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ApsTrRACT
8ac :A soveral tools to evaluate

kground: Although

the credibility of health care guidelines exist,
guidance on practical staps Tor developing
guideiines Is lacking. We systematically compiled
& comprehensive checklist of items linked to ral-
evant rasources and tools that guideline devel-
opers couid consider, without the expectation
that overy guideling would addross each item.

Methods: We searched data sources, including
manuasls of international guideline developers,
literature on guidelines for guidelines (with a
focus on methodology reports from Interna-
tional and national agencies, and professional
socletios) and recont articles providing systom-
atic guidance. We reviewed these sources In
duplicate, extractad items for the checklist using
& sensitive approach and developed overarching
fopics relevant to guidelines. in an iterative

omissions and involved experts in guideline
development for revisions and suggestions for mw%
itoms to be added. of vanous goideline
oanuais wineth are
Results: We doveloped a chacklist with 18 top- relorenced in this arscle.
jcs and 146 items and a webpage to facilitate “This arichs s bheen peer
roviowaed

Its use by guidaline davelopers. Tha 1opic and

Included Items cover all stages of the guideline
enterprise, from the planning and formulation Correspondence to:
Holger Schunemant,
SChmET U pRcTRAsTOor ©

of guidelines, to their implementation and
evaluation. The final chacklist includes links o
training materials as well as rescurces with sug-

gested methodology for applying the items.

Interpretation: The checklist will serve as a
resource for guideline developers. Considera-
tion of Ifems on the checklist will support the
daevelopmaent, implementation and avaluation
of quidelines. We will use crowdsourcing to

femaj ALY

CMAJ 2014, DOLID SN
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Tool of 18 topics with resources
144 items

Box 2: Topics included in checklist for guideline development

Topic

Description

1.

Organization, budget,
planning and training

Priority setting

Guideline group
membership

Establishing guideline
group processes

Identifying target audience
and topic selection

Consumer and stakeholder
involvement

Conflict of interest
considerations

Question generation

Involves laying out a general but detailed plan describing what is feasible, how it will be achieved and what
resources are required to produce and use the guideline. The plan should refer to a specific period and be
expressed in formal, measurable terms.

Refers to the identification, balancing and ranking of priorities by stakeholders. Priority setting ensures that
resources and attention are devoted to those general areas (e.g., chronic obstructive pulmonary disease, diabetes,
cardiovascular disease, cancer, prevention) where health care recommendations will provide the greatest benefit
to the population, a jurisdiction or a country. A priority-setting approach needs to contribute to future plans while
responding to existing, potentially difficult circumstances.'%'"!

Defines who is involved, in what capacity, and how the members are selected for the guideline development and
at other steps of the guideline enterprise.

Defines the steps to be followed, how those involved will interact and how decisions will be made.

Involves describing the potential users or consumers of the guideline and defining the topics to be covered in the
guideline (e.g., diagnosis of chronic obstructive pulmonary disease).

Describes how relevant people or groups who are not necessarily members of the panel but are affected by the
guideline (e.g., as target audience or users) will be engaged.

Focuses on defining and managing the potential divergence between an individual’s interests and his or her
professional obligations that could lead to questioning whether the actions or decisions are motivated by gain,
such as financial, academic advancement, clinical revenue streams or community standing. Financial or intellectual
or other relationships that may affect an individual’s or organization’s ability to approach a scientific question
with an open mind are included.

Focuses on defining key questions the recommendations should address using the PICO (patient/problem,
intervention, comparison, outcome) framework, including the detailed population, intervention (including
diagnostic tests and strategies) and outcomes that will be relevant for decision-making (e.g., should test A be
used, or should treatments B, C, D or E be used in chronic obstructive pulmonary disease?).




10.

11.

12.

13.

14.

15.

16.

17.

18.

Considering importance
of outcomes and
interventions, values,
preferences and utilities

Deciding what evidence to
include and searching for
evidence

Summarizing evidence and
considering additional
information

Judging quality, strength
or certainty of a body of
evidence

Developing
recommendations and
determining their strength

Wording of
recommendations and of
considerations about
implementation, feasibility
and equity

Reporting and peer review

Dissemination and
implementation

Evaluation and use

Updating

Includes integrating, in the process of developing the guidelines, how those affected by its recommendations
assess the possible consequences. These include patient, caregiver and health care provider knowledge, attitudes,
expectations, moral and ethical values, and beliefs; patient goals for life and health; prior experience with the
intervention and the condition; symptom experience (e.g., breathlessness, pain, dyspnea, weight loss); preferences
for and importance of desirable and undesirable outcomes; perceived impact of the condition or interventions on
quality of life, well-being or satisfaction, and interactions between the work of implementing the intervention,
the intervention itself, and other contexts the patient may be experiencing; preferences for alternative courses of
action; and preferences relating to communication content and styles, information and involvement in decision-
making and care. This can be related to what in the economic literature is considered utilities. An intervention
itself can be considered a consequence of a recommendation (e.g., the burden of taking a medication or
undergoing surgery) and a level of importance or value is associated with that.

Focuses on laying out inclusion and exclusion criteria based on types of evidence (e.g., rigorous research,
informally collected), study designs, characteristics of the population, interventions and comparators, and deciding
how the evidence will be identified and obtained. It also includes but is not limited to evidence about values and
preferences, local data and resources.

Focuses on presenting evidence in a synthetic format (e.g., tables or brief narratives) to facilitate the development
and understanding of recommendations. It also involves identifying and considering additional information
relevant to the question under consideration.

Includes assessing the confidence one can place in the obtained evidence by transparently evaluating the obtained
research (individual studies and across studies) and other evidence applying structured approaches. This may
include, but is not limited to, evidence about baseline risk or burden of disease, importance of outcomes and
interventions, values, preferences and utilities, resource use (cost), estimates of effects and accuracy of diagnostic
tests.

Developing recommendations involves use of a structured analytic framework and a transparent and systematic
process to integrate the factors that influence a recommendation. Determining the strength of the
recommendations refers to judgments about how confident a guideline panel is that the implementation of a
recommendation exerts more desirable than undesirable consequences.

Refers to choosing syntax and formulations that facilitate understanding and implementation of the
recommendations. Such wording is connected to considerations about implementation, feasibility and equity,
which refer to the guideline panel’s considerations about how the recommendation will be used and what impact
it may have on the factors described.

Reporting refers to how a guideline will be made public (e.g., print, online). Peer review refers to how the
guideline document will be reviewed before its publication and how it can be assessed (e.g., for errors), both
internally and externally, by stakeholders who were not members of the guideline development group.

Focuses on strategies to make relevant groups aware of the guidelines and to enhance their uptake
(e.g., publications and tools such as mobile applications).

Refers to formal and informal strategies that allow judgments about: evaluation of the guidelines as a process and
product; evaluation of the use or uptake, or both; and evaluation of impact and whether or not the guideline
leads to improvement in patient or population health or other consequences.

Refers to how and when a guideline requires revision because of changes in the evidence or other factors that
influence the recommendations.
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| GRADE | GIN-McMaster Guideline Development Checklist

Centm | MCMaster Unniisity

About the Checklist

At GRAPE This is a webpage for the GIN-McMaster Guideline Development Checklist, which contains a comprehensive list
GRADE ﬁ:{r,n:ng of topics and items outlining the practical steps to consider for developing guidelines. The Guideline Development
uies

Checklist project is a partnership between the Guidelines International Network (GIN) and McMaster University. The
GIN-McMaster Guideline checklist is intended for use by guideline developers to plan and track the process of guideline development and to
Development Checklist help ensure that no key steps are missed. Users of the checklist should become familiar with the topics and the
GRADEpro GDT items before applying them.

CEé&B What the Checklist is and what it isn't:

Contact U . . . . . . . .
sy The checklist is designed to serve as a publicly available and interactive resource, with links to learning tools and

training materials, for those interested in beginning, enhancing or evaluating their guideline development process.
+ Larger Text Considering items on this checklist is intended to support the development and implementation of trustworthy
= Smaller Text ~ guidelines.

The purpose of the checklist is not to replace guideline credibility assessment tools like AGREE and other tools that
may be a result of standards put forth by the Guidelines International Network or Institute of Medicine (IOM).
Following steps outlined in the checklist will, however, ensure that key items are covered and increase the likelihood
of the guideline achieving higher scores when evaluated with credibility assessment tools.

See our publication in the Canadian Medical Association Journal for a detailed explanation of the guideline checklist
and its development.
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Please also view the two videos below to learn about the features of each version of the checklist.

