so, what is the optimal sequencing of treatments? 

People with MM 
considered for 
radical treatment. 

Combination treatments 
Sequence of combination 
treatment. 
 

BSC or single 
modality 
treatment. 
 

Survival, QOL, symptoms. 

Rx7 Does IMRT or other radiotherapy modifications 
improve survival of malignant mesothelioma patients? 

    

Rx8 Does radiotherapy reduce tumour seeding after 
biopsy procedures in malignant mesothelioma? Does 
prophylactic radiotherapy to prevent intervention 
tract seeding produce any meaningful impact on the 
natural history of malignant mesothelioma? 

People undergoing 
percutaneous pleural 
biopsy for suspected 
MM? 

Prophylactic external 
beam RT. 

No RT. Tumour seeding in biopsy tract? 

Rx9 For CT, what is the optimal timing for the delivery 
of CT for malignant mesothelioma? 

People with MM 
considered for active 
treatment. 

Early CT. No CT 
Delayed CT. 
 

Survival, QOL, symptoms. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

Rx10 For CT, what are the optimal agents(s) for malignant 
mesothelioma? 

People with MM 
considered for active 
treatment. 

Combinations of CT. Single agent. 
 

Survival, QOL, symptoms. 

Rx11 For CT, what is the optimal number of cycles for 
malignant mesothelioma? 

People with MM 
considered for active 
treatment. 

Number of cycles of CT. More (more 
than 6) vs less 
(less than 6). 
 

Survival, QOL, symptoms 

Rx12 For CT, does maintenance treatment improve 
survival in malignant mesothelioma? 

People with MM after 
initial CT. 

Maintenance. No 
maintenance. 
 

Survival, QOL, symptoms. 

Rx13 Does second-line CT improve outcomes (survival, 
quality of life, symptoms) in malignant mesothelioma? 

People with relapsed 
or progressive MM 
after initial CT. 

2nd line CT 
Specific single CT 
Combinations of CT. 

No 2nd line. 
 

Survival, QOL, symptoms. 

Rx 14-15 See Supportive & Palliative Care     
RxS 7 What is the evidence that radiotherapy can provide 

symptom palliation for patients with malignant 
mesothelioma, in particular pain, mass effect, 
dyspnoea? 

MM patients 
receiving RT  

Radiotherapy 
BSC. 

No 
radiotherapy 
+BSC. 

QOL, symptom control (pain, dyspnea and 
mass effect?). 

RxS 8 Is there a relationship between radiotherapy dose 
and/or duration and symptom response? 

MM patients 
receiving RT. 

Radiotherapy dose. 
Radiotherapy duration. 
Radiotherapy 
fractionation. 

High vs low 
dose. 
Short vs long 
course. 
Fraction 
number 

Symptom control 
(pain, dyspnea), QOL. 

RxS 9 Are there disease and patient factors which predict 
for likelihood of symptom response to radiotherapy, 
such as performance status, age, histology? 

MM patients 
receiving RT. 

Factors that predict a 
favourable response. 

 

Factors that do 
not predict a 
favourable 
response on RT. 

Survival, symptoms, QOL. 

RxS 10 Is palliative radiotherapy for malignant mesothelioma 
associated with toxicity? 

MM patients 
receiving Palliative 
RT. 

Patients with toxicity 
without Symptom Relief  
Patients with Toxicity 
and Symptom Relief 

Patients without 
Toxicity. 

Side effects of radiotherapy 
Radiation injury 
Adverse events, QOL, symptoms. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

PALLIATIVE & SUPPORTIVE CARE     

RxS1 Does malignant mesothelioma have a high 
symptomatic burden when compared to other 
malignant diagnoses? 

People with MM.  Description of rates of 
symptom burden. 

 

People with 
other malignant 
diseases (not 
MM). 
People with 
other life 
limiting illnesses. 

High symptomatic burden, including but not 
limited to: 
Pain 
Fatigue 
Dyspnea 
appetite loss 
Anxiety 

RxS 2 Do people living with malignant mesothelioma 
need symptom palliation from the time of 
diagnosis? 

People with MM 
considered for 
supportive / palliative 
treatment and People 
with other Cancers 
considered for 
supportive / palliative 
treatment. 

Early supportive / 
palliative care referral.   

 

No or late 
referral to 
supportive / 
palliative care. 

Survival, QOL, symptoms. 

RxS 3 What are the different characteristics of pain 
frequently encountered in malignant 
mesothelioma? 

People living with 
MM. 

Description of rates of 
different types of pain in 
MM. 

Neuropathic 
chest wall pain. 
Somatic pain. 
Visceral pain.  

Neuropathic chest wall pain levels. 
Somatic pain levels. 
Visceral pain levels  

RxS 4 What are the key modalities for treating pain in 
malignant mesothelioma? 

People living with 
MM. 

Pain treatment 
modalities with better 
outcomes. 
 

Placebo. 
Usual care. 
Best supportive 
care. 

Symptom control 
Functional status. 
 

RxS 5 Do early interventional pain techniques offer 
advantages over systemic therapies for malignant 
mesothelioma patients? 

People living with 
MM. 

Interventional pain 
techniques. 

Standard 
systemic 
analgesia/ 
chemotherapy. 

Symptom control.  
Functional status. 
Toxicity. 

RxS 6 What are the interventions to manage dyspnoea in 
malignant mesothelioma? 

People living with 
MM who have 
dyspnoea (with or 
without hypoxia) 

Pharmacological 
intervention 
Supplemental Oxygen 

No 
supplemental 
oxygen. 

Functional Improvement 
Quality of life 
Symptoms (dyspnea) and survival. 

RxS 7 -10 See Active  Anti-Cancer Treatment Chapter     
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Groups 
 

Question Population Intervention  Comparator Outcome 

RxS 11 Does chemotherapy for malignant mesothelioma 
improve quality of life or functional status 
independent of its effect on tumour response? 

MM patients 
receiving active 
treatment 
(chemotherapy) 

MM patients with 
response on chemo. 

MM patients 
with no 
response on 
chemo. 

QOL 
Symptoms. 

RxS 12 What are the psychosocial needs of patients with 
malignant mesothelioma? 

MM patients.  Rates of needs of MM 
patients. 

Rates of needs 
of other cancer 
patients. 

 

Depression , Anxiety, Emotional 
functioning/wellbeing, Distress, Education, 
Quality of life, Spiritual wellbeing, Unmet needs, 
Daily living needs, Physical wellbeing, Financial, 
Social support, Work, Information, Attitude to 
death, Terminal Care, Right to die, Mental 
health, Mood score, Advance care planning, 
Place of death. Power of attorney, Support 
services, Complementary therapies, Alternative 
therapies, Physician-patient relations, 
Communication with doctors or nurses . 

RxS 13 What are the psychosocial needs of carers and 
families of people diagnosed with malignant 
mesothelioma? 

Caregivers/families of 
patient with MM. 

Needs of 
caregivers/families of 
patients with MM.  

Needs of 
caregivers/famili
es of patients 
with other 
malignant 
diseases. 

 

Depression, Anxiety, Emotional 
functioning/wellbeing, Distress, Education, 
Quality of life, Spiritual wellbeing, Unmet needs, 
Daily living needs, Physical wellbeing, Financial, 
Social support, Work, Legal issues, 
Bereavement, Information, Attitude to death, 
Terminal Care, Right to die, Mental health, 
Mood score, Advance care planning, Place of 
death, Power of attorney, Support services, 
Complementary therapies, Alternative 
therapies, Physician-patient relations, Physician-
family relations, Physician-caregiver relations, 
Communication with doctors or nurses  
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Groups 
 

Question Population Intervention  Comparator Outcome 

RxS 14 For Q12 and 13, do these needs change in relation 
to proximity to death? 

MM Patients and 
their caregivers 
/families.  

Rates of needs over time 
(longitudinally) of MM 
patients and their 
caregivers. 

Rates of needs 
over time of 
people with 
other malignant 
diseases and 
their caregivers. 

Depression, Anxiety, Emotional 
functioning/wellbeing, Distress, Education, 
Quality of life, Spiritual wellbeing, Unmet needs, 
Daily living needs, Physical wellbeing, Financial, 
Social support, Work, Legal issues, 
Bereavement, Information, Attitude to death, 
Terminal Care, Right to die, Mental health, 
Mood score, Advance care planning, Place of 
death, Power of attorney, Support services, 
Complementary therapies, Alternative 
therapies, Physician-patient relations, Physician-
family relations, Physician-caregiver relations, 
Communication with doctors or nurses 

RxS 15 Are there effective psychosocial interventions to 
assist people diagnosed with malignant 
mesothelioma and/or their carers and families to 
cope with their illness? See also RxS5. 

MM Patients  
Or caregivers of MM 
patients, or families 
of MM patients. 

Cognitive interventions, 
Behavioural 
interventions, Psycho-
education, Support 
groups, Social support, 
Counseling, Coping 
interventions, Palliative 
care, Education 
programs, Relaxation, 
Complementary 
therapies 

Standard care 
control group 
Best supportive 
care. 

Depression, Anxiety, Emotional 
functioning/wellbeing, Distress, Quality of life, 
Spiritual wellbeing, Unmet needs, Daily living 
needs, Social support, Bereavement, 
information needs, Attitude to death, Mental 
health, Mood score 

RxS 16 What are the legal compensation issues for 
patients and/or families with malignant 
mesothelioma? 

Patient diagnosed 
with MM & families. 

Participation as client in 
litigation proceedings 

Non-
participants in 
litigation 
proceedings 

QOL, Unmet needs, Financial distress 
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Groups 
 

Question Population Intervention  Comparator Outcome 

RxS 17 Do people diagnosed with malignant mesothelioma 
use complementary therapies to treat or manage 
their illness? 

People living with 
MM. 

Description of rates of 
use of: Complementary 
therapies, Massage, 
Osteopathy, 
Chiropractic, 
Acupuncture 

Standard 
medical 
treatment for 
Malignant 
Mesothelioma 
People with 
other malignant 
diseases (not 
MM). People 
with other life 
limiting illnesses 

QOL, Survival, Function, Emotional 
function/wellbeing, Financial, Symptom control, 
Physical wellbeing 

RxS 18 Do people with malignant mesothelioma use 
alternate therapies to treat or manage their illness? 

People living with 
MM. 

Description of rates of 
use of: 
Alternate Therapies 
Unproven Therapies 
Chinese Medicine/herbs 
Herbs 
Vitamins 
Minerals 

Standard 
medical 
treatment for 
Malignant 
Mesothelioma 
People with 
other malignant 
diseases (not 
MM) 
People with 
other life 
limiting illnesses  

Quality of Life 
Survival 
Function 
Emotional function/wellbeing 
Financial 
Symptom control 
Physical wellbeing 

RxS 19 Do health care providers support the use of 
complementary and/or alternate therapies by 
people diagnosed with malignant mesothelioma? 

Health care 
providers of people 
living with MM. 
People living with 
MM. 
 

Description of rates of 
support for use of: 
Complementary 
therapies, Alternate 
therapies, Chinese 
medicine, Massage, 
Herbs, Vitamins, 
Minerals, Massage, 
Osteopathy, 
Chiropractic, 
Acupuncture 

Standard care. 
Control group. 
Best supportive 
care. 

Quality of life 
Survival 
Health care provider-patient relations 
Communication with health care provider 
Health care provider attitude to CAM. 
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Groups 
 

Question Population Intervention  Comparator Outcome 

Rx 14 Does nutritional assessment and support improve 
survival and/or quality of life in patients with 
mesothelioma? 

People living with 
MM. 

Description of rates of 
use of: nutritional 
assessment 
 

Standard 
medical 
treatment for 
Malignant 
Mesothelioma 
People with 
other malignant 
diseases (not 
MM) 
People with 
other life 
limiting illnesses  

Quality of Life 
Survival 
Function 
Emotional function/wellbeing 
Financial 
Symptom control 
Physical wellbeing 

Rx 15 Do exercise programs improve survival and/or 
quality of life in patients with mesothelioma? 

People living with 
MM. 

Description of rates of 
use of: exercise 
programs 
 

Standard 
medical 
treatment for 
Malignant 
Mesothelioma 
People with 
other malignant 
diseases (not 
MM) 
People with 
other life 
limiting illnesses  

Quality of Life 
Survival 
Function 
Emotional function/wellbeing 
Financial 
Symptom control 
Physical wellbeing 
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Groups 
 

Question Population Intervention  Comparator Outcome 

MODELS OF CARE     
M1 Does multidisciplinary team care improve survival, 

symptoms or quality of life in malignant 
mesothelioma? 

People with MM.  MDT assessment and 
treatment. 

No MDT. 
 

Survival, QOL, symptoms. 

M2 What is the optimal involvement of primary care in 
the management of people with malignant 
mesothelioma? 

People with MPM.  Primary care 
interventions. 

No primary 
care 
intervention. 
 

Survival, QOL, symptoms. 

M3 Does surgical volume affect the surgical outcomes 
and survival of people malignant mesothelioma? 

People with MPM 
considered for active 
treatment (including 
radical surgery).  

High volume center. Low volume. 
 

Survival, QOL, symptoms. 

M4 What are the optimum follow-up tests and intervals 
for people with malignant mesothelioma? 

People with MPM 
under surveillance 
People with MPM 
after active Rx. 

Frequency of follow-up. 
Types of imaging test. 
Biomarker tests. 

No specialist 
follow-up 
No imaging 
CXR 
 CT 
PET 
Specific 
biomarkers. 
 

Survival, QOL, symptoms. 

M5 Do nurse care coordinators impact on the outcome 
of patients with malignant mesothelioma? 

People with MPM. Nurse care coordinator 
support 

No nurse care 
coordinator 
support 

Survival, QOL, symptoms. 

M6 Do allied health professionals impact on the 
outcome of patients malignant mesothelioma? 

People with MPM. Allied health professional 
intervention 

No allied health 
professional 
intervention 

Survival, QOL, symptoms. 
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C.2. Systematic Search Strategy  
“Systematic searches for evidence are undertaken and the search strategy is 
documented, including the search terms and databases searched.” 
 
Three librarians participated in the development of these guidelines. Two librarians were assigned 
two Working Groups each and the third librarian one group. Using the PICO questions (listed in C.1 
above), key terms were systematically combined as specific search strategies for each PICO question 
across a number of databases. Terms used were a combination of MeSH (and other database 
thesaurus) headings, keyword terms and words in the text and titles. Pilot searches were conducted 
by the librarians and working with the co-chairs the search terms were revised accordingly to 
perform a more ‘sensitive’ search. 
 
A summary of databases searched and citations returned is shown in Table 2.  The detailed search 
strategies for each PICO question, including search terms, databases searched and the number of 
citations returned, are in the next section.   
 
Table 2 Databases searched and total number of citations returned 

Chapter Databases Search Period Total  
number of 
citations 
returned 

Diagnosis PubMed 
Embase 

- to 31 October 2011 
1966 to 31 October 2011  

 
7410 

Assessment PubMed 
Embase 

- to 31 October 2011 
1966 to 31 October 2011 

 
2524 

Active Anti-cancer 
Therapy 

Medline via OvidSP 1945 to 31 October 2011  
6647 

Supportive & 
Palliative Care 

Cochrane Database of Systematic 
Reviews  
EMBASE  
Ovid MEDLINE(R)  
Ovid Nursing Database  
PsycINFO  

 
2005 to 31 October 2011 
1966 to 31 October 2011  
1945 to 31 October 2011 
1950 to 31 October 2011 
1967 to 31 October 2011  

 
 
 
 
 
1732 

Models of Care Cochrane Database of Systematic 
Reviews  
EMBASE  
Ovid MEDLINE(R)  
Ovid Nursing Database  
PsycINFO 

 
2005 to 31 October 2011 
1966 to 31 October 2011  
1945 to 31 October 2011 
1950 to 31 October 2011 
1967 to 31 October 2011 

 
 
 
 
 
58 

   18,371 
 
  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              22 of 1244 

Detailed Search Strategies 

Diagnosis 
 

D1. What clinical information and procedural factors enhance sensitivity, specificity & predictive power of 
histology & immunohistochemistry in the diagnosis of MM? 
See also D11 
 
PubMed:  
 
((((diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti] OR "sensitivity and specificity"[mesh]) AND 
Mesothelioma[majr]) OR ((mesotheliom*[tw] AND malign*[tw])) AND (sign[ti] OR symptom*[ti] 
OR “signs and symptoms”[mesh])) AND humans[mesh] NOT case reports[pt]) OR 
(Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw]) AND “signs and symptoms”[majr]) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (diagnostic value/ or 
diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND  (clinical sign*.mp. OR 
SYMPTOM/ or symptom*.mp.) 
 
Citations returned: 337 
 

D2. In patients with adequate performance status, is thoracoscopy a superior first-line diagnostic procedure? 
 
PubMed : 
((Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw])) AND “sensitivity and 
specificity”[mesh] AND thoracoscop*) OR (((diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti] OR 
"sensitivity and specificity"[mesh]) AND (Mesothelioma[majr] OR (mesotheliom*[tw] AND 
malign*[tw])) AND thoracoscop*[ti]) AND humans[mesh] NOT case reports[pt])  
 
EMBASE:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (diagnostic value/ or 
diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND ((GENERAL 
PATHOLOGY/ or PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp.) OR 
(aspiration.mp. or ASPIRATION BIOPSY/ or "ASPIRATION, PUNCTURE AND SUCTION"/ or 
ASPIRATION/ or ASPIRATION CYTOLOGY/) OR (cytology/ or cytohistology/)) AND (effusion/ or 
effus*.mp.) 
 
Citations returned: 246 
 

D3. What is the sensitivity and specificity of diagnostic techniques for the pathological confirmation of MM 
(pleural aspiration, closed pleural biopsy, TTNA, open pleural biopsy, VAT, other) in people with pleural 
thickening? 
 
PubMed: 
((Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw]))  
AND "sensitivity and specificity"[mesh]  
AND diagnostic techniques, respiratory system[mesh]  
AND (pathology[sh] OR histopathology))   
OR  
((Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw]))  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              23 of 1244 

AND “sensitivity and specificity”[mesh]  
AND (cytodiagnosis[mesh] OR diagnostic techniques, respiratory system[majr])  
AND (pathology[sh] OR histopathol* OR cytopathol* OR ul[sh]))  
OR  
((diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti] OR "sensitivity and specificity"[mesh]) AND 
(Mesothelioma[majr] OR (mesotheliom*[tw] AND malign*[tw])) AND (histopathol*[ti] OR 
cytodiagnosis[mesh] OR cytopathol*[ti] OR ultrastructure[sh]) AND (pleural thick*) AND 
humans[mesh] NOT case reports[pt]) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (diagnostic value/ or 
diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND (GENERAL 
PATHOLOGY/ or PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp. OR 
aspiration.mp. or ASPIRATION BIOPSY/ or "ASPIRATION, PUNCTURE AND SUCTION"/ or 
ASPIRATION/ or ASPIRATION CYTOLOGY/ OR cytology/ or cytohistology/) AND ((thick or 
thicken*).mp. OR (pleurisy or pleuritis).mp.) 
 
Citations returned: 119 
 

D4. What is the optimum sequencing of diagnostic tests for the pathological confirmation of MM? 
 
PubMed: 
(((mesothel*[all fields] AND (Mesothelioma[mesh] OR mesotheliom*[tw] OR peritoneal 
neoplasms[mesh] OR pleural neoplasms[mesh] OR ((peritoneal[tw] OR pleural[tw]) AND 
(cancer*[tw] OR neoplas*[tw] OR tumor*[tw] OR tumors[tw] OR tumorous[tw] OR tumour*[tw] 
OR tumours[tw] OR tumourous[tw] OR carcinom*[tw])) OR pleural effusion, malignant[mesh] OR 
malignant pleural effusio*[tw] OR solitary fibrous tumor, pleural[mesh] OR (solitary fibrous 
tumor[tw] AND pleura[tw]) OR mesothelioma, cystic[mesh] OR cystic mesotheliom*[tw])) AND 
(diagnosis[sh] OR diagnosis[mesh] OR diagn*[ti]) AND (sequence OR sequent*[tw]) AND 
(diagnosis[sh] OR pathology[sh])) OR ((Mesothelioma[mesh] OR mesotheliom*[tw] OR peritoneal 
neoplasms[mesh] OR pleural neoplasms[mesh] OR ((peritoneal[tw] OR pleural[tw]) AND 
(cancer*[tw] OR neoplas*[tw] OR tumor*[tw] OR tumors[tw] OR tumorous[tw] OR tumour*[tw] 
OR tumours[tw] OR tumourous[tw] OR carcinom*[tw])) OR pleural effusion, malignant[mesh] OR 
malignant pleural effusio*[tw] OR solitary fibrous tumor, pleural[mesh] OR (solitary fibrous 
tumor[tw] AND pleura[tw]) OR mesothelioma, cystic[mesh] OR cystic mesotheliom*[tw]) AND 
(diagnosis[sh] OR diagnosis[mesh] OR diagn*[ti]) AND (sequence OR sequent*[tw]) AND 
mesothel*[ti])) 
 
Embase:  
 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (diagnostic value/ or 
diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND ((GENERAL 
PATHOLOGY/ or PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp. OR 
aspiration.mp. or ASPIRATION BIOPSY/ or "ASPIRATION, PUNCTURE AND SUCTION"/ or 
ASPIRATION/ or ASPIRATION CYTOLOGY/ OR cytology/ or cytohistology/) OR (sequence or 
sequent*).mp.) 
 
Citations returned: 648 
 

D5. Is cytological examination of pleural or other body fluid or FNA sufficient to definitively diagnose MM (& 
distinguish from other causes of effusion)? 
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Pubmed: 
((Mesothelioma/diagnosis[mesh] OR mesothelioma[majr] OR mesotheliom*[tw] OR pleural effusion, 
malignant[mesh] OR malignant pleural effusio*[tw] OR solitary fibrous tumor, pleural[mesh] OR 
(solitary fibrous tumor[tw] AND pleura[tw]) OR mesothelioma, cystic[mesh] OR cystic 
mesotheliom*[tw]) AND (diagnosis[sh] OR diagnosis[MAJR] OR diagn*[ti]) AND diagnosis, 
differential[mesh] AND (histopatholog*[ti] OR cytopatholog*[ti] OR histopathology[tw] OR 
cytopathology[mesh] OR cytology[sh]) AND (review[pt] OR “sensitivity and specificity”[mesh] OR 
pleural effus*[tw])) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/ ) AND (diagnostic value/ or 
diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/ OR GENERAL PATHOLOGY/ 
or PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp.) AND (aspiration.mp. or 
ASPIRATION BIOPSY/ or "ASPIRATION, PUNCTURE AND SUCTION"/ or ASPIRATION/ or 
ASPIRATION CYTOLOGY/ OR cytology/ or cytohistology/ OR (biopsy or histology).mp.  
 
Citations returned: 1129 
 

D6. Is the demonstration of tissue invasion an essential diagnostic criterion for any/all clinical decision making 
in MM? 
 
PubMed: 
(((Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw])) AND “sensitivity and 
specificity”[mesh] AND (biopt OR biopsy) AND (histolog* OR patholog* OR tissue OR invasion) ) 
OR ((diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti] OR "sensitivity and specificity"[mesh]) AND 
(Mesothelioma[majr] OR (mesotheliom*[tw] AND malign*[tw])) AND (biop*[ti] OR biopsy[ti]) 
AND humans[mesh] NOT case reports[pt])) 
 
Embase:  
(invasion or invasiv*).mp. AND (sensitivity or specificity).mp. AND ((biopsy or histology).mp. OR 
cytology/ or cytohistology/ OR aspiration.mp. or ASPIRATION BIOPSY/ or "ASPIRATION, 
PUNCTURE AND SUCTION"/ or ASPIRATION/ or ASPIRATION CYTOLOGY/ OR GENERAL 
PATHOLOGY/ or PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp. OR diagnostic 
value/ or diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND (malignant 
mesothelioma.mp. or exp *malignant mesothelioma/) 
 
Citations returned: 264 
 

D7. What is the performance benchmark for panels of immunohistochemical reagents used in the diagnosis 
of MM?  
 
PubMed: 
(Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw])) AND ("sensitivity and 
specificity"[mesh] OR diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti]) AND 
(immunohistochemistry[mesh] OR immunochemi*[all fields]) AND (marker OR markers) 
 
Embase:  
(immunohisto* or IHC).mp. AND ((biopsy or histology).mp. [mp=title, abstract, subject headings, 
heading word, drug trade name, original title, device manufacturer, drug manufacturer] OR cytology/ 
or cytohistology/ OR aspiration.mp. or ASPIRATION BIOPSY/ or "ASPIRATION, PUNCTURE AND 
SUCTION"/ or ASPIRATION/ or ASPIRATION CYTOLOGY/ OR GENERAL PATHOLOGY/ or 
PATHOLOGY/ or FORENSIC PATHOLOGY/ or pathology.mp. OR diagnostic value/ or diagnostic 
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test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND (malignant mesothelioma.mp. or 
exp *malignant mesothelioma/) 
 
Citations returned: 1003 
 

D8. Can biomarkers (CEA, SMRP, osteopontin & MPF) in blood &/or body fluid support or reject the MM 
diagnosis? 
 
PubMed: 
(Mesothelioma[mesh] OR (mesotheliom*[tw] AND malign*[tw])) AND ("sensitivity and 
specificity"[mesh] OR diagnosis[mesh] OR diagnosis[sh] OR diagnos*[ti]) AND (blood[sh] OR 
Pleural Effusion/an[mesh] OR mesothelin OR SMRP OR osteopontin OR CEA OR 
Carcinoembryonic Antigen[mesh]) AND (biomark* OR marker OR markers OR du[sh]) 
 
Embase:  
((peritoneal fluid or ascites or pleural fluid or pleural effusion).mp. OR (blood test* or serum 
test*).mp.) AND (biomarker* or marker*).mp. AND ((sensitivity or specificity).mp. OR diagnostic 
value/ or diagnostic test/ or diagnosis/ or diagnos*.mp. or diagnostic accuracy/) AND (malignant 
mesothelioma.mp. or exp *malignant mesothelioma/) 
 
Citations returned: 417 
 

D9. Does screening of asymptomatic persons at elevated risk for MM by radiological or biomarkers improve 
clinical course or survival? 
 
PubMed: 
(Mass screening OR screening OR markers OR biomarkers) AND (asymptom* OR asbestos OR 
asbestos bodies OR risk OR risk factors[mesh] OR expos*) AND (mortality OR morbidity OR 
survival) AND (Mesothelioma[mesh] OR (malign*[tw] AND mesotheliom*[tw])) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/ OR ASBESTOS BODY/ or 
asbestos.mp. or ASBESTOS/ or ASBESTOS FIBER/) AND ((screening or mass screening).mp. OR 
(biomarker* or marker* or blood test or urin* test).mp. ) AND (MORTALITY/ or CANCER 
MORTALITY/ or STANDARDIZED MORTALITY RATIO/ or mortality.mp.) 
 
Citations returned: 848 
 

D10.  Is there a benefit in differentiating histological subtypes of MM? 
 
PubMed:  
((malignan*[tw] AND mesothelioma[ti]) OR mesothelioma[majr]) AND (survival[ti] OR 
respons*[tw] OR survival[mesh] OR remission[tw] OR outcome[tw] OR refract*[tw] OR 
relaps*[tw]) AND (histology OR pathology OR cytopathol* OR histopathol* OR histology* OR 
pathology* OR stratif*) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND ((histology or pathology or 
cytopathology or stratifi*).mp.) AND (respons* or survival or remission or outcome or refract* or 
relaps*).mp.  
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Citations returned: 972 
 

D11. Does histological subtyping of MM predict prognosis?  
 
PubMed: 
((malignan*[tw] AND mesothelioma[ti]) OR mesothelioma[majr]) AND (prognosis[mesh] OR 
prognost*[tw] OR survival[mesh] OR respons*[tw] OR survival[mesh] OR remission[tw] OR 
outcome[tw] OR refract*[tw] OR relaps*[tw]) AND (histology OR pathology OR cytopathol* OR 
histopathol* OR histology* OR pathology* OR stratif*) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (histology or pathology or 
cytopathology or stratifi*).mp. AND (prognosis or prognos* or survival).mp.  
 
Citations returned: 1281 
 

D12. Does longer duration of symptoms prior to initial chest x-ray prejudice better outcomes? 
 
PubMed:  
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (prognosis[mesh] OR 
prognost*[tw] OR survival[mesh] OR respons*[tw] OR survival[mesh] OR remission[tw] OR 
outcome[tw] OR refract*[tw] OR relaps*[tw]) AND (time factors[mesh] OR duration[tw] OR 
years[ti] OR months[ti] OR long[ti]) AND (sign[tw] OR signs[tw] OR symptoms[tw] OR “signs and 
symptoms”[mesh] OR complaint*[tw]) 
 
Embase:   
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND ((respons* or survival or 
remission or outcome or refract* or relaps*).mp. OR (prognosis or prognos* or survival).mp. ) 
AND ((time factors or duration or years or months).mp. or long.ti. ) AND ((sign or signs or 
symptom or symptoms or complaint*).mp. ) 
 
Citations returned: 146 
 
 

Assessment 
 

A1. What is the preferred radiological method to assess a diagnosed malignant mesothelioma? 
 
