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This presentation swe-.....

 Review work on GRADE decision criteria
« GRADE Evidence to decision
frameworks
— Users
— Use
— Utility
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Recommendation } \“ } =)

Grade recommendations

(Evidence to Recommendation)

« For or against (direction) T

« Strong or conditional/weak (strength)

Grade overall
quality of evidence
across outcomes based on
lowest quality
of critical outcomes

Guideline
e Formulate Recommendations (VT | @...)
=~ “The panel recommends that ....should...”
“The panel suggests that ....should...”
“The panel suggests to not ...”

“The panel recommends to not...”
Transparency, clear, actionable
Research?

By considering balance of consequences
(evidence to recommendations):

0O Quality of evidence p— -
Balance benefits/harms =" -
Values and preferences . - B
Feasibility, equity and acceptability bem—
Resource use (if applicable)
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Balancing desirable and
undesirable consequences

Outcomes x Outcomes X
importance Importance

weak

(values) xS | (values) x SSS

For Against

Strong




World Health Organization
guidelines

WHO Rapid Advice Guidelines for pharmacological
management of sporadic human infection with avian
influenza A (H5N1) virus

Holger ] Schinemann, Suzanne R Hill, Meetali Kakad, Richard Bellamy, Timothy M Uyeki, Frederick G Hayden, Yazdan Yazdanpanah, John Beigel,
Tawee Chotpitayasunondh, Chris Del Mar, Jeremy Farrar, Tran Tinh Hien, Biilent Ozbay, Norio Sugaya, Keiji Fukuda, Nikki Shindo,

Lauren Stockman, Gunn E Vist, Alice Croisier, Azim Nagjdaliyev, Cathy Roth, Gail Thomson, Howard Zucker, Andrew D Oxman, for the WHO Rapid
Advice Guideline Panel on Avian Influenza

Recent spread of avian influenza A (H5N1) virus to poultry and wild birds has increased the threat of human infections  Lancetinfect Dis 2007;7: 21-31

Contents lists available at SciVerse ScienceDirect

CYNECOLOGY
OBSTETRIC

International Journal of Gynecology and Obstetrics

AN, Y4

www.fié;.ovg journal homepage: www.elsevier.com/locate/ijgo

SPECIAL COMMUNICATION

World Health Organization Guidelines: Use of cryotherapy for cervical
intraepithelial neoplasia

Nancy Santesso 2, Holger Schiinemann **, Paul Blumenthal ®, Hugo De Vuyst , Julia Gage ¢,
Francisco Garcia €, Jose Jeronimo f, Ricky Lu &, Silvana Luciani ", Swee C. Quek /,

Tahany Awad 2, Nathalie Broutet J; for the World health Organization Steering Committee for the
Recommendations on the Use of Cryotherapy for Cervical Cancer Prevention

* McMaster University Health Sciences Centre, Hamilton, Canada

Y Stanford University School of Medidine, Stanford, USA

© International Agency for Research on Cancer (IARC), Lyon, France
9 National Cancer Institute, Washington, USA
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! KK Women's and Children's Hospital, Singapore
J World Health Organization, Geneva, Switzerland

Inspiring Innovation and Discovery



Factors that can weaken the strength
of a recommendation. Example:
treatment of HSN1 patients with
oseltamivir

Decision

Explanation

Lower quality evidence

Yes
O No

The quality of
evidence 1s very
low.

Uncertainty about the balance of
benefits versus harms and burdens

Yes
L] No

The benefits are
uncertain
because several
important or
critical outcomes
WEere not
measured.

Uncertainty or differences in values

[ ]Yes
No

All patients and
care providers
would accept
treatment for
HSN1 disease.

Marginal net benefits or downsides

(] Yes
No

The potential
benefit 1s very
large despite
potenfially small
relative risk
reductions.

Uncertainty about whether the net
benefits are worth the costs

(] Yes
No

For treatment of
sporadic patients
the price is not
too high.

Frequent “yes” answers will increase the likelihood of a weak recommendation.

—— doi:10.1371/journal. pmed.00401 19.9003

=9

Figure 3. Decisions about the Strength of a Recommendation
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GRADE factors determining the direction and
strength of a recommendation

Factors

Impact on the strength of arecommendation

Balance between
desirable and
undesirable effects

Larger the difference between the desirable and
undesirable effects, more likely a strong
recommendation warranted. Narrower the
gradient, more likely weak recommendation
warranted

Certainty (quality) of
the evidence

Higher the quality of evidence, more likely a strong
recommendation warranted

Relative importance of
the outcomes
(“values and
preferences”)

More variability in values and preferences, or more
uncertainty in values and preferences, more likely
weak recommendation warranted

Costs (“resource use”)

Higher the costs of an intervention — that is, the more
resources consumed — less likely a strong
recommendation warranted
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EtD frameworks

CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

 Criteria on which a recommendation iIs
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




GRADE Evidence to Decision
(EtD) framework

Can help guideline panels (and decision makers)
move from evidence to a recommendation or
decision by

Informing judgements about the pros and cons of
each option (intervention)

Considering each important factor that determine
a decision (criteria)

Providing a concise summary of the best available
research evidence to inform judgements

Helping to structure discussion and identify
reasons for disagreements

Making the basis for decisions transparent and
adaptable for target audiences



Development of EtD frameworks

An Iterative process:

« GRADE Working Group’s approach

* Review of relevant literature and surveys
* Brain storming

* Feedback from stakeholders

« Application to examples

» User testing




. . - . 2y WHO Recommendations — OPTIMIZE
GRADE|WDECIDE |nteractive Evidence to Decision Framework ;

Criteria

Is the problem a priority?

How substantial are the desirable anticipated effects?
How substantial are the undesirable anticipated effects?
What is the overall certainty of the evidence of effects?

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

Does the balance between desirable and undesirable effects
favour the option or the comparison?

How large are the resource requirements (costs)?

What is the certainty of the evidence of resource requirements
(costs)?

9. Does the cost-effectiveness of the intervention favour the option
or the comparison?

10. What would be the impact on health equity?
11. Is the option acceptable to key stakeholders?
12. Is the option feasible to implement?

abhowbdPE
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" Optimizing health worker roles for maternal and newbarn health



Question/Problem

* Benefits and harms

* Quality of evidence =7
« Values

« Resources

« Equity

* Acceptability

» Feasibility

« Recommendation

© DECIDE

Should ACP recommend dietary interventions for

g kidney stones recurrence?

characieristics)

Setting: oupatients
Parspective: individual patient

Population: Adults with a history of one or more pas! kidney stones episodas
Intervention: dietary nterventions (indiidual or musticompanst, Incuing empiric: detary Interventans or diets talored to pati 5

Comparison: placebo, usual cate, no treatment or any oiher aciive treatment

is 35% to 50%

Background: Lifetime incidence of kidney stones i 13% for men and T% for wormen. Afer a symplomatc stone event, Ihe

‘Annual direct costs in the United States may exceed $4.5

year
tilln. Optimum management to pravent recurrent kidney slones is uncertin.

of specific treatment is 35 1o 50 percent. Direct medical expanditures associated with
Kidney stones may excesd $4.5 billon annually i the United States.

DOMAIN JUDGEMENTS RESEARCH EVIDENCE L e e
o oo o
T i 13% formenand T for | overal, ut consistenty indicae fisng ncidsncs in women
Mo Probably Uncenain  Probably  Yes | Varis women. stones may be 2 falling male-{o-f le el
Isthe blem a priority? N Yos Inchude abdeminal and flank pain, nausea and vomiling, \ Risk of kidney o medical
prot P oo o o o infection, and procadure-relaled morbidity, The 5-year recurrence rafe in the absence | conditions such as. primary hyperparathyrcidism, obesily,

dlabetis, gout, and inestinal malabsorption, and dus 1o
anatomic abnormaliies such 5 medullary sponge kidney
and horseshoe Kidhey.