Go to Online Checklist ‘ Download Checklist PDF Download Glossary PDF |

How to Navigate the Online Guideline '<: How to Use the Checklist PDF

Guideline Guideline
Checklist Checklist
utorial Brutorial

Using The Online Checklist Using The Checklist PDF

The Guideline Development Checklist is officially endorsed by:

lG RADE} working group
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[G RADE working group

After 30 years of increasing confusion, GRADE developed a
unifying, transparent and sensible system for grading the
certainty of evidence and making decisions

* Over 100 organizations: WHO, European Commission,
NICE, CADTH, CDC, professional societies, academics

* For systematic reviews, HTA and guidelines

* International & diverse contributors (>600)

e 2008 BMJ series; 2011 JCE series — over 30,000 cites
* Various other publications (incl. GRADE Handbook)

 Official IT applications |[GRADEpro|GDT

CMAJ 2003, BMJ 2004, BMC 2004, BMC 2005, AJRCCM
2006, Chest 2006, BMJ 2008 & 2016, JCE 2011-2017



GRADE Centers

GRADE Networks

McMaster University GRADE Center, Canada

Lanzhou University GRADE Center, China

Barcelona GRADE Center, Spain

Freiburg University GRADE Center, Germany
American University of Beirut GRADE Center, Lebanon
Lazio Region-ASL Rome GRADE Center, Italy
Javeriana Bogota GRADE Center, Colombia

JBI Adelaide GRADE Center, Australia

U.S. GRADE Network, United States
Dutch GRADE Network, Netherlands
UK GRADE Network, United Kingdom
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Key Problems

1. Time iIs short

2. Money Is tight

3. Guidelines are complicated (and
shouldn’t be simplistic)
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Bedaquiline for Drug Resistant
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Report of the Guideline Development
Group Meeting on the use of bedaquiline in

the treatment of multidrug-resistant

The use Of tuberculosis
bedaquiline in

the treatment 0' A review of available evidence (2016)
multidrug-resistant

tuberculosis 2. o 2015

Geneva, Switzerland

Interim policy guidance

World Health

{@) World Health Organization
Organization

WHO 2013 WHO 2017
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6. WHO Interim policy recommendations

In view of the aforementioned evidence assessment and advice provided by the EG,

WHO recommends that bedaquiline may be added to a WHO-recommended regimen
in_adult patients with pulmonary MDR-TB (conditional recommendation, very low

confidence in estimates of effects).

Given the limited data available on bedaquiline and its use under the various situations
that may be encountered in different clinical settings, adequate provisions for safe and
effective use of the drug must be in place. Consequently, countries are advised to follow

5. Pharmacovigilance and proper management of adverse drug reactions and
prevention of drug-drug interactions.

a. Special measures need to be put in place to ensure the early detection and timely
reporting of adverse events using active pharmacovigilance methods, such as

‘cohort event monitoring. Any adverse drug reaction attributed to bedaquiline

should also be reported to the national pharmacovigilance centre as part of the
spontaneous reporting mechanism in the country. As for any other drug in the
MDR-TB regimen the patient should be encouraged to report to the attending

health worker any adverse event that occurs during the time the drug is being
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GRADE standard EtD templates were developed to facilitate the process of making healthcare decisions by guideline panels. Different EtD templates
include various criteria (e.q., equity) depending on type of recommendations/decisions and chosen perspective (e.q., individual, population). Learn about
EtD templates

Template for management questions
Clinical recommendation - Individual perspective

S e LR BIEIGRGIENEDER G EH IRV 41 v Clinical recommendation - Population perspective 4 -

Coverage Decision
Health system and public health recommendation

Template name Health system and public health decision

Clinical recommendation - Population persp
> Question

> Assessment

> Conclusions

> Presentations u
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© seTTINGS ~ Assessment

ETD TEMPLATES ¥ Problem
Is the problem a priority?
¥ Desirable Effects
How substantial are the desirable anticipated effects?
¥ Undesirable Effects
® scope How substantial are the undesirable anticipated effects?

¥ Certainty of evidence
| PROGNOSIS What is the overall certainty of the evidence of effects?

v Values
Is there important uncertainty about or variability in how much people value the main outcomes?
¥ Balance of effects
Does the balance between desirable and undesirable effects favor the intervention or the comparison?

DOCUMENT SECTIONS ¥ Resources required
How large are the resource requirements (costs)?

DISSEMINATION v Certainty of evidence of required resources
What is the certainty of the evidence of resource requirements (costs)?
¥ Cost effectiveness
Does the cost-effectiveness of the intervention favor the intervention or the comparison?
¥ Equity
What would be the impact on health equity?
v Acceptability
Is the intervention acceptable to key stakeholders?
¥ Feasibility
Is the intervention feasible to implement?

) TASKS

B TEAM

£ COMPARISONS

SR PANEL VOICE
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> Question ]

Should Bedaquiline + background MDR-TB treatment vs, Background MDR-TB treatment alone (regimen of drugs recommended by WHO) be used in Multidrug-resistant
tuberculosis (MDR-TB) ?

Recommendations preview

Assessment
CRITERIA @ JUDGEMENT @ RESEARCH EVIDENCE @ ADDITIONAL CONSIDERATIONS @
@~
Is the problem a priority? O:No Among MDR-TB patients started on treatment globally in 2009, only 48% were
) Probably no treated successfully, as a result of high frequency of death (15%) and loss to
) Probably yes follow-up (28%), commonly associated with adverse drug reactions, among other
factors [2].
5 ® Yes
|
m o
e () Varies
a
() Don't know
Detailed judgements
@
How substantial are the Trivial Summary of findings: Bedaquiline for multidrug-resistant tuberculosis
desirable anticipated effects? ) Small
() Moderate
Bedaquiline + background MDR-TB treatment compared to Background MDR-TB treatment alone
®) Large (regimen of recommended by WHO) in MDR-TB patients
Anticipated absolute effects’ B0 Ne of 1 Quality of the
O Varies (95% C1) effect participants | evidence

{95% CI) {studies) | [GRADE)

Risk with Risk with

BN




Presentation and use of
criteria can be tailored

Interactive EtDs (IEtD)
Lets us choose the criteria
If obvious or not considered omit




EtD frameworks

GRADEpro v Estonian warkshop December 2015 Bedaquiline for Tuberculosis L g @ schuneh@mcmasterca v

v Should bedaquiline plus BR vs, BR be used in MDR-TB patients? [

PROIECT ADMINISTRA.. .
o > Question

B) TAsks Should Bedaguiline + background MDR-TB treatment vs, Background MDR-TB treatment alone (regimen of drugs recommended by WHO) be used in MDR-TB patients?
8 Team
CRITERIA @ JUDGEMENT @ RESEARCH EVIDENCE @ ADDITIONAL CONSIDERATIONS @
® scope
@ N
15 the problem a priority? "
@ DDCUMENT SECTIONS Probably no Amang MDR-TE patients started on treatment globally in 2009, 48% were treated Children have less MDR but we do not have
) successfully, as a result of high frequency of death {15%) and loss to follow-up (28%), daia,
I~ PROGNOSIS Probably yes commaonly associated with adverse drug reactions, ameng other factors [2)
= * Yes
£ COMPARISONS 34
-
@
o Varies
EVIDENCE TABLE &

Don't know

Criteria on which a recommendation is based

Judgements that must be made in relation to each
criterion

Research evidence to inform each judgement

Additional considerations that inform or explain each
judgement




What are guideline panel
members doing?
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> Question

Should Bedaquiline + background MDR-TB treatment vs, Background MDR-TB treatment alone (regimen o
tuberculosis (MDR-TB) ?

rugs recommended by WHO) be used in Multidrug-resistant

Recommendations preview

Assessment
CRITERIA ® JUDGEMENT @ RESEARCH EVIDENCE @ ADDITIONAL CONSIDERATIONS @
@
Is the problem a priority? No Among MDR-TB patlents starte treatment globally in 2009, only 48% were
Probably no treated successfully, as a result BT high frequency of death (15%) and loss to
Probably yes follow-up (28%), commanly associated with adverse drug reactions, among other
factors [2]
- * Yes
E ) Varles
Don't know
Detailed judgements
@ O Trivial
How substantial are the Summary of findings: Bedaquiline for multidrug-resistant tuberculosis
desirable anticipated effects? Small
Moderate
Bedaquiline + background MDR-TB treatment compared to Background MDR-TB treatment alone
* Large (regl of s ! d by WHO) In MDR-TH p
Anticipated absolute effects’ Quatity of the
Varies (95%C) participants evidence

(stuiiies) {GRADE)