Pubmed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND assess* AND (radiology 
OR radiologic OR imaging OR image OR tomographic OR tomography OR PET OR MRI) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND ((radiology or imaging or PET 
or MRI or tomography or scan or scanning or roentgen* or X-ray).mp.) AND (assessment or stage 
or staging or assess).af. 
 
Citations returned: 304 
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A2. What is the status of clinical staging methods for malignant mesothelioma? (Comparison 
of the Butchart versus TNM staging systems) 
 
Pubmed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (neoplasm staging[mesh] 
OR staging) AND ("sensitivity and specificity"[mesh] OR predictive value OR response OR 
prognosis OR cost effective) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (assessment or stage or 
staging or assess).af. AND (treatment planning or prognos*).mp.  
 
Citations returned: 444 
 

A3. What is the role of mediastinoscopy in the staging of malignant mesothelioma? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND mediastinoscop* 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (effective* or accura* or 
sensitivity or specificity or predict* or costs).mp. ) AND (mediastinoscopy/ or mediastinoscop*.mp.) 
 
Citations returned: 39 
 

A4. What is the role of PET scanning for the staging evaluation of malignant mesothelioma? 
 
PubMed:  
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (PET OR FDG OR FLT) 
AND (staging OR neoplasm staging[mesh] OR evaluation OR effective* OR "sensitivity and 
specificity"[mesh] OR costs OR accura*) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (effective* or accura* or 
sensitivity or specificity or predict* or costs).mp.  AND (mediastinoscopy/ or mediastinoscop*.mp.) 
 
Citations returned: 192 
 

A5. What is the role of MRI in the:  
a. Evaluation of malignant mesothelioma? 
b. Staging of mesothelioma? 
c. Evaluation of mesothelioma for surgical management? 
d. Evaluation of mesothelioma for local radiotherapy? 
 
Pubmed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (MRI OR magnetic 
imaging) AND (stage OR staging OR neoplasm staging[mesh] OR evaluation OR effective* OR 
"sensitivity and specificity"[mesh] OR costs OR accura*) 
 
Embase: 
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(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND  (pet or tomography).mp.  
AND   (stage or staging or predicti* or sensitivity).mp.  
 
Citations returned: 204 
 

A6. Do PET scans provide prognostic or predictive information for malignant mesothelioma? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (PET OR positron OR 
tomograph*) AND (prognosis OR prognostic OR predictive OR prediction OR effective* OR 
"sensitivity and specificity"[mesh] OR costs OR accura* OR survival[mesh] OR “quality of 
life”[mesh]) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND  (biomarker* or marker* or 
blood test or urin* test).mp.  AND (prognosis or prognos* or survival or outcome or cost* or 
predict*).mp.  
 
Citations returned: 294 
 

A7. What minimal pre-treatment evaluations are required for patients diagnosed with 
malignant mesothelioma? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (pretreatment OR pre-
treatment OR anamnesis OR medical history taking OR physical examination OR “signs and 
symptoms”[majr]) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND (pre-treatment or score or 
scoring or mediastinoscop* or pleuroscop* or anamnes*).mp. 
 
Citations returned: 219 
 

A8. What are validated prognostic markers for malignant mesothelioma? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (prognosis[mesh] OR 
prognos*[ti] OR prognosis[tw] OR prognostic[tw]) AND (marker* OR biomarkers[mesh] OR tests 
OR factors OR subtype* OR biopsy[mesh] OR blood[sh] OR analysis[sh] OR “signs and 
symptoms”[mesh]) AND humans[mesh] AND (English[la] OR dutch[la]) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND  
((biomarker* or marker* or blood test or urin* test or tests).mp. or test.ti. or subtyp*.mp. or 
biopsy.mp. or score.mp.) AND (prognosis or prognos* or survival or outcome or cost* or 
predict*).mp.  
 
Citations returned: 601 
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A9.  In patients diagnosed with malignant pleural mesothelioma, what is the effect of prior pleurodesis on 
assessment of stage and extent of disease and prognosis? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (pleurodesis OR talc) 
AND (assessm* OR neoplasm staging[mesh] OR stage OR staging OR radiology OR imaging OR CT 
OR x-ray OR scanning OR MRI OR PET OR SUV OR TGV) AND (effective* OR accura* OR 
“sensitivity and specificity”[mesh] OR prognosis OR prognostic OR prognostication OR survival) 
 
Embase:  
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND  (pleurodesis or talc).mp. 
AND (assessm* or stage or staging).mp. AND (radiology or imaging or CT or x-ray or scanning or 
MRI or PET or SUV or TGV).mp. AND (effective* or accura* or sensitivity or specificity or 
prognosis or prognostic or prognostication or survival).mp.  
 
Citations returned: 52 
 

A10. In patients diagnosed with malignant pleural mesothelioma being considered for radical 
treatment including surgery, what is the optimal pre-operative workup in order to optimise 
appropriate patient selection? 
 
PubMed: 
((malignan*[tw] AND mesothelioma[tw]) OR mesothelioma[mesh]) AND (stage OR neoplasm 
staging[mesh] OR staging OR assessm* OR patient selection) AND (resectable OR radical OR 
curative OR curation OR curable OR cure) 
 
Embase: 
(malignant mesothelioma.mp. or exp *malignant mesothelioma/) AND ((stage or staging or assessm*) 
and (resectable or radical or curative or curation)).mp.  
 
Citations returned: 175 
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Active  Anti-Cancer Treatment  

Rx1. Does radiotherapy improve the survival of people with malignant mesothelioma? (See also RSx7). 
 
Medline via OvidSP:  
 

1. exp Radiotherapy/ 
2. radiotherap*.tw. 
3. Radiotherapy, Intensity-Modulated/ 
4. (Radiation and (therap* or treatment*)).tw. 
5. imrt.tw. 
6. intensity modulated radiotherap*.tw. 
7. Radiotherapy, Conformal/ 
8. conformal radiotherap*.tw. 
9. tomotherap*.tw. 
10. photochemotherapy/ 
11. (photodynamic and (therap* or treatment*)).tw. 
12. irradiat*.tw. 
13. or/1-12 
14. Mesothelioma/ 
15. (malignan* and mesothelioma*).tw. 
16. or/14-15 
17. and/13,16 

 
Citations returned: 747  
 
Embase via OvidSP: 

 
1. exp radiotherapy/ 
2. radiotherap*.tw. 
3. (Radiation and (therap* or treatment*)).tw. 
4. imrt.tw. 
5. intensity modulated radiotherap*.tw. 
6. computer assisted radiotherapy/ 
7. conformal radiotherap*.tw. 
8. tomotherap*.tw. 
9. PHOTOCHEMOTHERAPY/ 
10. (photodynamic and (therap* or treatment*)).tw. 
11. irradiat*.tw. 
12. MESOTHELIOMA/ 
13. MALIGNANT MESOTHELIOMA/ 
14. (malignan* and mesothelioma*).tw. 
15. or/13-15 
16. and/12,16 

 
Citations returned: 1151  
 
Citations returned & de-duplicated: 1092  
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Rx2. Does surgery (EPP or pleurectomy/decortication) improve the survival of malignant mesothelioma 
patients? 
 
Medline via OvidSP: 
 

1. Pneumonectomy/ 
2. extrapleural pneumonectom*.tw. 
3. epp.tw. 
4. pleurectom*.tw. 
5. decortication.tw. 
6. or/1-5 
7. Mesothelioma/ 
8. (malignan* and mesothelioma*).tw. 
9. or/7-8 
10. and/6,9 

 
Citations returned: 474  
 
Embase via OvidSP: 
 

1. Lung resection/ 
2. Pneumonectomy/ 
3. extrapleural pneumonectom*.tw. 
4. epp.tw. 
5. PLEURECTOMY/ 
6. pleurectom*.tw. 
7. decortication/ 
8. decortication.tw. 
9. or/1-9 
10. MESOTHELIOMA/ 
11. malignant mesothelioma/ 
12. (malignan* and mesothelioma*).tw. 
13. or/11-13 
14. and/10,14 

 
Citations returned: 810  
Citations returned & de-duplicated: 865  
 

Rx3. Does chemotherapy or so-called targeted therapies improve the survival of malignant mesothelioma 
patients? 
 
Medline via OvidSP: 
 

1. mesothelioma/dt 
2. Antineoplastic Combined Chemotherapy Protocols/ 
3. cisplatin/ 
4. cisplatin.tw. 
5. Carboplatin/ 
6. carboplatin.tw. 
7. Pemetrexed.tw. 
8. alimta.tw. 
9. Raltitrexed.tw. 
10. Vinorelbine.tw. 
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11.  gemcitabine.tw. 
12.  or/1-11 
13. Mesothelioma/ 
14. (malignan* and mesothelioma*).tw. 
15. or/13-14 
16.  and/12,15 

 
Citations returned: 1279  
 
Embase via OvidSP: 
 

1. mesothelioma/dt [Drug Therapy] 
2. Cisplatin/ 
3. cisplatin.tw. 
4. CARBOPLATIN/ 
5. carboplatin.tw. 
6. PEMETREXED/ 
7. Pemetrexed.tw. 
8. alimta.tw. 
9. RALTITREXED 
10. Raltitrexed.tw. 
11. navelbine/ 
12. Vinorelbine.tw. 
13. GEMCITABINE/ 
14. gemcitabine.tw. 
15. or/1-14 
16. MESOTHELIOMA/ 
17. malignant mesothelioma/ 
18.  (malignan* and mesothelioma*).tw. 
19.  or/16-18 
20. and/15,19 
21.  20 to Embase 

 
Citations returned: 1843  
Citations returned & de-duplicated: 2405 
 

Rx4 Does immunologically-based treatments improve the survival of malignant mesothelioma patients? 
 
 Medline via OvidSP: 
 

1. biotherap*.tw. 
2. Biological Products/ 
3. Immunotherapy/ 
4. immunotherap*.tw. 
5. Gene Therapy/ 
6. Targeted Gene Repair/ 
7. Interleukin-2/ 
8. IL-2.tw. 
9. ((cell* or molecular or gene*) adj3 (therap* or treatment*)).tw. 
10. or/1-9 
11. mesothelioma/ 
12. (malignan* and mesothelioma*).tw. 
13. or/11-12 
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14. and/10,13 
 
Citations returned: 366  
 
Embase via OvidSP: 
 

1 biological therapy/ 
2 biotherap*.tw. 
3 cell therapy/ 
4 IMMUNOTHERAPY/ 
5 molecular therapy/ 
6 gene therapy/ 
7 targeted gene repair/ 
8 biological product/ 
9  ((cell* or molecular or gene*) adj3 (therap* or treatment*)).tw. 
10 biological product*.tw. 
11 interleukin 2/ 
12 Il-2.tw. 
13 or/1-12 
14 MESOTHELIOMA/ 
15 malignant mesothelioma/ 
16  (malignan* and mesothelioma*).tw. 
17  or/14-16 
18 and/13,17 
19 limit 18 to embase 

 
Citations returned: 453  
Citations returned & de-duplicated: 565  
 

Rx5 Does CAM improve the survival of people with malignant mesothelioma? 
 
Medline via OvidSP: 

 
1. exp Complementary Therapies/ 
2. cam.tw. 
3. ((complementary or alternative) adj3 (therap* or treatment* or medic*)).tw. 
4. or/1-3 
5. Mesothelioma/ 
6. (malignan* and mesothelioma*).tw. 
7. or/5-6 
8. and/4,7 
 

Citations returned: 44  
 
Embase via OvidSP: 
 

1. alternative medicine/ 
2. cam.tw. 
3.  ((complementary or alternative) adj3 (therap* or treatment* or medic*)).tw. 
4. or/1-3 
5. mesothelioma/ 
6. malignant mesothelioma/ 
7.  (malignan* and mesothelioma*).tw. 
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8. or/5-7 
9. and/4,8 
10. limit 9 to Embase 

 
Citations returned: 43  
Citations returned & de-duplicated: 63  
 

Rx6. Does combined modality (surgery, radiotherapy and/or chemotherapy in any combination) improve the 
survival of people with malignant mesothelioma? If so, what is the optimal sequencing of treatments?  
 
Medline via OvidSP: 
 

1. Combined Modality Therapy/ 
2. (combined Modal* adj3 (therap* or treatment*)).tw. 
3. (multimodal* adj3 (therap* or treatment*)).tw. 
4. or/1-3 
5. Mesothelioma/ 
6. (malignan* and mesothelioma*).tw. 
7. or/5-6 
8. and/4,7 
 

Citations returned: 564  
 
Embase via OvidSP: 
 

1. multimodality cancer therapy/ 
2.  (combined Modal* adj3 (therap* or treatment*)).tw. 
3.  ((trimodal* or multimodal*) adj3 (therap* or treatment*)).tw. 
4.  or/1-3 
5. Mesothelioma/ 
6. (malignan* and mesothelioma*).tw. 
7. or/5-6 
8. and/4,7 
9. limit 8 to Embase 

 
Citations returned: 265  
Citations returned & de-duplicated: 676  
 

Rx7. Does IMRT or other radiotherapy modifications improve survival of malignant mesothelioma patients? 
 
Medline via OvidSP: 

 
1. Radiotherapy, Intensity-Modulated/ 
2. intensity-modulated radiotherap*.tw. 
3. imrt.tw. 
4. Radiotherapy, Conformal/ 
5. (("3" or three) and dimensional conformal radiotherapy).tw. 
6. 3DCRT.tw. 
7. image guided radiation therap*.tw. 
8. IGRT.tw. 
9. Radiotherapy Planning, Computer Assisted/ 
10. Radiotherapy, Computer Assisted/ 
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11. or/1-10 
12. Mesothelioma/ 
13. (malignan* and mesothelioma*).tw. 
14. or/12-13 
15. and/11,14 
 

Citations returned: 51  
 
Embase via OvidSP: 
 

1. intensity modulated radiation therapy/ 
2. intensity-modulated radiotherap*.tw. 
3. imrt.tw. 
4. computer assisted radiotherapy/ 
5.  (("3" or three) and dimensional conformal radiotherapy).tw. 
6. 3DCRT.tw. 
7. image guided radiation therapy/ 
8. image guided radiation therap*.tw. 
9. IGRT.tw. 
10. or/1-9 
11. MESOTHELIOMA/ 
12. MALIGNANT MESOTHELIOMA/ 
13. (malignan* and mesothelioma*).tw. 
14. or/11-13 
15. and/10,14 
16. limit 15 to embase 

 
Citations returned: 90  
Citations returned & de-duplicated: 106  
 

Rx8. Does radiotherapy reduce tumour seeding after biopsy procedures in malignant mesothelioma? Does 
prophylactic radiotherapy to prevent intervention tract seeding produce any meaningful impact on the natural 
history of malignant mesothelioma? 
 
Medline via OvidSP: 
  

1. radiotherapy/ 
2. radiotherap*.tw. 
3. irradiat*.tw. 
4. or/1-3 
5. Mesothelioma/ 
6. (malignan* and mesothelioma*).tw. 
7. or/5-6 
8. Neoplasm Seeding/ 
9. ((neoplasm or tumor or tumour) adj3 seed*).tw. 
10. Biopsy, Fine-Needle/ae [Adverse Effects] 
11. Biopsy, Needle/ae [Adverse Effects] 
12. biopsy/ae 
13. or/8-12 
14. and/4,7,13 

 
Citations returned: 14  
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Embase via OvidSP: 
 

1. RADIOTHERAPY/ 
2. radiotherap*.tw.’ 
3. irradiat*.tw. 
4. or/1-3 
5. Mesothelioma/ 
6. malignant mesothelioma/ 
7. (malignan* and mesothelioma*).tw. 
8. or/5-7 
9. tumor seeding/ 
10. ((neoplasm or tumor or tumour) adj3 seed*).tw. 
11. needle biopsy/ae [Adverse Drug Reaction] 
12. biopsy/ae 
13. lung biopsy/ 
14. ASPIRATION BIOPSY/ 
15. or/9-14 
16. and/4,8,15 
17. limit 16 to Embase 

Citations returned: 17  
Citations returned & de-duplicated: 28  
 

Rx9. For CT, what is the optimal timing for the delivery of CT for malignant mesothelioma? 
 
Medline via OvidSP: 
 
1. Neoadjuvant Therapy/ 
2. ((neoadjuvant or immediate or early or induction) adj3 (ch?emotherap* or therap* or cisplatin or 
pemetrexed or carboplatin)).tw. 
3. or/1-2 
4. Mesothelioma/ 
5. (malignan* and mesothelioma*).tw. 
6. or/4-5 
7. and/3,6 
 
Citations returned: 103  
 
Embase via OvidSP: 
 
1. adjuvant chemotherapy/ 
2. ((neoadjuvant or immediate or early or induction) adj3 (ch?emotherap* or therap* or cisplatin 

or pemetrexed or carboplatin)).tw. 
3. or/1-2 
4. mesothelioma/ 
5. malignant mesothelioma/ 
6. (malignan* and mesothelioma*).tw. 
7. or/4-6 
8. and/3,7 
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Citations returned: 161  
Citations returned & de-duplicated: 181  
 

Rx10. For CT, what are the optimal agents(s) for malignant mesothelioma? 
 
Medline via OvidSP: 
 
1. mesothelioma/dt 
2. ch?emotherap*.tw. 
3. Cisplatin/ 
4. cisplatin.tw. 
5. Carboplatin/ 
6. carboplatin.tw. 
7. Pemetrexed.tw. 
8. alimta.tw. 
9. Vinorelbine.tw. 
10. Raltitrexed.tw. 
11. or/1-10 
12. Mesothelioma/ 
13. (malignan* and mesothelioma*).tw. 
14. or/12-13 
15. and/11,14 
16. randomized controlled trial.pt. 
17. controlled clinical trial.pt. 
18. randomized.ab. 
19. placebo.ab. 
20. clinical trials as topic.sh. 
21. randomly.ab. 
22. trial.ti. 
23. or/16-22 
24. exp animals/ not humans.sh. 
25. 23 not 24 
26. and/15,25 
 
Citations returned: 253  
 
Embase via OvidSP: 
 
1. MESOTHELIOMA/dt [Drug Therapy] 
2. malignant mesothelioma/dt [Drug Therapy] 
3. ch?emotherap*.tw. 
4. Cisplatin/ or cisplatin.tw. 
5. Carboplatin/ or carboplatin.tw. 
6. Pemetrexed/ or Pemetrexed.tw. 
7. alimta.tw. 
8. navelbine/ or Vinorelbine.tw. 
9. GEMCITABINE/ or GEMCITABINE.tw. 
10. or/1-9 
11. mesothelioma/ 
12. malignant mesothelioma/ 
13. (malignan* and mesothelioma*).tw. 
14. or/11-13 
15. and/10,14 
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16. random.tw. or placebo.mp. or double-blind.tw. 
17. and/15-16 
 
Best optimization of sensitivity and sensitivity filter for Embase (Wong et al, 2006) 

 
Citations returned: 81  
Citations returned & de-duplicated: 321  
 

Rx11. For CT, what is the optimal number of cycles for malignant mesothelioma? 
 
Medline via OvidSP: 
 
1. mesothelioma/dt 
2. Cisplatin/ 
3. cisplatin.tw. 
4. Carboplatin/ 
5. Carboplatin.tw. 
6. Pemetrexed.tw. 
7. alimta.tw. 
8. Raltitrexed.tw. 
9. Vinorelbine.tw. 
10. gemcitabine.tw. 
11. or/1-10 
12. drug administration schedule/ 
13. cycle*.tw. 
14. schedule*.tw. 
15. or/12-14 
16. Mesothelioma/ 
17. (malignan* and mesothelioma*).tw. 
18. or/16-17 
19. and/11,15,18 
20. randomized controlled trial.pt. 
21. controlled clinical trial.pt. 
22. randomized.ab. 
23. placebo.ab. 
24. clinical trials as topic.sh. 
25. randomly.ab. 
26. trial.ti. 
27. or/20-26 
28. exp animals/ not humans.sh. 
29. 27 not 28 
30. and/19,29 
 
Citations returned: 54 
 
Embase via OvidSP: 
 
1. MESOTHELIOMA/dt [Drug Therapy] 
2. malignant mesothelioma/dt [Drug Therapy] 
3. cisplatin/ or cisplatin.tw. 
4. carboplatin/ or carboplatin.tw. 
5. Pemetrexed/ or Pemetrexed.tw. 
6. alimta.tw. 
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7. RALTITREXED/ or raltitrexed.tw. 
8. navelbine/ or Vinorelbine.tw. 
9. gemcitabine/ or gemcitabine.tw. 
10. drug administration/ 
11. drug administration schedule*.tw. 
12. (cycle* or schedule*).tw. 
13. or/10-12 
14. malignant mesothelioma/ 
15. (malignan* and mesothelioma*).tw. 
16. or/14-16 
17. random.tw. or placebo.mp. or double-blind.tw. 
18. or/1-9 
19. and/13,17,19 
20. random.tw. or clinical trial.mp. or exp treatment outcome/ 
21. and/20-21 
 
Embase Sensitivity/specificity filter (Wong, 2006) 
 
Citations returned: 258  
Citations returned & de-duplicated: 263  
 

Rx12. For CT, does maintenance treatment improve survival in malignant mesothelioma? 
 
Medline via OvidSP: 
 
1. mesothelioma/dt 
2. antineoplastic agents/ 
3. Cisplatin/ 
4. cisplatin.tw. 
5. Carboplatin/ 
6. carboplatin.tw. 
7. Pemetrexed.tw. 
8. alimta.tw. 
9. Raltitrexed.tw. 
10. Vinorelbine.tw. 
11. gemcitabine.tw. 
12. or/1-11 
13. (maintenance and (Treatment* or therap* or chemotherap*)).tw. 
14. and/12-13 
15. Mesothelioma/ 
16. (malignan* and mesothelioma*).tw. 
17. or/15-16 
18. and/14,17 
 
Citations returned: 18   
 
Embase via OvidSP: 
 
1. MESOTHELIOMA/dt [Drug Therapy] 
2. malignant mesothelioma/dt [Drug Therapy] 
3. antineoplastic agent/ 
4. Cisplatin/ or cisplatin.tw. 
5. Carboplatin/ or carboplatin.tw. 
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6. Pemetrexed/ or Pemetrexed.tw. 
7. alimta.tw. 
8. Raltitrexed/ or Ralitrexed.tw. 
9. Navelbine/ or Vinorelbine.tw. 
10. gemcitabine/ or gemcitabine.tw. 
11. or/1-10 
12. (maintenance and (Treatment* or therap* or chemotherap*)).tw. 
13. and/11-12 
14. mesothelioma/ 
15. malignant mesothelioma/ 
16. (malignan* and mesothelioma*).tw. 
17. or/14-16 
18. and/11,13,17 
 
Citations returned: 22  
Citations returned & de-duplicated: 27  
 

Rx 13 Does second line CT improve outcomes in MM (survival, quality of life, symptoms)? 
 
Medline via OvidSP: 
 
1. mesothelioma/dt 
2. antineoplastic agents/ 
3. Cisplatin/ 
4. cisplatin.tw. 
5. Carboplatin/ 
6. carboplatin.tw. 
7. Pemetrexed.tw. 
8. alimta.tw. 
9. Raltitrexed.tw. 
10. Vinorelbine.tw. 
11. gemcitabine.tw. 
12. or/1-11 
13. (second line and (Treatment* or therap* or chemotherap*)).tw. 
14. and/12-13 
15. Mesothelioma/ 
16. (malignan* and mesothelioma*).tw. 
17. or/15-16 
18. and/14,17 
 
Citations returned: 49   
 
Embase via OvidSP: 
 
1. MESOTHELIOMA/dt [Drug Therapy] 
2. malignant mesothelioma/dt [Drug Therapy] 
3. antineoplastic agent/ 
4. Cisplatin/ or cisplatin.tw. 
5. Carboplatin/ or carboplatin.tw. 
6. Pemetrexed/ or Pemetrexed.tw. 
7. alimta.tw. 
8. Raltitrexed/ or Ralitrexed.tw. 
9. Navelbine/ or Vinorelbine.tw. 
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10. gemcitabine/ or gemcitabine.tw. 
11. or/1-10 
12. (second line and (Treatment* or therap* or chemotherap*)).tw. 
13. and/11-12 
14. mesothelioma/ 
15. malignant mesothelioma/ 
16. (malignan* and mesothelioma*).tw. 
17. or/14-16 
18. and/11,13,17 
 
Citations returned: 20  
Citations returned & de-duplicated: 28 
 

Rx 14.  Does nutritional assessment and support improve survival and/or quality of life in patients with 
mesothelioma? 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Pleural Neoplasms/ 
6. Nutrition Assessment/ 
7. Nutrition Therap*/ 
8. or/1-5 
9. or/6-7 
10. 8 and 9 
Citations returned: 19 
 

Rx 15. Do exercise programs improve survival and/or quality of life in patients with mesothelioma? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Pleural Neoplasms/ 
6. Exercise/ 
7. Exercise Therap*/ 
8. or/1-5 
9. or 6-7 
10. 8 and 9 
Citations returned: 8 
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Palliative & Supportive Care 
Cochrane Database of Systematic Reviews  
EMBASE  
Ovid MEDLINE(R)  
Ovid Nursing Database  
PsycINFO 
 

RxS1. Does malignant mesothelioma have a high symptomatic burden when compared to other malignant 
diagnoses? 
 
1.Mesothelioma/ 
2.Mesothelioma*/ 
3.Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 
16.Intervention studies/ 
17. Modality/or Modalities 
17.Or/1-4 
18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 59 
 

RxS2. Do people living with malignant mesothelioma need symptom palliation from the time of diagnosis? 
 
1.Mesothelioma/ 
2.Mesothelioma*/ 
3.Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              43 of 1244 

16.Intervention studies/ 
17. Modality/or Modalities 
17.Or/1-4 
18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 42 
 

RxS3. What are the different characteristics of pain frequently encountered in malignant mesothelioma ? 
 
1.Mesothelioma/ 
2.Mesothelioma*/ 
3.Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 
16.Intervention studies/ 
17. Modality/or Modalities 
17.Or/1-4 
18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 38 
 

RxS4. What are the key modalities for treating pain in malignant mesothelioma?  
 
1.Mesothelioma/ 
2.Mesothelioma*/ 
3.Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 
16.Intervention studies/ 
17. Modality/or Modalities 
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17.Or/1-4 
18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 70 
 

RxS5. Do early interventional pain techniques offer advantages over systemic therapies for malignant 
mesothelioma patients? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 
16.Intervention studies/ 
17. Modality/or Modalities 
17.Or/1-4 
18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 99 
 

RxS6. What are the interventions to manage dyspnoea in malignant mesothelioma? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10.Health services needs and demand/ 
11.Morphine/ 
12. Analgesia/ 
13.Intractable pain/ 
14.Dyspnea /or dyspnoea 
15.Intervention / 
16.Intervention studies/ 
17. Modality/or Modalities 
17.Or/1-4 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              45 of 1244 

18.Or/5-17 
19.17 and 18 
20.  limit 19 to English 
Citations returned & de-duplicated: 54 

 

RxS7. What is the evidence that radiotherapy can provide symptom palliation for patients with malignant 
mesothelioma, in particular pain, mass effect, dyspnoea? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10. Dyspnea /or dyspnoea 
11. Intervention studies/ 
12. Radiotherapy/ 
13. Palliative radiotherapy/ 
14. Radiotherapy dosage/ or radiotherapy dose/ 
15. Time factors/ or duration/ 
16. Radiotherapy injuries/or Radiotherapy toxicity/ 
17. Radiotherapy side effect*/ 
18. or/1-4 
19. or/5-17 
20. 18 and 19 
21. limit 20 in English 
Citations returned & de-duplicated: 35 
 

RxS8. Is there a relationship between radiotherapy dose and/or duration and symptom response? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10. Dyspnea /or dyspnoea 
11. Intervention studies/ 
12. Radiotherapy/ 
13. Palliative radiotherapy/ 
14. Radiotherapy dosage/ or radiotherapy dose/ 
15. Time factors/ or duration/ 
16. Radiotherapy injuries/or Radiotherapy toxicity/ 
17. Radiotherapy side effect*/ 
18. or/1-4 
19. or/5-17 
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20. 18 and 19 
21. limit 20 in English 
Citations returned & de-duplicated: 30 
 

RxS9.  Are there disease and patient factors which predict for likelihood of symptom response to 
radiotherapy, such as performance status, age, histology?  
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10. Dyspnea /or dyspnoea 
11. Intervention studies/ 
12. Radiotherapy/ 
13. Palliative radiotherapy/ 
14. Radiotherapy dosage/ or radiotherapy dose/ 
15. Time factors/ or duration/ 
16. Radiotherapy injuries/or Radiotherapy toxicity/ 
17. Radiotherapy side effect*/ 
18. or/1-4 
19. or/5-17 
20. 18 and 19 
21. limit 20 in English 
Citations returned & de-duplicated: 79 
 

RxS10.  Is palliative radiotherapy for malignant mesothelioma associated with toxicity?  
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
12. Radiotherapy/ 
13. Palliative radiotherapy/ 
14. Radiotherapy dosage/ or radiotherapy dose/ 
15. Time factors/ or duration/ 
16. Radiotherapy injuries/or Radiotherapy toxicity/ 
17. Radiotherapy side effect*/ 
18. or/1-4 
19. or/5-17 
20. 18 and 19 
21. limit 20 in English 
Citations returned & de-duplicated: 58 
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RxS11. Does chemotherapy for malignant mesothelioma improve quality of life or functional status 
independent of its effect on tumour response?  
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Symptom control/ 
8. Pain control/ 
9. Pain measurement/ 
10. Dyspnea /or dyspnoea 
11. Intervention studies/ 
12. Chemotherapy/ 
13. Drug Therapy 
14. Randomized controlled trial 
15. Quality of life/ 
16. Symptom control/ 
17. or/1-4 
18. or/5-16 
19. 17 and 18 
20. limit 19 in English 
Citations returned & de-duplicated:143 
 

RxS12.  What are the psychosocial needs of patients with malignant mesothelioma?  
 