Is there certainty in the
relative importance or
2 values of the main

outcomes of interest?

Agrse Somewtat Uncensin  Smewhat  Disagree
agres e

o B o o o

The pehatime LUKOPTAVYE Op WAKVED O THE JaLY OV
THOPED 0§ LVTEPETT

Outcome Relative Certainty of the
importanc evidence
e

Symptomatic Critical
recurrence
Composite Critical No research evidence
recurrence was identified but

assumptions seem
Radiographic Important clear
recurrence

Withdrawals Important

Values and preferences are considered from patients
perspeciive

Mo formel assessment of pafienf's values and prefarences.
and no evidence found. However, considering the outcomes
listed, their relative importance appears clear.

What is the balance
of the benefits and
harms/burden?

Benefits cutweigh harms/ourden*
O Benefits sl i

Crifcalandimportsnt  Lsge  Smal  Nosfecr  Smal  Modeer
Cuteomes: anell banefl homs

O Benefits and hams/buren are balanced
O Hamns/ burden slightty outweigh benefits
D) Hamns! burden outweigh bensits

bodsn burdan

1. Sympiomatic o ® o o o
fecurrence’
2. Compasite:

: effect @ O 0O 0O O
interventions?
2. Composite

o o [a] o

effsctive nterventions:
4. Rasiographic a o o o
fecurrence’
4. Wiherawais® o o @ 0O =]

* For nterventions that showed statisically sinificant
effects. For ofhir interventions, the balance & loss disar

* Reduced soft-drink intake vs. no traatment showed a RR
083 (85% CI 0.71: 098

conlrol (R 0.45, 95% C10.24; 0.34), low pretein and
sodim, and normel calcium v, low caloum diet (RR 0.52,
95% C10.28; 0.95), tailored diet vs. uniform diet (RR 0.32,
95% C10.14; 0,74}, and instruction on fluid and calcium
intake vs. low animal protein high fiber nlake

*Non- effactive mterventions wera decreased animal protein
s control (R 1, 35% CI 0.52; 1.81), and increased fier
intake vs control (RR 1.13, 85% CI 0.65; 2.12)

Mo effect when comparing increased fid intake vs control
(RR0.15, 95% C10.02; 1.07)

» Low incidence (<10%) when camparint incressed flid
intake vs. no ireatment, There was poor reparling for ofher
comparisons

su
Alltrias recrulted patients with calcium sicnes, Exidence
does nat support caiming subgroup efects according to

i juria, hyperaxaluri, or hypaciatura.

i of
o baseline urine magnesium, phosphale, potassium, pH,
calcium-ualat suparsauration, calcium-phosghate
supersaluralion, or uic ackd supersaturation is not avalable.

Is there similarity about
how much people value the
critical and important
outcomes?

Simiar Probably Uncertain  Probably Mot sislar
mitee o i

(m | o o o

There s no ressarch evidenc informing ebaut the relative impartance and similery
for the main outcomes,

The quideine panel befeves, based on exgerience with
afiected patiens, the valus af the main autcomes with
respect to gach other seem 1o be clear with ittle variability.

Are the resources

{ varies

A cost ofecs iysis showed that the cast securent kidney

Tie cast vanied across different setfings. While cost in the
USA where USD 234, lower cost was obsarved in ather

required smallz mey | ° poo U e siones using dieary mtervenions i approximalely USD 234 in USA (Ins includes an | S54ings: Gsrmany USD 32 Canads USD 54, and Turkey
sk for mdvidual patient initial medical evaliation and follow-up with urine lest twice! year){Lotan, Urol Res USD 86, UK USD 179 and Sweden (USD 156). These
PR bt oo oo o! 0 asnm ' diferences resul from cost or medical evalugton and
u | perspective) traatment using differant dists. A propsr systmalic review
of thess cost s nol availabie.
o | lIs the incremental ‘The costs of ureterescopy and stone fragmentation is USD
| cost (or resource o pobably  Uncemam prosaby Yes | Varies 4185 inthe USA (Lotan, Ural Res 2005, 33: 233). Thus, the
use) small relative " e 08t of revention appears much ower fan that of
8 1o recurrence. S
to the benefits? oo o® o: o iterventons seem to have a large efiec, he costs would

What happens to
health inequities?

Increas Probabl Uncertai Probabl Reduce Varie
ed s

No evidence was identfied addressing Ihis derain

It s likedy that this intervention has no impact on inequities.
but there is uncertzinty.

-1 Is the option acceptable
"} tokey stakeholders?

n
increase reduced
d
o o u}
No Probably Uncertai Probabl Yes
n ¥
Mo Yes
o a [m} a

Dietary interventions are norinvasive and easy to administer. Some of the reatments
than others;
howswer, al of them have high accaptabilty. Sustainability o the intervention {
adherance) is uncerain,

Is the option feasible to

N Probally  Unsisn  Protably  Yes
e

No evidence was idenbified addressing this domain,

‘Some of the effective opbans are more feasible o
iplement than the others (for example, mcrease

= . intake saems o bs more feasibla to mplement than talored
= implement? o o = u] diet); however, all of them are- lsash::n
Recommendation
hould ACP racommend. Tnfarvent preventing Kidney stones recurrence
Overall balance of consequences Undesirabi Undesrabla consequences  The balanca between  The balance of desiable  Desirable dleart
consequences clearly  probably outweigh desiratie desirable and and undesirable probably outweigh outweigh undesirable
outweigh desirable consequences undesirable: conseguences indicates  undesiable consequences consequences
consequences consequences they are very similar*
is 1o uncertain*
o =] o =] 8 o
We recommend against W suggest not fo use the No recommendation We suggest using the option We recommend the option
the option or for the optian ar to use the
altemative alternative
— s - -
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Evidence is essential to inform
decisions,
but requires judgments
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WDECIDE [nteractive Evidence to Decision Framework

Judgements

Desirable effects (benefits)

Are the anticipated desirahle effects of the option large?

|| SHOWALL

JUDGEMENTS

|##/ JUDGEMENTS

No

Undesirable effects

|LJ RESEARCH EVIDENCE

|LJ ADDITIONAL CONSIDERATIONS

Probably no

Are the anticipated undesirable effects of the option small?

O SHOWALL

JUDGEMENTS

|+ JUDGEMENTS

No

|J RESEARCH EVIDENCE

Certainty of evidence (confidence in effect estimates)

What is the certainty of the anticipated effects?