Risk with Risk with

-




Add relevant
consideration
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¥ Should Bedaquiline + background MDR-TB treatment vs. Background MDR-TB treatment alone (regimen« I [
@ o
(1) What s the overall certaintyof =~ ‘o oW All critical cutcomes measured There were
the evidence of effects? ) Low The relative Importance or values of the main outcomes of Interest: concerns about imprecision (due to small
;3 ) Moderate Relative i Certainty of the @ sample size and few events), and indirectness
: Outcame eLLYS: TR IARCE evidence(GRADE) (due to (1) background MDR-TB treatment not
High X being consistent with currently recommended
Subjects cured by end of
A4 ! 5 by ®®200 regimens and (2) to the use of a surrogate
study: 120 weeks (C208 CRITICAL tOW a _ g
& (' No Included studies Stage 2: mITT) outcome, i.e. culture conversion). 1
There were also concerns on the risk of bias {
; Serious Adverse Events {due to the inappropriate exclusion of 19
A Detailed judgements Aoxbes g L
during investigational 24 randomized patients with unconfirmed MDR-
week treatment phase TB from mITT analysis).
4 5 @000 ¥s
(C208 Stages 1 and 2: CRITICAL VERY. LOW

ITT) 7 (assessed through
clinical and laboratory
results)

T
v

Mortality up to end of
study at 120 weeks ®O00
-
(C208 Stage 2: [TT) GRITICAL VERY LOW
(deaths reported)

Time to conversion over
24 weeks (C208 Stage 2:

miTT1) (measured with CRITICAL ®?DSV)O
W microbiological
s endpolnts - MGIT960)
a .
E Culture cg;\(f)esrsslon at2?4
L weeks ( tage 2:
e mITT1) (assessed with CRITICAL SO00



Make
judgments when
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¥ Should Bedaquiline + background MDR-TB treatment vs. Bac

o - =
How substantial are the Tivial Summary of findings: Bedaquiline for multidrug-resistant tuberculosis
desirable anticipated effects? ) Small
Moderate
Bedaquiline » background MDR-TB pared to Background MDR-TB treatment alone A
(w Large (regl of drugs 1 ded by WHO) In MDR-TB patients
L% Anticipated absolute effects’ Ne of Quality of the
I Varies i ‘:3::;"“ g&?;
B _ Risk with Risk with
~ Den't know Background  Bedaqulline +
’.’ MDR-TB background
Detailed judgements treatment MDR-TB
alona treatment
:I' (regimen of
crugs
lz recommended
by WHO)
B Subjects cured - Study population RR 1,81 132 G®B00
by end of (12610 (1 acm)*s Low*?
study: 120 - oy 1313
weeks (C208 52 per 100 izp‘:;;“;
Stage 2: { J
miTTP
Serious Study population RR 3.60 207 @000
Adverse 0.77 to 14.00) (2 RCTs)™ VERY LOWAE
Events during
Investigational
24 week
w treatment
c phase (C208 2 per 100 79«10?
& Stages 1 and {Y0.27)



Interactive Summary of Findings

cipants: #/DR TB patients
| % @a + background MDR TB treatment
m : 'grotind MDR TB treatment alone
» About this summary

' Add or remove columns:

<

Qutcome Plain language summary

Cured by end of study'"
Follow-up: 120 weeks

Bedaquiline may increase the
number of patients cured.

Serious adverse events '
Follow-up: 24 week treatment phase

It is uncertain whether bedaquiline
increases the number of patients
who have adverse effects.

Mortality "'
Follow-up: 120 weeks

It is uncertain whether bedaquiline
increases the number of patients
who die.

Visual overview

Absolute Effect
Without With
bedaquiling bedaguling
| %
32" 58
per 100 per 100

Difference 26 more per 100 patients

W

2 4

per 100 per 100

Difference 5 more per 100 patients
(85% CI: 0 to 25 more per 100 patients)

3 g ¥

per 100 per 100

Difference 10 more per 100 patients
(95% CI: 0 10 53 more per 100 patients)

Relative effect
(95% CH
N° of particpants & studles

(1.26 10 2.31)

Basad on data from 132
patients in 1 study

RR 3.8
(0.77 10 14.00)

Basged on data from 207
patiants In 2 studies

{1.20 t0 72.95)

Based on data from 180
patients in 1 study

Certainty of
the evidence
{GRADE)

®@®00
Low'

®000
Veryiow '




Detailed judgements

DESIRABLE EFFECTS: How substantial are the desirable anticipated effects?

(3
= Panel discussion

|
B

Detailed questions
A qu
..I. How substantial is the anticipated effect (difference) for each main outcome for which there is a desirable effect?

Main outcomes Judgements
7 Subjects cured by end of study: 120 weeks (C208 Stage 2: miTT)
S . _Dont

= Trivial Small Moderate Large Varies ok
@ know

Serious Adverse Events during investigational 24 week treatment phase (C208 Stages 1 and 2:1TT) 7
{assessed through clinical and laboratory results)

R - E n
Trivial Small Moderate Large Varies s
know

Mortality up to end of study at 120 weeks (C208 Stage 2: ITT) (deaths reported)

Trivial Smail Moderate Large Varies Bon

Time to conversion over 24 weeks {C208 Stage 2: mITT1) (measured with microbiological endpoints 7
- MGIT960) Don’t

Trivial Small Moderate Large Varies
know

Culture conversion at 24 weeks (C208 Stage 2: miTT1) {assessed with microbiological endpeint -

MGIT960)

Trivial Small Moderate Large Varies ol
know




Outcome: Subjects cured by end of study: 120 weeks (C208 Stage 2: mITT)

Domain (original question asked

Population:

Intervention: Bedaquiline + background
MDR-TB treatment

Comparator; Background MDR-TB treatment
alone (regimen of drugs recommended by
WHO)

Direct comparison

Outcome: Subjects cured by end of study:
120 weeks (C208 Stage 2: miTT)

Final jJudgment about indirectness across
domains:

Description

Yes

Yes

Yes

Yes

Yes

No indirectness Serious indirectness

Probagly yes
Probably yes
Probably yes
Probably yes

Probably yes

Probz;bly no
Probably no
Probably no
Probably no

Probably no

ludgment - Is the evidence sufficiently
direct?

No

No

No

No

No

Very serious indirectness

s
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Delaiity [Uuy

How la the e Large costs = g
rge are the resource Cost data for the base case in each country were sourced from published studies
requirements (costs)? | Moderate costs [1], with additional supplementary data provided by study authors, For the
Negligible costs primary estimates for the unit cost per patient treatment with Bedaquiline, &
" and savings regimen cost of US $900 (for Global Fund Eligible countries) and US $3000 (for
. all other countries) was used for a full course of bedaquiline based on estimates
[ - Moderate savings  from Janssen. In addition the costs of four electro-cardiograms were added.
%‘ | Large savings To estimate the possible cost savings from a shortened course with bedaquiline,
8 the costs of an intensive phase of six months were estimated. Eight month
: 9 Varles intensive phase drug costs were adjusted to take into account reductions in
g hospitalization and required length of second-line parenteral agents (injectable
8 ) Don't know anti-tuberculosis drugs). Where hospitalization was not used extensively In the
0 Intensive phase of treatment (Peru and Nepal), a reduction was made in the cost
o of clinic visits. ALl other costs (programme management, testing costs etc.) were il
conservatively assumed to remain the same as the non-shortened bedaquiline L
regimen,
What is the certai @@ Very low ; ' |
nty of the Results were ambiguous In low-income settings, and highly dependent on the
evidence of resource ) Low assumptions made about the generalizability of trial results to routine settings.
requirements (costs)? ) Modecate The expert group noted that further analysis would be needed to test the
- robustness of the assumptions in various settings and to separately assess
| High affordability [1].

I No included studies

Detailed judgements

REQUIRED RESOURCES




@© PROIICT ADMINISTRA..

vz IRESTAN

5B 1iam

© wow

POCUMINT S0 TN

| mwounans

L COMPARDONS
EVEOONE TABLE
RECOMMENDATIONS
PRESENTATIONS OF

[ASSEMINATION
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v Should hedaquiline plus BR vs 88 be used in MOR-T3 patients?

+ Summary of judgements

CRITERIA

PROMLEM

DESIRASLE EFFECTS

UNOESIABLE EFFECTS

CERTAINTY OF EVIDENCE

VALLES

BALANCE OF EFFECTS

RESOURCES REQUIRED

CERTAINTY OF EVIDENCE OF REQUIRED
NESOURCES

COST EFFECTIVENESS

EQUFTY

ACCEPTARILITY

FEASSMITY

SUMMARY (F JUDGIMENTS
Yer
Large
e
verytom
Imgertant Lrncertainty of -
Frobonly favors the.
Very low
Prodably no impact

Dot braw

s @ @
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DIk DU bedaguilin.
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® ADMINISTRATION

B TAsks

B TEaM

® SscofE

DOCUMENT SECTIONS

b PROGNOSIS

£ COMOARISONS
EVIDENCE TABLE
RECOMMENDATIONS
PRESENTATIONS

DISSEMINATION

v Should Bedaguitine + background MOR-TH treatment vs, Background MDR-TB treatment alone (regimen of drugs recommended by WHO) be used in MDR-T

> Summary of judgements

Conclusions
Should Bedaquiline + background MDR-TB treatment vs. Background MDR-TB treatment alone (regimen of drugs recommended by WHO) be used in MDR-TB
patients?