RxS13.  What are the psychosocial needs of caregivers/families of people diagnosed with malignant 
mesothelioma?  
 

RxS14.  For 12 and 13, do these needs change in relation to proximity to death? 
 

RxS15.  Are there effective psychosocial interventions to assist people diagnosed with malignant 
mesothelioma &/or their caregivers/families to cope with their illness?  
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Terminal care/ 
8. Advance Care Planning/   
9. Patient Care Planning/ 
10. psychosocial care/ 
11. psychological support/ 
12. psychosocial need*/ 
13. caregiver*/carer*/ 
14. psychosocial intervention*/ 
15. Right to die/ 
16. Place of death/ 
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17. Social support 
18. Intervention studies/ 
19. Overall survival/ 
20. Disease-Free Survival/ 
21. Quality of life/ 
22. or/1-4 
23. or/5-18 
24. or/19-21 
25. 22 and 23 and 24 
Citations returned & de-duplicated: 569 
 

RxS16.  What are the legal compensation issues for patients and/or families with malignant mesothelioma? 
 
1. Mesothelioma/ 
2. Mesothelioma*/ 
3. Malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Symptomatic burden/ 
6. Palliative care/ 
7. Terminal care/ 
8. Advance Care Planning/   
9. Patient Care Planning/ 
10. psychosocial care/ 
11. psychological support/ 
12. psychosocial need*/ 
13. caregiver*/carer*/ 
14. psychosocial intervention*/ 
15. Right to die/ 
16. Place of death/ 
17. Social support 
18. Intervention studies/ 
19. Overall survival/ 
20. Disease-Free Survival/ 
21. Quality of life/ 
22. or/1-4 
23. or/5-18 
24. or/19-21 
25. 22 and 23 and 24 
Citations returned & de-duplicated: 143 
 

RxS17. Do people diagnosed with malignant mesothelioma use complementary therapies to treat or manage 
their illness? 
 

RxS 18. Do people with malignant mesothelioma use alternate therapies to treat or manage their illness? 
 

RxS 19. Do health care providers support the use of complementary and/or alternate therapies by people 
diagnosed with malignant mesothelioma? 
 
1.Mesothelioma/ 
2.Mesothelioma*/ 
3.Malignant mesothelioma/ 
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4.Malignant mesothelioma*/ 
5.Complementary therap*/ 
6. Complementary medicine/ 
7. Alternative therap*/ 
Unproven therap*/ 
8. Acupuncture/ 
9. Chinese medicine/ 
10. Herb*/ 
11. Vitamins/ 
12.Cancer/ or  Neoplasms/ 
13. Terminally Ill/ 
14. Chronic Disease/ 
15. Quality of life/ 
16. Surviv* 
17. Health care provider*/ 
18. Physicians, Family/ 
19. or/1-4 
20. or/5-11 
21. or/12-14 
22. 19 and 20 
23. (20 and 21) or (17 and 18) 
24.  21 and (15 and 16) 
Citations returned & de-duplicated: 313 
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Models of Care	
Cochrane Database of Systematic Reviews  
EMBASE  
Ovid MEDLINE(R)  
Ovid Nursing Database  
PsycINFO 
 

M1. Does multidisciplinary team care improve survival, symptoms or quality of life in malignant 
mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Cancer/ or Neoplasms/ 
6. Model* of care/ 
7. Primary Health Care/ 
8. Long-Term Care/ Palliative Care/ Patient Care Team/ 
9. Patient Care Planning/ or advance care planning. mp 
10. Multidisciplinary care/or Multiple disciplines/ 
11. Physicians, Primary Care.mp or Physicians, Family/ 
12. Quality of life/ 
13. Survival Rate/ or Surviv* 
14. Health Care provider*/ 
15. Or/6-11 
16. 12 or 13 
17. Or/1-4 
18. 15 and 16 and 17 
19. Limit 18 to English language 
20. Remove duplicates from 19 
 
Citations returned: 42  
 

M2.  What is the optimal involvement of primary care in the management of people with malignant 
mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Cancer/ or Neoplasms/ 
6. Model* of care/ 
7. Primary Health Care/ 
8. Long-Term Care/ Palliative Care/ Patient Care Team/ 
9. Patient Care Planning/ or advance care planning. mp 
10. Multidisciplinary care/or Multiple disciplines/ 
11. Physicians, Primary Care.mp or Physicians, Family/ 
12. Quality of life/ 
13. Survival Rate/ or Surviv* 
14. Health Care provider*/ 
15. 6 or 7 
16. 12 or 13 
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17. Or /1-5 
18. 15 and 16 and 17 
19. Limit 18 to English language 
20. Remove duplicates from 19 
 
Citations returned: 52  
 

M3. Does surgical volume affect the surgical outcomes and survival in people with malignant mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Surergy.mp 
6. Surgical volume/or volume of surgery 
7. High volume/or volume 
8. Expertise.mp 
9. “Outcome and Process Assessment (Health Care)”/ or “Process Assessment (Health Care)”/ or 

“Outcome Assessment (Health Care)”/ 
10. Exp Surgical Procedures, Operative/ 
11. Exp Treatment Outcome/ 
12. Quality of life/ 
13. Survival Analysis/ or Survival/ or Survival Rate/ or Surviv* 
14. Or/5-7 
15. Or/1-4 
16. 12 or 13 
17. 14 and 15 and 16 
18. Limit 17 to English language 
19. Remove duplicates from 18 

 
Citations returned: 45  
 

M4. What is the optimum follow-up tests and intervals for people with malignant mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. Model* of care/ 
6. Follow up protocol/or follow up test*.mp 
7. Follow up protocol/or follow up strateg* 
8. Relapse.mp /or exp Recurrence/ 
9. Quality of life/ 
10. Survival Analysis/ or Survival/ or Survival Rate/ or Surviv* 
11. Immunologic Surveillance/ or Population Surveillance/ or sureveillance.mp 
12. 6 or 7 
13. Or/9-11 
14. Or/1-4 
15. And/12-14 
16. 8 and 15 
17. Limit 16 to English Language 
18. Remove duplicates from 17 
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Citations returned: 58  
 

M5. Do nurse care coordinators impact on the outcome of patients with malignant mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. exp Patient Care Team/ or exp "Delivery of Health Care, Integrated"/ or nurse care 

coordinator.mp. or exp Nursing Staff, Hospital/ or exp "Continuity of Patient Care"/ 
6. Or/1-4 
7. 5 and 6 
8. Limit 7 to English Language 
9. Remove duplicates from 8 
 
Citations returned: 22  
 
 

M6 Do allied health professionals impact on the outcome of patients with malignant mesothelioma? 
 
1. Exp mesothelioma/ 
2. Mesothelioma*/ 
3. Exp malignant mesothelioma/ 
4. Malignant mesothelioma*/ 
5. “Delivery of Health Care,, Intergrated.mp or exp “Delivery of Health Care, Integrated”/ 
6. Physiopathology.mp 
7. Rehabilitation.mp or exp Rehabilitation/ or exp Rehabilitation Nursing/ 
8. Exp Psychology/ or psychology.mp 
9. Non-invasive therapies.mp 
10. Or/1-4 
11. And 5-9 
12. Limit 11 to English Language 
13. Remove duplicates from 12 
 
Citations returned: 0  
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C.3. Population Subgroups. 
“The population groups specified in the search strategy include Aboriginal and Torres Strait 
Islander peoples and any population subgroups that have been identified.” 
 
The search strategies were designed to retrieve all available evidence to meet the inclusion 
criteria. The literature searches provided very limited evidence and in some cases, no 
evidence was retrieved. Therefore the searches were not limited to special populations as 
identified by the NHMRC - Aboriginal and Torres Strait Peoples or any other culturally and 
linguistically diverse groups. 
 
To date, data on the incidence of mesothelioma and mortality in Aboriginal and Torres 
Strait Peoples or any other culturally and linguistically diverse groups has not been reliably 
estimable due to inadequate recording.  However, since the 1st July 2010 all new cases of 
mesothelioma diagnosed in Australia is being monitored by the Australian Mesothelioma 
Registry.  At this stage there are limitations with reporting of trends and projections due to 
the lack of data.   
 

C.4. Search Timeframe 
“The publication period covered by the searches is stated, and the latest date is within 12 
months of the first day of public consultation and within 20 months of submission of the final 
draft guideline to NHMRC for approval.” 
 
All the literature searches were completed by the 31st October 2011.  Please also refer to 
Table 2, p21. These Guidelines will be submitted to the National Health and Medical 
Research Council for consideration of approval in April 2013. 

C.5. Study Selection 
“ The inclusion and exclusion criteria used to select studies for appraisal are described.” 
 
These guidelines were developed in accordance with the NHMRC standards (1). 
 

Search Results and Initial Screening 

A combined total of 18,371references were initially identified.   

These articles, organized by PICO question, were screened for full-text retrieval by the 
appropriate Working group co-chairs using the article title and abstract. Duplicate, non-
English and incorrect or irrelevant citations (conference abstracts, articles dealing solely 
with peritoneal or other non-pleural disease, or animals and in vitro models) that were 
clearly not relevant were marked as ‘no’ and all relevant, or possibly relevant, articles were 
marked for full text retrieval.  

This process resulted in 2304 unique references for full text retrieval. These 2304 articles 
were entered into a database and a final assessment for relevance was made by one of five 
independent readers based on the full text articles (Figure 1).  Following full text review, 
1118 individual articles were deemed relevant to the Guidelines and went on to have an 
assessment of methodology and extraction of data. Eight potentially relevant papers could 
not be fully assessed as their full text articles were not obtained.  
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Figure 1 Flow diagram: selection process of full text articles for appraisal 

 

Critical Appraisal of Full Text Articles  

 
The 1110 relevant articles, with available full text, were categorised according to the main 
clinical domain they sought to address (i.e. intervention, diagnosis, prognosis, aetiology and 
screening) and rated according to the NHMRC level of evidence hierarchy (Table 3, p56) 
and SIGN Algorithm for classifying study design for questions of effectiveness (Figure 2, p59  
http://www.sign.ac.uk/pdf/studydesign.pdf). Individual studies were assessed in detail for 
methodological quality (risk of bias) by a single reader using the appropriate methodology 
checklist from NICE and QUADAS-2 (Table 4, p58). The checklists are reproduced in the 
section Critical Appraisal Checklists, p62.  

Data Extraction (level I to III-3 studies) 

For pragmatic reasons (the volume of articles retrieved and the time involved), we 
restricted data extraction to studies rated Level 1 to 111-3 only, except when there was an 
absence of higher–level data, e.g. for some of the Palliative and Supportive Care questions.   
 
An independent second reader extracted the summary data (including statistical precision, 
effect size and relevance) from each individual study and validated the level of evidence 
rating of the first reader.  
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Inter-reader Agreement 

Where the first and second readers disagreed on either study type or level of evidence, a 
third reader independently re-assessed the paper.  If two out of three readers agreed, 
consensus had been achieved, if not, the paper was tabled for review at an open consensus 
meeting by three of the readers and consensus achieved through discussion. 
 

Summary and Assessment of the Relevant Data  

Summary data from each individual study were tabulated per PICO question in an Evidence 
Table according to the NHMRC levels of evidence and grades for recommendations for 
developers of guideline(2) (see section C7).  Each Evidence Table thus encompasses the ‘body 
of evidence’ for each guideline recommendation. 
 
The Evidence Tables were presented to the Guideline Development Committee. Each sub-
committee assessed and summarised the body of evidence informing each guideline 
recommendation using the NHMRC Evidence Statement Form (Figure 3, p60) according to 
five key components: 
 

1) Evidence base (the number, quality and level of evidence of studies);  
2) Consistency of results;  
3) Potential clinical impact of the proposed recommendation;  
4) Generalisability to the target population for the guideline;  
5) Applicability to the Australian healthcare context.   

 
Each key component was rated using the NHMRC Body of Evidence matrix from ‘Excellent’ 
through to ‘Poor’ (Table 5, p61).  Summation of the ratings for the five key components 
allowed each guideline recommendation to be assigned an overall NHMRC Grade of 
Recommendation (A-D) ranging from ‘body of evidence can be trusted to guide practice’ to 
‘body of evidence is weak and recommendation must be applied with caution’ (Table 6, p61).  
Where no evidence-based recommendation could be made, a clinical practice point was 
made.  Finally, each recommendation was discussed by all members of the Guideline 
development team in an open discussion. 
 
Section C6 (p91) contains the Evidence Tables; a list of included studies per PICO question, 
their risk of bias assessment (all Levels of Evidence) and summary extracted data (Levels 1 
to 111-3 only). The risk of bias tables include a colour-coded ‘summary’ of the risk of bias 
assessment. This is not a reproduction of the full checklist assessment, but a quick visual 
guide to risk of bias across summary domains (see section C6 Risk of bias table: Key for 
further explanation).  Section C7 (p1028) contains the Evidence Statement Forms for each 
PICO. 
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Table 3 NHMRC Evidence Hierarchy 

NHMRC Evidence Hierarchy: designations of ‘levels of evidence’ according to type of research question (including explanatory 
notes) 

Level  Intervention [1]  Diagnostic accuracy [2]  Prognosis  Aetiology [3]  Screening Intervention  

I [4]  A systematic review of level II  
studies  

A systematic review of level  
II studies  

A systematic review of level II 
studies  

A systematic review of 
level II studies  

A systematic review of level II studies  

II  A randomised controlled trial  A study of test accuracy with: an 
independent, blinded comparison with a 
valid reference standard,[5] among 
consecutive persons with a defined 
clinical presentation[6]  

A prospective cohort study [7] A prospective cohort 
study  

A randomised controlled trial  

III-1  A pseudorandomised controlled trial  
(i.e. alternate allocation or some other method)  

A study of test accuracy with: an 
independent, blinded comparison with a 
valid reference standard,[5] among non-
consecutive persons with a defined 
clinical presentation[6]  

All or none[8]  All or none[8]  A pseudorandomised controlled trial  
(i.e. alternate allocation or some other 
method)  

III-2  A comparative study with concurrent controls:  
▪ Non-randomised, experimental trial[9]  
▪ Cohort study  
▪ Case-control study  
▪ Interrupted time series with a control group  

A comparison with reference standard 
that does not meet the criteria required 
for  
Level II and III-1 evidence  

Analysis of prognostic factors 
amongst persons in a single arm of a 
randomised controlled trial  

A retrospective cohort 
study  

A comparative study with concurrent 
controls:  
▪ Non-randomised, experimental trial  
▪ Cohort study  
▪ Case-control study  

III-3  A comparative study without concurrent controls:  
▪ Historical control study  
▪ Two or more single arm study[10]  
▪ Interrupted time series without a parallel control 
group  

Diagnostic case-control study[6]  A retrospective cohort study  A case-control study  A comparative study without concurrent 
controls:  
▪ Historical control study  
▪ Two or more single arm study  

IV  Case series with either post-test or pre-test/post-
test outcomes  

Study of diagnostic yield (no reference 
standard)[11]  

Case series, or cohort study of 
persons at different stages of disease  

A cross-sectional study 
or case series  

Case series  

Explanatory notes 

1) Definitions of these study designs are provided on pages 7-8 How to use the evidence: assessment and application of scientific evidence (NHMRC 2000b)  

2) These levels of evidence apply only to studies of assessing the accuracy of diagnostic or screening tests. To assess the overall effectiveness of a diagnostic test there also needs to be a consideration of the impact 
of the test on patient management and health outcomes (Medical Services Advisory Committee 2005, Sackett and Haynes 2002). The evidence hierarchy given in the ‘Intervention’ column should be used when 
assessing the impact of a diagnostic test on health outcomes relative to an existing method of diagnosis/comparator test(s). The evidence hierarchy given in the ‘Screening’ column should be used when assessing 
the impact of a screening test on health outcomes relative to no screening or opportunistic screening.  

3) If it is possible and/or ethical to determine a causal relationship using experimental evidence, then the ‘Intervention’ hierarchy of evidence should be utilised. If it is only possible and/or ethical to determine a causal 
relationship using observational evidence (eg. cannot allocate groups to a potential harmful exposure, such as nuclear radiation), then the ‘Aetiology’ hierarchy of evidence should be utilised.  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              57 of 1244 

4) A systematic review will only be assigned a level of evidence as high as the studies it contains, excepting where those studies are of level II evidence. Systematic reviews of level II evidence provide more data than 
the individual studies and any meta-analyses will increase the precision of the overall results, reducing the likelihood that the results are affected by chance. Systematic reviews of lower level evidence present 
results of likely poor internal validity and thus are rated on the likelihood that the results have been affected by bias, rather than whether the systematic review itself is of good quality. Systematic review quality 
should be assessed separately. A systematic review should consist of at least two studies. In systematic reviews that include different study designs, the overall level of evidence should relate to each individual 
outcome/result, as different studies (and study designs) might contribute to each different outcome.  

5) The validity of the reference standard should be determined in the context of the disease under review. Criteria for determining the validity of the reference standard should be pre-specified. This can include the 
choice of the reference standard(s) and its timing in relation to the index test. The validity of the reference standard can be determined through quality appraisal of the study (Whiting et al 2003).  

6) Well-designed population based case-control studies (eg. population based screening studies where test accuracy is assessed on all cases, with a random sample of controls) do capture a population with a 
representative spectrum of disease and thus fulfil the requirements for a valid assembly of patients. However, in some cases the population assembled is not representative of the use of the test in practice. In 
diagnostic case-control studies a selected sample of patients already known to have the disease are compared with a separate group of normal/healthy people known to be free of the disease. In this situation 
patients with borderline or mild expressions of the disease, and conditions mimicking the disease are excluded, which can lead to exaggeration of both sensitivity and specificity. This is called spectrum bias or 
spectrum effect because the spectrum of study participants will not be representative of patients seen in practice (Mulherin and Miller 2002).  

7) At study inception the cohort is either non-diseased or all at the same stage of the disease. A randomised controlled trial with persons either non-diseased or at the same stage of the disease in both arms of the 
trial would also meet the criterion for this level of evidence.  

8) All or none of the people with the risk factor(s) experience the outcome; and the data arises from an unselected or representative case series which provides an unbiased representation of the prognostic effect. 
For example, no smallpox develops in the absence of the specific virus; and clear proof of the causal link has come from the disappearance of small pox after large-scale vaccination.  

9) This also includes controlled before-and-after (pre-test/post-test) studies, as well as adjusted indirect comparisons (ie. utilise A vs B and B vs C, to determine A vs C with statistical adjustment for B).  

10) Comparing single arm studies ie. case series from two studies. This would also include unadjusted indirect comparisons (ie. utilise A vs B and B vs C, to determine A vs C but where there is no statistical 
adjustment for B).  

11) Studies of diagnostic yield provide the yield of diagnosed patients, as determined by an index test, without confirmation of the accuracy of this diagnosis by a reference standard. These may be the only alternative 
when there is no reliable reference standard.  

Note A: Assessment of comparative harms/safety should occur according to the hierarchy presented for each of the research questions, with the proviso that this assessment occurs within the context of the topic 
being assessed. Some harms (and other outcomes) are rare and cannot feasibly be captured within randomised controlled trials, in which case lower levels of evidence may be the only type of evidence that is practically 
achievable; physical harms and psychological harms may need to be addressed by different study designs; harms from diagnostic testing include the likelihood of false positive and false negative results; harms from 
screening include the likelihood of false alarm and false reassurance results.  

Note B: When a level of evidence is attributed in the text of a document, it should also be framed according to its corresponding research question eg. level II intervention evidence; level IV diagnostic evidence; level 
III-2 prognostic evidence.  

Note C: Each individual study that is attributed a “level of evidence” should be rigorously appraised using validated or commonly used checklists or appraisal tools to ensure that factors other than study design have not 
affected the validity of the results. 

Source:  ‘NHMRC additional levels of evidence and grades for recommendations for developers of guidelines’ 2009 (2) 
https://www.nhmrc.gov.au/_files_nhmrc/file/guidelines/developers/nhmrc_levels_grades_evidence_120423.pdf  
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Table 4 Checklists used to assess individual study methodology 

Study type Checklist Checklist subcategories 

Intervention NICE 2009 RCT, cohort, case-control, case 
series 

Diagnosis QUADAS-2 - 

Prognosis NICE 2009 - 

Systematic review NICE 2009 - 

(3) National Institute for Health and Clinical Excellence (January 2009) The Guidelines 
Manual. London: National Institute for Health and Clinical Excellence. Available 
from: www.nice.org.uk  

(4) Whiting PF, Rutjes AW, Westwood ME, et al. QUADAS-2: a revised tool for the 
quality assessment of diagnostic accuracy studies. Ann Intern Med 
2011;155(8):529-36. 
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Figure 2 SIGN Algorithm for classifying study design for questions of effectiveness 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                              60 of 1244 

 
Figure 3 NHMRC Evidence Statement Form 
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Table 5 NHMRC Body of Evidence Matrix 

 
 
 
Table 6 NHMRC grades of recommendations  
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Critical Appraisal Checklists 
 
The following checklists, reproduced below with their accompanying explanatory notes, were used 
to help critically appraise the relevant full-text studies.   
 

Studies of diagnostic accuracy 

http://www.bris.ac.uk/quadas/quadas-2  
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QUADAS-2  explanatory notes 
QUADAS-2 is designed to assess the quality of primary diagnostic accuracy studies; it is not designed to replace 
the data extraction process of the review and should be applied in addition to extracting primary data (e.g. study 
design, results etc) for use in the review. It consists of four key domains covering patient selection, index test, 
reference standard, and flow of patients through the study and timing of the index test(s) and reference standard 
(“flow and timing”) (Table 1). The tool is completed in four phases: 1) state the review question; 2) develop 
review specific guidance; 3) review the published flow diagram for the primary study or construct a flow diagram if 
none is reported; 4) judgement of bias and applicability. Each domain is assessed in terms of the risk of bias and 
the first three are also assessed in terms of concerns regarding applicability. To help reach a judgement on the risk 
of bias, signalling questions are included. These flag aspects of study design related to the potential for bias and 
aim to help reviewers make risk of bias judgements.  
Phase 1: Review Question  
Review authors are first asked to report their systematic review question in terms of patients, index test(s), and 
reference standard and target condition. As the accuracy of a test may depend on where in the diagnostic pathway 
it will be used, review authors are asked to describe patients in terms of setting, intended use of the index test, 
patient presentation and prior testing.(1;2)  
Phase 2: Review Specific Tailoring 
It is essential to tailor QUADAS-2 to each review by adding or omitting signalling questions and developing 
review-specific guidance on how to assess each signalling question and use this information to judge the risk of 
bias. The first step is to consider whether any signalling question does not apply to the review or whether any 
specific issues for the review are not adequately covered by the core signalling questions. For example, for a 
review of an objective index test it may be appropriate to omit the signalling question relating to blinding of the 
test interpreter to results of the reference standard. Review authors should avoid  
complicating the tool by adding too many signalling questions. Once tool content has been agreed, review-specific 
rating guidance should be developed. The tool should be piloted independently by at least two people. If 
agreement is good, the tool can be used to rate all included studies. If agreement is poor, further refinement may 
be needed. 
Phase 3: Flow Diagram  
The next stage is to review the published flow diagram for the primary study or to draw one if none is reported 
or the published diagram is not adequate. The flow diagram will facilitate judgments of risk of bias, and should 
provide information about the method of recruitment of patients (e.g. based on a consecutive series of patients 
with specific symptoms suspected of having the target condition, or of cases and controls), the order of test 
execution, and the number of patients undergoing the index test and the reference standard. A hand drawn 
diagram is sufficient as this step does not need to be reported as part of the QUADAS-2 assessment. Figure 2 
shows an example based on a primary study of B type natriuretic peptide for the diagnosis of heart failure.  
Phase 4: Judgments on bias and applicability  
Risk of bias  
The first part of each domain concerns bias and comprises three sections: 1) information used to support the risk 
of bias judgment, 2) signalling questions, and 3) judgment of risk of bias. By recording the information used to 
reach the judgment (“support for judgment”), we aim to make the rating transparent and facilitate discussion 
between review authors completing assessments independently.(3) The additional signalling questions are included 
to assist judgments. They are answered as “yes”, “no”, or “unclear”, and are phrased such that “yes” indicates low 
risk of bias.  
Risk of bias is judged as “low”, “high”, or “unclear”. If all signalling questions for a domain are answered “yes” then 
risk of bias can be judged “low”. If any signalling question is answered “no” this flags the potential for bias. Review 
authors then need to use the guidelines developed in phase 2 to judge risk of bias. The “unclear” category should 
be used only when insufficient data are reported to permit a judgment.  
Applicability  
Applicability sections are structured in a similar way to the bias sections, but do not include signalling questions. 
Review authors are asked to record the information on which the judgment of applicability is made and then to 
rate their concern that the study does not match the review question. Concerns regarding applicability are rated 
as “low”, “high” or “unclear”. Applicability judgments should refer to the first phase, where the review question 
was recorded. Again, the “unclear” category should only be used when insufficient data are reported.  
 