O sHowALL

JUDGEMENTS

|##/ JUDGEMENTS

Very low

|J RESEARCH EVIDENCE

low

|J ADDITIONAL CONSIDERATIONS

Probably no

|_J ADDITIONAL CONSIDERATIONS

[ [DETAILED JUDGEMENTS

Uncertain

[ [DETAILED JUDGEMENTS]

Uncertain

[0 [DETAILED JUDGEMENTS]

Moderate

High

Probably yes

Probably yes

No direct evidence

Yes

Yes

Varies

Varies
Varies
empty ster
r OEm
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The use of
bedaquiline in

the treatment of
multidrug-resistant
tuberculosis

Interim policy guidance

{@} World Health
Organization

The use of
delamanid in

the treatment of
multidrug-resistant
tuberculosis

Interim policy guidance

sy, World Health

Y Organization

McMaster
University §&8



GRADE|MDECIDE |ntergctive Evidence to Decision Framework

For groups making
recommendations

* Question
— Details
— Subgroups
— Background
« Assessment
— Criteria
— Judgements
— Research evidence
— Additional considerations
 Conclusions
— Type of recommendation
— Recommendation
— Justification
— Implementation considerations
— Monitoring and evaluation
— Research considerations McMaster

University =&
.................................................................... .
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m GRADE| ' DECIDE

{nferactive Recommendafion fo Decision Framework

For groups using
recommendations

* The question and background Iin their
context

« An assessment In their context
 Decision
o Justification

* Implementation considerations
* Monitoring and evaluation




Different frameworks for different
types of recommendations and

decisions
Clinical recommendations from a population
perspective

Clinical recommendations from an individual
patient perspective

Coverage decisions

Health system and public health
recommendations

Recommendations and coverage decisions
for diagnostic and other tests




Use of the EtD in real guidelines

+ user testing

« 22 gquidelines (225 recommendations) In
collaboration with the MoH In Saudi Arabia

* Live use of EtDs during guideline process
« Capacity building in guideline development




Guideline ‘Ad-o-lopment’

Ad-o-lopment = Adaptation + Adoption + Development
1. Prioritizing questions

2. ldentifying and updating existing evidence syntheses,
iIncluding systematic reviews, HTAs, and evidence
reports on effects of interventions

3. Systematic reviews for “other information” required for
EtD

4. Developing recommendations in a structured and
transparent way for a specific healthcare setting using
EtDs In group meetings

Not simply adopting recommendations from previous
guidelines.




The gquestion

Key questions

% Lry o1 Heall
treatment be used for patients with ISty OF Hen !
acute DVT of the leg? L

- Y
discharge be used for patients with /_%

acute PE? _The Saudi Center for
Evidence Based Health Care

Should home treatment wvs. hospital

3. Should heparin vs no heparin be used
in outpatients with cancer who have
no other therapeutic or prophylactic
indication for anticoagulation?

4. Should oral anticoagulation vs no oral .
anticosgulation be used in outpa- Venous Thromboembolism
tients with cancer who have no ather
therapeutic or prophylactic indication
for anticoagulation?

5. Should parenteral anticoagulation vs Cliﬂical Practi(:e GUidElinE on
no anticoagulation be used in patients
with cancer and central venous cathe- thE TI‘E atment Df VEHDLIS
ters? .

6. Should oral anticoagulation vs no an- Th rom bDE‘m bﬂl ISmM

ticoagulation be used in patients with
cancer and central venous catheters?

April 2014
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Evidence proflles or Summary of

(.
I Home treatment compared to hospital treatment for patients with DVT I
)

Settings:
Intervention: home treatment™

Comparison: hospital treatment

me versus inpatient treatment for DVT. Cochrane da Reviews 2007 Issue 3. Algahtani 2013
ustrative comparative risks* (95% Cl)
surmed risk Comesponding risk
spital treatment Home treatment
Mortality per 1000 33 per 1000 . 1708
21 to 53) (D45 to 1.15) (6 studies)
Recurrent VTE per 1000 49 per 1000 RR 0.65 1768 REED
(@331 71) (0.44 to 0.04) (7 studies) moderate®
Major bleeding per 1000 14 per 1000 RR 0.6T7 1708 9?
{7 o 28) (D.33 to 1.36) (6 studies) Icrw‘s‘
Guality of life - - )
g 3 EIJ..II:HES?:I |D-'I||I' §?

Post thrombotic syndrome - not reported

.g- the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 85% confidence interval) is based on the assumed risk
in the comparson group and the relative effect of the intervention (and its 85% CI).

Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to hawve an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

" RCTs included recruited patients "whose home circumstances were adequate”
* RCTs included patients with leg DVT. They excluded those with PE and pregnant women

4 RCTs had partial hospital treatment for some participants in the home group: Levine 1998 (mean hospital stay 2.1 ws. 8.5 days in home and hospital amms respectively), Koopman 19086 (2.7 vs.
8.1 days), Boccalon 2000 (1 ws. B.6 days). and Ramacciofti 2004 (3 vs. 7 days). Chong 2005 and Daskalopoulos 2005 did not report mean duration of hospital stay.
‘ One RCT (Baccalon 2000) used LMWH in both treatment groups. Remaining studies used LMWH in the cutpatient group and UFH in the inpatient group.
% OF 7 RCTs, allocation was clearly concealed in 3 (unclear in 4), ocutcome adjudicaters were clearly blinded in the 2 largest RCTs (unclear in remaining 5), missing data was significant in one small
RCT, and analysis was ITT in 4 (unclear in remaining 3). These limitations did not wamant downgrading of quality of evidence, particulady because it had already been downgraded by at least one
level for other reasons.
® Cl indludes values suggesting benefit and values suggesting ham
" Backman 2004, using EQ 50, found no differences in mean Qol scores or in proportion of participants showing improvement in self-rated health state. Koopman 1898, using the Medical Outcome
Study Short Ferm—20 and an adapted version of the Rotterdam Symptom Checklist, found that changes over time were similar in both arms (exception: had better scores for physical activity
{P=0.002) and social functioning (P=0.001) in those receiving LMWH at the end of the initial treatment. O'Brien 18909, using SF-386 in 300 participants from Levine 18988, found no significant differ-

T, et
niversity §s
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The GRADE EtD

v' EP or SoF Table
Key questions O Values

Should home treatment wvs. hospital D ReSOUI’CGS

treatment be used for patients with :
acute DVT of the leg? D Equ Ity

- L Acceptability
discharge be used for patients with A
acute PE? U Feasibility

3. Should heparin vs no heparin be used
in outpatients with cancer who have

no other therapeutic or prophylactic . . .
indication for anticoagulation? EV I d en CE'tO' De cision

4. Should oral anticoagulation vs no oral Fra mework

anticoagulation be used in outpa-
tients with cancer who have no other
therapeutic or prophylactic indication
for anticoagulation?

5. Should parenteral anticoagulation wvs
no anticoagulation be used in patients
with cancer and central venous cathe-
ters?

6. Should oral anticoagulation vs no an-
ticoagulation be used in patients with
cancer and central venous catheters?

g McMaster
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GRADE Evidence to Decision
Frameworks (www.gradepro.org)

Copy Breast Cancer Screening [CTFPHS] O; L)) A

w Should Screening vs. Control be used for identifying breast cancer in patients? B e
I TASKS
CRITERIA @ JUDGEMENTS @ RESEARCH EVIDENCE @ ADDITIONAL CONSIDERATIONS @
182 TEAM
@ No
(® Scope Probably no
| Uncertai
g DOCUMENT SECTIONS & e neertain
g Is there a problem priority? Probably yes
- COMPARISONS 3 Yes
Varies
HIN | @ No included studies The relative importance or values of the main outcomes of interest:
Very low Dicome Relative importance @ Certainty of the evidence ()
i (GRADE)
What. is tf}e overall certainty Modarata Breast Cancer Mortality for Screening Intervals 2 CRITICAL ®@®00
of this evidence? i 24 Months for ALl Ages LOW
9
Breast Cancer Mortality for Screening Intervals > CRITICAL @00
24 Months for Ages 70-74 Low
@ Important uncertainty g;e;s;riir;cgrh:ﬁn:l'g forScreeningntenaLs s CRITICAL @§G®H@
EVIDENCE TABLE or variability 2
| Possibly important Breast Cancer Mortality for Screening Intervals = CRITICAL ®®00
RECOMMENDATIONS uncertainty or 24 Months for Ages 39-49 LowW
N variability
C} DOCUMENT REVIEW Probably no important | Breast Cancer Mortality for Screening Intervals > CRITICAL @E®0
uncertainty of 24 Months for Ages 50-69 MODERATE
Is there important uncertainty variability
about how much people value Noimportant Breast Cancer Mortality for Screening Intervals < CRITICAL DE®
the main outcomes? uncertainty of 24 Months for Ages 50-69 HIGH
variability
. Breast Cancer Mortality for Screening Intervals < CRITICAL [CICICIC)
No known undesirable | | ;4 months for Ages 39-49 HIGH

Summary of findings: Control

iff % Relati
Outcome Without Screening = With Screening Differerce (22 () [iRelative effecti)

w

z cly (RR) (95% ClI)
=

S @ No Breast Cancer Mortality for 2010 fewer RR 0.7715
w : 3 per 1000  per 1000(from

T Screening Intervals > 24 Months 4 per 1000 (0.5765 to
= Probably no (3to5) 1886 fewer to

I for ALl Ages 1.0326)
o lincertain 145 more)
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Appendix 1: Evidence to Decision Frameworks

Guideline Question 1: Should fibrinolysis vs. delayed percutaneous coronary intervention (PPCI) be used for treatment of STEMI in
patients who present within 12 hours of symptom onset to hospitals not capable of PPCl services?