Type of recommendation

Conditianal recomenendation foe
the intervention

Conditional recommendation for
either the intecryention ar the
camparnson

Conditional recommendation
against the intervention

Strong recommendatian sgainst
the intervention

Strony recomnemendation for the
Intervention

The panel suggests suggests adding bedagulling to 3 WHO racommended regamen In MOR-TS adult patients under the following conditions {canditional recommendation, very Low
certainty of the evidence)

In 3ddition

* Aduly mformed decsion making-process by patients should be foliowed, Pationt should know the risk
* YWhat dose? Lower dose to tower the risk of badaquiline
v If patient is already on QT prolongating drugs then possible avaid use. Eg, PLHIV, Need to manitor ECG in these patients

* Do not apply ta children - risk are too high

Canest

Ovorall justification

Detailed justification

Desimbie Effects
2.5 x higher probability of being cured than dying with the intervention (for différént reasons).

Undesirable Effects




LI _Gudeline Development 11 %X Holgear
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GRADEpro[GDT|  + Estonian workshop December 2015 Bedaquiline foe Tuberculosis & « O  schuneh@memasterca v

v Should Bedagulline + background MDR-TS treatment vs. Background MOR-TB treatment alone {regimen of drugs recommended by WHO) be used in MDR-T

© AOMINISTRATION low certainty of the evidence. For patients with extensively drug-resistant
P (XDR) tuberculosis and limited, if any other options, the desirable effects probably outweigh the undesirable effects.
TASKS

8 TEAM Bedaguiline is only suggested for patients with extensively drug-resistant MDR TB under the specified conditions,
@ score
DOCUMENT SECTIONS

2 PROGNOSSS

£ (OMPARISONS A pracess to ensure informed decision-making by patients should be established

Equipment for baseline testing and monitoning for QT prolongat:on and devetopment of arrhythmia should be avallable.
EVIDENCE TABLE Maonitoring of cardsac and liver disease should be available.

RECOMMENDATIONS
PRESENTATIONS

DISSEMINATION Spontanecus reparting of adverse drug reactions should be reinforced at country level and active pharmacovigilance should be established among patient groups treated with the

ang
Resistance to bedaguiling should be monitored
Resistance ta ather anti-TB drugs should be monitored follawing WHO recommendations.

Phase 3 clinical triai(s) of safety and efficacy of bedaguiline, with particular attention ta mortality (inctuding causes of death), in the treatment of MDRTB should be accelerated
Pharmacolinetics, safety and officacy studies in specific populations {pacdeatrics, HIV patiants, alcohol and drug users, elderty, pregnant women, oxtrapulmonary T8, persans with
diabetes)

Safety studies, intluding type, frequenty and severity of adverse events {short term and long tesm)

Drug-drug interactions, incluging with other existing and newly developed TB drugs and ARVs

Impact on mortality (Including cause of death)

Acquisition of resistance to bedaquiline and to other T8 drugs

Duration and dasing of treztment

Panieras’ values

Further research on the validity of culture conversion as a surrogate markes of treatment ocutcome




Live use of IEtDs

EtDs are shared with panel members before the
meeting and online:

Clarify the process

During the preparation for input on the evidence (all
members including conflicted members could be
iInvolved)

For initial agreement on the included evidence and
additional considerations

If possible, feasible and appropriate for agreement
on judgments for specific decision criteria (but may
all happen at an in-person meeting)

Final draft EtDs before a final meeting




Review of
previous
judgments and
update
through online
tool

Report of the Guideline Development
Group Meeting on the use of bedaquiline in
the treatment of multidrug-resistant
tuberculosis

A review of available evidence (2016)

28 - 29 June 2016

Geneva, Switzerland

World Health
Organization
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Delaiity [Uuy

How la the e Large costs = g
rge are the resource Cost data for the base case in each country were sourced from published studies
requirements (costs)? | Moderate costs [1], with additional supplementary data provided by study authors, For the
Negligible costs primary estimates for the unit cost per patient treatment with Bedaquiline, &
" and savings regimen cost of US $900 (for Global Fund Eligible countries) and US $3000 (for
. all other countries) was used for a full course of bedaquiline based on estimates
[ - Moderate savings  from Janssen. In addition the costs of four electro-cardiograms were added.
%‘ | Large savings To estimate the possible cost savings from a shortened course with bedaquiline,
8 the costs of an intensive phase of six months were estimated. Eight month
: 9 Varles intensive phase drug costs were adjusted to take into account reductions in
g hospitalization and required length of second-line parenteral agents (injectable
8 ) Don't know anti-tuberculosis drugs). Where hospitalization was not used extensively In the
0 Intensive phase of treatment (Peru and Nepal), a reduction was made in the cost
o of clinic visits. ALl other costs (programme management, testing costs etc.) were il
conservatively assumed to remain the same as the non-shortened bedaquiline L
regimen,
What is the certai @@ Very low ; ' |
nty of the Results were ambiguous In low-income settings, and highly dependent on the
evidence of resource ) Low assumptions made about the generalizability of trial results to routine settings.
requirements (costs)? ) Modecate The expert group noted that further analysis would be needed to test the
- robustness of the assumptions in various settings and to separately assess
| High affordability [1].

I No included studies

Detailed judgements

REQUIRED RESOURCES




European Commission Initiative
on Breast Cancer and ARIA

(allergy)

Live decision-making for guidelines

Presentation formats of
recommendations




European
Commission

ALl Who we are ¥ Quality Assurance ~ European Guidelines * News & Events ¥ Publications v Contributel ECIBC for You «

— — :(:pclart t:f a Eurotpea“ fSIéI'VEV on European Breast Guidelines
cac o= e Implementation of Breast
EC Initiative on Breast Units P ECIBC recommendations for breast cancer

screening and diagnosis.

Cancer (ECIBC)

Breast units implementation? A la carte,

Guidelines and Quality Assurance survey says. Breast units patchy panorama
scheme for Breast Cancer confirms ECIBC evidence-based approach Is
needed.

The European Commission, in response
to the Council of the European Union's

conclusions on reducing the burden of ! 2 N
cancer, initiated a ground-breaking ‘ " LR
it -

—— e e e e e e e e i MtLD

&

HEI




Breast Cancer screening
recommendations for different age
groups by the European Commission

fFor asymptomatic women aged 40 to 44 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests not implementing
mammography screening (conditional recommendation, moderate certainty in the
\evidence).

J

(For asymptomatic women aged 45 to 49 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests mammography screening over
no mammography screening, in the context of an organised screening programme
\(conditional recommendation, moderate certainty in the evidence).

J

(For asymptomatic women aged 50 to 69 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) recommends mammography screening
over no mammography screening, in the context of an organised screening programme
\(strong recommendation, moderate certainty in the evidence).

J

(For asymptomatic women aged 70 to 74 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests mammography screening over
no mammography screening, in the context of an organised screening programme
\(conditional recommendation, moderate certainty in the evidence).

J




cal 0 8s87ad40b-tbbg

AdS1-866h-eb9625bBc 7

favidence-synthesas/814C9C80-2340-4627-BEG?
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£ TASKS

8 TEAM
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| PROGNOSIS
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[B DOCUMENT SECTIONS

[ DISSEMINATION

& @ 0

v Should organised mammography Screening vs. no mammography screening be used for early detection of breast cancer in women :

v Question

Should organised mammography screening vs. no mammaography screening be used for early detection of breast cancer in women aged of 50 to 697

Population;
Intervention:
Comparison:

Waomen aged of 50 to 69
organised mammography screening
no mammography screening

Breast cances mortality {short case accrual); Breast cancer mortadity
(iongest case accrual avaiiable), All-cause mortalay; Other cause
mortality; Stage I|A breast cancer or higher; Stage 1il+ breast
cancer ar tumour slze 240 mm; Rate of mastectomies; Provision of
chemotharapy; Overdiagnosis (long case accrual), Quality of life
(inferred from psychologicat effects); Faise-positive related adverse
effects (psychological distress); and False-positive retated adverse
effects (biopsies and surgeries)

European Union

Population (National Health System)

Assessment

PROBLEM

CRITERIA @

@ No
Is the problem a priority? -
) Probably no

JUDGEMENT

RESEARCH EVIDENCE

Background:  Although mammography screening has both potential benefits and harms many

ned 50 or older. A reassessment
gsonsidering

countries have arganised amacs
of the evideg eeni
n diagnosis and treatment of breast cancer

Management of Conflicts of Interasts (Col): Cols of all Guideline Development Gros
(GDG) members were assessed and managed by the Joint Research Centra (JRC)

following an established procedure in line with European Commission rules. GOG
membes participation in the development of the recommendations was restricted,
according to Col disclosure, Consequently, for this particular question, the following
GOG members were recused fram voting: Mireille Broeders, Roberto dAmico, lan
Danes, Patricia Fitzpatrick, Axel Grawingholt, Elsa Pérez Gomez, Ruben van Engen,
Cary van Landsveld-Verhoeven, and Kenneth Young,