The following sections provide brief explanations of the signalling questions and risk of bias/concerns regarding 
applicability questions for each domain.  
DOMAIN 1: PATIENT SELECTION  
Risk of bias: Could the selection of patients have introduced bias?  
Signalling question 1: Was a consecutive or random sample of patients enrolled?  
Signalling question 2: Was a case-control design avoided?  
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Signalling question 3: Did the study avoid inappropriate exclusions?  
A study should ideally enrol all consecutive, or a random sample of, eligible patients with suspected disease – 
otherwise there is potential for bias. Studies that make inappropriate exclusions, e.g. excluding “difficult to 
diagnose” patients, may result in overoptimistic estimates of diagnostic accuracy. In a review of anti-CCP 
antibodies for the diagnosis of rheumatoid arthritis, we found that some studies enrolled consecutive patients who 
had confirmed diagnoses. These studies showed greater sensitivity of the anti-CCP test than studies that included 
patients with suspected disease but in whom the diagnosis had not been confirmed – “difficult to diagnose” 
patients.(4) Similarly, studies enrolling patients with known disease and a control group without the condition may 
exaggerate diagnostic accuracy.(5;6) Exclusion of patients with “red flags” for the target condition, who may be 
easier to diagnose, may lead to underestimation of diagnostic accuracy.  
Applicability: Are there concerns that the included patients and setting do not match the review 
question?  
There may be concerns regarding applicability if patients included in the study differ, compared to those targeted 
by the review question, in terms of severity of the target condition, demographic features, presence of differential 
diagnosis or co-morbidity, setting of the study and previous testing protocols. For example, larger tumours are 
more easily seen with imaging tests than smaller ones, and larger myocardial infarctions lead to higher levels of 
cardiac enzymes than small infarctions making them easier to detect and so increasing estimates of sensitivity.(7)  
DOMAIN 2: INDEX TEST  
Risk of Bias: Could the conduct or interpretation of the index test have introduced bias?  
Signalling question 1: Were the index test results interpreted without knowledge of the results of the reference 
standard?  
This item is similar to “blinding” in intervention studies. Interpretation of index test results may be influenced by 
knowledge of the reference standard.(6) The potential for bias is related to the subjectivity of index test 
interpretation and the order of testing. If the index test is always conducted and interpreted prior to the 
reference standard,this item can be rated “yes”.  
Signalling question 2: If a threshold was used, was it pre-specified?  
Selecting the test threshold to optimise sensitivity and/or specificity may lead to overoptimistic estimates of test 
performance, which is likely to be poorer in an independent sample of patients in whom the same threshold is 
used.(8)  
Applicability: Are there concerns that the index test, its conduct, or interpretation differ from the 
review question? Variations in test technology, execution, or interpretation may affect estimates of its 
diagnostic accuracy. If index tests methods vary from those specified in the review question there may be 
concerns regarding applicability. For example, a higher ultrasound transducer frequency has been shown to 
improve sensitivity for the evaluation of patients with abdominal trauma.(9)  
 
DOMAIN 3: REFERENCE STANDARD  
Risk of Bias: Could the reference standard, its conduct, or its interpretation have introduced bias?  
Signalling question 1: Is the reference standard likely to correctly classify the target condition?  
Estimates of test accuracy are based on the assumption that the reference standard is 100% sensitive and specific 
disagreements between the reference standard and index test are assumed to result from incorrect classification 
by the index test.(10;11)  
Signalling question 2: Were the reference standard results interpreted without knowledge of the results of the 
index test?  
This item is similar to the signalling question related to interpretation of the index test. Potential for bias is related 
to the potential influence of prior knowledge on the interpretation of the reference standard.(6)  
Applicability: Are there concerns that the target condition as defined by the reference standard 
does not match the question?  
The reference standard may be free of bias but the target condition that it defines may differ from the target 
condition specified in the review question. For example, when defining urinary tract infection the reference 
standard is generally based on specimen culture but the threshold above which a result is considered positive may 
vary.(12)  
 
DOMAIN 4: FLOW AND TIMING  
Risk of Bias: Could the patient flow have introduced bias?  
Signalling question 1: Was there an appropriate interval between index test and reference standard? Ideally results 
of the index test and reference standard are collected on the same patients at the same time. If there is a delay or 
if treatment is started between index test and reference standard, misclassification may occur due to recovery or 
deterioration of the condition. The length of interval leading to a high risk of bias will vary between conditions. A 
delay of a few days may not be a problem for chronic conditions, while for acute infectious diseases a short delay 
may be important. Conversely, when the reference standard involves follow-up a minimum follow-up period may 
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be required to assess the presence or absence of the target condition. For example, for the evaluation of magnetic 
resonance imaging for the early diagnosis of multiple sclerosis, a minimum follow-up period of around 10 years is 
required to be confident that all patients who will go on to fulfil diagnostic criteria for multiple sclerosis will have 
done so.(13)  
Signalling question 2: Did all patients receive the same reference standard?  
Verification bias occurs when not all of the study group receive confirmation of the diagnosis by the same 
reference standard. If the results of the index test influence the decision on whether to perform the reference 
standard or which reference standard is used, estimated diagnostic accuracy may be biased.(5;14) For example, a 
study evaluating the accuracy of the D-dimer test for the diagnosis of pulmonary embolism carried out ventilation 
perfusion scans (reference standard 1) in those testing positive and used clinical follow-up to determine whether 
or not those testing negative had a pulmonary embolism (reference standard 2). This may result in misclassifying 
some of the false negatives as true negatives as some patients who had a pulmonary embolism but were index test 
negative may be missed by clinical follow-up and so be classified as not having a pulmonary embolism. This 
misclassification will overestimate sensitivity and specificity.  
Signalling question 3: Were all patients included in the analysis?  
All patients who were recruited into the study should be included in the analysis.(15) There is a potential for bias 
if the number of patients enrolled differs from the number of patients included in the 2x2 table of results, for 
example because patients lost to follow-up differ systematically from those who remain.  
Incorporating QUADAS-2 assessments in diagnostic accuracy reviews  
We emphasise that QUADAS-2 should not be used to generate a summary “quality score”, because of the well-
known problems associated with such scores.(16;17) If a study is judged as “low” on all domains relating to bias or 
applicability then it is appropriate to have an overall judgment of “low risk of bias” or “low concern regarding 
applicability” for that study. If a study is judged "high" or "unclear" on one or more domains then it may be judged 
“at risk of bias” or as having “concerns regarding applicability”.  
At minimum, reviews should present a summary of the results of the QUADAS-2 assessment for all included 
studies. This could include summarising the number of studies that found low, high or unclear risk of 
bias/concerns regarding applicability for each domain. If studies are found to consistently rate well or poorly on 
particular signalling questions then reviewers may choose to highlight these. Tabular (Table) and graphical (Figure 
3) displays are helpful to summarise QUADAS-2 assessments. 
Review authors may choose to restrict the primary analysis so that only studies at low risk of bias and/or low 
concern regarding applicability for all or specified domains are included. It may be appropriate to restrict inclusion 
to the review based on similar criteria, but it is often preferable to review all relevant evidence and then 
investigate possible reasons for heterogeneity.(13;18) Subgroup and or sensitivity analysis can be conducted by 
investigating how estimates of accuracy of the index test vary between studies rated as high, low, or unclear on all 
or selected domains. Domains or signalling questions can be included as items in meta-regression analyses, to 
investigate their association with estimated accuracy. 
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Studies of Prognosis 

http://www.nice.org.uk/media/633/8C/The_guidelines_manual_2009_-
_Appendix_J_Methodology_checklist_-_prognostic_studies.pdf  
 

 
 
Notes on use of Methodology checklist: prognostic studies  
The studies covered by this checklist are designed to answer questions about prognosis. Such questions address the 

likelihood of an outcome for patients from a population at risk for that outcome, based on the presence of a 
proposed prognostic factor. Prognostic factors may be disease-specific (for example, presence or absence of 
particular disease feature), demographic (for example, age, sex), or relate to the likely response to treatment 
or the presence of comorbidities. 

 
This checklist is based on a checklist for the quality appraisal of studies about prognosis developed by Hayden and 

co-workers (2006). 
 
Checklist items are worded so that a ‘yes’ response always indicates that the study has been designed and conducted 

in such a way as to minimise the risk of bias for that item. An ‘unclear’ response to a question may arise when 
the answer to an item is not reported or is not reported clearly. 
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1.1 The study sample represents the population of interest  with regard to key characteristics, 
sufficient to limit potential bias to the results 

Measures of prognosis can vary substantially when obtained from populations with different clinical or demographic 
features. Estimates of prognosis are not useful without information about the population from which they were 
obtained. 

 
To minimise bias, the study population should be clearly defined and described and should represent the source 

population of interest. Points to consider include the following: 
 
• Are the source population or the population of interest adequately described with respect to key 

characteristics? 
• Are the sampling frame and recruitment adequately described, possibly including methods to identify the 

sample (number and type used; for example, referral patterns in healthcare), period of recruitment and place 
of recruitment (setting and geographical location)? 

• Are inclusion and exclusion criteria adequately described (for example, including explicit diagnostic criteria 
or a description of participants at the start of the follow-up period)? 

• Is participation in the study by eligible individuals adequate? 
• Is the baseline study sample (that is, individuals entering the study) adequately described with respect to key 

characteristics? 
 
1.2 Loss to follow-up is unrelated  to key characteristics (that is, the study data adequately  represent  the 

sample), sufficient to limit potential bias. 
Attrition refers to the loss of participants during the course of a study. Consideration should be given to why 

participants dropped out, as well as how many dropped out. Attrition bias occurs when there are 
systematic differences between participants lost to the study and those who remain. 

 
To minimise bias, completeness of follow-up should be described and adequate. Points to consider include 

the following: 
 
• Is the response rate (that is, proportion of study sample completing the study and providing outcome data) 

adequate? 

• Are attempts to collect information on participants who dropped out of the study described? 
• Are reasons for loss to follow-up provided? 

• Are the key characteristics of participants lost to follow-up adequately described? 

• Are there any important differences in key characteristics and outcomes between participants who 
completed the study and those who did not? 

 
If your review addresses more than one outcome, you should score this item for each outcome individually. 
 
1.3 The prognostic factor of interest  is adequately measured in study participants, sufficient to limit 

potential bias 

The prognostic factor under study should be well defined. It should be clear how the investigators determined 
whether participants were exposed or not to the factor. The same definition and measurement should be used 
for all participants in the study. Often there may be more than one way of determining the presence or 
absence of the factor (for example, physical or laboratory tests, questionnaire, reporting of symptoms). The 
method of measurement should be valid (that is, it measures what it is claimed to measure) and reliable (that is, 
it measures something consistently). 

 
To minimise bias, prognostic factors should have been defined and measured appropriately. Points to consider 

include the following: 
 
• Is a clear definition or description of the prognostic factor(s) measured provided (including dose, level, 

duration of exposure, and clear specification of the method of measurement)? 

• Are continuous variables reported, or appropriate cut-off points (that is, not data-dependent) used? 

• Are the prognostic factor measured and the method of measurement valid and reliable enough to limit 
misclassification bias? (This may include relevant outside sources of information on measurement properties, as 
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well as characteristics such as blind measurement and limited reliance on recall.) 

• Are complete data for prognostic factors available for an adequate proportion of the study sample? 

• Are the method and setting of measurement the same for all study participants? 

• Are appropriate methods employed if imputation is used for missing data on prognostic factors? 

 
1.4 The outcome  of interest  is adequately measured in study participants, sufficient to limit 

potential bias 

The outcome under study should be well defined. It should be clear how the investigators determined whether 
participants experienced, or did not experience, the outcome. The same methods for defining and measuring 
outcome should be used for all participants in the study. Often there may be more than one way of 
measuring an outcome (for example, physical or laboratory tests, questionnaire, reporting of symptoms). The 
method of measurement used should be valid and reliable. 

 
To minimise bias, the outcome(s) of interest should be defined and measured appropriately. Points to consider 

include the following: 
 
• Is a clear definition of the outcome of interest provided, including duration of follow-up? 
• Are the outcome that was measured and the method of measurement valid and reliable enough to limit 

misclassification bias? (This may include relevant outside sources of information on measurement properties, as 
well as characteristics such as ‘blind’ measurement and limited reliance on recall.) 

• Are the method and setting of measurement the same for all study participants? 
 
If your review addresses more than one outcome, you should score this item for each outcome individually. 
 
1.5 Important potential confounders are appropriately accounted for, limiting potential bias with respect 

to the prognostic factor of interest 

Confounding can occur when there are differences between participants, apart from the presence or absence of 
the prognostic factor, that are related to both the outcome and the prognostic factor. An example of this is 
if the participants are recruited at different stages of disease progression. The design and analysis of 
prognostic studies are usually based on some conceptual model about how factors interact to lead to the 
outcome. 

 
This question is not relevant where the study is being reviewed for the purposes of identifying the absolute risk of 

the outcome in the group with the prognostic factor. 
 
To minimise bias, important confounders should be defined and measured, and confounding should be accounted 

for in the design or analysis. Points to consider include the following: 
 
• Are all important confounders, including treatments (key variables in the conceptual model), measured? Are 

clear definitions of the important confounders measured (including dose, level and duration of exposures) 
provided? 

• Is measurement of all important confounders valid and reliable? (This may include relevant outside sources of 
information on measurement properties, as well as characteristics such as ‘blind’ measurement and limited 
reliance on recall.) 

• Are the method and setting of measurement of confounders the same for all study participants? 

• Are appropriate methods employed if imputation is used for missing data on confounders? 

• Are important potential confounders accounted for in the study design (for example, matching for key 
variables, stratification or initial assembly of comparable groups)? 

• Are important potential confounders accounted for in the analysis (that is, appropriate adjustment)? 
 
If your review addresses more than one outcome, you should score this item for each outcome individually. 
 
1.6. The statistical analysis  is appropriate for the design of the study, limiting potential for the 

presentation of invalid  results 
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Analysis undertaken within the study that is incorrect or inappropriate for the study design may result in false 
conclusions being drawn from the data. 

 
To minimise bias, the statistical analysis undertaken should be clearly described and appropriate for the 

design of the study. Points to consider include the following: 
 
• Is the presentation of data sufficient to assess the adequacy of the analysis? 

• Where several prognostic factors are investigated, is the strategy for model building (that is, the inclusion of 
variables) appropriate and based on a conceptual framework or model? 

• Is the selected model adequate for the design of the study? 
• Is there any selective reporting of results? 
• Are only pre-specified hypotheses investigated in the analyses? 
 
In some circumstances it may be possible to reanalyse the data using the information supplied in the study 

report, in order to remove the bias. 
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Studies of Interventions 

 

Systematic reviews 

http://www.nice.org.uk/niceMedia/pdf/GuidelinesManualAppendixB.pdf  
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B.1 Notes on the use of methodology checklist: systematic reviews and meta-analyses  
Section 1 identifies the study and asks a series of questions aimed at establishing the internal validity of the study 
under review – that is, making sure that it has been carried out carefully, and that the outcomes are likely to be 
attributable to the intervention being investigated. Each question covers an aspect of methodology that research has 
shown makes a significant difference to the conclusions of a study.  

For each question in this section you should use one of the following to indicate how well it has been addressed in the 
review.  
• Well covered.  
• Adequately addressed.  
• Poorly addressed.  
• Not addressed (that is, not mentioned, or indicates that this aspect of study design was ignored).  
• Not reported (that is, mentioned, but insufficient detail to allow assessment to be made).  
• Not applicable.  
 

B.1.1 The study addresses an appropriate and clearly focused question.  

Unless a clear and well-defined question is specified in the report of the review, it will be difficult to assess how well it 
has met its objectives or how relevant it is to the question you are trying to answer on the basis of the conclusions.  

B.1.2 A description of the methodology used is included.  

One of the key distinctions between a systematic review and a general review is the systematic methodology used. A 
systematic review should include a detailed description of the methods used to identify and evaluate individual studies. 
If this description is not present, it is not possible to make a thorough evaluation of the quality of the review, and it 
should be rejected as a source of level 1 evidence (though it may be useable as level 4 evidence, if no better 
evidence can be found).  

B.1.3 The literature search is sufficiently rigorous to identify all the relevant studies.  

A systematic review based on a limited literature search – for example, one limited to Medline only – is likely to be 
heavily biased. A well-conducted review should as a minimum look at Embase and Medline, and from the late 1990s 
onward, the Cochrane Library. Any indication that hand searching of key journals, or follow up of reference lists of 
included studies were carried out in addition to electronic database searches can normally be taken as evidence of a 
well-conducted review.  

B.1.4 Study quality is assessed and taken into account.  

A well-conducted systematic review should have used clear criteria to assess whether individual studies had been well 
conducted before deciding whether to include or exclude them. If there is no indication of such an assessment, the 
review should be rejected as a source of level 1 evidence. If details of the assessment are poor, or the 
methods are considered to be inadequate, the quality of the review should be downgraded. In either case, it may be 
worthwhile obtaining and evaluating the individual studies as part of the review you are conducting for this guideline.  

B.1.5 There are enough similarities between the studies selected to make combining them reasonable.  
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Studies covered by a systematic review should be selected using clear inclusion criteria (see question B.1.4 above). 
These criteria should include, either implicitly or explicitly, the question of whether the selected studies can 
legitimately be compared. It should be clearly ascertained, for example, that the populations covered by the studies 
are comparable, that the methods used in the investigations are the same, that the outcome measures are comparable 
and the variability in effect sizes between studies is not greater than would be expected by chance alone.  

Section 2 relates to the overall assessment of the paper. It starts by rating the methodological quality of the study, 
based on your responses in section 1 and using the following coding system: 

++ All or most of the criteria have been fulfilled. Where they have not been fulfilled the conclusions of the study or 
review are thought very unlikely to alter. 

+ Some of the criteria have been fulfilled. Those criteria that have not been fulfilled or not adequately described are 
thought unlikely to alter the conclusions. 

– Few or no criteria fulfilled. The conclusions of the study are thought likely or very likely to alter. 

The code allocated here, coupled with the study type, will decide the level of evidence that this study provides.  

The aim of the other two questions in this section is to summarise your view of the quality of this study and its 
applicability to the patient group targeted by the guideline you are working on.  

Section 3 asks you to summarise key points about the study that will be used when you come to formulate 
recommendations at a later stage of the process 
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Randomised controlled trials 
http://www.nice.org.uk/media/633/21/The_guidelines_manual_2009_-
_Appendix_D_Methodology_checklist_-_randomised_controlled_trials.pdf 
 

 
Study identification 
Include author, title, reference, year of publication 

 

Guideline  topic: Review question no: 

Checklist completed by:  

 Circle one option for each 
question 

A. Selection  bias (systematic differences between the comparison groups) 
A1 An appropriate method of randomisation was used to allocate 

participants to treatment groups (which would have balanced any 
confounding factors equally 

across groups) 

 
Yes No Unclear N/A 

A2 There was adequate concealment of allocation (such that investigators, 
clinicians and participants cannot influence enrolment or treatment 
allocation) 

 
Yes No Unclear N/A 

A3 The groups were comparable at baseline, including all 
major confounding and prognostic factors 

 
Yes No Unclear N/A 

Based on your answers to the above, in your opinion was selection bias present? If so, what is the likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 

B. Performance bias (systematic differences between groups  in the care provided, apart 
from the intervention under investigation) 
B1 The comparison groups received the same care apart from the 

intervention(s) studied 
 

Yes No Unclear N/A 

B2 Participants receiving care were kept ‘blind’ to 
treatment allocation 

 
Yes No Unclear N/A 

B3 Individuals administering care were kept ‘blind’ to 
treatment allocation 

 
Yes No Unclear N/A 

Based on your answers to the above, in your opinion was performance bias present? If so, what is the likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 
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C. Attrition bias (systematic differences between the comparison groups  with respect to 
loss of participants) 

C1 All groups were followed up for an equal length of 
time (or analysis was adjusted to allow for differences in length of 
follow-up) 

 
Yes No Unclear N/A 

C2 a. How many participants did not complete treatment in each group? 

b. The groups were comparable for treatment completion 
(that is, there were no important or 
systematic differences between groups in terms of those who did 
not complete treatment) 

 
Yes No Unclear N/A 

C3 a. For how many participants in each group were no outcome data available? 

b. The groups were comparable with respect to the availability of 
outcome data (that is, there were no important or systematic 
differences between groups in 
terms of those for whom outcome data were not available). 

 
 
 

Yes No Unclear N/A 

Based on your answers to the above, in your opinion was attrition bias present? If so, what is the 
likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 

D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified) 
D1 The study had an appropriate length of follow-up Yes No Unclear N/A 

D2 The study used a precise definition of outcome Yes No Unclear N/A 

D3 A valid and reliable method was used to determine the outcome Yes No Unclear N/A 

D4 Investigators were kept ‘blind’ to participants’ 
exposure to the intervention 

 
Yes No Unclear N/A 

D5 Investigators were kept ‘blind’ to other important confounding 
and prognostic factors 

 
Yes No Unclear N/A 

Based on your answers to the above, in your opinion was detection bias present? If so, what is the 
likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 
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Notes on use of randomised controlled trials methodology checklist: 
The studies covered by this checklist are designed to answer questions about the relative effects of interventions such as drugs, psychological 
therapies, operations or placebos. Such studies can include comparisons of ‘test and treat strategies’ involving a diagnostic test and 
subsequent management. The checklist does not cover comparisons of diagnostic test accuracy or questions about prognosis. 

 
This checklist replaces the methodology checklist for randomised controlled trials from ‘The guidelines manual’ 2007 (appendix C). 
 
Some of the items on this checklist may need to be filled in individually for different outcomes reported by the study. It is therefore 
important that the systematic reviewer has a clear idea of what the important outcomes are before appraising a study. You are likely to need 
input from the Guideline Development Group in defining the important outcomes. 

 
Checklist items are worded so that a ‘yes’ response always indicates that the study has been designed/conducted in such a way as to minimise 
the risk of bias for that item. An ‘unclear’ response to a question may arise when the item is not reported or not clearly reported. ‘N/A’ 
should be used when a randomised controlled trial cannot give an answer of ‘yes’ no matter how well it has been done. 

 
This checklist is designed to assess the internal validity of the study; that is, whether the study provides an unbiased estimate of what it claims 
to show. Internal validity implies that the differences observed between groups of participants allocated to different interventions may (apart 
from the possibility of random error) be attributed to the intervention under investigation. Biases are characteristics that are likely to make 
estimates of effect differ systematically from the truth. 

 
Recording the presence and direction of bias 

The checklist contains four sections (A–D), each of which addresses a potential source of bias relating to internal validity. At the end of each 
section you are asked to give your opinion on whether bias is present and to estimate the likely direction of this bias – that is, whether you 
think it will have increased or decreased the effect size reported by the study. It will not always be possible to determine the direction of bias, 
but thinking this through can help greatly in interpreting results. 

 
A: Selection  bias 

Selection bias may be introduced into a study when there are systematic differences between the participants in the different treatment 
groups. As a result, the differences in the outcome observed may be explained by pre- existing differences between the groups rather than 
because of the treatment itself. For example, if the people in one group are in poorer health, then they are more likely to have a bad 
outcome than those in the other groups, regardless of the effect of the treatment. The treatment groups should be similar at the start of the 
study – the only difference between the groups should be the intervention received. 

 
Randomisation 

There are two aspects to randomisation: 

 generation of the random allocation sequence that results in groups that differ only randomly 

 allocation concealment, so that both the participant and the investigator are unaware of which group the next participant will be 
allocated to when entering the study. 

 
A1. An appropriate method of randomisation was used to allocate participants to treatment  groups 

If an appropriate method of randomisation has been used, each participant should have an equal chance of ending up in any of the treatment 
groups. Examples of random allocation sequences include random numbers generated by computer, tables of random numbers, and drawing 
of lots or envelopes. The allocation sequence should not be related to outcome or prognosis, or be predictable, such as date of birth or 
admission date. 

 
There are some more complicated ways of allocating people to treatment groups that minimise the differences between groups, such as block 
randomisation and minimisation. Although these are not truly random, they are usually considered to be adequate for the purpose. If a study 
does not report the method of randomisation used, this should be scored as ‘unclear’. 

 
A2. There was adequate concealment of allocation 

If investigators are aware of the allocation group for the next participant being enrolled in the study, there is potential for participants to be 
enrolled in an order that results in imbalances in important characteristics. For example, a clinician might feel that participants who are more 
unwell are likely to do better on a new, experimental, treatment and be tempted to enrol such participants when they know they will be 
allocated to that group. This would result in the participants in the intervention group being, on average, more unwell. Concealment of 
treatment group may not always be feasible (as in, for example, a comparison of a surgical with a medical intervention), but concealment of 
allocation up until the point of enrolment in the study should always be possible. 

 
The information presented within the paper should provide some assurance that allocations were not known until at least the point of 
enrolment. Centralised allocation, computerised allocation systems and the use of coded identical containers are all regarded as adequate 
methods of concealment. Sealed envelopes can be considered as adequate concealment if the envelopes are serially numbered, sealed and 
opaque, and allocation is performed by a third party. Poor methods of allocation concealment include alternation, or the use of case record 
numbers, date of birth or day of the week. 

 
If the method of allocation concealment used is regarded as poor, or relatively easy to subvert, the study must be given a lower quality rating. 
If a study does not report any concealment approach, this should be scored as ‘unclear’. 

 
A3. The groups  were comparable at baseline, including all major confounding and prognostic factors 
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Studies may report the distributions of potential prognostic and confounding factors in the comparison groups, or important differences in 
the distribution of these factors may be noted. 

 
Formal tests comparing the groups are problematic – failure to detect a difference does not mean that a difference does not exist, and 
multiple comparisons of factors may falsely detect some differences that are not real. 

 
Clinical input may be required to determine whether all likely confounders have been considered. Confounding factors may differ according 
to outcome, so you will need to consider potential confounding factors for all of the outcomes that are of interest to your review. 

 
B: Performance bias 

Performance bias refers to systematic differences between the comparison groups in the care provided to the participants, other than the 
intervention under investigation. 

 
This may consist of additional treatment, advice or counselling, rather than a physical intervention, or even simply a belief about the effects of 
an intervention. If performance bias is present, it can be difficult to attribute any observed effect to the experimental treatment rather than to 
the other factors. 

 
B1. The comparison groups  received the same care apart from the intervention(s) studied 

There should be no differences between the treatment groups apart from the intervention received. If some participants received additional 
treatment (known as ‘co-intervention’), this treatment is a potential confounding factor that may compromise the results. 

 
Blinding 

Blinding (also known as masking) refers to the process of withholding information about treatment allocation or exposure status from those 
involved in the study who could potentially be influenced by this information. This can include participants, investigators, those administering 
care and those involved in data collection and analysis. If people are aware of the treatment allocation or exposure status (‘unblinded’), this 
can bias the results of studies, either intentionally or unintentionally, through the use of other effective co- interventions, decisions about 
withdrawal, differential reporting of symptoms 
or influencing concordance with treatment. Blinding of those assessing outcomes is covered in section D on detection bias. 
 
Blinding of participants and carers is not always possible, particularly in studies of non-drug interventions, and so performance bias may be a 
particular issue in these studies. It is important to think about the likely size and direction of bias caused by failure to blind. 

 
The terms ‘single blind’, ‘double blind’ and even ‘triple blind’ are sometimes used in studies. Unfortunately, they are not always used 
consistently. Commonly, when a study is described as ‘single blind’, only the participants are blind to their group allocation. When both 
participants and investigators 
are blind to group allocation, the study is often described as ‘double blind’. It is preferable to record exactly who was blinded, if reported, to 
avoid misunderstanding. 

 
B2. Participants receiving care were kept ‘blind’ to treatment  allocation 

The knowledge of assignment to a particular treatment group may affect outcomes, such as a study participant’s reporting of symptoms, self-
use of other known interventions or even dropping out of the study. 

 
B3. Individuals administering care were kept ‘blind’ to treatment allocation 

If individuals who are administering the intervention and/or other care to the participant are aware of treatment allocation, they may treat 
participants receiving one treatment differently from those receiving the comparison treatment; for example, by offering additional co-
interventions. 

 
C: Attrition bias 

Attrition refers to the loss of participants during the course of a study. Attrition bias occurs when there are systematic differences between 
the comparison groups with respect to participants lost, or differences between participants lost to the study and those who remain. 
Attrition can occur at any point after 
participants have been allocated to their treatment groups. As such, it includes participants who are excluded after allocation (and may 
indicate a violation of eligibility criteria), those who do not complete treatment (whether or not they continue measurement) and those who 
do not complete outcome measurement (regardless of whether or not treatment was completed). Consideration should be given to why 
participants dropped out, as well as 
how many. Participants who dropped out of a study may differ in some significant way from those who remained as part of the study 
throughout. Drop-out rates and reasons for dropping out should be similar across all treatment groups. The proportion of participants 
excluded after allocation should be stated in the study report, and the possibility of attrition bias considered within the analysis; however, 
these are not always reported. 

 
C1. All groups  were followed up for an equal length of time (or analysis was adjusted  to allow for differences in length of follow-up) 

If the comparison groups are followed for different lengths of time, then more events are likely to occur in the group followed up for longer, 
distorting the comparison. This may be overcome by adjusting the denominator to take the time into account; for example by using person-
years. 

 
C2a. How many participants did not complete  treatment  in each group? 

A very high number of participants dropping out of a study should give concern. The drop-out rate may be expected to be higher in studies 
conducted over a longer period of time. The drop-out rate includes people who did not even start treatment; that is, they were excluded 
from the study after allocation to treatment groups. 
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C2b. The groups  were comparable for treatment  completion (that is, there were no important or systematic differences between groups  in 
terms of those who did not complete  treatment) 

If there are systematic differences between groups in terms of those who did not complete treatment, consider both why participants 
dropped out and whether any systematic differences in those who dropped out may be related to the outcome under study, such as potential 
confounders. Systematic differences between groups in terms of those who dropped out may also result in treatment groups that are no 
longer comparable with respect to potential confounding factors. 

 
C3a. For how many participants in each group were no outcome  data available? 

A very high number of participants for whom no outcome data were available should give concern. 

 
C3b. The groups  were comparable with respect to the availability of outcome  data (that is, there were no important or systematic 
differences between groups  in terms of those for whom outcome  data were not available) 

If there are systematic differences between groups in terms of those for whom no outcome data were available, consider both why the 
outcome data were 
not available and whether there are any systematic differences between participants for whom outcome data were and were not available. 

 
D: Detection  bias (this section  should  be completed individually for each important relevant outcome) 

The way outcomes are assessed needs to be standardised for the comparison groups; failure to ‘blind’ people who are assessing outcomes 
can also lead to bias, particularly with subjective outcomes. Most studies report results for more than one outcome, and it is possible that 
detection bias may be present in a study for some, but not all, outcomes. It is therefore recommended that this section is completed 
individually for each important outcome that is relevant to the guideline review question under study. To avoid biasing your review, you 
should identify the relevant outcomes before considering the results of the study. Clinical input may be required to identify the most 
important outcomes for a review. 

 
D1. The study  had an appropriate length of follow-up 

The follow-up of participants after treatment should be of an adequate length to identify the outcome of interest. This is particularly 
important when different outcomes of interest occur early and late after an intervention. For example, after surgical interventions there is 
usually an early harm because of side effects, with benefits apparent later on. A study that is too short will give an unbalanced assessment of 
the intervention. 

 
For events occurring later, a short study will give an imprecise estimate of the effect, which may or may not also be biased. For example, a 
late-occurring side effect will not be detected in the treatment arm if the study is too short. 

 
D2. The study  used a precise  definition of outcome 
D3. A valid and reliable  method was used to determine  the outcome 

The outcome under study should be well defined. It should be clear how the investigators determined whether participants experienced, or 
did not experience, the outcome. The same methods for defining and measuring outcomes should be used for all participants in the study. 
Often there may be more than one way of measuring an outcome (for example, physical or laboratory tests, questionnaire, reporting of 
symptoms). The method of measurement should be valid (that is, it measures what it claims to measure) and reliable (that is, it measures 
something consistently). 