Problem: STEMI Background and Objective: Timely PPCl is superior to fibrinolysis with lower rates of mortality, re-infarction and
Option: fibrinolysis stroke. The advantage of PPCI over fibrinolysis is diminished with increasing PPCl-related time delay. This question
Comparison: delayed PPCI reviews the impact of delays to treatment on outcomes of PPCI and fibrinolysis.

Setting: hospitals not capable of PPCI services
Perspective: KSA MoH

Criteria Judgements Research evidence Additional considerations
The Saudi population has been reported to show a high burden of The panel noted that currently in the
O No cardiovascular risk factors and early manifestation in a younger cohort KSA, EMS services are poorly
in comparison, for example, to European populations — e.g. mean age developed and that most patients
O Probably no 58 years (SD +/- 12.9) in SPACE registry study (Khan 2014, AlHabib et | transport themselves to the
al 2011). hospital emergency department.
O Uncertain

Is there a problem

Problem The SPACE registry study of 5055 acute coronary syndrome patients

priority? O Probably yes admitted to 17 hospitals in Saudi Arabia between December 2005 and
® ves December 2007 reported that 41.5% had STEMI (AlHabib et al 2011).
Additionally, the GULF RACE-2 registry study conducted in 65 hospitals
O varies from 6 Arabian Gulf countries (including Saudi Arabia) between October
2008 and June 2009 reported that of 7930 patient enrolled 45.6% had
STEMI, and 1-year mortality in STEMI patients was 11.5% (AlHabib et al
2012).
o . The relative importance or values of the main outcomes of No evidence specific to KSA identified
No included interest: in literature search for patients’ values
Benefits & What is the overall studies - ) - and preferences.
harms of certainty of this Outcome . Relative Certainty of the evidence
the options | evidence? ® Very low importance (GRADE) . . .
Panel members, including patient
O Low representative noted that there is no

‘;\[g‘f\ul;lslcﬂ;l;
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@ Probably 164 more)
yes
O Yes 12 fewer per
: Re-infarction at | .o 000 31 per 1000 1000 (from E]RO"S-E
O Varies 30 days per (2 to 474) 41 fewer to '
10.91)
431 more)
© No 19 more per
Unplanned RR 1.44
O Probably revascularization | 43 per 1000 63 tpe;:goo ;gofo (fro'tﬂ (0.14 to
Are the no at 30 days (6 to 649) ewer ©© 114.92)
desirable ) 605 more)
effects large O Uncertain
relative to
undesirable ® Probably 135 fewer
effects? yes Class III or IV 240 per 1000 per 1000 RR 0.64
Heart Failure at 2 | 375 per 1000 (135 to 431) (from 56 (0.36 to
O Yes weeks more to 240 | 1.15)
O Varies fewer)
MNo evidence identified specific to KSA and no economic evaluations identified comparing | Panel judged
O No early revascularization with medical stabilization in patients with cardiogenic shock due resources required
° to STEMI. as probably not
Probably small considering all
no - i
Are the Panel members considered costs and resource use when comparing early gzﬁi’sépgéunilggsts
resources O Uncertain revascularization vs. medical stabilization in patients. . .
required (e.g. with medical
cobiaton st
yes stay in
Resource ICU and r|Sk Of
use O Yes heart failure in the
) future was
O Varies considered)
Mo evidence identified specific to KSA - Panel members considered whether the Although the
Is the O No incremental costs (early revascularization vs. medical stabilization) are small relative to resources required
incremental o bl benefits. are not small, there
cost small Probably is a net benefit.
relative to the [no
its?
net benefits? O Uncertain
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Recommendation
Should high volume centres vs. low volume centres be used for PPCI services?

Balance of
consequences

Undesirable consequences
clearly outweigh desirable
consequences in most

Undesirable consequences
probably outweigh desirable
consequences in most

The balance between
desirable and undesirable

consequences is closely

Desirable consequences
probably outweigh
undesirable consequences in

Desirable consequences
clearly outweigh undesirable
consequences in most

settings settings balanced or uncertain most settings settings
O O O ] O
Type of recommendation We recommendosggi:st offering this We suggesggggﬁffering this We sugg%s;ti(::;ering this We recomrg?jrt\i(il)r?ffering this
O O ® O

Recommendation

The panel suggests prioritizing the management of patients with STEMI to high volume centres. (conditional recommendation; very low
guality evidence)

Remark:

The implementation of this recommendation should not restrict care for patients who require PPCl in settings where only low-volume
centres are available.

Justification

The panel did not set any restriction on centre size, which would further reduce access. The recommendation is to prioritize expansion of
existing PCl services to increase volume.

Subgroup considerations

None

Implementation
considerations

Priority should be made to increase the capacity of existing low-volume centres.

Monitoring and evaluation

None

Research possibilities

Assess outcomes for patients receiving PPCI at low-volume centres vs. thrombolytics.




The Final Product

Key questions

Should home treatment wvs. hospital

treatment be used for patients with
acute DVT of the leg?

discharge be used for patients with
acute PE?

3. Should heparin vs no heparin be used
in outpatients with cancer who have
no other therapeutic or prophylactic
indication for anticoagulation?

4. Should oral anticoagulation vs no oral
anticoagulation be used in outpa-
tients with cancer who have no ather
therapeutic or prophylactic indication
for anticoagulation?

5. Should parenteral anticoagulation wvs
no anticoagulation be used in patients
with cancer and central venous cathe-
ters?

6. Should oral anticoagulation vs no an-
ticoagulation be used in patients with
cancer and central venous catheters?

Recommendation 1:

For patients with simple acute DNT of the

treatment over hospital treatment (condi-
tional recommendation; moderate quality
\e'.riden::e]

Remarks:

* Ensure that patients have support
from family, access to a phone, ac-
cess to a physician, and the ability
to get to a hospital in a reasonable
time if needed

* Consider patient level of education,
knowledge about the disease, and
likelihood of compliance

s Consider hospital treatment for pa-
tients with sewvere acute DVT of the
leg and patients who are apprehen-
sive

* This recommendation applies to an-
ticoagulation  treatment  with
LMWH but not NOACs

m- 2 NN NN NN
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Breast cancer screening

CMAJ (GUIDELINES

Recommendations on screening for breast cancer
in average-risk women aged 40-74 years

The Canadian Task Force on Preventive Health Care

See related commentary by Getzsche on page 1957 and at www.cmaj.ca/lookup/doi/10.1503/cmaj. 111721

Women aged 40-49 years

For women 4049 vears of age, we recommend not

routinely screening for breast cancer with mam-

mography. (Weak recommendation; moderate-

quality evidence.) McMaster

...................................................................................................... niversiy g
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Recommendations

Recommendation 1:

The Saudi Expert Panel suggests screening
with mammography in women aged 4049
years every 1 to 2 years. (Conditional rec-
ommendation; low-quality evidence)
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Remarks:

Based on local cancer registry data, the inci-
dence of breast cancer in the KSA seems to be
higher than in the other countries in which
studies were conducted. This fact may indi-
cate that higher benefit on breast cancer mor-
tality justifies a recommendation in favor of
implementing breast cancer screening using
mammography in this age group. Since the
guideline panel determined that there is a
close balance between desirable and undesir-
able consequences, they also suggest imple-
menting shared-decision making strategies as
a way to incorporate actively patients’ per-
spective into the decision.
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Reason

* Different baseline risk in Saudi Arabia

‘;\[g‘f\ul;lslcﬂ;l;
university %:’Eﬁ




Hemodialysis

' Canadian Society of Nephrology/

Société Canadienne De Néphrologie
CSN/SCN

Box 2 - Recommendation:

For adult patients (>18 years of age) with an eGFR <15 ml/min/1.73m’, we recommend an
‘intent-to-defer’ over an ‘intent-to-start early’ approach for the initiation of chronic
dialysis. (Strong recommendation; moderate quality evidence @@®0)

Underlying Values and Preferences

This recommendation places a high value on quality of life, by avoiding the burden associated
with earlier initiation of dialysis without clinical indications, while concurrently avoiding
complications of uremia. This recommendation also places a high value on resource use, which
increases with earlier initiation of dialysis. This recommendation places a low value on surrogate
markers including serum albumin, body nitrogen and eGFR levels in the absence of symptoms,,,




Message

« Complete practice change of authorities In
the field

 Also true for other guidelines
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intervention for myocardial
infarction

National Clinical Guideline Centre

I.5 Culprit versus complete revascularisation

I.5.1 Culprit-only PPCI versus immediate multivessel PCI

Figure 180: RCTs: all-cause mortality (< 30 days)
Culprit only PPCI  Multivessel PCI Risk Ratio Risk Ratio

Stucly or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
HELP-AMI| 2004 0 17 1 52 252% 098 [0.04,6 23.03) .
Politi 2010 7 64 2 65 748%  271[058,1260) ——
Taotal (95% Cl) 101 M7 100.0% 2,27 [0.58, 8.85) - e
Total everts 7 3
v - . = = 3. k ¥ + {
Heterogeneity: Chi* = 032, df =1 (P =057 I*=0% 001 0.1 ; 10 100

Test for overall effect Z=118(P = 0.24) Favours culprit only PPCl  Favours multivessel PC



Multivessel PCl  Culprit only PCI Risk Ratio Rizk Ratio
Study or Subgroup Events Tolal Events  Tolal Veight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Col_PRIT 2015 2 1a0 ] 146 17.7% 0.32 [0.07,1.48] ®
DiMario 2004 1 52 0 17 2% 1.02[004, 22.91]
Politi 2010 5 G5 13 B4 231% 060 [0.24,1.48] —
Wald 2013 12 234 16 231 AT 0% 0.74 [1.36,1.43] ——
Total {95% CI) 501 478 100.0%  0.63 [0.37,1.05] -
Total evants M 15
Heterogeneity: Chiz= 087, df= 3 (P = 0.813; F= 0% !D o D!1 1’!] 1|J|:|I
Testforoverall effect Z=1.76 (P = 0.03) Favours multivessel PCl Favours culprit enly PC
Mortality-long term
Multi vessel PC1 Culprit only PCI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total VWeight M-H, Fixed, 95% Cl M-H, Fixed, 35% Cl
CALFRIT 2015 2 1450 4 146 12.7% 0.49 [0.09, 262 =
Didario 2004 1 a2 1 17 47% 0.33[0.02, 455
Faliti 2010 2 ki 7 g 1831% 0.37 [0.08,1.72 =
Wald 2013 7 234 20 131 B33% 0350015, 080 —l—
Tatal (95% CI} a0 478 100.0%  0.37 [0.19,0.71] e
Total events 12 a2
Heterogeneity: Chi®= 013, df= 3 (F = 0.9 F= 0% i:|[|1 DI'I 1=|:| 1|]|:|=
Testioroverall efect 7= 243 (F = 0.003) Favours multivessel PCI Favours culorit only PCI
Reinfarction
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Two small trials vs four trials
~200 vs 1000 patients

Evidence Profile: Multi-vessel PPCl compared to culprit only PPCI in patients with STEMI and multi-vessel coronary artery disease
undergoing PPCI

Author(s): Veena Manja & Wojtek Wiercioch
Date: 2014-12-15

‘ Quality assessment Ne of patients Effect
| | o | ' ' s ’ ] Quality | Importance
Ne of . Risk of . . L. Other multi-vessel | culprit only Relative Absolute
Slnan | f Sy e S ncrns ey (Indechne Enprecsion| SRS L PPCI PPCI (85% Cl) (95% Cl)
Mortality - long term
4 randomised serious 1 | not serious not serious | serious 2 none 21/501 (4.2%) | 35/478 (7.3%) | RR0.63 | 27 fewer per 1000 (from4 | @@ | CRITICAL
trials (037 to more to 46 fewer) LOW
1.05)
Reinfarction
4 randomised serious 1 | not serious not serious | not serious | none 12/501 (2.4%) | 32/478 (6.7%) | RR0.37 42 fewer per 1000 (from @PE) | CRITICAL
trials (01910 19 fewer to 54 fewer) MODERATE
0.71)
Revasculanzafion
4 randomised senous 1 | not senous not serious | not serious | none 38/501 (7.6%) 92/478 RR0.37 | 121 fewer per 1000 (from | @@@) | CRITICAL
trials (19.2%) 026 to 90 fewer to 142 fewer) | MODERATE
0.53)
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Message

« Saudi Arabian panel more certain in
decision/recommendation

e Reason:

— NEW EVIDENCE IDENTIFIED during our
effort




Summary

Advantages Challenges

» Builds in part on existing ¢« SRs required as starting point

evidence syntheses Challenging if existing SR

» Transparent restricted inclusion to RCTs or

consideration of factors highly selected outcomes
beyond QoE (EtDs) with

focus on local/regional
setting « Panels need to commit to

> Builds capacity follow rigorous methodological
approach and stick to timelines

 Reviews of “other information”
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8 06 @0 Press Announcements > | X | '/_, Home - PubMed - NCBI x | http://www.bmj.com.libac x

&= (& www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm333695.htm Q 3
it Apps * Mc-Pubmed n Pulse n ... MEGASHARE.INF( Watch Skyfall online Bike Rentals - Cyclc E-., Update on Polar/Lo \77 ACP | MKSAP 15 || Bookmarks Toolbar [ | fernsehen | | radio | |Greta [ | HQLO »

AtoZIndex | Follow FDA | FDA Voice Blog

[E:5YA\ U:S. Food and Drug Administration D

On Dec. 28, 2012, the U.S. Food and Drug
Administration approved [bedaquiline] as part

of combination therapy to treat adults with
multi-drug resistant pulmonary tuberculosis
(TB) when other alternatives are not available.

the world and 10, 528 people in the Umted States became sick W|th TB in 2011

Multi-drug resistant TB occurs when M. tuberculosis becomes resistant to isonazid and rifampin, two powerful drugs most commonly used to treat TB. Sirturo is the first drug
approved to treat multi-drug resistant TB and should be used in combination with other drugs used to treat TB. Sirturo works by inhibiting an enzyme needed by M. tuberculosis
to replicate and spread throughout the body.