Far more Information please visit: http.//ecibicjre.ec.europs eu/gdg-documents

ADDITIONAL CONSIDERATIONS

Breast cancer is the second mest common cancer in the world and, by far, the most
frequent cancer among women with an estimated 1,67 million new cancer cases

diagnased in 2012-acceunting for2 5% of all cancers (GLOBDCAN 2012). Breast

J Probably yes

cancer ranks as the fifth leading cause of cancer death worldwide and the second

o Yes leading cause of cancer-related death in ceveloped regions (citation). in the
European Union, 367 090 women were dlagnosed with breast cancer and 92 000

(O Varies

women died from the disease in 2012 (Ferlay 2013). Breast cancer ranks fourth

among the top five cancers with the highest disease burden (Tsilidis 2018),

I Don't know




Online interaction of panel

GRADEpro @ v Project name 1 ‘ Alison Beck (alison beck@gmailcom)

Phase 1 Phase 2 Phase 2

Finish
ongoing (1) unsent (0) ongoing (0) sshec i0)

ADMINISTRATION o y ; ) : : . ;
P w Send ED frameworks for individual voting to panel members, Voting can be run in one or two phases. Voting consists of one phase if you decide to send all parts of EtD

£1D TEMPLATES framework {Assessment, Type of recommendation, Conclusions) at once. Voting consists of two phases if you decide to send parts of EtD framework separately.

VOTING Please decide what should be sent in phase 1

Thkat 1. Do you want to send proposed judgments for voting in Assessment part of EtD framework? (See examples of panel members' voting form - judgments)

®) All judgments proposed (panel members vote agree/disagree)
TEAM (D None judgments proposed (panel members vote on full scale)
(O Some judgments proposed (panel member vote agree/disagree or on full scale)

SCOPE
2. Which parts of EtD (Assessment, Type of recommendation, Conclusions) do you want to send in phase 17 (See examples of panel members' voting form - parts of EtD)

DOCUMENT SECTIONS ® Only Assessment
) Assessment and Type of recommendation (empty)

PROGNOSIS () Assessment (proposed) and Type of recommendation (proposed) and Conclusions (proposed)

COMPARISONS 3. Which questions do you want to send?
Please note that in order to send an E1D framewark, all of the required data should be filled in

DISSEMINATION s
() Select all

Should altered fractionation vs. conventional radiotherapy be used for asthma prevention?

[J Should SOTI vs. elimination diet be used for asthma prevention?

[J Should ICS vs. ICS+LABA be used for asgmu prevention?
-

Compared to placebo
Should SOTI vs. placebo be used for asthma prevention?

Compose message and send selecrad questions




Online agreement

;lot;:t:(}]“ v Py o Bt ing 71 e L ol & & sehunshilimee
Phase 1 by 9 *x
wunsany (4 rouifl | =
& Some judgmmits propored (0 Panel members’ voting form - parts of EtD in phase 1
Which parts of £20 rablp (Ass 8 voting form - perts of E1D)

& only Assessent

Assess seent und Type of Hecony
ASSeuEmane (oo i Tyl 3 o SO =0 O N O P S

» » ] PROBLEM: Is the problem
: | i S neriy! | LIST OF ALL CRITERIA THAT ARE

PART OF YOUR EXD TABLE. _ RESEARCH EVIDENCE.

GNTSELTIONS For 3M) pager Bhal copry Q’

Do mot witer far BMU EID :4.'-4

Sl Bed il * Bl B

PROBLEM: Is the problem
sipeliniy? ‘SES LIST OF ALL CRITERIA THAT ARE

Do not alter: for originuel from

Molges Estunie

L
< T—




Online agreement

0[(‘»1.’)?(31”1 oty af Badegution fs Tubetrsiiod WML el 3 3 ;
a1 MESL )
i (4}
I 1 | iy Nz
" ol pa 151 2] ol
)] I Shaltsef 1ty phase

| } (541 1121} I " g
A R gr rapese |1 I 4

o Noms S0 En iy prupesid ' | [ i
Siad e A l}
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Comment
Provide a reason for your decision or other comments -
CRITERION YOUR JUDGMENT RESEARCH EVIDENCE
DESIRABLE EFFECTS: How | O Trivial The relative importance or values of the main outcomes of interest:
substantial are the O Small
desirable anticipated
effects? O Moderate
O Large SoF table
O Varies
(O Don't know
Comment
Provide a reason for your decision or otheér comments a
CRITERION YOUR JUDGMENT RESEARCH EVIDENCE
UNDESIRABLE EFFECTS: | O Trivial The relative importance or values of the main outcomes of interest:
How substantial are the O small
undesirable anticipated
effects? (O Moderate
QO Large SoF table
O Varies
(O Don't know
Judgment Is required. Comment
Provide a reason for your decision or other comments -
Save ‘Save and mbmit

Voting on "Assessment” part when judgments are empty.



GRADEpro antihistamines for asthma prevention

List of questions > [CS compared to 1CS+LABA for asthma prevention

Question: Should ICS vs. ICS+LABA be used for asthma prevention?

Population:
Intervention:  ICS
Comparison: ICS+LABA

Main outcomes:
Setting: Global

Perspective: Patient

Adults with asthma

Evidence to Decision framework

CRITERION

PROPOSED JUDGMENT

Any AE (95% ClI); Any AE (99% CI); Any AE (90% CI);

Instructions

RESEARCH EVIDENCE

PROBLEM: Is the problem
a priority?

No
Probably no

Probably yes
Vv Yes

Varies

Don't know

AR is a worldwide common disease in children and adolescents. Although the great majority of the
cases begin during childhoad, its prevalence changes throughout the life. The overall prevalence
{of AR is 14.6% (range 1.0 to 45%) in 13-14 years old children, and for the 6 to 7 years old children
is 8.5% (range 4.2-12.7%) (Ait-Khaled 2009). Some studies have shown that the overall prevalence
in adult patients with AR clinically confirmed is between 17% to 30%, with an overall value of 23%

in Europe (Bauchau 2004, Cingi 2010), a range between 8 to 21% in China (Zhang 2009), and
approximately 7% in Latin America (lzquierdo 2013). The distribution of SAR vs Perennial is more
difficult to estimate because it varies among studies and among countries, being similar in some
| countries, while in others they are not. in the United States it has been estimated that 20% of
cases are SAR, 40% of cases are perennial rhinitis, and 40% of cases are mixed (Skoner 2001).

OAgree (ODisagree

Comment”
Provide a reason for your decision or other comments a

Comment is required. Please give the reason for disagreeing

CRITERION PROPOSED JUDGMENT RESEARCH EVIDENCE

DESIRABLE EFFECTS:How | Tivial The relative importance or values of the main outcomes of interest:
substantial are the
desirable anticipated Small
effects? v Moderate

Large SoF table

Varies

Don't know

Comment
OAgree (QODisagree Provide a reason for your decision or other comments -




EUROPEAN COMMISSION INITIATIVE ON BREAST CANCER

SEIEE Recommendations

Recommendations on Breast Cance

I'm a patient/individual ~a/
e—
») -
',.’ —

|

If you are aged 40 to 44, shou’d you attend an organised mammography screening
programme?

—_—

Recommendation Justification ,' Considerations Assessment Bibliography
I
1
Recommendation |
The ECIBC guidelines sugge&f(s not providing mammography screening to women between

40 and 44 years old who ard at average risk of breast cancer and do not have symptoms.




m EUROPEAN COMMISSION INITIATIVE ON BREAST CANCER

European Commission > EU Science Hub > ECIBC > Recommendations

Recommendations

Recommendations on Breast Cancer Screening

I'm a professional

n/

£ | P4

2
7 1
2
Should organised mammography screening yf no mammography screening be used
for early detection of breast cancer in wgp(en aged 4Q to 44?

Y4 I
e :
Recommendation Justification gor(siderations Assessr:went Bibliography
e I
1 il
I

Recommendation ,
For asymptomatic wgmen aged 40 to 44 with an averagvrnsk of breast cancer, the ECIBC's

Guidelines Dow=mmmiZecnt Group (GDG) sugge — . Ragmography

screening ecommendation,nhoderate certainty in the evidence).

Recommendation strength
Conditional recommendation against the intervention*
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v Should organised mammography screening vs, no mammography screening be used for early detection of breast cancer In women ¢

> Question

Should organised mammography screening vs. no mammography screening be used for early detection of breast cancer in women aged of 50 to 697

@ SETTINGS
) TASKS
B TEAM

Assessment
CRITERIA @

® score

JUDGEMENT @ RESEARCH EVIDENCE @ ADDITIONAL CONSIDERATIONS @

¥ PROGNOSIS

4 COMPARISONS
EVIDENCE TABLE
RECOMMENDATIONS
PRESENTATIONS

BB PANEL VOICE

[¥ DOCUMENT SECTIONS

[# DISSEMINATION

15 the problem a priority?