 
D4. Investigators were kept ‘blind’ to participants’ exposure  to the intervention 
D5. Investigators were kept ‘blind’ to other important confounding and prognostic factors 

In this context the ‘investigators’ are the individuals who are involved in 
making the decision about whether a participant has experienced the outcome under study. This can include those responsible for taking 
physical measurements and recording symptoms, even if they are not ultimately responsible for determining the outcome. Investigators can 
introduce bias through differences in measurement and recording of outcomes, and making biased assessments of a participant’s outcome 
based on the collected data. The degree to which lack of blinding can introduce bias will vary depending on the method of measuring an 
outcome, but will be greater for more subjective outcomes, such as reporting of pain. 

 
Physical separation of the assessment from the participant (for example, sending samples off to a laboratory) can often be considered as blind 
if it can be assumed that the laboratory staff are unaware of the treatment assignment. 
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Cohort studies 

 

Methodology checklist: cohort  studies 
Study identification 
 

Include author, title, reference, year of publication 

Guideline  topic: Review question no: 

Checklist completed by: 

 Circle one option for each 
question: 

A. Selection  bias (systematic differences between the comparison groups) 
A1 The method of allocation to treatment groups was unrelated to 

potential confounding factors (that is, the reason for participant 
allocation to treatment groups is not expected to affect the outcome(s) 
under study) 

 
Yes No Unclear N/A 

A2 Were any attempts made within the design or analysis to balance the 
comparison groups for potential confounders? 

 
Yes No Unclear N/A 

A3 The groups were comparable at baseline, including all 
major confounding and prognostic factors 

 
Yes No Unclear N/A 

Based on your answers to the above, in your opinion was selection bias present? If so, what is the likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 

B. Performance bias (systematic differences between groups  in the care provided, apart 
from the intervention under investigation) 
B1 The comparison groups received the same care apart from the 

intervention(s) studied 
 

Yes No Unclear N/A 

B2 Participants receiving care were kept ‘blind’ to 
treatment allocation 

 
Yes No Unclear N/A 

B3 Individuals administering care were kept ‘blind’ to 
treatment allocation 

 
Yes No Unclear N/A 

Based on your answers to the above, in your opinion was performance bias present? If so, what is the likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 
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Likely direction of effect: 

C. Attrition bias (systematic differences between the comparison groups  with respect to 
loss of participants) 

C1 All groups were followed up for an equal length of 
time (or analysis was adjusted to allow for differences in length of 
follow-up) 

 
Yes No Unclear N/A 

C2 a. How many participants did not complete treatment in each group? 

b. The groups were comparable for treatment 
completion (that is, there were no important or systematic 
differences between groups in terms of those who did not 
complete treatment) 

 
 

Yes No Unclear N/A 

C3 a. For how many participants in each group were no outcome data available? 

b. The groups were comparable with respect to the availability of 
outcome data (that is, there were no important or systematic 
differences between groups in 
terms of those for whom outcome data were not available) 

 
 
 

Yes No Unclear N/A 

Based on your answers to the above, in your opinion was attrition bias present? If so, what is the 
likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 

D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified) 
D1 The study had an appropriate length of follow-up Yes No Unclear N/A 

D2 The study used a precise definition of outcome Yes No Unclear N/A 

D3 A valid and reliable method was used to determine the outcome Yes No Unclear N/A 

D4 Investigators were kept ‘blind’ to participants’ 
exposure to the intervention 

Yes No Unclear N/A 

D5 Investigators were kept ‘blind’ to other important 
confounding/prognostic factors 

Yes No Unclear N/A 

Based on your answers to the above, in your opinion was detection bias present? If so, what is the likely direction of its effect? 

 
Low risk of bias Unclear/unknown risk High risk of bias 

Likely direction of effect: 
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Notes on use of Methodology checklist: cohort  studies 

 
Cohort studies are designed to answer questions about the relative effects of interventions, such as drugs, psychological 
therapies, operations or placebos. Such studies can include comparisons of ‘test and treat strategies’ involving a diagnostic 
test and subsequent management. This checklist does not cover comparisons of diagnostic test accuracy or questions about 
prognosis. 

 
This checklist replaces the methodology checklist for cohort studies from ‘The guidelines manual 2007’ (appendix D). 

 
Some of the items on this checklist may need to be filled in individually for different outcomes reported by the study. 
It is therefore important that the systematic reviewer has a clear idea of what the important outcomes are before 
appraising a study. You are likely to need input from the Guideline Development Group in defining the important 
outcomes. 

 
Checklist items are worded so that a ‘yes’ response always indicates that the study has been designed/conducted in such a 
way as to minimise the risk of bias for that item. An ‘unclear’ response to a question may arise when the item is not 
reported or is not reported clearly. ‘N/A’ should be used when a cohort study cannot give an answer of ‘yes’ no matter 
how well it has been done. 

 
This checklist is designed to assess the internal validity of the study; that is, whether the study provides an unbiased 
estimate of what it claims to show. Internal validity implies that the differences observed between groups of participants 
allocated to different interventions may (apart from the possibility of random error) be attributed to the intervention 
under investigation. Biases are characteristics that are likely to make estimates of effect differ systematically from the truth. 

 
Recording the presence and direction of bias 

This checklist contains four sections (A–D), each of which addresses a potential source of bias relating to internal validity. At 
the end of each section you are asked to give your opinion on whether bias is present, and to estimate the likely direction of 
this bias – whether you think it will have increased or decreased the effect size reported by the study. It will not always be 
possible to determine the direction of bias, but thinking this through can help greatly in interpreting results. 

 
A: Selection  bias 

Selection bias can be introduced into a study when there are systematic differences between the participants in the different 
treatment groups. As a result, the differences in the outcome observed may be explained by pre- existing differences 
between the groups rather than because of the treatment itself. For example, if the people in one group are in poorer 
health, then they are more likely to have a bad outcome than those in the other group, regardless of the effect of the 
treatment. The treatment groups should be similar at the start of the study – the only difference between the groups 
should be in terms of the intervention received. 

 
The main difference between randomised trials and non-randomised studies is the potential susceptibility of the latter to 
selection bias. Randomisation should ensure that, apart from the intervention received, the treatment groups differ only 
because of random variation. However, care needs to be taken in the design and analysis of non-randomised studies to take 
account of potential confounding factors. There are two main ways of accounting for potential confounding factors within 
non-randomised studies. Firstly, participants can be allocated to treatment groups to ensure that the groups are equal with 
respect to the known confounders. Secondly, statistical techniques can be used within the analysis to take into account 
known differences between groups. Neither of these approaches is able to address unknown or unmeasurable confounding 
factors, and it is important to remember that measurement of known confounders is subject to error. It can rarely, if ever, 
be assumed that all important factors relevant to prognosis and responsiveness to treatment are known. Hence, 
considerable judgement is needed to assess the internal validity of non-randomised studies; clinical input may be needed to 
identify potential confounding factors that should be taken into consideration. 

 
A1. The method of allocation to treatment  groups  was unrelated  to potential confounding factors 

 
In non-randomised studies, there will usually be a reason why participants are allocated to the treatment groups (often as a 
result of clinician and/or patient choice). If this reason is linked to the outcome under study, this can result in confounding by 
indication (where the decision to treat is influenced by some factor that is related in turn to the treatment outcome). For 
example, if the participants who are the most ill are selected for the treatment, then the treatment group may experience 
worse outcomes because of this difference between the groups at baseline. It will not always be possible to determine from 
the report of a study which factors influenced the allocation of participants to treatment groups. 

 
A2. Were any attempts  made within  the design or analysis  to balance the comparison groups  for potential confounders? 

This represents an attempt when designing the study to ensure that the groups are similar in terms of known confounding or 
prognostic factors, in order to optimise comparability between the treatment groups. For example, in a matched design, the 
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controls are deliberately chosen to be equivalent to the treatment group for any potential confounding variables, such as age 
and sex. 

 
An alternative approach is to use statistical techniques to adjust for known confounding factors in the analysis. 

 
A3. The groups  were comparable at baseline, including all major confounding and prognostic factors 

 
Studies may report the distributions of potential prognostic and confounding factors in the comparison groups, or 
important differences in these factors may be noted. 

 
Formal tests comparing the groups are problematic – failure to detect a difference does not that mean a difference does 
not exist, and multiple comparisons of factors may falsely detect some differences that are not real. 

 
Clinical input may be needed to determine whether all likely confounders have been considered. Confounding factors may 
differ according to outcome, so you will need to consider potential confounding factors for each of the outcomes that are of 
interest to your review. 

 
B: Performance bias 

Performance bias refers to systematic differences in the care provided to the participants in the comparison groups, other 
than the intervention under investigation. 

 
This may consist of additional treatment, advice or counselling, rather than a physical intervention, or even simply a belief 
about the effects of an intervention. If performance bias is present, it can be difficult to attribute any observed effect to the 
experimental treatment rather than to the other factors.  Performance bias can be more difficult to determine within non-
randomised than within randomised studies, because the latter are likely to have been better planned and executed 
according to strict treatment protocols that specify standardised interventions and care. It may be particularly difficult to 
determine performance bias for retrospective studies, where there is usually no control over standardisation. 

 
B1. The comparison groups  received the same care apart from the intervention(s) studied 

There should be no differences between the treatment groups apart from the intervention received. If some participants 
received additional treatment (known as ‘co-intervention’), this treatment is a potential confounding factor that may 
compromise the results. 

 
Blinding 

Blinding (also known as masking) refers to the process of withholding information about treatment allocation or exposure 
status from those involved in the study who could potentially be influenced by this information. This can include participants, 
investigators, those administering care and those involved in data collection and analysis. If people are aware of the 
treatment allocation or exposure status (‘unblinded’), this can bias the results of studies, either intentionally or 
unintentionally, through the use of other effective co- interventions, decisions about withdrawal, differential reporting of 
symptoms or influencing concordance with treatment. Blinding of those assessing outcomes is covered in section D on 
detection bias. 

 
Blinding of participants and carers is not always possible, particularly in studies of non-drug interventions, and so 
performance bias may be a particular issue in these studies. It is important to think about the likely size and direction of 
bias caused by failure to blind. 

 
The terms ‘single blind’, ‘double blind’ and even ‘triple blind’ are sometimes used in studies. Unfortunately, they are not 
always used consistently. Commonly, when a study is described as ‘single blind’, only the participants are blind to their group 
allocation. When both participants and investigators are blind to group allocation the study is often described as ‘double 
blind’. It is preferable to record exactly who was blinded, if reported, to avoid misunderstanding. 

 
B2. Participants receiving care were kept ‘blind’ to treatment  allocation 

The knowledge of assignment to a particular treatment group may affect outcomes such as a study participant’s 
reporting of symptoms, self-use of other known interventions or even dropping out of the study. 

 
B3. Individuals administering care were kept ‘blind’ to treatment allocation 

If individuals who are administering the intervention and/or other care to the participant are aware of treatment 
allocation, they may treat participants receiving one treatment differently from those receiving the comparison treatment; 
for example, by offering additional co-interventions. 

 
C: Attrition bias 

Attrition refers to the loss of participants during the course of a study. Attrition bias occurs when there are systematic 
differences between the comparison groups with respect to participants lost, or differences between the participants lost to 
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the study and those who remain. Attrition can occur at any point after participants have been allocated to their treatment 
groups. As such, it includes participants who are excluded after allocation (and may indicate a violation of eligibility criteria), 
those who do not complete treatment (whether or not they continue measurement) and those who do not complete 
outcome measurement (regardless of whether or not treatment was completed). Consideration should be given to why 
participants dropped out, as well as how many. Participants who dropped out of a study may differ in some significant way 
from those who remained as part of the study throughout. Drop-out rates and reasons for dropping out should be similar 
across all treatment groups. The proportion of participants excluded after allocation should be stated in the study report 
and the possibility of attrition bias considered within the analysis; however, these are not always reported. 

 
C1. All groups  were followed up for an equal length of time (or analysis was adjusted  to allow for differences in length of 
follow-up) 

If the comparison groups are followed for different lengths of time, then more events are likely to occur in the group 
followed up for longer, distorting the comparison. This may be overcome by adjusting the denominator to take the time 
into account; for example by using person-years. 

 
C2a. How many participants did not complete  treatment  in each group? 

A very high number of participants dropping out of a study should give concern. The drop-out rate may be expected to 
be higher in studies conducted over a longer period of time. The drop-out rate includes people who did not even start 
treatment; that is, they were excluded from the study after allocation to treatment groups. 

 
C2b. The groups  were comparable for treatment  completion (that is, there were no important or systematic differences 
between groups  in terms of those who did not complete  treatment) If there are systematic differences between groups 
in terms of those who did not complete treatment, consider both why participants dropped out and whether any 
systematic differences in those who dropped out may be related to the outcome under study, such as potential 
confounders. Systematic differences between groups in terms of those who dropped out may also result in treatment 
groups that are no longer comparable with respect to potential confounding factors. 

 
C3a. For how many participants in each group were no outcome  data available? 

A very high number of participants for whom no outcome data were available should give concern. 
 

C3b. The groups  were comparable with respect to the availability of outcome  data (that is, there were no important or 
systematic differences between groups  in terms of those for whom outcome  data were not available) 

If there are systematic differences between groups in terms of those for whom no outcome data were available, consider 
both why the outcome data were not available and whether there are any systematic differences between participants for 
whom outcome data were and were not available. 

 
D: Detection  bias (this section  should  be completed individually for each important relevant 
outcome) 

The way outcomes are assessed needs to be standardised for the comparison groups; failure to ‘blind’ people who are 
assessing the outcomes can also lead to bias, particularly with subjective outcomes. Most studies report results for more 
than one outcome, and it is possible that detection bias may be present for some, but not all, outcomes. It is therefore 
recommended that this section is completed individually for each important outcome that is relevant to the guideline review 
question under study. To avoid biasing your review, you should identify the relevant outcomes before considering the 
results of the study. Clinical input may be required to identify the most important outcomes for a review. 

 
D1. The study  had an appropriate length of follow-up 

The follow-up of participants after treatment should be of an adequate length to identify the outcome of interest. This is 
particularly important when different outcomes of interest occur early and late after an intervention. For example, after 
surgical interventions there is usually early harm because of side effects, with benefits apparent later on. A study that is too 
short will give an unbalanced assessment of the intervention. 

 
For events occurring later, a short study will give an imprecise estimate of the effect, which may or may not also be biased. 
For example, a late-occurring side effect will not be detected in the treatment arm if the study is too short. 

 
D2. The study  used a precise  definition of outcome 
D3. A valid and reliable  method was used to determine  the outcome 

The outcome under study should be well defined and it should be clear how the investigators determined whether 
participants experienced, or did not experience, the outcome. The same methods for defining and measuring outcomes 
should be used for all participants in the study. Often there may be more than one way of measuring an outcome (for 
example, physical or laboratory tests, questionnaire, reporting of symptoms). The method of measurement should be valid 
(that is, it measures what it claims to measure) and reliable (that is, it measures something consistently). 

 
D4. Investigators were kept ‘blind’ to participants’ exposure  to the intervention 
D5. Investigators were kept ‘blind’ to other important confounding and prognostic factors 
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In this context the ‘investigators’ are the individuals who are involved in making the decision about whether a participant has 
experienced the outcome under study. This can include those responsible for taking physical measurements and recording 
symptoms, even if they are not ultimately responsible for determining the outcome. Investigators can introduce bias through 
differences in measurement and recording of outcomes, and making biased assessments of a participant’s outcome based on 
the collected data. The degree to which lack of blinding can introduce bias will vary depending on the method of measuring an 
outcome, but will be greater for more subjective outcomes, such as reporting of pain. 

 
Physical separation of the assessment from the participant (for example, sending samples off to a laboratory) can often be 
considered as blind if it can be assumed that the laboratory staff are unaware of the treatment assignment. 
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Case Control studies 

http://www.nice.org.uk/media/A77/D8/The_guidelines_manual_2009_-
_Appendix_F_Methodology_checklist_-_case-control_studies.pdf  

Methodology checklist: case–control studies 

Study identification 
Include author, title, reference, year of publication 

 

Guideline  topic: Review question no: 

Checklist completed by:  

Section  1: Internal validity 
 Circle one option for each question 

1.1 The study addresses an appropriate and 
clearly focused question. 

Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

Selection of participants 
1.2 The cases and controls are taken from comparable 

populations 
Well covered Not addressed 

 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

1.3 The same exclusion criteria are used for both cases 
and controls 

Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

1.4 What was the participation rate for each group 
(cases and controls)? 

Cases: 
 
Controls: 

1.5 Participants and non-participants are 
compared to establish their similarities or differences 

Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

1.6 Cases are clearly defined and differentiated from controls Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

1.7 It is clearly established that controls are not cases Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

Assessment 
1.8 Measures were taken to prevent knowledge 

of primary exposure influencing case 
ascertainment 

Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 
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1.9 Exposure status is measured in a standard, 
valid and reliable way 

Well covered Not addressed 
 
Adequately addressed Not reported 
 
Poorly addressed Not applicable 

Confounding factors 
1.10 The main potential confounders are identified and 

taken into account in the 
design and analysis 

Well covered Not addressed 
 
Adequately addressed Not reported 

 
Poorly addressed Not applicable 

Statistical analysis 
1.11 Have confidence intervals been provided?  

Section  2: Description of the study 
(This information is required  for evidence tables to facilitate cross-study comparisons. Please 
complete all sections for which information is available). 

Please print 
l l  2.1 How many people participated in the study? 

List the numbers of cases and controls separately. 

 

2.2 What are the main characteristics of the study population? 
Include all characteristics used to identify both cases and controls – for 
example, age, sex, social class, disease status. 

 

2.3 What environmental or prognostic factor is being investigated?  

2.4 What comparisons are made? 
Normally only one factor will be compared, but in some cases the extent 
of exposure may be stratified – for example, non- smokers vs light, 
moderate or heavy smokers. Note all comparisons here. 

 

2.5 For how long are participants followed up? 

This is the length of time over which participant histories are tracked in the 
study. 

 

2.6 What outcome measure(s) is/are used? 
List all outcomes that are used to assess the impact of the chosen 
environmental or prognostic factor. 

 

2.7 What size of effect is identified? 
Effect size should be expressed as an odds ratio. If any other measures are 
included, note them as well. Include p-values and any confidence intervals 
that are provided. 

 

2.8 How was the study funded? 
List all sources of funding quoted in the article, whether government, 
voluntary sector or industry. 
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2.9 Does this study help to answer your guideline review question? 
Summarise the main conclusions of the study and indicate how it 
relates to the review question. 

 

 

Notes on use of the Methodology checklist 
Case–control studies 

Case–control studies are designed to answer questions of the type ‘What are the factors that caused this event?’. They 
involve comparison of individuals who have an outcome with other individuals from the same population who do not have 
the outcome. These studies start after the outcome of an event, and can be used to assess multiple causes of a single event. 
They are generally used to assess the causes of a new problem but they may also be useful for the evaluation of population-
based interventions such as screening. 

 
The questions in section  1 are aimed at establishing the internal validity of the study under review – that is, making sure 
that it has been carried out carefully, and that any link between events and outcomes is clearly established. Each question 
covers an aspect of methodology that has been shown to make a significant difference to the conclusions of a study. 

 
Case–control studies need to be designed very carefully,– the complexity of their design is often not appreciated by 
investigators, and so many poor- quality studies are conducted. The questions in this checklist are designed to identify the 
main features that should be present in a well-designed study. There are few criteria that should, alone and unsupported, 
lead to rejection of a study. However, a study that fails to address or report on more than one or two of the questions in 
the checklist should almost certainly be rejected. 

 
For each question in this section you should choose one of the following categories to indicate how well it has been 
addressed in the study: 
• well covered 
• adequately addressed 
• poorly addressed 
• not addressed (not mentioned, or this aspect of study design was ignored) 

• not reported (mentioned, but with insufficient detail to allow assessment to be made) 
• not applicable. 

 
1.1 The study addresses  an appropriate and clearly focused  question 

Unless a clear and well-defined question is specified, it will be difficult to assess how well the study has met its objectives 
or how relevant it is to the question you are trying to answer. 

 
Selection  of participants 

 
1.2 The cases and controls are taken from comparable populations 

Study participants may be selected from the target population (all individuals to which the results of the study could be 
applied), from the source population (a defined subset of the target population from which participants are selected) or 
from a pool of eligible people (a clearly defined and counted group selected from the source population). A study that does 
not include clear definitions of the source population should be rejected. 

 
1.3 The same exclusion criteria  are used for both cases and controls 

All selection and exclusion criteria should be applied equally to cases and controls. Failure to do so may introduce a 
significant degree of bias into the results of the study. 

 
1.4 What was the participation rate for each group (cases and controls)? 

Differences between the eligible population and the study participants are important because they may influence the validity 
of the study. A participation rate can be calculated by dividing the number of study participants by the number of people 
who are eligible to participate. It is more useful if it is calculated separately for cases and controls. If the participation rate is 
low, or there is a large difference in rate between cases and controls, the study results may be invalid because of differences 
between participants and non- participants. In these circumstances the study should be downgraded, and rejected if the 
differences are very large. 

 
1.5 Participants and non-participants are compared to establish their similarities or differences 

Even if participation rates are comparable and acceptable, it is still possible that the participants selected to act as cases or 
controls may differ from other members of the source population in some significant way. A well-conducted case–control 
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study will look at samples of those not participating among the source population to ensure that the participants are a truly 
representative sample. 

 
1.6 Cases are clearly defined and differentiated from controls 

The method of selection of cases is of critical importance to the validity of the study. Investigators have to be certain that 
cases are truly cases, but must balance this with the need to ensure that the cases admitted into the study are representative 
of the eligible population. The issues involved in case selection are complex, and should ideally be evaluated by someone with 
a good understanding of the design of case–control studies. If there is no information on how cases were selected it is 
probably safest to reject the study as a source of evidence. 

 
1.7 It is clearly established that controls are not cases 

Just as it is important to be sure that cases are true cases, it is important to be sure that controls do not have the outcome 
under investigation. Controls should be chosen so that information on exposure status can be obtained or assessed in a 
similar way to that used for the selection of cases. If the methods of control selection are not described, the study should be 
rejected. If different methods of selection are used for cases and controls, the study should be evaluated by someone with a 
good understanding of the design of case–control studies. 

 
Assessment 

 
1.8 Measures were taken to prevent knowledge of primary  exposure from influencing case ascertainment 

If there is a possibility that case ascertainment was influenced by knowledge of exposure status, assessment of any 
association is likely to be biased. A well-conducted study should take this into account in the design of the study. 

 
1.9 Exposure  status is measured in a standard,  valid and reliable way 

The inclusion of evidence from other sources or previous studies that demonstrate the validity and reliability of the 
assessment methods, or that the measurement method is a recognised procedure, should increase confidence in study 
quality. 

 
Confounding factors 

 
1.10 The main potential confounders are identified and taken into account  in the design and analysis 

Confounding is the distortion of a link between exposure and outcome by another factor that is associated with both 
exposure and outcome. The possible presence of confounding factors is one of the principal reasons why observational 
studies are not more highly rated as a source of evidence. The report of the study should indicate which potential 
confounders have been considered, and how they have been assessed or accounted for in the analysis. Clinical judgement 
should be used to consider whether all likely confounders have been taken into account. If the measures used to address 
the potential effects of confounders are considered inadequate, the study should be downgraded or rejected, depending on 
how serious the risk of confounding is considered to be. A study that does not address the possibility of confounding should 
be rejected. 

 
Statistical analysis 

 
1.11 Have confidence intervals been provided? 

Confidence intervals are the preferred method for indicating the precision of statistical results, and can be used to 
differentiate between an inconclusive study and a study that shows no effect. Studies that report a single value with no 
assessment of precision should be treated with caution. 

 
Section 2 of the checklist asks you to summarise key points about the study that will be added to an evidence table (see 
appendix K) in the next stage of the process. 
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Case series 

http://www.nice.org.uk/nicemedia/pdf/Appendix_04_qualityofcase_series_form_preop.pdf  
 

Quality assessment for Case series 
 

1. Case series  collected  in more than one centre,  i.e. multi-centre study 
 

2.  Is the hypothesis/aim/objective of the study clearly described? 
 

3.  Are the inclusion  and exclusion criteria (case definition) clearly  reported? 
 

4.  Is there a clear definition of the outcomes reported? 
 

5.  Were data collected prospectively? 
 

6.  Is there an explicit statement that  patients were recruited  consecutively? 
 
7.  Are the main findings of the study clearly  described? 

 
8.  Are outcomes stratified? (e.g., by disease stage, abnormal test results, patient 

characteristics) 

 
Yes= l 
No=O 

 
 

Score:  / 8 
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C.6. Evidence Tables 
 
“C.6 For each clinical question, the developer has provided an evidence table, which 
summarises the systematic assessment and critical appraisal of all studies that meet the 
inclusion criteria (i.e. the body of evidence on which a recommendation will be based). 
Each evidence table should include information on study design, outcomes, level of 
evidence, the findings of meta-analysis (if performed) and other relevant information.” 
 
Studies assessed for each PICO question are listed below with:  

1. Risk of Bias assessment (all Levels of Evidence) and  
2. Evidence Table – a summary data extraction (Levels of Evidence 1 to 111-3 only) 

 
Risk of bias assessments: Key 
 
Each paper identified as relevant to the Guideline was assessed for risk of bias using the 
appropriate checklist.  The findings of the checklist are presented in colour-coded 'summary' form 
(Figure 4). The summary is not a complete description of the checklist findings but an attempt to 
convey the key findings. Green indicates the item in question was well addressed in the paper with 
a low risk of bias, red indicates the item in question was poorly covered, or not covered at all and 
had a high risk of bias. Orange indicates that the risk of bias was unclear or uncertain. 
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Figure 4 Risk of bias assessment key 
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C.7. Evidence Statement Forms 
 
C.7 For each clinical question, the developer has provided an evidence statement form, which documents the 
synthesis and evaluation of the body of evidence to determine the grade of each recommendation, according to an 
NHMRC-approved method (NHMRC grades for recommendations10 or GRADE11). 
 