“Multi-drug resistant tuberculosis poses a serious health threat throughout the world, and Sirturo provides much-needed treatment for patients who have don’t have other
therapeutic options available,” said Edward Cox, M.D., M.P.H, director of the Office of Antimicrobial Products in the FDA’s Center for Drug Evaluation and Research. “However,
because the drug also carries some significant risks, doctors should make sure they use it appropriately and only in patients who don’t have other treatment options.”

uonoe ul ape.a

Sirturo is being approved under the FDA’s accelerated approval program, which allows the agency to approve a drug to treat a serious disease based on clinical data showing
that the drug has an effect on a surrogate endpomt that is reasonably I|ke|y to predlct a clinical benef t to patients. This program provides patients earlier access to promising new
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[bedaquline] is being approved under the FDA’s
accelerated approval program, which allows the
agency to approve a drug to treat a serious disease
based on clinical data showing that the drug has an
effect on a surrogate endpoint ...

9 patients who received [bedaquiline] died
compared with 2 patients who received placebo. ....

McMaster
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World Health Organization

» provides TB diagnhosis and treatment
guidelines

* new TB pharmaceuticals developed, In
particular for drug resistant TB

* demand from country programs, funders,
patients, advocates, clinicians, public
health officers

* new policy guideline for bedaquiline
— Independent of other decisions
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WHO

(@) WHO | Tuberculosis x ' ghe https://extranet.wh X / Z®*Fact Sheet: Why Bec' X Screening - Prograr X ;3 Effect of lower sodii % v Effect of lower sodic % ' A\ Welcome to Novote! X New Tab X
€« > C www.msfaccess.org/content/fact-sheet-why-bedaquiline-tmc207-should-be-prioritised-drug-resistant-tb-patients-south Qs =
Apps % Mc-Pubmed 4\ Pulse Bike Rentals - Cycl E-m Update on Polar/Lo ACP | MKSAP 15 || Bookmarks Toolbar | | fernsehen | |radio | Greta | | HQLO |  mix |  SPM624 | _ WHO »
Contact | Mediaroom | MSF.org ~ |
ACCESS
> CAMPAIGN
FRONTIERSS About us ~ Our work ~ Get involved ~ Resources ~
Resour
e Fact Sheet: Why Bedagquiline (TMC207) should be = 4 3 Tweet m
Reports prioritised for drug-resistant TB patients in South Africa
Briefings Fact Sheet: Why Bedaquiline (TMC207) should
be prioritised for drug-resistant TB patients in
Press Releases &
South Africa
In Medical Journals/
Research Articles MEDICINES
BACKGROUND ! - s
Multimedia S 7
South Africa has one of the highest burdens of drug-resistant tuberculosis (DR-TB) ALUXURY
Newsletters worldwide, with a conservative estimate of 13,000 new cases emerging each year. [1]
Treatment options for DR-TB are limited as no new drugs to treat tuberculosis (TB) have S
Statements, Speeches, come to market in the last 50 years. To date, if treatment is failing using the few drugs -~
Letters available, which are mostly very expensive, have severe side effects and long treatment
periods, patients are left with few other treatment options and most will die.
Op-eds & Articles Like us on Facebook
A new drug, bedaquiline (formerly known as TMC207) now offers hope for these § X
Events & Presentations patients. Yet despite positive outcomes in early clinical trials and recent agreement for a m MSF Access Campaign
B ' : : 5. on Facebook
fast-track regulatory review in the United States and compassionate use in several -
e sk for paects o heperetemesd S A Hlice [ 9572 peopl
Related articles P pe :
Press Release Since July 2011, MSF., TAC, th? Southern African HIV Clinicians Society and qther .
First new tuberculosis drug concerned health activists, patients and health care workers have been pushing with the
for 50 years — works on Medicines Controls Council (MCC) for bedaquiline to be made available to South African Follow us on Twitter
www.msfaccess.org/briefings jer ‘compassionate use’ utilising section 21 provisions of the Medicines
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L (& www.msfaccess.org/content/fact-sheet-why-bedaquiline-tmc207-should-be-prioritised-drug-resistant-tb-patients-south Q vy

" Apps M Mc-Pubmed A\ Pulse Bike Rentals - Cyclc e, Update on Polar/Lo- | | ACP | MKSAP 15 [ Bookmarks Toolbar || fernsehen [ | radio | .JGreta . HQLO [ .Imix [ SPM624 [ | WHO »

It is understood that there are general reservations towards compassionate use of any
new drugs by some MCC advisors, with an apparent lack of safety data for bedaquiline
cited by the MCC as the reason for refusing compassionate use (as only phase II has
been completed).

Why does MSF believe ‘compassionate use’ of bedaquiline is essential?

#& Lack of alternative treatment and high mortality justifies early access

Safety data are good even though limited by small numbers of patients in trials

I

#* Equation: potential safety risk with bedaquiline vs. certain death without is very
clear. The result of delays in approval of compassionate use: patients are dying

#Z* The WHO supports compassionate use for new drugs for DR-TB and has
encouraged countries to develop specific regulatory frameworks

#® Other countries with strong regulatory frameworks have approved compassionate
use of bedaquiline

i® There are several precedents for compassionate use in South Africa, e.g. for the
malarial drug artemether and the antiretroviral lopinavir/ritonavir.
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m About Us » Media room » Press Releases » First new = 4

tuberculosis drug for 50 years — works on drug-resistant

¥ Tweet TS

The Access Campaign

About MSF First new tuberculosis drug for 50 years —

e —— . works on drug-resistant forms of the disease

* Error Report Form Médecins Sans Frontiéres calls for rapid registration in countries with high

drug-resistant tuberculosis burden

Media room »

Jobs NEW YORK/GENEVA - 31 December 2012 - Médecins Sans Frontiéres (MSF)
welcomed the approval by the US Food and Drug Administration of bedaquiline, the first
new drug active against tuberculosis (TB) to be registered since 1963.

Related articles

"The first new drug to treat TB in 50 years is an immense milestone,” said Dr Manica
Balasegaram, Executive Director of the MSF Access Campaign. “"The fact that the drug is

Briefing active against drug-resistant forms of the disease makes it a potential game changer.”
Fact Sheet: Why

Bedaquiline (TMC207)
should be prioritised for Today's treatment for multidrug-resistant TB (MDR-TB) is a two-year course of up to 20

drug-resistant TB patients different pills per dav and around eight months of dailv injections, Patients are subjected

MEDICINES

A LUXURY

Like us on Facebook

7

MSF Access Campaign
M on Facebook

-
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OURWORK  MEDIA | ABOUT = GETINVOLVED = SUPPORTUS EMAIL SIGN UP

HEALTH AND SAFETY

» Drug, Devices, and Supplements

Letter to FDA Opposing Approval of Bedaquiline

December 21, 2012

» Physician Accountability

View as PDF.
» Consumer Product Safety

View press release. » Worker Safety

Public Citizen strongly opposes the accelerated approval of bedaquiline because patients taking the drug, » Health Care Delivery

in addition to standard TB treatment, during a phase 2 clinical trial were five times likelier to die than those » Auto and Truck Safety
who took a placebo.

» Global Access to Medicines

January 16, 2013: FDA response to our letter » Infant Formula Marketing

WorstPills.org
Your expert, independent second
opinion for prescription drug
information, harmful drugs and
supplements. Subscribe today!