How substantial are the

desirable anticipated effects?

0"No

L) Probably no
() Probably yes

1 Yeq

L) Varies

L) Don't know

Detailed judgements

@ ) Trivial
) Small
L) Moderate

®) Large

L) Varles

L Don't know

Detalled judgements

Breast canter 1s the second most common cancer n the world and, by far, the most
frequent cancer among wamen with an estimated 1.67 million new cancer cases
diagnased in 2012 - accounting for25% of all cancers (GLOBOCAN 2012). Breast
cancer ranks as the ffth leading cause of cancer death worldwide and the second
leading cause of cancer-related death In developed regions (cltation). In the
Eurapean Union, 367 090 wemen were diagnosed with breast cancer and 92 000
women died from the disease in 2012 (Ferfay 2013). Breast cancer ranks fourth
among the top five cancers with the highest disease burden (Tsilidis 2016)

Annual incidence of breast cancer in the EU amang wamen aged 50 to 69 1s 2.7 per
1000 and mortality Is 0.5 per 1 000 (GLOBOCAN 2012)

Desirable effects

Six trials of invitation 1o mammaography screening provided breast cancer mortality
data from 249 160 women aged 50 to69 (short case accrual). Mammography (using
short case accrual), compared to no screening, reduced the risk of breast cancer
mortality (Relative Risk (RR}=0.76, 95% €1 0.64-0.90, Inconsistency (12)+52%,
p=0,06) thigh quality evidence). This transiates Into an absolute effect of 144 fewer
breast cancer deaths pee 100 000 women invited to screening over 18 years (range
60 to 216 fewer deaths)

Mammagraphy screening also reduced breast cancer mortality using tongest case
accrual avallable' (RR=0.78, 95% C1 0.67-0.90; 12=54%, p=0.05, resulting In 167
fewer breast cancer deaths per 100 GO0 women over 17.3 years, from 76 to 251
fewer) (high quality evidence) and stage |il+ breast cancer or tumour size = 40 mm

These studies used an ‘Intention-to-treat’
analysis thus, a per protocol approach would
lead to even larger absolute effects

Estimates from observational studies were
similar to those described here (see evidence
profile)

As there was disagreement among GDG
members regarding whether the effects were
large or moderate, voting took place among
the 18 GOG members: 15 GDG members voted
that the effects were large. Two GDG members
voted that the effects were moderate, One
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~ Should organised mammography screening vs. no mammography screening be used for early detection of breast

@ SETTINGS overdiagnosis from two randomised clinical trials (RCTs) were
10.1% (95% CI 8.6%-11.6%,; 12=0%, p=0.61) (moderate quality
£ TASKS How substantial are the ® () Large evidence) from a population perspective (long case accrual), From
undesirable anticipated effects? @ Moderate the perspective of women invited to screening, the proportion of
8, TEAM » overdiagnosed women was 17.3% (95% CI 14.7-20.0; 12=10%,
() Small p=0.29) (moderate quality evidence)
® SCOPE D Trivial
Mammography screening compared with no screening did not
increase the number of women aged 43 1o 74 treated with
chemotherapy (RR=0.86, 95% CI 0.52-1.41; 12=71%, p=0.06) (very
i) Don't know low quality evidence). A systematic review of observational studies
(Brett 2005) reported that women who had further testing
Detalled judgements  following their routine mammogram experienced significant short
term anxiety,

= PROGNOSIS () Varies
£ COMPARISONS
EVIDENCE TABLE

el A systematic review by Hofvind (2012), reported estimated

cumuiative risk of a false-positive screening result in women aged
50 to 69 undergoing 10 biennial screening tests was 19.7%. In
addition, the EUNICE Project showed that 2.2% of women had a
needle biopsy after an initial screening mammogram. False-
positive mammograms are aiso associated with greater anxiety
and distress about breast cancer (Satz 2010). Furthermore, the
negative psychological consequences may last up to three years
DISSEMINATION (Bond 2013) (low quality evidence).

PRESENTATIONS
SR, PANEL VOICE

DOCUMENT SECTIONS

i
G
w
[
e
i
§
7
i
o
Z
2

What is the overall certainty of e Very low The overall certainty (i.e. quality) of the evidence was moderate, as | Effects of chemotherapy and mastectomy
the evidence of effects? O Low this was the lowest quality (corresponding to the quality of the were not considered to change the
evidence for overdiagnosis) of the two critical outcomes—namely, recommendation, and thus did not
breast cancer mortality and overdiagnosis, critically influence the averall certainty
() High in the evidence.

(») Moderate

Y OF EVIDENCE

HEI
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® SETTINGS

) TASKS

£ TEAM

® scope

[z PROGNOSIS

£ COMPARISONS
EVIDENCE TABLE
RECOMMENDATIONS
PRESENTATIONS

SR PANEL VOICE

[B DOCUMENT SECTIONS

DISSEMINATION

v IRC European Breast Guidelines

v Should organised mammography screening vs. no mammaography screening be used for early detection of breast

Is there important uncertainty
about or variability in how much
people value the main
outcomes?

Important
uncertainty or
variability

Possibly important

* uncertainty or

varniability

Probably no

. important
T uncestainty or

vanability

No important

) uncertainty or

variability

Detailed judgements

& €K O

A systematic review {IRC Technical Report PICO 10-11, contract
FWC443094012015; available upon request) shows that women
placed little value on the psychosocial and physical effects of
false-positive results and overdiagnosis. However, women
generally consider these undesirable effects acceptable (low
confidence in evidence). These findings are of limited value mainty
given the significant concerns regarding the adequacy of the
information provided to the participants, in order to make an
informed decision. Another finding is that breast cancer screening
represents a significant burden for some women due to associated
psychological distress and Inconvenience (moderate confidence in
evidence).

Also, acceptability of false-positive results is based on studies of
patients who have already received a false-positive result and,
whaose preferences may differ from the general population,

Regarding breast cancer diagnosss, very limited data is available
addressing patients’ views, One of the main themes identified in
the literature is that patients have a high disregard for anxiety
caused by delays in receiving diagnostic results from or by a lack of
understanding of the tests due to suboptimal communication with
physicians (moderate confidence in evidence). Also, women have a
higher overall preference towards more comfortable, brief
diagnostic procedures (moderate confidence in evidence).

£ ypolumatic

schuneh@mcmasterca




Is there important uncertainty
about or varlability in how much
people value the main
outcomes?

@

Impostant
uncertainty or
variablility

Possibly impartant

) uncertainty or

variability

Probably no
important
uncertainty or
variability

No important
uncertainty or
varnability

Desaileg judgements

The relative importance of the outcomes is as follows:

Pulmonary embolism: 0.63-0.93

Deep vein thrombosis: 0.64-0.99

Deep vein thrombosis patients’ own current health: 0.95 (Time trade off)

Patients highly value the benefits of VTE risk reduction of VTE prophylaxis; patients would like to avoid
adverse events but most of them are "not afraid of” the adverse events

For patients using mechanical methods to prevent VTE, in general patients would like to continue with
the same methods. However, discomfort with the mechanical methods is a major complaint with this
intervention. Most patients prefer knee-length stockings rather than thigh-length stockings.

The tolerability of the stockings was described as
very good with no complaints of sice effects. None of
the other triats reported adverse effects of wearing
the stockings (Clarke et al., 2016). For patients using
any mechanical methods to prevent VTE, in general,
they would like to continue with the same methods.
Mast patients prefer knee-length stockings rather
than thigh-length stockings.




The panel evaluated the effects of
screening

GRADE profcoT

®© SETTINGS

) TASKS

£ 1EaM

® scope

| #ROGNOSIS

£ COMPARISONS
EVIDENCE TABLE
RECOMMENDATIONS
PRESENTATIONS
X PANEL VDICE

DOCUMENT SECTIONS

DISSEMINATION

Plain language statements @

OOutcomes

v JRC Breast Cancer Guideline

Absolute effect @ov

Plain language statements

Organise mommography
screening reduces breast cancer
movtality

Breast cancer
mortality (short case
accrual)

Foltow-up: 18 years
(o) Low

(") Maoderate

() High

Breast cancer mortality (longest case accrual) Follow-up 175 years

Breast cancer stage |IA or higher Foilow-un 0

Breast cancer stage IIl+ or tumour size 240 mm Follow-up

All-cause mortality Foilow-up: 9.6 years

Other cause mortality Feiiow-vo: 9.6 years

Visual overview @

Absolute Effect
Without With
organised organised
mammography mammagraphy
screening screening

600 456 (¢

per 100000 per 100000 [swe

LU
Difference: 144 fewer per

100000 patients
(35% 01 60 10 216 fewer per 100000 patients)

& Q4 0

v Should organised mammography screening vs. no mammaography screening be used for early detection of breast cancer in women ¢

Differences in outcomes

Favaours Doesn't favour
organised organised

mammography  mammogeaphy
screening screening

144 fewer per 100000 patients
>

schuneh@mcmasterca v




In asymptomatic women with average breast cancer risk between the ages of 40 to 44, the ECIBC's Guideline Development Group suggests not implementing mammography screening (condibional recommendation,

moderate certainly in the evidence).

