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Reduces mortality 4%
Reduces exacerbations 8%
Causes palpitations in 14%

No 
benefit Moderate 

benefit

My patients always 
seem to get better 
when I do it

The last time that I 
tried it, the patient 
died

Small 
benefit

No 
benefit

What is a Guideline?

A guideline asks a clinical question, summarizes the body of relevant 
evidence, and then uses that evidence summary to inform recommendations

Question

Recommendation
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The team
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Panel Composition
Multi-disciplinary and multi-society

ATS

JRS

ERS

ALAT
Expert Advisors

Methodology Team

Discuss evidence and make 
recommendations

Discuss evidence only

19 pulmonologists
5 radiologists
4 pathologists
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1st step: 
Questions



Why are 
research 

questions so 
important?

“Well-crafted questions guide the systematic planning of 
research. Formulating your questions precisely enables you 
to design a study with a good chance of answering them.”

Light, Singer, Willet, by Design 1990



Characteristics
of a good
question

«FINER»

F=feasible

I=interesting

N=novel

E=ethical

R=relevant



Questions

The co-chairs and methodologist drafted key clinical
questions in a PICO (Population, Intervention, 
Comparator, and Outcome) format

The questions were then discussed, modified, and 
approved by the full guideline panel with input from 
the expert advisers at a face-to-face meeting held at
the 2017 ATS International Conference in Washington, 
D.C. in May, 2017.

The evidence was assessed for all outcomes identified
by the panel, but only those assigned a priority of 
critical (i.e., median rating of 7-9) were used to rate 
the quality of evidence.



Questions

«The co-chairs and 
methodologist drafted key
clinical questions in a PICO 

format»

«The co-chairs and 
methodologist drafted key
clinical questions in a PICO 

format»
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What is PICO 
format?

• A useful model to help structure an 
answerable question

• Used to formulate clinical questions
• Breaks down the question into four key

elements



Asking the 
clinical

question: the 
PICO format

P Population

I Intervention or Interest area

C Comparison intervention or status

O Outcome





Questions 
Approved
Face-to-face 
meeting at 2017 
ATS Conference

• Exclusion of potential causes of ILD.
• Serological testing for CTD.
• Cellular analysis of BAL fluid.
• Surgical lung biopsy.
• Transbronchial biopsy.
• Transbronchial cryobiopsy.
• Multi-disciplinary discussion.
• Serum diagnostic biomarkers.
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2nd step
Literature
search

The published literature was searched by the
librarian (SK) in the following databases:
Medline, Excerpta Medica Database (EMBASE), and
Cochrane Database of Systematic Reviews

…. Am J Respir Crit Care Med Vol 198, Iss 5, pp e44–e68, Sep 1, 2018



3nd step Evidence synthesis

• For controlled studies, relative 
risk (RR) was used to report 
the results for dichotomous 
outcomes and the mean 
difference (MD) was used to 
report the results for 
continuous outcomes. 

• For uncontrolled studies, 
generic inverse variance was 
used if possible, but studies 
were often pooled without 
weighting (i.e., generic inverse 
variance cannot be used if an 
individual study has a result of 
0% or 100%, which was often 
the case). 



The Grading, Recommendations, Assessment, 
Development, and Evaluation (GRADE) approach



Quality of 
Evidence

Confidence in the accuracy of the study results

Initial assumption based upon the study design:
High Randomized trial

Moderate --

Low Well-done observational study with control groups

Very low Other evidence, such as case reports, case series, etc.

Downgrade the quality of evidence if:
Risk of bias Indirectness Inconsistency Imprecision Publication bias

Upgrade the quality of evidence if:
Strong association (i.e., large

magnitude of effect)
Dose-response gradient Plausible confounders would 

have the opposite effect

The Grading, Recommendations, Assessment, 
Development, and Evaluation (GRADE) approach
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Guideline Development
Two processes in parallel

Methodology team
PICO questions

• Bronchoalveolar lavage (BAL) vs no BAL
• Surgical lung biopsy (SLB) vs no SLB
• Transbronchial biopsy (TBBx) vs no TBBx
• Cryobiopsy (CB) vs no CB
• Multi-disciplinary discussion (MDD) vs no 

MDD
• Peripheral blood biomarkers (BM) vs no BM

Remainder of panel
Other content

• Motherhood statements
• Diagnosis based upon HRCT & 

histopathology
• Diagnostic criteria 
• Diagnostic algorithm
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Evidence to 
Recommendations
Face-to-face 
meeting at 2017 
ERS Congress

• Approval of non-PICO content
• Then, presentation of evidence 

committee discussion 
recommendation formulation 
voting

Recommendations for or against an 
intervention are based upon:

 balance of benefits vs harms and 
burdens

 quality of evidence
 patient values and preferences
 feasibility
 costs
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Recommendations

Guideline recommendations are rated:

• Quality of evidence: Conveys how much confidence the committee has in the accuracy 
of the study results.

• Strength of the recommendation: Conveys how certain the committee is that the 
upsides of the recommended course of action outweigh the downsides.
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Strength of 
Recommendations

• Certainty that upsides of the recommended course of action outweigh 
downsides

Strong Conditional

It is the correct course of action for 
>95% of patients

It is the correct course of action for 
>50% of patients, but may not be 
correct for a sizeable minority

“Just do it” “Slow down, think about it, discuss it 
with the patient”

Willing to tell a colleague that he/she 
is wrong for not following the 
recommendation

Not willing to tell a colleague that 
he/she is wrong for not following the 
recommendation. It is a matter of 
style. There is equipoise

Appropriate for a performance 
measure

Not appropriate for a performance 
measure
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Sample 
Recommendation
We recommend treatment X rather than treatment Y 

for patients with condition Z
(conditional recommendation, low quality of evidence)



Lancet Respir Med 
2018;6:138-53
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Richeldi L et al, Eur Respir J 2018 in press 6 Sept 
2018

SIMILARITIES AND DIFFERENCES BETWEEN THE 
ATS/ERS/JRS/ALAT CLINICAL PRACTICE GUIDELINE AND THE 

FLEISCHNER WHITE PAPER



DIAGNOSTIC COMPONENTS FOR IPF

Richeldi L ,Wislon K, Raghu G, Eur Respir J 6 Sept 2018



DIAGNOSTIC COMPONENTS FOR IPF

Richeldi L , Wilson K, Raghu G , Eur Respir J 2018  6 Sept 2018



DIAGNOSTIC COMPONENTS FOR IPF
HIGH-RESOLUTION COMPUTED TOMOGRAPHY

The guideline panel concluded that biopsy is appropriate for a majority of 
patients, but may not be appropriate for a sizeable minority (up to 49%); in other 
words, the guidelines indicate that there is clinical equipoise when deciding 
whether or not to biopsy a patient with a probable UIP pattern on HRCT.

Richeldi L ,Wilson,K, Raghu, G Eur Respir J 2018 in press 6 Sept 2018
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