MedWatch

Have you experienced an adverse
event caused by a drug or dietary
supplement? Report it to the Food

and N Adminictratinn
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Evidence profiles

Question and source of evidence (systematic review)

Population, intervention, comparator, outcomes

Out Methods and evaluation Effect estima

Certainty/quality by

outcome:

. High

: LK Moderate

2* randomized | no serious no serious Serious’ very serious® | none 7/102° 2105 RR 3.6 ° Low

trials risk of bias inconsistency (6.99%) (1.90:) (0.77 to °

14.00) Very low

Mortality up to end of study at 120 weeks (C208 Stage 2: ITT) (deaths reported) I
I randomized | no serious no serious serious™ very serious’ | none 979" /81" RR 923 (1.20 | 10 more per 100 | +0O00 Critical

trials risk of bias inconsistency (12.7%) (2.5%) to 72,95)11 (from 0 more to Very Low

53 more)

Time to conversion over 24 weeks (C208 Stage 2: mITT1) (measured with microbiological endpoints - MGIT960)
1% randomized | no serious no serious serious™ serious’ none n=66' n=66' median 42 days | ++00 Critical

trials risk of bias* inconsistency median=83 median=125 lower™ Low

days days

1 The miTT modified intention to treat population in C208 trial consisted of 66 subjects in each randomization group after excluding 13 subjects (16.5%) treated with bedaquiline and 15 subjects (18.5%) with
placebo who did not have MDR or pre-XDR-TE at baseline or for whom MGIT results were considered not evaluable.

2 Cure defined as 5 consecutive negative cultures from samples collected at least 30 days apart in the final 12 menths of treatment , OR if only 1 culture is reperted positive during that period, then a further 3

consecutive negative cultures from samples taken at least 30 days apart.

3 End of study data slide supplied by Janssen subsequent to US-FDA meeting. In this slide, mention is made of ‘treatment success, but the company further clarified that the strict WHO definition of ‘cure’ was

being used.

ol

Representativeness of the mITT population (assumptions made for [TT population).

Small sample size and resulting large confidence interval limits precision: few (= serious) or very few (= very serious) observations.
This difference is statistically significant (Fisher p=0.005; Pearson p=0.003).
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Reanalysis of trial
data, contact with
sponsor; overall low
to very low certainty
in the evidence

Quality assessment RS i Quality
No of studies Design Risk of blas  Inconsistency Indirectness Imprecision Oth

Importance

59 events pn _ 1 o
1 “phase 2” RCT | |7132 patie ¢ 26/100 more

maz 1T

evaluatmg cure =120 weeks patients cured

Mmhm,rup mmofmdyulmmtmmsﬂ

[T [ene -

Mortality —

events in e —
. RR=9.23 10/100 more
) patients

SAE? for death patients dead
+=Jd Weeks

1 The miTT modified intention to treat population | group after excluding 13 subjects (16.5%) treated with bedaquiline and 15 subjects (18.5%) with
placebo who did not have MDR or pre-XDR-TE at uable.

2 Cure defined as 5 consecutive negative cultures from samples collected at least 30 days apart in the final 12 menths of treatment , OR if only 1 culture is reported positive during that period, then a further 3
consecutive negative cultures from samples taken at least 30 days apart.

3 End of study data slide supplied by Janssen subsequent to US-FDA meeting. In this slide, mention is made of ‘treatment success, but the company further clarified that the strict WHO definition of ‘cure’ was
being used.

Representativeness of the mITT population (assumptions made for [TT population).

Small sample size and resulting large confidence interval limits precision: few (= serious) or very few (= very serious) observations.
This difference is statistically significant (Fisher p=0.005; Pearson p=0.003).
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Recommendation: In patients with confirmed or
strongly suspected infection with avian
iInfluenza A (H5N1) virus, clinicians should
administer oseltamivir treatment as soon as
possible (strong recommendation, very low

guality evidence).

Remarks: This recommendation places a high value
on the prevention of death in an illness with a high
case fatality. It places relatively low values on
adverse reactions, the development of resistance
and costs of treatment.

Schunemanii' et al."The"Lancet ID, 200353;%E



Other explanations

Remarks: Despite the lack of controlled
treatment data for H5N1, this is a strong
recommendation, in part, because there is a
lack of known effective alternative
pharmacological interventions at this time.

The panel voted on whether this
recommendation should be strong or weak and
there was one abstention and one dissenting

vote.
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Table 8. The GRADE Evidence to Recommendation

In MDR-TB patients, does the addition of bedaguiline to a background regimen based on WHO-recommendation safely Population: MDR TB patients
improve patient outcomes? Intervention: bedaquiline + background MDRTE treatment

Comparison: background MDRTB treatment alone
Setting: global, MDR clinics

DOMAIN JUDGEMENT DETAILS OF JUDGEMENT EVIDENCE/EXPLANATION
What is the overall O High Critical Outcomes: High Moderate Low  Verylow | All crifical outcomes measured
confidence in effect 0O Moderate 1. Cure by 120 weeks. O | ®] O
estimates? O Low 2. Serious adverse events by 24 weeks = o g & There were concerns about imprecision (due
Is there high or moderate ® Very low 3 Mﬂdﬂlt}' . - o - @ to small sample size and few events), and
uality evidence? 4 Time to culture conversion O O = O | indireciness (due to (1) background MDR-TB
E 4 ’ 5. Culture conversion at 24 weeks | O & a £
= | The higher the quality of 6. Acquired resistance to o o O = treatment not being consistent with currently
% | evidence, the more likely is a fluoroquinalones and injectable drugs recommmended regimens and (2) to the use of
“ | strong recommendation a surrogate outcome, Le. culture conversion ).
Agree  Somewhat Uncertain Somewhat Disagree | There were also concerns on the risk of bias (due
_ ) agree disagree to the inappropriate exclusion of 19 randomized
l—hgﬁ confidence in the o = o o o patients with unconfirmed MDRE-TE from mITT
typical values analysis).
What is the balance between | O Benefits outweigh harms/ burden Critical Outcomes: Largef  Small No Small Modest/ | See evidence profile
benefits and risks/ burden? | B Benefits slightly outweigh harms/ burden Modest  benefit effect harm/  Large | QoE for bengfits: Low due to imprecision and
Are you confident that the | O Benefits and harms/ burden are balanced benefit burden harmy | indirectness
benefits outweigh the harms | 0 Harms/ burden slightly outweigh benefits burden | QoE for harms: Low or very low (resistance fo
», | and burden or vice versa? O Harms/ burden outweigh benefits 1. Cure by 120 weeks. i O O o o BDQ) due to imprecision and indirectness (and
S | The larger the difference 2. Serious adverse events by 24 | O O O Bmod |4 of bias)
Z | between the benefits and weeks
E th likelv i 3. Mortality m| | | O Blarge | No consensus was found on the balance of
ch 5wn&mcznm$nr:n;u$: : 4. Time to conversion B large d | O O respective harms and benefits of addition of
E 5 ; 5 Culture conversionat 24 Blarge O o o O | bedaguiline to MDRTE treatment. So a vote took
& | The smaller the net benefit weeks place:
Z | or net harm and the lower 6. Acquired Resistance to ® large | | m| m| )
= | the certainty for that net !h.m"ﬂ'qm“dﬂ“fs and nifﬂ:::; r:;:ﬁ:;a:d that the berafits dikd
effect, the more likely Injectable drugs )
. " . ) . . . - 4 experts evaluated that the harms did
is a conditional/weak The issue is fo balance a 23% increase in success (low confidence) vs. 5% increase )
. . ) 3 . outweigh the benefifs
recommendation. in serious adverse events (very low confidence) and 10% increase in deaths (very ) ) ) )
- 2 abstained (including the chair)
low confidence)




JUDGEMENT EVIDENCE/EXPLANATION

[ High All critical outcomes measured
[1 Moderate
[1 Low There were concerns about imprecision (due
| X Ver vy low Critical Outcomes: Large/  Small No  Small Modest/
] Modest  benefit  effect harm/ Large
benefit burden harm/
I burden
1. Cure by 120 weeks. X O O O O
2. Serious adverse events by 24 O O O 0  Xmod
weeks
3. Mortality O O O 0  KXlarge
4. Time to conversion X large ] [l ] ]
, 5. Culture conversion at 24 X large ] ] ] ]
[1 Benefits outweigh harms/ burden - - -