Background Subgroup considerations Justification Detalled justification Summary of findings
Plain language statements @ ' Absolute effect @~ live effe: Visual overview @
) Outcomes Plain language statements Absolute Effect Differences in outcomes
Without With Favours Doesn't favour
organised mammography organised mammography organised organised
screening screening mammography = mammography

screening screening

56 fewer breast cancer deaths per 100,000 women
but

12,400 false positives per 100,000 women with related
“consequences

UL Have viTadl vanwvel
(over-diagnosis
population perspective)

have it (from 9 900 to 14 900).

Certainty of the
evidence

GRADE
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EQUITY
ALCEPTAMILITY

FEASILITY

Conclusions
Should organised mammography screening vs. no mammography screening be used for early detection of brea aged of 50 to 697
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What about younger women

fFor asymptomatic women aged 40 to 44 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests not implementing
mammography screening (conditional recommendation, moderate certainty in the
\evidence).

J

(For asymptomatic women aged 45 to 49 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests mammography screening over
no mammography screening, in the context of an organised screening programme
\(conditional recommendation, moderate certainty in the evidence).

J
(For asymptomatic women aged 50 to 69 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) recommends mammography screening
over no mammography screening, in the context of an organised screening programme
\(strong recommendation, moderate certainty in the evidence). )

(For asymptomatic women aged 70 to 74 with an average risk of breast cancer, the
ECIBC's Guideline Development Group (GDG) suggests mammography screening over
no mammography screening, in the context of an organised screening programme
\(conditional recommendation, moderate certainty in the evidence).

J
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* Online Interaction, voting,
consensus, public comment

Health Marker States

Semi-automated development of
Interactive decision aids
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The American Society of Hematology and
McMaster University Announce Partnership
to Develop Clinical Practice Guidelines on
Venous Thromboembolism

Guidelines on the Treatment and Diagnosis of VTE
Anticipated in 2017

(WASHINGTON, November 30, 2015) - The American Society of
Hematology, the world's largest association of clinicians and scientists
dedicated to conquering blood diseases, is collaborating with
McMaster University, a world leader in guideline development and an
international authority on thrombosis, to develop clinical practice
guidelines on the diagnosis and treatment of venous
thromboembolism (VTE).

VTE is a blood clotting disorder that includes both deep-vein
thrombosis (DVT) and pulmonary embolism (PE). DVT is a blood clot

Protect Medical
Research

Urge your members of
Congress to support continued
medical research funding.

10 topics
panelists

>200 recommendations | 150




In-person and teleconference
meetings

Learning how to make
recommendations: in-person
meeting

Follow-up work: online interaction
and teleconferences




Helps with deciding about degree of
discussion needed

[GRADEprolGDTJ ¥ ASH Guideline on Prevention of VTE in Medical Hospitalized Patients (Working Copy) ©° B (@ schuneh@mcmasterca ¥
¥ Should thromboprophylaxis vs. no thromboprophylaxis be used in chronically ill medical inpatients (inct 19 [=
Assessment Draft judgement ) Voting results ) Consensus n
CRITERIA ® JUDGEMENT @ RESEARCH EVIDENCE @® ADDITIONAL CONSIDERATIONS @
Q -
Is the problem a priority? blo In the nursing home setting, 3 studies evaluated the incidence of VTE diagnosed Voted: 7 (of 14)
Probably na during facility residence. Liebson et al found a crude incidence rate of 1.2 (95%
Probably yes C10.9-1.5) to 1.5 (95% CI: 1,1-1.9) cases per 100 PY. Gomes et al, compiling Agree 100%
y Minimum Data Set (MDS) and Medicare records for residents in Kansas for the Disagree 0%
® Yes perlod 1997 to 1998, found a crude VTE incidence rate of 1.30 events per 100 PY

(95% Cl: 1.10-1.51) when excluding warfarin users. Gatt et al evaluated VTE
incidence for residents with a length of stay (LOS) of 3 months or longer in a

) Varies
) nursing home in Jerusalem, Israel, during the period 1991 to 2001. The crude
Don't know incidence rate of VTE was similar in both chronically immobilized and mobile
cohorts: 1.39 and 1.58 per 100 PY, respectively..
Detalled judgements
VOTING RESULTS =]
Draft judgement: Yes  Team members’ votes and comments
Voted: 7 (of 14)  AGREE
Frederick Spencer, Jill Lansing, Suely Rezende, Neil Zakai, Susan Kahn, Mary Cushman, Allison Burnett | id‘i‘ff:""\j |
Agree 100% | e
§ Disagree 0% Summary
3 All agreed,
o
a




Helps with deciding about degree of
discussion needed

[GRADEpro[GDT] ¥ ASH Guideline on Prevention of VTE in Medical Hospitalized Patients (Working Copy)

DESIRABLE EFFECTS

Voted: 7 (of 14)

Trivial
Small
Moderate
Large
Varles

Don't know

29%
29%
29%

0%

0%

14%

- Twa -

-

¥ Should thromboprophylaxis vs. no thromboprophylaxis be used in chronically ill medical inpatients (incl =)

Impertant harm or benefit Is still likely or cannot be excluded

., Serious imprecision without events in both arms
. Reardon 2013 reparted an incidence of 3.7% per 100 person years of any VTE (n=

2144) in nursing home residents population

. We applied the assumption that appraximately 10% of symptomatic VTE are

symptomatic PE and 100% of each is of maderate severity

. Serious Indirectness. One study reported the effect of the Intervention as a composite

outcome: any DVT

. Very serious imprecision. Wide confidence interval with only 2 ovents in total
. We applied the assumption that apgroximately 20% of symptomatic DVTs are

proximal, 80% are distal and 100% of each is of maderate severity,

. Very serous imprecision. Wide confidence interval with oaly 10 events in total and

Important harm or benefit s still likely or cannot be excluded.,

. Serfous Indirectness, Hemorrhagic complications were reported as mild bleeding or

hematoma.

VOTING RESULTS

Team members' votes and comments
All hidden

Summary

Trivial 29% Small 29% Moderate 29% Large 0% Don't know 14%

Comments;
Moderate based on relative effect and absolute risk difference primarily driven by mortality outcome, (but hesitant re low quality of
evidence and imprecisicn) This study is not robust enough to address the issue.
Comment from moderator: we are not addressing certainty in the evidence here. This will come under that criterion and when
balancing benefits and harms.

Would suggest: small effect as mean effect.

o° 0

3)

\/
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Comments

DESIRABLE EFFECTS: How substantial are the desirable anticipated effects?
DRAFT JUDGEMENT:  Small

Team members' votes and comments
TRIVIAL
Frederick Spencer, Suely Rezende . Show

SMALL
Mary Cushman, Allison Burnett

MODERATE
Susan Kahn . Show
Moderate based on relative effect and absolute risk difference primarily driven by martality outcome, (but hesitant re low '
quality of evidence and imprecision)

Jill Lansing —‘)

DON'T KNOW

Neil Zakai
This study is not ribust enough to address the issue.

Summary

Trivial 29% Small 29% Moderate 29% Large 0% Don't know 14%
Comments;
Moderate based on relative effect and absolute risk difference primarily driven by mortality outcome, {but hesitant re low quality of
evidence and imprecision) This study is not robust enough to address the issue.
Comment from moderator: we are not addressing certainty in the evidence here. This will come under that criterion and when balancing
benefits and harms,
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Most recommendations

Will be conditional ™
Require support with implementatio {528




GRADE Conditional/weak
recommendations

Patients/people: The majority of people in
this situation would want the
recommended course of action, but many
would not

Clinicians: Be more prepared to help
patients to make a decision that is consistent
with their own values/decision aids and
shared decision making are useful

Policy makers/QA: There is a need for
substantial debate and involvement of

stakeholders. Performance measures should
acececpee If decicion-makind annronriate



Journal of
Clinical
Epidemiology

Journal of Clinical Epidemiology 65 (2012) 584—589

COMMENTARY

Clinical practice guidelines and(patient decision aids.
An inevitable relatiomshd

a,b, %
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Should patients with unprovoked
(no reason found) deep venous
thrombosis receive up to 12
months or lifelong
anticoagulation?

antithrombotic therapy over antithrombotic therapy

atients patients with unprovoked DV T/PE

(conditional recommendation)pased on moderate certainty in the

evidence about effects).