Diagnosis  

D1 

PICO question  D1 What clinical information and procedural factors enhance sensitivity, specificity & predictive power of histology & immuno-histochemistry in the 
diagnosis of MM?    See also D11 
Population: 
People suspected of having MM. 
Intervention: 
Presence of clinical symptoms. 
Presence of clinical signs. 
Comparator: 
Absence of clinical symptoms. 
Absence of clinical signs. 
Outcome: 
Sensitivity and specificity of symptoms and signs for final diagnosis of histologically confirmed MM 
What is this PICO question about in plain English?  
What symptoms, signs and procedures such as radiology can contribute to histology and immunohistochemistry for diagnosis of MPM? 
Why is this PICO question important?  
during the patient journey 
Diagnosis of MPM is difficult. Important to identify factors that might enhance the diagnostic process. 
from the patient perspective 
Same as above 
from the Australian health care perspective 
MPM diagnosis is difficult also within the Australian context. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 337 
No of abstracts accepted: 31 
No of full text (FT) articles retrieved: 38 
No of FT articles accepted for data synthesis: 18 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
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NHMRC Level 3:  111-1=1; 111-2=6; 111-3=2 
NHMRC Level 4:  8 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade 
or upgrade  the recommendation) 
 The diagnosis of MPM is difficult, with symptoms and clinical findings that can mimic and be mimicked by other diseases. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 N/A 
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Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D2 
PICO question   D2 In patients with adequate performance status is thorascopy a superior first-line diagnostic procedure? 
Population: 
People suspected of having MM pleural effusions 
Intervention: 
Minimally invasive 
Pleural aspiration, closed pl Bx.  
More invasive. 
Open pl Bx.  
VAT, Other  
Comparator: 
Non-invasive tests. 
Outcome: 
Sensitivity and specificity of diagnostic test for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
The place of thoracoscopy within the diagnostic journey  
Why is this PICO question important?  
during the patient journey 
To limit diagnostic procedures to those with greatest chance of success 
from the patient perspective 
As above 
from the Australian health care perspective 
Limit costs and risks of diagnostic procedures in MPM 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 246 
No of abstracts accepted: 85 
No of full text (FT) articles retrieved: 83 
No of FT articles accepted for data synthesis: 30 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=2; 111-2=3; 111-3=3 
NHMRC Level 4:  21 
Other: -0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 CT-guided core biopsy or VAT-guided pleural biopsy is recommended – depending etc. see Recommendation 1 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  
 A 
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
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If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D3 
PICO question  D3 What is the sensitivity and specificity of diagnostic techniques for the pathological confirmation of MM (pleural aspiration, closed pl Bx, TTNA, Open pl 
Bx, VAT, other) in people with pleural thickening? 
Population: 
People suspected of having MM pleural effusions. 
Intervention: 
Minimally invasive 
TTNA 
Core Bx. 
More invasive. 
Open pl Bx.  
VAT. 
Other. 
Comparator: 
Non-invasive tests. 
Outcome: 
Sensitivity and specificity of diagnostic test for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
What is the best technique for making the MPM diagnosis – see also D2 
Why is this PICO question important?  
during the patient journey 
To limit the number of diagnostic procedures  
from the patient perspective 
See above 
from the Australian health care perspective 
See also D2 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 119 
No of abstracts accepted: 53 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 42 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 3 
NHMRC Level 3:  111-1=3; 111-2=13; 111-3=10 
NHMRC Level 4:  13 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendations 1 & 2 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  
  
 A & C 
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
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UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D4 
PICO question   D4 What is the optimum sequencing of diagnostic tests for the pathological confirmation of MM. 
Population: 
People suspected of having MM. 
Intervention: 
Sequence of test. 
Comparator: 
Non-invasive tests. 
Outcome: 
Sensitivity and specificity of diagnostic test sequencing for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
About the sequence of diagnostic tests 
Why is this PICO question important?  
during the patient journey 
Optimise the diagnostic journey  
from the patient perspective 
As above 
from the Australian health care perspective 
Reduce costs and risks of diagnostic procedures. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 648 
No of abstracts accepted: 199 
No of full text (FT) articles retrieved: 189 
No of FT articles accepted for data synthesis: 23 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0; 111-2=8; 111-3=5 
NHMRC Level 4:  10 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 N/A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 N/A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  
 Nil 
  
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D5 

PICO question  D5 Is cytological examination of pleural or other body fluid or FNA sufficient to definitively diagnose MM (& distinguish from other causes of effusion). 
Population: 
People suspected of having MM pleural effusion. 
Intervention: 
Cytological examination of pleural fluid. 
Comparator: 
Histological examination of pleural biopsy. 
Outcome: 
Sensitivity and specificity of cytology for final diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
Can MPM be diagnosed on the basis of cytology alone? 
Why is this PICO question important?  
during the patient journey 
Cytology: less invasive diagnostic procedure 
from the patient perspective 
Cytology: less invasive diagnostic procedure 
from the Australian health care perspective 
Reduce costs and risks 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 1129 
No of abstracts accepted:  136 
No of full text (FT) articles retrieved: 134 
No of FT articles accepted for data synthesis: 68 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=2;  111-2=11;  111-3=40 
NHMRC Level 4:  13 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendation 2 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 C  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D6 
PICO question  D6 Is the demonstration of tissue invasion an essential diagnostic criterion for any/all clinical decision making in MM 
Population: 
Pleural biopsies from people suspected of having MM. 
Intervention: 
Demonstration of tissue invasion on pleural biopsy. 
Comparator: 
Proven MM. 
Outcome: 
Sensitivity and specificity of tissue invasion  for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
About the value of demonstrating tissue invasion 
Why is this PICO question important?  
during the patient journey 
Making a definitive diagnosis of MPM 
from the patient perspective 
Making a definitive diagnosis of MPM 
from the Australian health care perspective 
Standardisation of pathological definitions 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 264 
No of abstracts accepted: 230 
No of full text (FT) articles retrieved: 204 
No of FT articles accepted for data synthesis: 28 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=1;  111-2=3;  111-3=7 
NHMRC Level 4:  17 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1042 of 1244 

C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  B  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D7 
PICO question  D7 What is the performance bench mark for panels of immunohistochemical reagents used in the diagnosis of MM? 
Population: 
Pleural biopsies from people suspected of having MM. 
Intervention: 
Specific IHC markers. 
Comparator: 
Proven MM. 
Outcome: 
Sensitivity and specificity of specific IHC markers for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
Practical guidelines for immuno-histochemistry 
Why is this PICO question important?  
during the patient journey 
Importance of definitive diagnosis 
from the patient perspective 
Importance of definitive diagnosis 
from the Australian health care perspective 
Optimal standards for diagnosis 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 1033 
No of abstracts accepted: 500 
No of full text (FT) articles retrieved: 491 
No of FT articles accepted for data synthesis: 253 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1;  111-2=19; 111-3=186 
NHMRC Level 4:  45 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendations 4-8 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  B  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D8 
PICO question  D8 Can biomarkers (CEA, SMRP, Osteopontin & MPF) in blood &/or body fluid support or reject the MM diagnosis? 
Population: 
Pleural fluid from people suspected of having MM. 
Peritoneal fluid from people suspected of having MM. 
Blood from people suspected of having MM. 
Intervention: 
Specific Biomarkers 
CEA , SMRP, Osteopontin & MPF 
Other. 
Comparator: 
Proven MM. 
Outcome: 
Sensitivity and specificity for final  diagnosis of histologically confirmed MM. 
What is this PICO question about in plain English?  
About diagnostic value of biomarkers 
Why is this PICO question important?  
during the patient journey 
Limit number of diagnostic tests 
from the patient perspective 
Limit number of diagnostic tests 
from the Australian health care perspective 
Cost-effectiveness 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 417 
No of abstracts accepted: 193 
No of full text (FT) articles retrieved: 185 
No of FT articles accepted for data synthesis: 91 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
NHMRC Level 2: 3 
NHMRC Level 3:  111-1=2;  111-2=16;  111-3=59 
NHMRC Level 4:  10 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendation 11 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

   B 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D9 
PICO question  D9 Does screening of asymptomatic persons at elevated risk for MM by radiological or biomarkers improve clinical course or survival? 
Population: 
Asymptomatic persons at elevated risk for MM 
(asbestos – exposed, pleural stigmata) 
Intervention: 
Screening tests 
CXR. 
CT. 
Biomarker: 
CEA , SMRP, Osteopontin & MPF 
Other. 
Comparator: 
No screening. 
Outcome: 
Survival (all cause mortality, disease specific, 5 year survival, 10 year survival). 
What is this PICO question about in plain English?  
Is screening for MPM cost effective? 
Why is this PICO question important?  
during the patient journey 
Earlier diagnosis / potentially better treatment opportunities 
from the patient perspective 
Earlier diagnosis / potentially better treatment opportunities  
from the Australian health care perspective 
Many asbestos-exposed individuals in Australia 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 843 
No of abstracts accepted: 233 
No of full text (FT) articles retrieved: 218 
No of FT articles accepted for data synthesis: 16 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0; 111-2=1; 111-3=4 
NHMRC Level 4: 11 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

  Nil 
  
  

 No recommendation, insufficient evidence that there is a valuable (sensitive) screening tool. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
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If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D10 
PICO question  D10 Is there a benefit in differentiating  histological subtypes of MM? Does histological subtyping of MM predict response to anti-cancer Rx? (Predictive 
biomarker) 
Population: 
People with MM. 
Intervention: 
Stratification of histology (Epi, Sarc, mixed). 
Comparator: 
No stratification. 
Outcome: 
Response to anti-cancer Rx (RR). 
What is this PICO question about in plain English?  
Does subtyping of MPM assist in making treatment choices 
Why is this PICO question important?  
during the patient journey 
MPM Subtype: Predictive marker? 
from the patient perspective 
Predictive marker 
from the Australian health care perspective 
Avoid futile therapies. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 972 
No of abstracts accepted: 91 
No of full text (FT) articles retrieved: 77 
No of FT articles accepted for data synthesis: 18 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0; 111-2=2; 111-3=6 
NHMRC Level 4: 9 
Other: 1 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendation 3 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 B 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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D11 
PICO question  D11 Does histological subtyping of MM predict prognosis?  (Prognostic biomarker) 
Population: 
People with MM. 
Intervention: 
Stratification of histology (Epi, Sarc, mixed) . 
Comparator: 
No stratification. 
Outcome: 
Survival. 
What is this PICO question about in plain English?  
See above 
Why is this PICO question important?  
during the patient journey 
Is the histologic subtype of MPM an indicator of prognosis? 
from the patient perspective 
Be informed about a prognostic factor. 
from the Australian health care perspective 
To use prognostic factors when discussing/making a treatment plan 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 1281 
No of abstracts accepted: 129 
No of full text (FT) articles retrieved: 126 
No of FT articles accepted for data synthesis: 46 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0;  111-2=5;  111-3=13 
NHMRC Level 4:  28 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Recommendation 3 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 
 B 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Assessment  

A1 
PICO question  A 1a. Preferred radiological method 
a. What is the preferred radiological method to assess a diagnosed malignant mesothelioma? 
Population:  
People with pathologically confirmed diagnosis of malignant mesothelioma. 
Intervention:  
Radiological assessment including: 
Chest x-ray 
CT scan 
MRI 
PET scanning 
Other 
Comparator: 
Clinical assessment  
Outcome: 
 Effectiveness  
Diagnostic accuracy (sensitivity and specificity) for defining anatomical extent of primary tumour 
Diagnostic accuracy (sensitivity and specificity) for defining pattern and extent of extension (staging) 
Cost-effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio. 
What is this PICO question about in plain English?  
What imaging investigations should be done to assess the extent of disease and best treatment plan in newly diagnosed malignant mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Doctors must know the extent of the disease before they are able to recommend the most appropriate treatment. 
from the patient perspective 
Patients want the most appropriate treatment for their stage of disease 
from the Australian health care perspective 
The recommended imaging should be cost effective and have adequate sensitivity and specificity 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 304 
No of abstracts accepted: 96 
No of full text (FT) articles retrieved: 83 
No of FT articles accepted for data synthesis: 42 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=5; 111-2=13; 111-3=3 
NHMRC Level 4:  13 
Other: 7 
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NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 

 This recommendation is common to all existing guidelines. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  C 

 The extent of radiological assessment should be considered in the context of potential management options 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
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assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A 1 b.  Preferred radiological method 
a. What is the preferred radiological method to assess a diagnosed malignant mesothelioma? 
Population:  
People with pathologically confirmed diagnosis of malignant mesothelioma. 
Intervention:  
Radiological assessment including: Chest x-ray, CT scan, MRI, PET scanning, Other 
Comparator: 
Clinical assessment  
Outcome:  
Effectiveness  
Diagnostic accuracy (sensitivity and specificity) for defining anatomical extent of primary tumour 
Diagnostic accuracy (sensitivity and specificity) for defining pattern and extent of extension (staging) 
Cost-effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio. 
What is this PICO question about in plain English?  
What imaging investigations should be done to assess the extent of disease and best treatment plan in newly diagnosed malignant mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Doctors must know the extent of the disease before they are able to recommend the most appropriate treatment. 
from the patient perspective 
Patients want the most appropriate treatment for their stage of disease 
from the Australian health care perspective 
The recommended imaging should be cost effective and have adequate sensitivity and specificity 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 304 
No of abstracts accepted: 96 
No of full text (FT) articles retrieved: 83 
No of FT articles accepted for data synthesis: 42 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=5; 111-2=13; 111-3=3 
NHMRC Level 4:  13 
Other: 7 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

A 

 Patients with suspected or confirmed malignant mesothelioma should be assessed with CT of the Thorax and Abdomen 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A 1c. Preferred radiological method 
a. What is the preferred radiological method to assess a diagnosed malignant mesothelioma? 
Population:  
People with pathologically confirmed diagnosis of malignant mesothelioma. 
Intervention:  
Radiological assessment including: Chest x-ray, CT scan, MRI, PET scanning, other 
Comparator: 
Clinical assessment  
Outcome:  
Effectiveness  
Diagnostic accuracy (sensitivity and specificity) for defining anatomical extent of primary tumour 
Diagnostic accuracy (sensitivity and specificity) for defining pattern and extent of extension (staging) 
Cost-effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio. 
What is this PICO question about in plain English?  
What imaging investigations should be done to assess the extent of disease and best treatment plan in newly diagnosed malignant mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Doctors must know the extent of the disease before they are able to recommend the most appropriate treatment. 
from the patient perspective 
Patients want the most appropriate treatment for their stage of disease 
from the Australian health care perspective 
The recommended imaging should be cost effective and have adequate sensitivity and specificity 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 304 
No of abstracts accepted: 96 
No of full text (FT) articles retrieved: 83 
No of FT articles accepted for data synthesis: 42 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=5; 111-2=13; 111-3=3 
NHMRC Level 4:  13 
Other: 7 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
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B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

A 

FDG-PET should be used for pre-operative staging of patients where the detection of occult metastatic or nodal disease will change management 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A 1d. Preferred radiological method 
a. What is the preferred radiological method to assess a diagnosed malignant mesothelioma? 
Population:  
People with pathologically confirmed diagnosis of malignant mesothelioma. 
Intervention:  
Radiological assessment including: Chest x-ray, CT scan, MRI, PET scanning, other 
Comparator: 
Clinical assessment  
Outcome:  
Effectiveness  
Diagnostic accuracy (sensitivity and specificity) for defining anatomical extent of primary tumour 
Diagnostic accuracy (sensitivity and specificity) for defining pattern and extent of extension (staging) 
Cost-effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio. 
What is this PICO question about in plain English?  
What imaging investigations should be done to assess the extent of disease and best treatment plan in newly diagnosed malignant mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Doctors must know the extent of the disease before they are able to recommend the most appropriate treatment. 
from the patient perspective 
Patients want the most appropriate treatment for their stage of disease 
from the Australian health care perspective 
The recommended imaging should be cost effective and have adequate sensitivity and specificity 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 304 
No of abstracts accepted: 96 
No of full text (FT) articles retrieved: 83 
No of FT articles accepted for data synthesis: 42 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=5; 111-2=13; 111-3=3 
NHMRC Level 4:  13 
Other: 7 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

B 

MRI with gadolinium enhancement is sensitive in predicting pathological stage T3 disease or less, and should be used where the identification of T4 disease would alter 
management. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
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UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A2 
PICO question  A2a. What is the status of clinical staging methods for malignant mesothelioma? (Comparison of the Butchart versus TNM staging systems) 
Population: 
 People diagnosed with malignant mesothelioma, requiring staging for treatment planning and prognostication. 
Intervention:  
Clinical staging systems: 
Butchart 
IMIG/UICC TNM 
Comparator:  
Standard practice. 
Outcome:  
Effectiveness  
Accuracy (sensitivity, specificity, positive predictive value, negative predictive value) of staging system for determining response to treatment (predictive) 
Accuracy (sensitivity, specificity, positive predictive value, negative predictive value) of staging system for determining prognosis (prognostic) 
Cost-effectiveness 
Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What is the most appropriate staging system to use to describe the anatomical spread of mesothelioma in an individual 
Why is this PICO question important?  
during the patient journey 
Correct staging ensures appropriate management plans are made and ensures appropriate stratification in clinical trials and classification in clinical and translational research 
from the patient perspective 
Correct staging ensures the most appropriate treatment is recommended, and that the anatomical spread of mesothelioma can be easily described by health professionals in 
communicating with other health professionals about the patient. 
from the Australian health care perspective 
Correct and standardised staging ensures that data collection on a population basis for tumour registries will provide robust information on the epidemiology and outcomes 
of malignant pleural mesothelioma 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 444 
No of abstracts accepted: 78 
No of full text (FT) articles retrieved: 74 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=1; 111-2=5; 111-3=3 
NHMRC Level 4:  9 
Other: 9 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
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1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION   B 

 The Tumour Node Metastasis system as assessed by CT scan is a significant predictor of prognosis in patients with Mesothelioma 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
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UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 The International Association for the Study of Lung Cancer is currently undertaking a review of the mesothelioma TNM staging system with a view to updating the staging 
system on the basis of a large international prospective data collection. 
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PICO question  A2b. What is the status of clinical staging methods for malignant mesothelioma? (Comparison of the Butchart versus TNM staging systems) 
Population: 
 People diagnosed with malignant mesothelioma, requiring staging for treatment planning and prognostication. 
Intervention:  
Clinical staging systems: 
Butchart 
IMIG/UICC TNM 
Comparator:  
Standard practice. 
Outcome:  
Effectiveness  
Accuracy (sensitivity, specificity, positive predictive value, negative predictive value) of staging system for determining response to treatment (predictive) 
Accuracy (sensitivity, specificity, positive predictive value, negative predictive value) of staging system for determining prognosis (prognostic) 
Cost-effectiveness 
Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What is the most appropriate staging system to use to describe the anatomical spread of mesothelioma in an individual 
Why is this PICO question important?  
during the patient journey 
Correct staging ensures appropriate management plans are made and ensures appropriate stratification in clinical trials and classification in clinical and translational research 
from the patient perspective 
Correct staging ensures the most appropriate treatment is recommended, and that the anatomical spread of mesothelioma can be easily described by health professionals in 
communicating with other health professionals about the patient. 
from the Australian health care perspective 
Correct and standardised staging ensures that data collection on a population basis for tumour registries will provide robust information on the epidemiology and outcomes 
of malignant pleural mesothelioma 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 444 
No of abstracts accepted: 78 
No of full text (FT) articles retrieved: 74 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=1; 111-2=5; 111-3=3 
NHMRC Level 4:  9 
Other: 9 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

  B 
  

The Tumour Node Metastasis system as assessed bysurgical staging is a significant predictor of prognosis in patients with Mesothelioma 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
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If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 The International Association for the Study of Lung Cancer is currently undertaking a review of the mesothelioma TNM staging system with  a view to updating the staging 
system on the basis of a large international prospective data collection. 
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A3 
PICO question  A3a. What is the role of mediastinoscopy in the staging of malignant mesothelioma? 
Population:  
People with diagnosed malignant mesothelioma requiring intrathoracic mediastinal staging. 
Intervention: 
Mediastinoscopy, or Endoscopic Ultrasound Guided FNA (EUS-FNA) either: 
Anterior mediastinoscopy 
Cervical mediastinoscopy 
EUS-FNA  
Comparator:  
Non invasive routine clinical practice. 
Outcome:  
Effectiveness 
Diagnostic accuracy of mediastinoscopy for staging (sensitivity, specificity, positive predictive value, negative predictive value) of the presence and extent of mediastinal 
involvement by mesothelioma 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
How accurate and cost-effective is staging of lymph node involvement by mesothelioma using invasive procedures under general anaesthetic. 
Why is this PICO question important?  
during the patient journey 
Detecting malignant involvement of mediastinal lymph nodes may exclude patients from futile aggressive surgical therapy. 
from the patient perspective 
If aggressive surgical treatment will be futile due to involvement of mediastinal lymph nodes with mesothelioma, it is preferable to know this before embarking on major 
surgery rather than to discover this during a thoracotomy. 
from the Australian health care perspective 
Detection of malignant involvement of mediastinal lymph nodes prior to aggressive surgical therapy will prevent morbidity and mortality from futile major surgery. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 39 
No of abstracts accepted: 25 
No of full text (FT) articles retrieved: 21 
No of FT articles accepted for data synthesis: 11 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=1; 111-2=4; 111-3=1 
NHMRC Level 4:  5 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

C 

 The addition of mediastinoscopy to FDG-PET scan or CT identifies additional patients with N2 disease 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1072 of 1244 

If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A3b. What is the role of mediastinoscopy in the staging of malignant mesothelioma? 
Population:  
People with diagnosed malignant mesothelioma requiring intrathoracic mediastinal staging. 
Intervention: 
Mediastinoscopy, or Endoscopic Ultrasound Guided FNA (EUS-FNA) either: 
Anterior mediastinoscopy 
Cervical mediastinoscopy 
EUS-FNA 
Comparator:  
Non invasive routine clinical practice. 
Outcome:  
Effectiveness 
Diagnostic accuracy of mediastinoscopy for staging (sensitivity, specificity, positive predictive value, negative predictive value) of the presence and extent of mediastinal 
involvement by mesothelioma 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
How accurate and cost-effective is staging of lymph node involvement by mesothelioma using invasive procedures under general anaesthetic. 
Why is this PICO question important?  
during the patient journey 
Detecting malignant involvement of mediastinal lymph nodes may exclude patients from futile aggressive surgical therapy. 
from the patient perspective 
If aggressive surgical treatment will be futile due to involvement of mediastinal lymph nodes with mesothelioma, it is preferable to know this before embarking on major 
surgery rather than to discover this during a thoracotomy. 
from the Australian health care perspective 
Detection of malignant involvement of mediastinal lymph nodes prior to aggressive surgical therapy will prevent morbidity and mortality from futile major surgery. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 39 
No of abstracts accepted: 25 
No of full text (FT) articles retrieved: 21 
No of FT articles accepted for data synthesis: 11 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=1; 111-2=4; 111-3=1 
NHMRC Level 4:  5 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
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1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

C 

The addition of EUS-FNA is feasible in mesothelioma and may identify additional  N2, T4, and M1 disease 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
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UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A4 
PICO question  A4a. What is the role of PET scanning for the staging evaluation of malignant mesothelioma? 
Population:  
People suspected of having malignant mesothelioma undergoing staging evaluation. 
Intervention:  
Fusion CT PET scan with radioisotopes: 
FDG 
FLT 
Other 
Comparator: 
 Conventional imaging without PET scanning. 
Outcome:  
Effectiveness 
Diagnostic accuracy of PET for staging mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Does the use of PET scanning improve anatomical staging information in patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Accurate staging ensures appropriate treatment recommendations are made 
from the patient perspective 
Accurate staging ensures the patient receives the most appropriate treatment 
from the Australian health care perspective 
Accurate staging ensures patients receive the most appropriate treatment, but must be cost-effective. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 192 
No of abstracts accepted:  42 
No of full text (FT) articles retrieved: 44 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=13; 111-3=0 
NHMRC Level 4:  6 
Other: 4 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  A 
  
  

 FDG-PET or FDG-PET-CT are sensitive modalities to detect metastatic disease and should be performed when the presence of metastatic disease will influence a 
management plan. 
There is insufficient evidence to recommend the use of other PET isotopes. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
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individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A4b. What is the role of PET scanning for the staging evaluation of malignant mesothelioma? 
Population:  
People suspected of having malignant mesothelioma undergoing staging evaluation. 
Intervention:  
Fusion CT PET scan with radioisotopes: 
FDG 
FLT 
Other 
Comparator: 
 Conventional imaging without PET scanning. 
Outcome:  
Effectiveness 
Diagnostic accuracy of PET for staging mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Does the use of PET scanning improve anatomical staging information in patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Accurate staging ensures appropriate treatment recommendations are made 
from the patient perspective 
Accurate staging ensures the patient receives the most appropriate treatment 
from the Australian health care perspective 
Accurate staging ensures patients receive the most appropriate treatment, but must be cost-effective. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 192 
No of abstracts accepted:  42 
No of full text (FT) articles retrieved: 44 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=13; 111-3=0 
NHMRC Level 4:  6 
Other: 4 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

 B  

FDG-PET  or FDG-PET-CT identifies additional mediastinal lymph node involvement over CT and should be performed when the presence of nodal involvement will 
influence a management plan. There is insufficient evidence to recommend the use of other PET isotopes. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A4c. What is the role of PET scanning for the staging evaluation of malignant mesothelioma? 
Population:  
People suspected of having malignant mesothelioma undergoing staging evaluation. 
Intervention:  
Fusion CT PET scan with radioisotopes: 
FDG 
FLT 
Other 
Comparator: 
 Conventional imaging without PET scanning. 
Outcome:  
Effectiveness 
Diagnostic accuracy of PET for staging mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Does the use of PET scanning improve anatomical staging information in patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Accurate staging ensures appropriate treatment recommendations are made 
from the patient perspective 
Accurate staging ensures the patient receives the most appropriate treatment 
from the Australian health care perspective 
Accurate staging ensures patients receive the most appropriate treatment, but must be cost-effective. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 192 
No of abstracts accepted:  42 
No of full text (FT) articles retrieved: 44 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=13; 111-3=0 
NHMRC Level 4:  6 
Other: 4 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

 B 
  
  

FDG-PET is a sensitive modality to identify suspected recurrent locoregional or metastatic disease after previous aggressive surgical management and should be performed 
when a diagnosis of  
recurrence is equivocal on other imaging modalities 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
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If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A4d. What is the role of PET scanning for the staging evaluation of malignant mesothelioma? 
Population:  
People suspected of having malignant mesothelioma undergoing staging evaluation. 
Intervention:  
Fusion CT PET scan with radioisotopes: 
FDG 
FLT 
Other 
Comparator: 
 Conventional imaging without PET scanning. 
Outcome:  
Effectiveness 
Diagnostic accuracy of PET for staging mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Does the use of PET scanning improve anatomical staging information in patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Accurate staging ensures appropriate treatment recommendations are made 
from the patient perspective 
Accurate staging ensures the patient receives the most appropriate treatment 
from the Australian health care perspective 
Accurate staging ensures patients receive the most appropriate treatment, but must be cost-effective. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 192 
No of abstracts accepted:  42 
No of full text (FT) articles retrieved: 44 
No of FT articles accepted for data synthesis: 27 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=13; 111-3=0 
NHMRC Level 4:  6 
Other: 4 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

 C 
  

FDG-PET-CT should be used in preference to FDG-PET where available 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
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If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A5 
PICO question  A 5. What is the role of MRI in the: 
a. Evaluation of malignant mesothelioma? 
b. Staging of mesothelioma? 
c. Evaluation of mesothelioma for surgical management? 
d. Evaluation of mesothelioma for local radiotherapy? 
Population:  
People with pathologically proven malignant mesothelioma. 
Intervention:  
MRI (magnetic resonance imaging) with or without gadolinium: 
Chest 
Extra thoracic. 
Comparator: 
 Non MRI imaging. 
Outcome:  
Effectiveness 
Diagnostic accuracy of MRI for the diagnosis of mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Diagnostic accuracy of MRI for the staging of mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Incremental cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
In what situations should MRI be considered for staging and evaluation of mesothelioma? 
Why is this PICO question important?  
during the patient journey 
MRI demonstration of unrecognised anatomical sites of invasion may indicate unresectability of the tumour. 
from the patient perspective 
The demonstration of unrecognised anatomical sites of invasion may avoid the mortality and morbidity of a futile operation. 
from the Australian health care perspective 
MRI is a scarce resource and should be used when the results are likely to change management or patient outcomes. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 204 
No of abstracts accepted: 48 
No of full text (FT) articles retrieved: 43 
No of FT articles accepted for data synthesis: 15 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=2; 111-2=7; 111-3=1 
NHMRC Level 4:  1 
Other: 3 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
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of individual studies included in the body of evidence)  
Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  C 
  
  

 MRI with gadolinium enhancement is sensitive in predicting pathological stage T3 disease or less, and should be used where the identification of T4 disease would alter 
management. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised 
form has been used to assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
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NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A6 
PICO question  A 6a. Do PET scans provide prognostic or predictive information for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma. 
Intervention:  
CT fusion PET scans: 
Chest 
Extra thoracic 
PET radioisotopes including: 
FDG 
FLT 
Other. 
Comparator:  
Conventional non-PET imaging and prognostic factors. 
Outcome:  
Effectiveness 
Accuracy (sensitivity and specificity) of PET scans for predicting: 
Overall survival 
Progression-free survival 
Quality of life 
Treatment response (predictive marker) 
Objective response rate 
Overall survival 
PFS 
Cost effectiveness 
Incremental cost effectiveness -Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Do PET scans help doctors to choose the best treatment or to predict patient outcomes? 
Why is this PICO question important?  
during the patient journey 
Factors which predict response to treatment or prognosis may allow doctors to recommend the most appropriate timing of treatment, and to provide prognostic 
information to patients and their families. 
from the patient perspective 
A better understanding of whether the tumour is likely to respond to treatment may help patients choose appropriate timing of treatment, and whether or not to accept 
treatment. Information on prognosis may relieve uncertainty and allow patients and their families to plan for the future. 
from the Australian health care perspective 
Predictive information assists in appropriate use and timing of treatment on a population basis. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 294 
No of abstracts accepted: 85 
No of full text (FT) articles retrieved: 70 
No of FT articles accepted for data synthesis: 26 
Types and volumes of articles reviewed 
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NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=1; 111-2=6; 111-3=1 
NHMRC Level 4:  12 

Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
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RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  A  
  

 Measurement of either SUV max or Total Glycolytic Volume by FDG-PET provides prognostic information in patients with MPM. The most appropriate method of 
quantitative assessment remains  
unclear. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A 6b. Do PET scans provide prognostic or predictive information for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma. 
Intervention:  
CT fusion PET scans: Chest, Extra thoracic 
PET radioisotopes including: FDG, FLT, Other 
Comparator:  
Conventional non-PET imaging and prognostic factors. 
Outcome:  
Effectiveness 
Accuracy (sensitivity and specificity) of PET scans for predicting: 
Overall survival 
Progression-free survival 
Quality of life 
Treatment response (predictive marker) 
Objective response rate 
Overall survival 
PFS 
Cost effectiveness 
Incremental cost effectiveness -Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Do PET scans help doctors to choose the best treatment or to predict patient outcomes? 
Why is this PICO question important?  
during the patient journey 
Factors which predict response to treatment or prognosis may allow doctors to recommend the most appropriate timing of treatment, and to provide prognostic 
information to patients and their families. 
from the patient perspective 
A better understanding of whether the tumour is likely to respond to treatment may help patients choose appropriate timing of treatment, and whether or not to accept 
treatment. Information on prognosis may relieve uncertainty and allow patients and their families to plan for the future. 
from the Australian health care perspective 
Predictive information assists in appropriate use and timing of treatment on a population basis. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 294 
No of abstracts accepted: 85 
No of full text (FT) articles retrieved: 70 
No of FT articles accepted for data synthesis: 26 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=1; 111-2=6; 111-3=1 
NHMRC Level 4:  12 
Other: 5 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1095 of 1244 

NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

 A 
  
  

Assessment of treatment response using quantitative FDG-PET parameters is predictive of survival, however the ideal metric and timing of assessment of response is yet to 
be determined. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
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assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
  
  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1097 of 1244 

 