GRADE decision criteria

Evidence
Criteria where available
Problem size °
and priority
Benefits & harms ©
of the options
Values ®

foe M M —1Ile
o $55$P ?

Equity ©
Acceptibility ®

Feasibility &



Values

Treatment

5% fewer
death from PE

1% fewer
death from PE

Comparison
5% more
small
bleeds

99% more
small
bleeds




Population
level

A

<

Individual
level

Clinical Practice Guideline

Decision
points: * *
Low uncertainty / High uncertainty
Strong recommendation Conditional recommendati
(e.g. aspirin use in myocardial (e.g. lumpectomy Vs

infarction)

/

Supporting optimal
behaviors

INFORMATION COMPONENTS
Defne clear recommendation
Communicéate benefits and risks to
explain the rationale

BEHAVIOR CHANGE COMPONENTS
Implementation strategies
Performance measures based on
professional/patient behavior
(prescribing aspirins/ taking aspiring)

mastectomy in breastc

INFORMATION COMPONENTS
Make options explicit
Communicate benefits and risks of
options to explain the dilemma

DECISION MAKING COMPONENTS

Deliberation methods

Preference constructing methods
Performance measures based on

quality of decision process (e.g. use

of breast cancer decision aid)




supio;)rting patients’
decisions

1. Inform and let patient walk off
makes decision by themselves

2. Inform patient but asks for
decision to be made by others

3. Inform and share decision




GRADE-based
Interactive Decision Aids
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University at Buffalo, State University of New York
SCHOOL OF MEDICINE AND BIOMEDICAL SCIENCES

1 Introduction
1 How this Decision Aid can help you

1 Your Participation
1 How to navigate this site

INTRODUCTION

Inhaled steroids present a treatment option for Chronic Obstructive
Pulmonary Disease (COPD). Inhaled steroids have some of benefits,
but they come with certain downsides. That's why deciding whether to
use inhaled steroids or not will depend on each individual's values.

If a clinician has told you that inhaled steroids are a possible treatment
option for you this Decision Aid can help you decide whether to use
inhaled steroids or not.

We believe that your participation in making this treatment decision
about your health is very important. However, the degree to which you
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GRADE DECISION GRADEro B ieae

Koy fach Compartson Your values Lymmary

\
Indefinite duration w \ . Befned duration
of rd Y o B (12months or less)
Antithrombatic Therapy VY Antithrambotic Therapy
|
|
hould Indefinite duration of Antithrombatic Therapy v defined duration{12months or less) Antithrambotic
Therapy be U patients with unprovoked DVT/PE

What you should remember?

Problem Myths and Facts

Deep Venaus Thrombasis (DVT) and Pulmonary Embolism (PE) are major Deep Vein Theambesis {OVT) is & blood
contributors 1o gobal disease burden. Their estimate Incidence range from 0.7 to 2.7 clot that forms in a major vein of the
per 1000 patients-year in Western Europe, 1.1 to 2.4 per 1000 patients-year in leg or, less commonly, in the arms,




Should Indefinite duration of Antithrombaotic Therapy
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EXPERTS RECOMENTATION

INDEFINITE DURATION
OF ANTITHROMBOTIC
THERAPY

»

WEAK RECOMENDATION

Tha ASH

Jcnlineg panel suggests using indafrvie durstion of

antitfrombotic apy over defined duration antithrombatic therapy

[12months or less) in patients patients with unprovoked DVT/PE

lLondibonal recommendation Dased on moderste certanly i the

sdidence about «ffectsl

Remarks:

The majarity of the panel felt that most patients with an unprovoked

VTE would beneht from indefinite anticoagulant therapy. However, this

needs to include & careful assessmant of r nid benwhts for the

indivious aswell = avegular

satient and the patient s preference

re-evaluation of the afAmealers
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How Important are the
outcomes?
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Your Values

Ingicate the importance of pach teneht and sowrside an 4 scale from O to 100, wheee O Indicates the worst

g natile Bealth stute e define 1§ i “desdt”] and 100 indicatios the best imaginabile health state
lar e Mortality & oquivcion to:
o 10 A ! 0 0 «w o L s "

For ma having o AR DVT b eguivalent 10!
@ 10 E = <0

For me having o Major bleeding i eQutvilent 1o
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Your Values
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For me having o Major bleeding s eQutvalent 1o
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Exltitillssraityy

For me Morfality & aquivaien! 1o:

o

0 "0 n » 40 50 w n 20 0 100

For mé having o Moderate PE h equivaiant ks

AL 20 » 40 30 L N L 0 100

10 0 30 40 50 w0 o a0 0 100

For met hoving o Major bleeding b squivalent 1o:

Calculale your Individual tisk “




What Is your baseline risk?
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My Risk

Men Women

Age 2 45

No (OB Yes
Hyperpigmentation

No (% VYes
Edema

No () VYes
Redness

No (0 Yes

D-dimer 2250 pg/L during AC

No B Yos

Obesity (BMI 230 kg/m?)

No (% Yes

Calcwiale
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My Risk

Men Wamen

Age 2 65
No (B Yes

Hyperpigmentation

No (O Yes
Edema

No 0 Yes
Rednoss

No (39 Yes

D-dimer 2250 pg/L during AC

No (@ Yes

Obesity (BMI 230 kg/m?)

No @D Yes ‘

Calcviate
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My Risk

Men Wamen

AGe 2 65
No @) Yes .

Hyperpigmentation

No (O Yes
Edema

No 0 Yes
Rednoss

No (39 Yes

D-dimer 2250 pg/L during AC

No @) Yes .

Obesity (BMI 230 kg/m?)

No @D Yes ‘

Calcviate
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Your general DVT risk is 1 42%

It means that with indefinite duration of Antihrombotic Therapy 114 fewer (per 1000) patients like you experience DVT

General population resulfs

sel
s

44 tewer

51 fower 1o 37 lewer)

Your individuaol risk

’~

142"
=

114 tewer

(125 bewor 10 97 lower]

e b




GRADE DECISION

hiwld Indefinite duration of Antithrombotic Therapy .. defined duration{12maonths or less) Antithrombotic
Therapy bie uisd (1 patients with unprovoked DVT/PE

My reasons to have My reasons o hove
Defined duration Indefinite duration
{12months or kess) Anfithrombotic Thetapy ol Anfithrombotic Theropy
Imponance ponaoney
Outconwy ety OuAGT ratrg
Ay e of haeing Major bleeding 54 My rak of death wil be reauced
reducad by 70 par 1600 coe by 4 in 1000 coses
My rak of having PE Is reduced @’
by X0 per 1000 cases ==
My risk of having DVT o)
reduced by 114 pat 1000 cases =

Lot Impodan! cuscome:




Link to outcomes for panel and

Secute hitps://preview.uxpin.com/5h

Major Bleeding
(Bleeding with Sutatariticl Blood Los)

You lome a lot of bloed |e.g. vomit blood, béood with your stools, Biood from o wound) or you have an
intemal bleeding.

Bleoding does not slop and you have 10 receive specilic urgen! care.

)
You may require a CT scan, o flexitie tube via your mouth or anws fo investigale your bowel, and
bicod work, ond you may be adrmilted fc hospilal 10 receive biood fransfusion of surgery

You may recover completely, bul you may instead have permaneant neurological damage Il your brain
does not receive bicod tor an extended perod of fime [e.g. be unable 1o speak or undarsiand, or
wheel-chalr bound), or aven die
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Uit Indefinite duration of Antithrombotic Therapy v+ defined duration(12months or less) Antithrombotlc
Therapy | 1 patients with unprovoked DVT/PE

My reasons fo have My reasons to have
Definad duration Indefinite duration
{12months or kess) Anfithrombotic Therapy ot Anfithrombaotic Theropy
Imporiuhcs mporisnce
Outcomom sty Oracatmm ateg
My 1 ot hosing Major bleeding 4 My ik o deoth wil be reduced
reaucHd by 70 par 1000 Sorey by ¢ in 1000 coses
My risk of having PE Is reduced é}'g
by X per 1000 cases v
My tisk of having DVT N
1educed by 114 per 1000 cases O

Loos impooan! coloomes

Have the Decision Alg balance Ihe benelils and downsides lor you and get
@ recommendation. Yoo can use this recommendation 1o moke o decsion.

$eo rocamendation




Summary \GRADEpro‘GDT\

1. GRADEpro — official tool of GRADE working
group — linkage to GIN-Guideline checklist

Grading evidence and recommendations
Remote, web/browser-based interaction
Panel input, voting and consensus
Highly flexible and not prescriptive

o Ok W N

Interactive Summary of Findings Tables

(1ISoF)
: . _ _ #GRADEplanet
Interactive Decision Aids (IDA) &/

8. Adaptation, etc. aradenlanet org
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