PICO question  A 6c. Do PET scans provide prognostic or predictive information for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma. 
Intervention:  
CT fusion PET scans: Chest, Extra thoracic 
PET radioisotopes including: FDG, FLT, Other 
Comparator:  
Conventional non-PET imaging and prognostic factors. 
Outcome:  
Effectiveness 
Accuracy (sensitivity and specificity) of PET scans for predicting: 
Overall survival 
Progression-free survival 
Quality of life 
Treatment response (predictive marker) 
Objective response rate 
Overall survival 
PFS 
Cost effectiveness 
Incremental cost effectiveness -Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
Do PET scans help doctors to choose the best treatment or to predict patient outcomes? 
Why is this PICO question important?  
during the patient journey 
Factors which predict response to treatment or prognosis may allow doctors to recommend the most appropriate timing of treatment, and to provide prognostic 
information to patients and their families. 
from the patient perspective 
A better understanding of whether the tumour is likely to respond to treatment may help patients choose appropriate timing of treatment, and whether or not to accept 
treatment. Information on prognosis may relieve uncertainty and allow patients and their families to plan for the future. 
from the Australian health care perspective 
Predictive information assists in appropriate use and timing of treatment on a population basis. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 294 
No of abstracts accepted: 85 
No of full text (FT) articles retrieved: 70 
No of FT articles accepted for data synthesis: 26 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=1; 111-2=6; 111-3=1 
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NHMRC Level 4:  12 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

C 

Measurement of SUVmax on FDG-PET following post-surgical relapse is predictive of survival 
Explanatory notes 
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Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A7 
PICO question  A7a. What minimal pre-treatment evaluations are required for patients diagnosed with malignant mesothelioma? 
Population: 
People diagnosed with malignant mesothelioma undergoing pre-treatment evaluation. 
Intervention: 
Clinical pre-treatment and evaluation including: 
Clinical history and examination 
Weight loss 
Sweats 
ECOG PS 
KPS 
Chest pain 
Dyspnoea 
Pulmonary function tests 
Biopsy adequate for histological subtyping 
Non-invasive imaging 
Laboratory (serum, sputum, pleural fluid chemistry, protein and biomarker) evaluation 
Minimally invasive investigations (pleural aspiration, closed pleural biopsy, open pleural biopsy, medical pleuroscopy, VAT, mediastinoscopy, bronchoscopy, FNA, laparoscopy, 
EBUS etc.) 
Invasive investigations; open biopsy, thoracotomy or VATs 
Comparator: 
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Diagnostic accuracy of various clinical evaluation classes for diagnosing mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What imaging tests, investigations, and clinical information is needed to make appropriate treatment plans for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Clinical, investigation and imaging information is needed to ensure safe and appropriate delivery of treatment to an individual 
from the patient perspective 
Information on individual tumour stage, preferences, investigations and co-morbidities is needed to ensure that any treatments are delivered without excessive risk of 
toxicity, morbidity, and mortality. 
from the Australian health care perspective 
Clinical, investigation and imaging information is needed to ensure cost-effective, safe and appropriate delivery of treatment to a population with MPM 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 219 
No of abstracts accepted: 40 
No of full text (FT) articles retrieved: 27 
No of FT articles accepted for data synthesis: 12 
Types and volumes of articles reviewed 
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NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=2; 111-2=3; 111-3=0 
NHMRC Level 4:  5 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION GRADE OF RECOMMENDATION    
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What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

  C 
  
  

 The extent of pre-treatment evaluation, including radiological evaluation and assessment of clinical and laboratory prognostic factors should be considered in the context of 
potential and appropriate management options. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A7b. What minimal pre-treatment evaluations are required for patients diagnosed with malignant mesothelioma? 
Population: 
People diagnosed with malignant mesothelioma undergoing pre-treatment evaluation. 
Intervention: 
Clinical pre-treatment and evaluation including: 
Clinical history and examination 
Weight loss 
Sweats 
ECOG PS 
KPS 
Chest pain 
Dyspnoea 
Pulmonary function tests 
Biopsy adequate for histological subtyping 
Non-invasive imaging 
Laboratory (serum, sputum, pleural fluid chemistry, protein and biomarker) evaluation 
Minimally invasive investigations (pleural aspiration, closed pleural biopsy, open pleural biopsy, medical pleuroscopy, VAT, mediastinoscopy, bronchoscopy, FNA, laparoscopy, 
EBUS etc.) 
Invasive investigations; open biopsy, thoracotomy or VATs 
Comparator: 
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Diagnostic accuracy of various clinical evaluation classes for diagnosing mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What imaging tests, investigations, and clinical information is needed to make appropriate treatment plans for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Clinical, investigation and imaging information is needed to ensure safe and appropriate delivery of treatment to an individual 
from the patient perspective 
Information on individual tumour stage, preferences, investigations and co-morbidities is needed to ensure that any treatments are delivered without excessive risk of 
toxicity, morbidity, and mortality. 
from the Australian health care perspective 
Clinical, investigation and imaging information is needed to ensure cost-effective, safe and appropriate delivery of treatment to a population with MPM 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 219 
No of abstracts accepted: 40 
No of full text (FT) articles retrieved: 27 
No of FT articles accepted for data synthesis: 12 
Types and volumes of articles reviewed 
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NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=2; 111-2=3; 111-3=0 
NHMRC Level 4:  5 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION GRADE OF RECOMMENDATION    
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What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

  C 
  
  

  Pre-treatment evaluation of patients considered for aggressive surgical or multimodality options should include assessment of lung function and psychological status 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A7c. What minimal pre-treatment evaluations are required for patients diagnosed with malignant mesothelioma? 
Population: 
People diagnosed with malignant mesothelioma undergoing pre-treatment evaluation. 
Intervention: 
Clinical pre-treatment and evaluation including: 
Clinical history and examination 
Weight loss 
Sweats 
ECOG PS 
KPS 
Chest pain 
Dyspnoea 
Pulmonary function tests 
Biopsy adequate for histological subtyping 
Non-invasive imaging 
Laboratory (serum, sputum, pleural fluid chemistry, protein and biomarker) evaluation 
Minimally invasive investigations (pleural aspiration, closed pleural biopsy, open pleural biopsy, medical pleuroscopy, VAT, mediastinoscopy, bronchoscopy, FNA, laparoscopy, 
EBUS etc.) 
Invasive investigations; open biopsy, thoracotomy or VATs 
Comparator: 
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Diagnostic accuracy of various clinical evaluation classes for diagnosing mesothelioma (sensitivity, specificity, positive predictive value, negative predictive value) 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What imaging tests, investigations, and clinical information is needed to make appropriate treatment plans for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Clinical, investigation and imaging information is needed to ensure safe and appropriate delivery of treatment to an individual 
 
from the patient perspective 
Information on individual tumour stage, preferences, investigations and co-morbidities is needed to ensure that any treatments are delivered without excessive risk of 
toxicity, morbidity, and mortality. 
from the Australian health care perspective 
Clinical, investigation and imaging information is needed to ensure cost-effective, safe and appropriate delivery of treatment to a population with MPM 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 219 
No of abstracts accepted: 40 
No of full text (FT) articles retrieved: 27 
No of FT articles accepted for data synthesis: 12 
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Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=2; 111-2=3; 111-3=0 
NHMRC Level 4:  5 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1108 of 1244 

 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  
 C 
  
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A8 
PICO question  A8a. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
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NHMRC Level 1: 1 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 

GRADE OF RECOMMENDATION  
 

  
 A 
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action statements where possible.   
  

 Validated clinical prognostic factors for poor outcome include the presence of weight loss, chest pain, older age, poor performance status, and male gender 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8b. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
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NHMRC Level 1: 1 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 

GRADE OF RECOMMENDATION  
 

  
 A 
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action statements where possible.   
  

Validated laboratory prognostic factors incude low haemoglobin, elevated platelet count, non-epithelioid histology 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8c. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
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NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  
B 
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High baseline serum mesothelin levels are a negative prognostic marker 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8d. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
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NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  
B 
  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1120 of 1244 

  
Increasing serum mesothelin levels during treatment are a negative prognostic marker 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8e. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
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NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  
B 
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Patient rated pain and appetite loss predict prognosis 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8f. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
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NHMRC Level 1: 1 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION GRADE OF RECOMMENDATION    
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What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

 A 
  
  

Both the EORTC and CALGB prognostic indices are predictive of survival outcomes 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8g. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
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NHMRC Level 1: 1 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 

GRADE OF RECOMMENDATION  
 

  
D 
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Use action statements where possible.   
  

High blood neutrophil to lymphocyte ratio is predictive of poor survival 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 Awaiting validation in an independent cohort 
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PICO question  A8h. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
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NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

 C 
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There is no pleural fluid biomarker which is a validated prognostic factor. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8i. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
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NHMRC Level 1: 1 
NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 

GRADE OF RECOMMENDATION  
 

 C 
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action statements where possible.   
There is no pleural fluid biomarker which is a validated prognostic factor. 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A8j. What are validated prognostic markers for malignant mesothelioma? 
Population:  
People diagnosed with malignant mesothelioma requiring prognostic information. 
Intervention:  
Prognostic markers including: 
Patient factors 
Tumour factors 
3 Prognostic scoring systems (CALGB, EORTC) 
Markers will include: 
Blood and fluid tests (mesothelin, osteopontin,  
VEGF-A),  
Biopsy results (histological subtyping; molecular signatures)  
Pulmonary function tests 
Other biomarkers  
Clinical findings eg performance status (ECOG, KPS), weight loss, fever and sweats, chest pain and others. 
Comparator:  
Conventional clinical practice. 
Outcome: 
 Effectiveness 
Effectiveness and sensitivity and specificity for prognostic biomarkers for predicting outcomes including: 
Overall survival 
Disease free-survival 
Quality of life and symptom relief 
Cost effectiveness 
Cost effectiveness – Incremental cost effectiveness ratio 
What is this PICO question about in plain English?  
What factors, including clinical findings, laboratory findings and tumour factors, predict patient outcomes. 
Why is this PICO question important?  
during the patient journey 
Valid and robust prognostic factors will enable doctors to make appropriate management recommendations for individuals and to understand variations in outcome in clinical 
research. 
from the patient perspective 
If patients and families understand the likely prognosis, they may be able to make more appropriate decisions about treatment as well as important personal issues. 
from the Australian health care perspective 
Valid and robust prognostic factors will enable doctors to make cost-effective and appropriate management recommendations for individuals 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 601 
No of abstracts accepted: 264 
No of full text (FT) articles retrieved: 229 
No of FT articles accepted for data synthesis: 128 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
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NHMRC Level 2: 2 
NHMRC Level 3:  111-1=1; 111-2=8; 111-3=26 
NHMRC Level 4: 85 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

 B 
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The use of gene expression profiling as a predictor of survival is not sufficiently validated for routine clinical use 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A9 
PICO question  A 9. In patients diagnosed with malignant pleural mesothelioma, what is the effect of prior pleurodesis on assessment of stage and extent of disease and 
prognosis? 
Population:  
People diagnosed with malignant mesothelioma with prior talc pleurodesis. 
Intervention:  
Radiological assessment including:  Chest x-ray, CT scan 
MRI 
PET scanning 
SUVmax 
TGV 
Other 
Comparator:  
Clinical assessment 
Outcome: 
 Effectiveness  
Diagnostic accuracy (sensitivity and specificity) for defining anatomical extent of primary tumour 
Diagnostic accuracy (sensitivity and specificity) for defining pattern and extent of extension (staging) 
Prognostication 
Overall survival 
What is this PICO question about in plain English?  
Does previous pleurodesis affect the interpretation of anatomical staging investigations in malignant pleural mesothelioma 
Why is this PICO question important?  
during the patient journey 
If patients are inappropriately up- or down-staged in investigations performed after pleurodesis, inappropriate management recommendations may be made based on 
erroneous staging information 
from the patient perspective 
Factors which may lead to inaccurate anatomical staging may lead to inappropriate management decisions and, potentially, either futile treatment or inappropriate 
recommendation for less aggressive treatment. 
from the Australian health care perspective 
Correct staging is critical to ensure appropriate management decisions and thus appropriate resource utilisation 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 52 
No of abstracts accepted: 36 
No of full text (FT) articles retrieved: 17 
No of FT articles accepted for data synthesis: 3 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0; 111-2=1; 111-3=0 
NHMRC Level 4:  2 
Other: 0 
NHMRC Evidence Statement 
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(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

 B 
  
  
  

 Pleurodesis status should be known when interpreting the results of CT or FDG-PET staging 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
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assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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A10 
PICO question  A10a. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: Adequate histological subtyping 
thoracospcopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 175 
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No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 
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Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  A 
  
  

 FDG-PET should be included in pre-operative workup where identification of occult metastatic or nodal disease will alter the management plan 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10b. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 175 
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No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 
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Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

  C 
  
  

Echocardiogram should be performed pre-operatively in patients considered for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10c. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

  B 
  
  

Contrast enhanced MRI should be used pre-operatively where demonstration of diaphragm invasion, endothoracic fascia invasion, or chest wall invasion will alter surgical 
management 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10d. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

 C 
  
  

Pulmonary function tests including DLCO should be performed in patients considered for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10e. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

 C 
  
  

Quantitative ventilation perfusion scanning should be considered in patients considered for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10f. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
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Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
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C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use 
action statements where possible. 

GRADE OF RECOMMENDATION  
 

B 
  
  

Laparoscopy  and laparoscopic peritoneal lavage should be considered in patients planned for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10g. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

C 
  
  

Cervical mediastinoscopy should be considered in patients planned for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10h. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 C A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

C 
  
  

Cervical mediastinoscopy should be considered in patients planned for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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PICO question  A10i. In patients diagnosed with malignant pleural mesothelioma being considered for radical treatment including surgery, what is the optimal pre-operative 
workup in order to optimise appropriate patient selection? 
Population:  
People diagnosed with malignant mesothelioma being considered for radical treatment (including surgery). 
Intervention: 
 Imaging assessment including: CT scan, MRI, PET scanning 
Surgical assessment including: 
Adequate histological subtyping 
thoracoscopy 
blind biopsies 
laparoscopy 
EBUS 
Mediastinoscopy 
Patient assessment including: 
Pulmonary function tests 
Differential V/Q scan 
Cardiac function testing 
Psychological testing. 
Comparator:  
Clinical assessment. 
Outcome:  
Effectiveness  
Macroscopic tumour resection 
Early recurrence (contralateral, abdominal) 
Local recurrence 
Overall survival 
Perioperative morbidity 
Perioperative mortality 
Postoperative QOL 
Postoperative lung function 
Postoperative oxygen dependence. 
What is this PICO question about in plain English?  
What investigations should be done before surgical management is planned for patients with malignant pleural mesothelioma? 
Why is this PICO question important?  
during the patient journey 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, and maximises the potential for individual benefit. 
from the patient perspective 
Patients should not undergo surgery if there is an unacceptable risk of complications, death, or a low likelihood of benefit because of the pre-operative extent of the disease. 
from the Australian health care perspective 
Appropriate selection of patients for surgical management ensures minimisation of morbidity and mortality, avoidance of futile surgery, and thus avoids the cost of surgical 
treatment and complications where this is unlikely to result in patient benefit or has a high likelihood of morbidity. 
Results of the search, analysis and evidence synthesis 
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No of abstracts reviewed: 175 
No of abstracts accepted: 77 
No of full text (FT) articles retrieved: 53 
No of FT articles accepted for data synthesis: 32 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-1=3; 111-2=12; 111-3=5 
NHMRC Level 4:  6 
Other: 5 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
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D Evidence not applicable to Australian healthcare context 
 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

C 
  
  

Bilateral thoracoscopy should be considered in patients planned for aggressive surgical therapy 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Active Anti-Cancer Treatment 

 Rx1 
PICO question  Rx 1. Does RT improve the survival of people with MM? (See  Rx7). 
 

Population: 
 People with MM considered for active treatment. 
Intervention:  
RT  
Different doses 
Different techniques 
Eg IMRT, Chemotherapy 
Comparator:  
No RT 
Modern RT vs conventional RT. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
 

 

What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 324 
No of abstracts accepted: 0 
No of full text (FT) articles retrieved: 10 
No of FT articles accepted for data synthesis: 10 
Types and volumes of articles reviewed 
 
NHMRC Level 1:  2 
NHMRC Level 2:  0 
NHMRC Level 3:  111-2=2; 111-3=2 
NHMRC Level 4:  3 
Other 1 
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NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 unknown A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  
 D 
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
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assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx2 
PICO question  Rx 2. Does Surgery (EPP or pleurectomy/decortication) improve the survival of MM patients? 
Population:   
People with MM considered for radical treatment. 
Intervention:  
Surgery (EPP or pleurectomy/decortication). 
Comparator:   
No surgery 
EPP vs pleurectomy/decortication) or pleruodesis. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
Does major resection / surgery improve the survival (length & quality) of patients with MM?  
Why is this PICO question important?  
during the patient journey 
The importance of this question is knowing the answer. If a patient is not a candidate for surgery what other forms of treatment are available to them. 
from the patient perspective 
If a MPM patient is suitable to undergo radical surgery it may improve their quality of life and survival.  
from the Australian health care perspective 
This form of therapy is currently limited to a very few centres and if it improves the longevity and quality of life of MM patients than the therapy needs to be extend to other 
centres. This will then have an impact on the provision of health care. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 865 
No of abstracts accepted: 156 
No of full text (FT) articles retrieved: 81 
No of FT articles accepted for data synthesis: 51 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-2=13; 111-3=7 
NHMRC Level 4:  29 
Other: 1 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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 C A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Other factors include the patients and their carers emotional state. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this 
evidence? Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

  C 
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
Given the nature of malignant mesothelioma it is highly unlikely there is sufficient evidence to make a clear recommendation.  
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Rx3 
PICO question  Rx 3. Does Chemotherapy or so-called targeted therapies improve the survival of MM patients? 
Population:  
People with MM considered for active treatment. 
Intervention:  
CT or TT. 
Comparator:  
BSC 
CT vs TT. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
Does treatment with chemotherapy (or targeted therapies) improve survival in mesothelioma 
Why is this PICO question important?  
during the patient journey 
The answer determines whether or not systemic therapies should be recommended / used in the treatment of mesothelioma 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 2404 
No of abstracts accepted: 325 
No of full text (FT) articles retrieved: 258 
No of FT articles accepted for data synthesis: 179 
Types and volumes of articles reviewed 
NHMRC Level 1:  2 
NHMRC Level 2:  10 
NHMRC Level 3:  111-2 =6, 111-3=8 
NHMRC Level 4:  153 
Other 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

  A 
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx4 
PICO question  Rx 4. Does Immunologically-based treatments improve the survival of MM patients? 
Population:  
People with MM considered for active treatment. 
Intervention: 
 Any immunological based treatments including vaccine, gene therapy, immunomodulator 
Comparator:  
BSC. 
Outcome: 
 Survival, QOL, symptoms 
What is this PICO question about in plain English?  
Do immune-based treatments improve survival of patients with malignant mesothelioma 
Why is this PICO question important?  
during the patient journey 
Addresses the efficacy of a treatment for mesothelioma 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 565 
No of abstracts accepted: 94 
No of full text (FT) articles retrieved: 49 
No of FT articles accepted for data synthesis: 28 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-2=1; 111-3=2 
NHMRC Level 4:  25 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
Study with level I evidence is a mixed study including chemotherapy, and authors comment that no conclusions can be reached regarding immunotherapy due to the design of 
the individual studies that comprised the meta-analysis 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

  
  
 D 
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx5 
PICO question  Rx 5. Does CAM improve the survival of people with MM? 
Population:  
People with MM considered for active treatment. 
Intervention:  
Any CAM. 
Comparator: 
 BSC. 
Outcome:  
Survival, QOL, symptoms 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
Addresses whether or not complementary / alternative therapies improve survival of patients with malignant mesothelioma 
from the patient perspective 
As above 
from the Australian health care perspective 
Significant resources are spent by patients on CAM and knowledge of the utility of these therapies, without knowledge of their utility 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 87 
No of abstracts accepted: 14 
No of full text (FT) articles retrieved: 3 
No of FT articles accepted for data synthesis: 1 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  0 
NHMRC Level 4:  1 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 N/A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 D A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 D A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  There is no evidence 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  
 D 
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx6 
PICO question  Rx 6. Does Combined modality (surgery, RT and or CT in any combination) improve the survival of people with MM? 
If so what is the optimal sequencing of treatments? 
Population:  
People with MM considered for radical treatment. 
Intervention:  
Combination treatments 
Sequence of combination treatment. 
Comparator: 
 BSC or single modality treatment. 
Outcome: 
 Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 305 
No of abstracts accepted: 172 
No of full text (FT) articles retrieved: 128 
No of FT articles accepted for data synthesis: 63 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 2 
NHMRC Level 3:  111-2=7; 111-3=8 
NHMRC Level 4:  46 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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 B A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  C 
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx7 
PICO question  Rx7 Does IMRT or other RT medications improve survival of MM Patients? 
Population 
People with MM considered for radical treatment. 
Intervention 
External beam radiotherapy 
Combination treatments with surgery and chemotherapy 
Sequence of combination treatment. 
Comparator 
BSC or single modality treatment. 
Outcome 
Survival, QOL, symptom palliation. 
What is this PICO question about in plain English?  
Has any form of radiotherapy been shown to improve survival of MM patients? 
Why is this PICO question important?  
during the patient journey 
Radiotherapy is an important treatment option for cancer patients that generally results in significant palliation and cures in many malignancies, and may be acceptable for 
patients who are unkeen to face surgery or suffer side effects from chemotherapy. In mesothelioma, most published studies find radiotherapy to be potentially dangerous and 
of little benefit. These studies have used outdated techniques and poor response assessments, but the evidence is currently insufficient to support a positive answer. 
from the patient perspective 
See above 
from the Australian health care perspective 
Most Australian centres give radiotherapy for limited palliation and have not explored the role of new technologies like IMRT that are widely used at major overseas 
institutions. These techniques have been adopted in other radiosensitive cancers where problems giving high doses to sensitive normal tissues that surround the cancer are 
problematic (head and neck, prostate and lung cancers), and research to evaluate their results in mesothelioma have not been supported. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 415 
No of abstracts accepted: 225 
No of full text (FT) articles retrieved: 144 

No of FT articles accepted for data synthesis: 56 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 0 
NHMRC Level 3:  111-2=3; 111-3=4 
NHMRC Level 4:  48 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Critical evidence not yet available 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

 B 
  
  

Radiotherapy has not to date been found to improve survival in MM, as a single treatment modality or in combination with surgery and/or chemotherapy. It is recommended 
for patients who have had an EPP to reduce the risk of locoregional recurrence,  
Palliative radiotherapy can be given in some circumstances to relieve pain or pressure from enlarging tumour masses.  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
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individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
There are no randomised trials of any form of single modality radiotherapy compared to no treatment or other treatment modalities on which to base a recommendation in 
answer to this question. 
Mesothelioma management guidelines from international cancer organisations do not recommend hemithoracic radiotherapy after P/D because of the purported high risk of 
toxicity in the underlying lung, and restrict IMRT to multimodality cases after EPP in specialised centres.  
No clinically-relevant mesothelioma tumour markers are available to objectively assess treatment response.  
Mesotheliomas have unique tumour morphologies with a complex geometry, commonly growing as a rind over the pleural surface without a discrete measurable mass, and 
there is high interobserver variability in CT scan response assessment. 18F-FDG PET/CT scanning has emerged as the instrument of choice for the functional evaluation of 
mesothelioma before and after therapy, and any future research using radiotherapy should be based on PET scan response evaluations. IMRT offers important advantages 
over the outdated photon-electron techniques with reduced locoregional recurrences at beam junctions and less toxicity from normal tissue damage, but evidence of benefit 
in mesothelioma remains controversial. This is likely to change for the 2nd edition of these guidelines. 
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Rx8 
PICO question  Rx 8. Does prophylactic radiotherapy to prevent intervention tract seeding produce any meaningful impact on the natural history of malignant 
mesothelioma." 
Population: 
 People undergoing percutaneous pleural biopsy for suspected MM? 
Intervention: 
Prophylactic external beam RT. 
Comparator: 
 No RT. 
Outcome: 
 Tumour seeding in biopsy tract? 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 28 
No of abstracts accepted: 31 
No of full text (FT) articles retrieved: 35 
No of FT articles accepted for data synthesis: 16 
Types and volumes of articles reviewed 
NHMRC Level 1: 2 
NHMRC Level 2: 4 
NHMRC Level 3:  111-2=1; 111-3=0 
NHMRC Level 4:  9 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 C A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  A 
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx9 
PICO question  Rx 9. For CT, what is the optimal timing for the delivery of CT for MM? 
Population:  
People with MM considered for active treatment. 
Intervention: 
 Early CT. 
Comparator:  
No CT 
Delayed CT. 
Outcome: 
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
If a patient is to receive chemotherapy, what us the optimal time to commence treatment 
Why is this PICO question important?  
during the patient journey 
Identifies the best time to commence chemotherapy treatment 
from the patient perspective 
Aids with decisions about timing of chemotherapy 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 181 
No of abstracts accepted: 47 
No of full text (FT) articles retrieved: 10 
No of FT articles accepted for data synthesis: 6 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 3 
NHMRC Level 3: 0 
NHMRC Level 4:  3 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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 N/A A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Only one, small underpowered study 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 C 
  
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised 
form has been used to assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx10 
PICO question  Rx 10. For CT, what are the optimal agents(s) for MM? 
Population:  
People with MM considered for active treatment. 
Intervention:  
Combinations of CT. 
Comparator:  
Single agent. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
If a patient is to receive chemotherapy, what is/are the optimal drugs to use 
Why is this PICO question important?  
during the patient journey 
Assists with the selection of the best treatment 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 321 
No of abstracts accepted: 253 
No of full text (FT) articles retrieved: 147 
No of FT articles accepted for data synthesis: 95 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 11 
NHMRC Level 3:  111-2=4; 111-3=9 
NHMRC Level 4:  70 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

 A 
  
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx11 
PICO question  Rx 11. For CT, what is the optimal number of cycles for MM? 
Population: 
 People with MM considered for active treatment. 
Intervention:  
Number of cycles of CT. 
Comparator:  
More (more than 6) vs less (less than 6). 
Outcome:  
Survival, QOL, symptoms 
What is this PICO question about in plain English?  
How many cycles of chemotherapy are optimal for treatment of malignant mesothelioma 
Why is this PICO question important?  
during the patient journey 
Helps to identify the optimal amount of treatment to administer 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 263 
No of abstracts accepted: 38 
No of full text (FT) articles retrieved: 9 
No of FT articles accepted for data synthesis: 8 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  0 
NHMRC Level 4:  7 
Other:  0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  D  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx12 
PICO question  Rx 12. For CT, does maintenance treatment improve survival in MM? 
Population:  
People with MM after initial CT. 
Intervention:  
Maintenance. 
Comparator:  
No maintenance. 
Outcome: 
 Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
Does ongoing (maintenance) chemotherapy improve survival in patients with mesothelioma 
Why is this PICO question important?  
during the patient journey 
Helps to identify the correct amount of chemotherapy 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 115 
No of abstracts accepted: 9 
No of full text (FT) articles retrieved: 6 
No of FT articles accepted for data synthesis: 2 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  0 
NHMRC Level 4:  2 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 D A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 D A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  D 
  
  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Rx13 
PICO question  Rx 13. Does second line CT improve outcomes in MM ( survival, QoL, symptoms) 
Population: 
 People with relapsed or progressive MM after initial CT. 
Intervention: 
 2nd line CT 
Specific single CT 
Combinations of CT. 
Comparator: 
 No 2nd line. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
When patients’ mesothelioma progresses after initial chemotherapy, does second line treatment improve survival 
Why is this PICO question important?  
during the patient journey 
Helps to identify appropriate treatment in progressing mesothelioma 
from the patient perspective 
As above 
from the Australian health care perspective 
As above 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 81 
No of abstracts accepted:41 
No of full text (FT) articles retrieved: 29 
No of FT articles accepted for data synthesis: 16 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-2=2 
NHMRC Level 4:  13 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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 B A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 D A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 D A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  C 
  
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 
  



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1197 of 1244 

Palliative & Supportive Care 

 RxS1 
 
PICO question  RxS1 Does malignant mesothelioma have a high symptomatic burden when compared to other malignant diagnoses? 
Population: 
People with MM. 
Intervention: 
Description of rates of symptom burden. 
Comparator: 
People with other malignant diseases (not MM). 
People with other life limiting illnesses. 
Outcome: 
High symptomatic burden, including but not limited to: 
Pain 
Fatigue 
Dyspnea 
appetite loss 
Anxiety 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 59 
No of abstracts accepted: 55 
No of full text (FT) articles retrieved: 9 
No of FT articles accepted for data synthesis: 8 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-2=1; 111-3=1 
NHMRC Level 4:  4 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  
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Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 

 This is about prevalence of symptoms- rating of interventional studies not relevant meaning overall grading should probably be higher. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  C 
  
  

Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
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and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS2 
PICO question  RxS2 Do people living with Malignant Mesothelioma need symptom palliation from the time of diagnosis? 
Population: 
People with MM considered for supportive / palliative treatment and People with other Cancers considered for supportive / palliative treatment. 
Intervention: 
Early supportive / palliative care referral.   
Comparator: 
No or late referral to supportive / palliative care. 
Outcome: 
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 42 
No of abstracts accepted: 35 
No of full text (FT) articles retrieved: 17 
No of FT articles accepted for data synthesis: 5 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2:  3 
NHMRC Level 3:  0 
NHMRC Level 4:  2 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
Level 1 evidence from lung cancer not mesothelioma 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

 B 
 

Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS3 
PICO question  RxS3 What are the different characteristics of pain frequently encountered in malignant mesothelioma? 
Population: 
People living with MM. 
Intervention: 
Description of rates of different types of pain in MM. 
Comparator: 
Neuropathic chest wall pain.  
Somatic pain. 
Visceral pain.  
Outcome: 
Neuropathic chest wall pain levels. 
Somatic pain levels. 
Visceral pain levels . 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 38 
No of abstracts accepted: 30 
No of full text (FT) articles retrieved: 11 
No of FT articles accepted for data synthesis: 4 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-2=1 
NHMRC Level 4:  2 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
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D Level IV studies or Level I to III studies/SRs with a high risk of bias 
2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

 
Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Again, a prevalence study – evidence base probably stronger than it appears. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 B 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS4 
PICO question  RxS4 What are the key modalities for treating pain in malignant mesothelioma? 
Population: 
People living with MM. 
Intervention: 
Pain treatment modalities with better outcomes. 
Comparator: 
Placebo. 
Usual care. 
Best supportive care. 
Outcome: 
Symptom control 
Functional status. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 70 
No of abstracts accepted: 69 
No of full text (FT) articles retrieved: 29 
No of FT articles accepted for data synthesis: 13 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 1 
NHMRC Level 3:  111-3=2 
NHMRC Level 4:  8 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1205 of 1244 

C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

 A 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS5 
PICO question  RxS5 Do early interventional pain techniques offer advantages over systemic therapies for MM patients? 
Population: 
People living with MM. 
Intervention: 
Interventional pain techniques. 
Comparator: 
Standard systemic analgesia/ chemotherapy. 
Outcome: 
Symptom control.  
Functional status. 
Toxicity. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 99 
No of abstracts accepted: 67 
No of full text (FT) articles retrieved: 17 
No of FT articles accepted for data synthesis: 5 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  0 
NHMRC Level 4:  5 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1208 of 1244 

 B A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 No gold standard early versus late intervention for pain in mesothelioma. 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

C 

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS6 
PICO question  RxS6 What are the interventions to manage dyspnoea in Malignant Mesothelioma? 
Population: 
People living with MM who have dyspnoea (with or without hypoxia) 
Intervention: 
Pharmacological intervention 
Supplemental Oxygen 
Comparator: 
No supplemental oxygen. 
Outcome: 
Functional Improvement 
Quality of life 
Symptoms (dyspnea) and survival. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 54 
No of abstracts accepted: 38 
No of full text (FT) articles retrieved: 16 
No of FT articles accepted for data synthesis: 13 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 3 
NHMRC Level 3:  111-2=4 
NHMRC Level 4:  6 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 
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2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 Again, extrapolating from other conditions with dyspnea, but reasonably  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  
 A 
  
  

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS7 
PICO question  RxS7 What is the evidence that radiotherapy can provide symptom palliation for patients with mesothelioma, in particular pain, mass effect, dyspnoea? 
Population: 
MM patients receiving RT 
Intervention: 
Radiotherapy 
BSC. 
Comparator: 
No radiotherapy +BSC. 
Outcome: 
QOL, symptom control (pain, dyspnea and mass effect?). 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 35 
No of abstracts accepted: 29 
No of full text (FT) articles retrieved: 24 
No of FT articles accepted for data synthesis: 10 
Types and volumes of articles reviewed 
NHMRC Level 1: 2 
NHMRC Level 2: 1 
NHMRC Level 3:  111-3=1 
NHMRC Level 4:  5 
Other: 1 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 A A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

 A 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS8 
PICO question  RxS8 Is there a relationship between radiotherapy dose and/or duration and symptom response? 
Population: 
MM patients receiving RT. 
Intervention: 
Radiotherapy dose. 
Radiotherapy duration. 
Radiotherapy fractionation. 
Comparator: 
High vs low dose. 
Short vs long course. 
Fraction number. 
Outcome: 
Symptom control 
(pain, dyspnea), QOL. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 30 
No of abstracts accepted: 27 
No of full text (FT) articles retrieved: 17 
No of FT articles accepted for data synthesis: 4 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 0 
NHMRC Level 3:  111-3=1 
NHMRC Level 4:  2 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
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C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

  C 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised 
form has been used to assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS9 
PICO question  RxS9 Are there disease and patient factors which predict for likelihood of symptom response to radiotherapy, such as performance status, age, histology? 
Population: 
MM patients receiving RT. 
Intervention: 
Factors that predict a favourable response. 
Comparator: 
Factors that do not predict a favourable response on RT. 
Outcome: 
Survival, symptoms, QOL. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 79 
No of abstracts accepted: 69 
No of full text (FT) articles retrieved: 23 
No of FT articles accepted for data synthesis: 3 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 0 
NHMRC Level 3:  111-3=2 
NHMRC Level 4:  0 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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 B A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  C 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS10 
PICO question  RxS10 Is Palliative Radiotherapy for MM associated with toxicity? 
Population: 
MM patients receiving Palliative RT. 
Intervention: 
Patients with toxicity without Symptom Relief  
Patients with Toxicity and Symptom Relief 
Comparator: 
Patients without Toxicity. 
Outcome: 
Side effects of radiotherapy 
Radiation injury 
Adverse events, QOL, symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 58 
No of abstracts accepted: 37 
No of full text (FT) articles retrieved: 18 
No of FT articles accepted for data synthesis: 4 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 0 
NHMRC Level 3:  111-3=2 
NHMRC Level 4:  1 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 C A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 
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2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 D A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  C  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS11 
PICO question  RxS11 Does chemotherapy for MM improve QOL or functional status independent of its effect on tumour response? 
Population: 
MM patients receiving active treatment (chemotherapy) 
Intervention: 
MM patients with response on chemo. 
Comparator: 
MM patients with no response on chemo. 
Outcome: 
QOL 
Symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 143 
No of abstracts accepted: 131 
No of full text (FT) articles retrieved: 62 
No of FT articles accepted for data synthesis: 8 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 5 
NHMRC Level 3:  111-2=0; 111-3=2 
NHMRC Level 4:  1 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 A A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
  A All studies consistent 
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B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

 NA NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 A A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 A A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  A 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RsX12 
PICO question  RxS12 What are the psychosocial needs of patients with malignant mesothelioma? 
RxS13 What are the psychosocial needs of carers and families of people diagnosed with malignant mesothelioma? 
RxS14 For Q12 and 13, do these needs change in relation to proximity to death? 
RxS15 Are there effective psychosocial interventions to assist people diagnosed with malignant mesothelioma and/or their carers and families to cope with their illness? See 
also RxS5. 
Population: 
MM Patients and their caregivers /families. 
Intervention: 
Rates of needs of MM patients. 
Needs of caregivers/families of patients with MM. 
Rates of needs over time (longitudinally) of MM patients and their caregivers. 
Cognitive interventions 
Behavioural interventions 
Psycho-education 
Support groups 
Social support 
Counselling 
Coping interventions 
Palliative care 
Education programs 
Relaxation 
Complementary therapies 
Comparator: 
Rates of needs of other cancer patients. 
Needs of caregivers/families of patients with other malignant diseases. 
Rates of needs over time of people with other malignant diseases and their caregivers. 
Standard care 
control group 
Best supportive care. 
Outcome: 
Depression  
Anxiety 
Emotional functioning/ 
wellbeing 
Distress 
Education 
Quality of life 
Spiritual wellbeing 
Unmet needs 
Daily living needs 
Physical wellbeing 
Financial 
Social support 
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Work 
Information 
Attitude to death 
Terminal Care 
Right to die 
Mental health 
Mood score 
Advance care planning 
Place of death 
Power of attorney  
Support services 
Complementary therapies 
Alternative therapies 
Physician-patient relations 
Communication with doctors or nurses 
Legal issues 
Bereavement 
Physician-family relations 
Physician-caregiver relations 
Mood score 
What is this PICO question about in plain English?  
What are the psychological, informational, social and daily living needs of people with MM?   
Why is this PICO question important?  
during the patient journey 
Health services need to understand patients’ psychosocial needs in order to tailor care provision to improve the psychosocial outcomes of the patients.   
from the patient perspective 
Increasingly patients expect to have their psychosocial needs met by health professionals.  The first requirement of meeting needs is to understand what the needs are. 
from the Australian health care perspective 
Patients are likely to feel more satisfied with health care if their psychosocial needs are being met.  Because our health services are over stretched, we rely on unpaid 
voluntary carers usually family members to care for patients with cancer in the community.  The work of these unpaid carers reduced the burden on the health system. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 569 
No of abstracts accepted: 24 + 1 from the grey literature 
No of full text (FT) articles retrieved: 24 + 1 from the grey literature 
No of FT articles accepted for data synthesis: 17 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 4 
NHMRC Level 3:  0 
NHMRC Level 4:  11 
Other: 2 
NHMRC Evidence Statement 
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(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 N/A A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 B A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 B A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 This question does not relate to the efficacy of interventions.  In general there is good generalisablity but there are some culturally specific aspects to some papers (for 
example, legal or compensation issues) 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements where 
possible. 

GRADE OF 
RECOMMENDATION  
 

 D  

 There appears to be a high level of psychosocial need amongst patients: particularly in terms of information provision, communication and emotional distress. 
 Provide information tailored to the person’s needs. 
       Provide relevant communication skills training for health professionals working with patients with malignant mesothelioma. 
 Screen patients for psychological distress. 
       Refer patients to appropriate counselling services when required.  
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Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 The recommendations suggest interventions however, these recommendations are based on descriptive data – quantitative and qualitative or expert opinion only NOT 
intervention studies.   
Refs included:  Moore et al, 2010; Hughes and Arber, 2008; Clayson, 2005; Lee et al, 2009; Hawley et al, 2004; British Lung Foundation, 2009; Nowak, et al 2004; Dooley, et 
al, 2010  
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RsX16 
PICO question  RxS16 What are the compensation issues for patients and/or families with MM? 
Population: 
Patient diagnosed with MM & families. 
Intervention: 
Participation as client in litigation proceedings 
Comparator: 
Non-participants in litigation proceedings 
Outcome: 
QOL 
Unmet needs  
Financial distress 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 143 
No of abstracts accepted: 17 
No of full text (FT) articles retrieved: 21 
No of FT articles accepted for data synthesis: 6 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  0 
NHMRC Level 4:  4 
Other: 2 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
  A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
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  A All studies consistent 
B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
  A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
  A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
  A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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RxS17 
PICO question  RxS17. Do people diagnosed with Malignant Mesothelioma use complementary therapies to treat/manage their illness? 
RxS18. Do people with Malignant Mesothelioma use alternate or unproven therapies to treat/manage their illness? 
RxS19. Do health care providers support the use of complementary and/or alternate therapies by people diagnosed with Malignant Mesothelioma? 
Population: 
People living with MM. 
Health care providers of people living with MM. 
Intervention: 
Description of rates of use of: 
Complementary therapies 
Massage 
Osteopathy 
Chiropractic 
Acupuncture 
Alternate Therapies 
Unproven Therapies 
Chinese Medicine/herbs 
Herbs 
Vitamins 
Minerals 
Comparator: 
Standard medical treatment for Malignant Mesothelioma 
People with other malignant diseases (not MM) 
People with other life limiting illnesses 
Standard care. 
Control group. 
Best supportive care. 
Outcome: 
QOL 
Survival 
Function 
Emotional function/wellbeing 
Financial 
Symptom control 
Physical wellbeing 
Health care provider-patient relations 
Communication with health care provider 
Health care provider attitude to CAM. 
What is this PICO question about in plain English?  
Complementary therapies (eg massage) are used together with conventional medical treatments and aim to improve quality of life but they do not aim to cure the cancer.  
Alternative or unproven therapies are used instead of conventional medical treatments. They are often promoted as being able to cure cancer.  Do patients with MM use 
complementary or alternative therapies to either try to treat or manage their illness? What are health care providers view on the use of complementary or alternative 
therapies by people with MM?  
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Why is this PICO question important?  
during the patient journey 
It is important to know whether a patient is using complementary or alternative therapies particularly during active treatment as some complementary/alternative therapies 
can interfere with the effectiveness of conventional treatments.  For instance, high doses of Vitamin C can interfere with some types of chemotherapy.  
from the patient perspective 
Patients frequently need to feel that they are actively engaged in doing everything that they can.  Using complementary therapies, such as massage or receiving counselling 
may improve their quality of life and well-being.  They also need to be provided with reliable information if they are using (or considering using) a therapy which may be 
potentially harmful. 
from the Australian health care perspective 
Treatment teams need to be aware of the complementary/alternative therapies that their patients are using so that they can endorse complementary therapy use that may be 
helpful in improving quality of life and discourage use of alternative therapy use that may be harmful.  Use of alternative therapies that reduce the effectiveness of 
conventional treatments also waste health resources.  
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 313 
No of abstracts accepted: 0 
No of full text (FT) articles retrieved:  
No of FT articles accepted for data synthesis:  
Types and volumes of articles reviewed 
 
NHMRC Level 1:  
NHMRC Level 2:  
NHMRC Level 3:   
NHMRC Level 4:   
Other: 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 Nil A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 N/A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
  A Very large 
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B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
  A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
  A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action 
statements where possible. 

GRADE OF RECOMMENDATION  
 

 No recommendations made 

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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Models of Care 

 M1 
PICO question M1.  Does MDT care improve outcomes in MPM (survival, QoL, symptoms)? 
Population:  
People with MM. 
Intervention:  
MDT assessment and treatment 
Comparator: 
 No MDT. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
The benefits postulated from multidisciplinary team care in cancer are relevant to the care of patients with malignant mesothelioma.  These include improved integration of 
the components of the care pathway, improves quality if life (satisfaction and reduced psychological stress), greater alignment of care with guidelines and increased access to 
clinical trial.   
from the patient perspective 
Better care coordination and reduced fragmentation of care leading to improved patient satisfaction have been postulated as benefits of MDT Care. 
from the Australian health care perspective 
Multidisciplinary team  care has been adopted the standard of care in Australian jurisdictions.  However, there is no standardised model for the delivery of multidisciplinary 
team care. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 42 
No of abstracts accepted: 19 
No of full text (FT) articles retrieved: 19 
No of FT articles accepted for data synthesis: 15 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 3 
NHMRC Level 2: 0 
NHMRC Level 3:  111-1=0; 111-2=3; 111-3=3        
NHMRC Level 4:  6 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
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B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D   5 Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 D A  All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D   Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 C A Very large 

B Moderate 
C Slight .  The impact of MDT care on outcomes is difficult to distinguish from other characteristics of the care setting 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 D A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 This assessment is based on studies in cancer care generally.  Lung cancer MDT care is moderately well represented in the studies, but no studies of MDT Care in 
mesothelioma were retrieved. 
RECOMMENDATION 
Coordinated multidisciplinary care for patients with mesothelioma may have the potential to improve 
timeliness of care, staging accuracy, comprehensiveness of care, and improve treatment decision making.  
The goals of MDT care, as well care setting, MDT structure and participation among other factors are likely 
to play a role in delivering putative benefits 

GRADE OF RECOMMENDATION   No recommendation - 
Practice Point 

 
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 



Technical Report: Guidelines for the diagnosis and treatment of malignant pleural mesothelioma                             1232 of 1244 

individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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M2 
PICO question  M2  What primary care interventions improve outcomes in MPM (survival, QoL, symptoms)? 
Population: 
People with MM. 
Intervention: 
Primary care interventions 
Comparator:  
No primary care intervention 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
 
from the patient perspective 
General practitioners are an important source of advice and support  for patients, families and carers throughout and after treatment 
from the Australian health care perspective 
Communication between cancer treatment teams and general practice is identified as a key issue in many studies. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 52 
No of abstracts accepted: 9 
No of full text (FT) articles retrieved: 9 
No of FT articles accepted for data synthesis: 7 
Types and volumes of articles reviewed 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  111-0=0;  111-2=0 
NHMRC Level 4:  7 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 D A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D  Level IV studies or Level I to III studies/SRs with a high risk of bias  (2) 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 NA A All studies consistent 

B Most studies consistent and inconsistency can be explained 
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C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 Undetermined A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 No studies included reference to or involvement of patients with mesothelioma. 
RECOMMENDATION 
General practice and primary care role in mesothelioma care is undefined. The primary care services or 
interventions adding value in the care of mesothelioma are likely to vary with stage of the care pathway.  In 
addition to improving communication, treatment teams can provide guidance the primary care practitioners 
about the contribution they can make at each stage of the care path 

GRADE OF RECOMMENDATION  
 

 No recommendation – 
Practice Point  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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M3 
PICO question  M3. Does treatment centre surgical volume affect the surgical outcomes and survival in people with MM?  
Population: 
 People with MM considered for active treatment (including radical surgery).  
Intervention:  
High volume centre 
Comparator: 
 Low volume.  
Outcome:  
Survival, QOL, symptoms.  
What is this PICO question about in plain English?  
 
Why is this PICO question important?  
during the patient journey 
The relationship between hospital case volume, physician/surgeon case volume and short term outcomes and survival is used as the basis for recommendations regarding 
regionalisation and referral in the care of complex conditions.  
from the patient perspective 
Patients and families are increasingly seeking information to guide their therapy for cancer. MM is almost universally a fatal disease and the intended survival or QOL benefits 
from surgical intervention in MM may be offset by complications (e.g infection, stroke, local recurrence, other) or mortality resulting from treatment. Patients need the 
highest level of assurance that the benefits of invasive treatment compared to less invasive treatment can be realised. Minimising the risk of adverse outcomes provides 
patients with the best chance of harvesting the benefits of treatment if evidence for the effectiveness of treatment is persuasive.  
from the Australian health care perspective 
Understanding volume-outcome relationships is a particular priority in high risk surgical interventions, because of the impact not just on patient outcomes but on LOS and 
treatment costs. A positive volume outcome relationships for surgery may be a proxy for other specific features in the process of care such as access to adjuvant and 
supportive therapies. Studies of volume and outcome provide some evidence for the influence of providers on outcomes but are inadequate to identify the explicit structural 
or process elements of care that account for the relationship. Formal patterns of care studies are better at identifying care elements of importance.  
Training, credentialling, staffing, equipping and managing quality in units providing surgery for MM should meet any standards shown to be predictive of better outcomes, and 
referral to treatment should be to those providers shown to adhere to such standards.  
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 45 
No of abstracts accepted: 10 
No of full text (FT) articles retrieved: 11 
No of FT articles accepted for data synthesis: 9  
One article was rejected as it was concerned to assess the effect of training and qualifications of a surgeon on resection rates within a specific practice. (Martin-Ucar)  
Types and volumes of articles reviewed 
 
NHMRC Level 1: 1 
NHMRC Level 2:  0 
NHMRC Level 3:  111-2=5; 111-3=2 
NHMRC Level 4:  3 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
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of individual studies included in the body of evidence)  
Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
 B A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 B A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
 B A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
 C A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
 C A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
 A few studies find a significant effect of surgeon volume on operative and/or 30 day mortality. However, there are no systematic studies of the structure, system, process 
and other factors that explain the differences among centres with different pulmonary resection volumes. In addition, one study highlighted significant variation in care 
between high volume centres. Team structure, organisational learning, application of evidence and continuous improvement are probably required to optimise the outcome 
advantage conferred by volume.  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  Practice Point 
  
  

 Where pulmonary resection may be indicated for malignant mesothelioma the patient should be assessed and treated in a centre which routinely conducts a moderate to 
high volume of such procedures. Practice point: the Guidelines group consensus is that cumulative experience of (100 – TBD) pulmonary resections in MM combined with 
annual operative volumes of XX are relevant thresholds for such a centre.  
Explanatory notes 
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Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
 1. Threshold of surgical volumes appropriate for a centre conducting pulmonary resections for mesothelioma. Cohort studies compare outcome studies among volume 
tertiles, quartiles or quintiles and those classified as high volume range upwards from 24 cases p.a.  
2. The studies reviewed examine the effect of annual lung resection volume on outcome. No information on the effect of cumulative experience on outcome was obtained.  
3. The importance of specific experience in surgery for malignant mesothelioma cannot be assessed from the literature reviewed.  
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M4 
PICO question  M4 What is the optimum follow-up tests and intervals for people with MM? 
Population:  
People with MM under surveillance 
People with MM after active Rx. 
Intervention:  
Frequency of follow-up. 
Types of imaging test. 
Biomarker tests. 
Comparator:  
No specialist follow-up 
No imaging – CXR, CT scan,  PET scan 
Specific biomarkers. 
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
M4. For MM patients under surveillance, what follow-up (interval of follow-up, imaging test, biomarker) is effective in detecting progression of disease or need for treatment 
change? 
Why is this PICO question important?  
during the patient journey 
To enable timely access to follow-up assessment interventions 
To ensure symptoms related to treatments and disease progression are minimised. 
from the patient perspective 
To minimise symptoms related to treatments and disease progression and therefore improve quality of life. 
from the Australian health care perspective 
Early detection and management of treatment symptoms and disease progression may reduce the need for hospital admission. 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 59 
No of abstracts accepted: 5 
No of full text (FT) articles retrieved: 6 
No of FT articles accepted for data synthesis: 1 
Types and volumes of articles reviewed 
 
NHMRC Level 1: 0 
NHMRC Level 2: 0 
NHMRC Level 3:  0 
NHMRC Level 4:  1 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
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 Nil A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 
B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 

2. Consistency (if only one study was available, rank this component as 'not applicable') 
 N/A A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
  A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
  A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
  A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? 
Use action statements where possible. 

GRADE OF RECOMMENDATION  
 

 Practice Point 
  

Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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M5 
PICO question  M5 Do nursing care coordinators impact on  the outcome of patients with MM? 
Population:  
Patients with MM 
Intervention:  
Nurse care coordinator involved with patient care 
Comparator:  
No nurse care coordinator involved with patient care  
Outcome:  
Survival, QOL, symptoms. 
What is this PICO question about in plain English?  
Nurse care coordinators working in other cancer specialties have been shown to improve the outcomes of patients. Is this true for patients with MM? 
Why is this PICO question important?  
during the patient journey 
To expedite treatment and care plans 
To reduce anxiety levels of patients and carers 
from the patient perspective 
Having access to continuity of care and information enables a smoother journey and potentially improves survival, QOL and symptom control  
from the Australian health care perspective 
Co-ordinated care may reduce hospital admissions rates 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 22 
No of abstracts accepted: 5 
No of full text (FT) articles retrieved: 5 
No of FT articles accepted for data synthesis: 5 
Types and volumes of articles reviewed 
NHMRC Level 1: 1 
NHMRC Level 2: 0 
NHMRC Level 3:  111-3=1 
NHMRC Level 4:  3 
Other: 0 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
  A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 
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2. Consistency (if only one study was available, rank this component as 'not applicable') 
  A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
  A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
  A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
  A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  

  
Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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M6 
PICO question  M6 Do allied care workers impact on the outcome of patients with MM? 
Population:    
People with MM 
Intervention:   
Provide MM patients with access to allied care workers  
Comparator:  
No access to allied care workers 
Outcome:   
 Patient satisfaction, better management of symptoms 
What is this PICO question about in plain English?  
Patients with MM experience many symptoms that are better managed by allied health care workers. Does having access to allied health care workers alter the patient 
experience.  
Why is this PICO question important?  
during the patient journey 
To minimise symptoms of treatment and disease 
from the patient perspective 
To minimise symptoms of treatment and disease 
To improve the quality of life of survivors 
from the Australian health care perspective 
 
Results of the search, analysis and evidence synthesis 
No of abstracts reviewed: 0 
No of abstracts accepted:  
No of full text (FT) articles retrieved:  
No of FT articles accepted for data synthesis:  
Types and volumes of articles reviewed 
 
NHMRC Level 1:  
NHMRC Level 2:  
NHMRC Level 3:   
NHMRC Level 4:   
Other: 
NHMRC Evidence Statement 
(If rating is not completely clear, use the space next to each criteria to note how the group came to a judgment. Part B of this document will assist with the critical appraisal 
of individual studies included in the body of evidence)  

Key question(s): Evidence table ref: 
1. Evidence base  (number of studies, level of evidence and risk of bias in the included studies) 
  A One or more level I studies with a low risk of bias or several  level II studies with a low risk of bias 

B One or two Level II studies with a low risk of bias or SR/several Level III studies with a low risk of bias 
C One or two Level III studies with a low risk of bias or Level I or II studies with a moderate risk of bias 
D Level IV studies or Level I to III studies/SRs with a high risk of bias 
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2. Consistency (if only one study was available, rank this component as 'not applicable') 
  A All studies consistent 

B Most studies consistent and inconsistency can be explained 
C Some inconsistency, reflecting genuine uncertainty around question 
D Evidence is inconsistent 

  NA Not applicable (one study only) 
3. Clinical impact  (Indicate in the space below if the study results varied according to some unknown factor (not simply study quality or sample size) and thus the clinical impact of the 
intervention could not be determined) 
  A Very large 

B Moderate 
C Slight 
D Restricted 

4. Generalisability (How well does the body of evidence match the population and clinical settings being targeted by the Guideline?) 
  A Evidence directly generalisable to target population 

B Evidence directly generalisable to target population with some caveats 
C Evidence not directly generalisable to the target population but could be sensibly applied 
D Evidence not directly generalisable to target population and hard to judge whether it is sensible to apply 

5. Applicability (Is the body of evidence relevant to the Australian healthcare context in terms of health services/delivery of care and cultural factors?) 
  A Evidence directly applicable to Australian healthcare context 

B Evidence applicable to Australian healthcare context with few caveats 
C Evidence probably applicable to Australian healthcare context with some caveats 
D Evidence not applicable to Australian healthcare context 

 

Other factors (Indicate here any other factors that you took into account when assessing the evidence base (for example, issues that might cause the group to downgrade or 
upgrade  the recommendation) 
  
RECOMMENDATION 
What recommendation(s) does the guideline development group draw from this evidence? Use action statements 
where possible. 

GRADE OF RECOMMENDATION  
 

  

Explanatory notes 
Overall grade of recommendation  
The overall grade of recommendation reflects the strength of the evidence supporting it. It is based on a summation of the grading of individual components of the body of evidence 
assessment. A recommendation cannot be graded A or B unless the volume and consistency of evidence components are both graded either A or B. A standardised form has been used to 
assess the body of evidence for each clinical question requiring a recommendation in this guideline.  
NHMRC grades of recommendation are provided to assist users of the clinical practice guideline in making clinical judgements and indicate the strength of the recommendation. Grade A 
and B recommendations are generally based on a body of evidence which can be trusted to guide clinical practice, whereas Grade C and D recommendations must be applied carefully to 
individual clinical and organisational circumstances and should be followed with care. 
UNRESOLVED ISSUES 
If needed, keep note of specific issues that arise when each recommendation is formulated and that require follow-up. 
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C.3. Non- Mandatory Evidence Review Items 

C.3.1 Population groups  

“The population groups specified in the search strategy include groups such as 
culturally and linguistically diverse communities or other groups for whom specific 
sociocultural factors (including ethnicity, gender, age, disability, socioeconomic status 
and location) in treatment or prevention outcomes should be considered.” 
 
The search strategies were designed to retrieve all available evidence to meet the inclusion criteria 
(see C.5 Study Selection). The literature searches provided very limited evidence and in some 
cases, no evidence was retrieved. Therefore the searches were not limited to population groups.  

To date, data on the incidence of malignant pleural mesothelioma in culturally and linguistically 
diverse communities or other groups has not been reliably estimable due to inadequate recording.  
However, since the 1st July 2010 all new cases of mesothelioma diagnosed in Australia are being 
monitored by the Australian Mesothelioma Registry.   

C.3.2 Consumers’ perceptions and experiences. 

“Search strategies include search terms to identify evidence related to consumers’ 
perceptions and experiences.” 
 
Psychosocial needs of malignant pleural mesothelioma patients and their carers were included in 
the search strategies (see searches RxS12-RxS15 and Guidelines: 5.6 Psychosocial needs of 
patients & 5.7 Psychosocial needs of carers and families). 
 

C.3.3 Complementary and alternative medicine approaches. 

“Dependent on the guideline scope, the search strategy is designed to identify 
evidence for all relevant alternatives for screening, prevention, diagnosis or 
treatment of the condition addressed by the guideline, including relevant 
complementary and alternative medicine approaches.” 
 
The search strategies did not include aspects of prevention as this was outside the scope of the 
Guidelines. However, all other aspects of diagnosis and treatment were covered, including 
alternative and complementary approaches (see searches RxS17-RxS19 and Guidelines: 5.10 
Complementary or alternative therapies). 

C.3.4 Cost effectiveness and resource implications. 

“Search strategies include search terms to identify evidence related to cost 
effectiveness and resource implications of practice.” 
 
This project did not have the capacity to conduct formal economic appraisal of diagnostic and 
treatment options. 