X Benefits slightly outweigh harms/ burden
[0 Benefits and harms/ burden are balanced
[1 Harms/ burden slightly outweigh benefits
[J Harms/ burden outweigh benefits

(low confidence) vs. 5% increase
ind 10% increase in deaths (very



Agree  Somewhat Unceriain Somewhal Disagree | Treafment success, serious adverse events and
agree disagree mortality were considered important to patients
:S“;::;::c' Values and preferences likely [ O O & O while time to conversion culture conversion and
| Are the assum similar resistance were less so.
E relative values
= th t |
E T;E E::HWE The likelihood that patients would accept an
& | invaluesand| effective treatment regimen would depend on
a the more likel .
5 recommmendati SII-EJETFHPS ﬂf.rhﬂ MDR-TE Pﬂpurﬂflﬂﬂ - &g
g patients with MDR-TB plus additional resisiance
= to fluoroquinolone and/or injectable drugs may
be more likely to accept the risk of taking a new
drug with potential increase in mortality than
‘9““”“‘“*“;‘ patients suffering from newly diagnosed and
FesOUrce UsE
to the benefit: proven MDR-TB. There is minimal variation for
Are the resou death, larger variation for other outcomes
“H emmd llﬁl. [Ti= Pi= PN L %L B> YRR }' lllﬁll ATEALIYT ELF LMD JICE LTLITIELY BEFTHFHAEFLATED P BTG PP E I'.ﬁ'DF!ix [ERI=E ] _rur Illfll‘l)’ﬂl}
w from following the of cost-gffectiveness (e.g. no accounting of serious
% | recommendation? adverse events, no accounting for effect on
= | The lower the cost of an fransmission, efc.)
Z | intervention compared to
= the alternative, and other
costs related to the decision
— that is, the fewer resources
consumed - the more likely is
a strong recommendation in
favour of that intervention.
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Recommendation

In MDR-TR patients, does the addition of bedaquiline to a background regimen based on WHO-recommendation safely improve patient oufcomes?

Overall balance of Undesirable consequences Undesirable consequences The balance between The balance of desirable and | Desirable consequences Desirable consequences
CONSEQUenCes clearly outweigh desirable probably outweigh desirable | desirable and undesirable undesirable consequences | probably outweigh clearly outweigh undesirable
COMSEqUENCES CONSEJUENCES consequences is too indicates they are very undesirable consequences CONSEQUERCES
uncertain® similar®
] ] O O ] ]

We recommend against the
aption or for the alternative

We sugpest not fo use
the aption or fo use the

Ta F

No recommendation

We suggest using the option

Panel ¢

ecision: including deliberations

We recommend the aption

]

Irms, 4 experis evaluated that the

Recommendation The Expert Group Panel suggests that bedaquiline may be added fo a WHO recommended regimen in MDR-TB adult patienis under the following conditions (conditional recommendation,
very low confidence in estimates of effect)
Remarks and justifications | Conditions:

TR ST

Duly informe ecii-mi:

ik

Informed consent

= Bedaquiline should be used for a maximum duration of 6 months and at suggested dosing (400 mg daily for the first 2 weeks, followed by 200 mg three times per week for the

remaining 22 weeks)

« Bedaquiline must not be added alone to a failing regimen;
= Baseline testing and monitoring for QT prolongation and development of arrhythmia is imperative

« Clinical monitoring and management of co-morbidities (especially cardiac and liver disease) should be in place
= Spontaneous reporting of adverse drug reactions is reinforced at country level and active pharmacovigilance is established among patient groups treated with the drug®
« In the absence of a specific bedaquiline DST assay, resistance to bedaquiline should be monitored through assessment of Minimum Inhibitory Concentrations (MICs)

« Resistance to other anti-TB drugs should be monitored following WHO recommendations.
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Recommendation

In MDR-TR patients, does the addition of bedaguiline to a background regimen based on WHO-recommendation safely improve patient outcomes?

Explanation The expert group judged that the impact on culture conversion was large enough to outweigh the harms for most patients
Implementation and
Implementation and feasibility
+ (Concerns on scale-up due to costs and/or local regulatory constraints
Research gaps + Phase 3 clinical trial(s) of safety and efficacy of bedaguiline, with particular attention to mortality (including causes of death), in the treatment of MDR-TB should be accelerated
. Dewzlu]:lment ufa reliable test far bedaqu.i]ine resistance
4 zl zl el 3at zers elderly, pregnant women, extrapulmonary TB, persons with
. Acqulsttlun of res:stance to bedaqullme and to other TE drugs
+ Duration and dosing of treatment
+ Patient acceptability
» Further research on the validity of culture conversion as a surrogate marker of treatment outcome
Revision planned + By 2015 or earlier if substantial data become available increasing the knowledge on safety, toxicity and efficacy (e.g. post marketing studies, on-going trials and studies)

Phase 3 clinical trial(s) of
safety and efficacy of
bedaquiline ....accelerated
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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 difterent clinical settings, adequate provisions for safe and

effective use of the drug must be in place. Consequently, countries are advised to follow
-~ LA 1

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



Implications of
a strong recommendation

« Policy makers: The recommendation can
pe adapted as a policy in most situations

- Patients: Most people in this situation
would want the recommended course of
action and only a small proportion would
not

» Clinicians: Most patients should receive
the recommended course of action




Implications of
a weak/conditional recommendation

« Policy makers: There is a need for
substantial debate and involvement of
stakeholders

« Patients: 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 the

desirable
anticipated
effects lar,

2 No

Summary of findings: Control: OBR alone

Are the O No
:::11:: sf;;i];:]e © Probably no
effects small? © Uncertain

® Probably yes

O Yes

O Varies
Arethe O No
desable 1t |  proatiy n
to undesirable | © Uncertain
effects? O Probably yes

O Yes

® Varies

MGIT liquid culture,
MITT population)

Outcome Without With Difference (95% Relative
Delamanid | Delamanid CI) effect (RR)
us us
OBR OBR (95% CI)
Cure at 24 months 158 more per 1000 | RR 1.35
- ACY ner 1000 ?AIEAF:E:.};E;] (from 14 more to (1.03 to
— - 285 more) 1.63)
20 more per 1000 ER 1.23
Serious Adverse Events | 88 per 1000 :;_J: f:;éﬂm (from 34 fewer to | (0.61 to
116 more) 2.33)
74 fewer per 1000 | RRO.1
2 per 1000 {Elptzr;;}m {from 19 fewer to | (0.01 to
21 fewer) 0.77)
sputum culture
conversion at two -
months as a surrogate 296 per 1000 000 I%fi::mm?raerﬁeorr:?nm RR 1.53
for cure (assessed with pe ] 332 ) (1.1to2.12)
MGIT liquid culture, more
MITT populatiorg
Sputum cul
aontha / logo | 202 more per 1000 | RR L6
[ } (from &1 more to (1.18 to
for cure 33) 397 more) 2.18)
solid cult ! ’
population
Cure at 24 momn.s
(after treatment for T 940 per 1000 170 more per 1000 | RR 1.22
rrrper 1000 P (from &9 more to (1.09 to
eight months) (assessed (840 to 979) 208 ) ) é?}
with: Solid culture) more :
Electrocardiogram QT 19 per 1000 | 21 per 1000 ?sr:;?r;f]:;:?;ﬂ RR2.74
prolongation P (11 to 152) 133 more) (0.6 to 8.1)
Acquired resistance to
delamanid (follow-up 0 per 1000 ?ﬂp;rﬂljﬂ[ﬂ] not estimable ::;.:mnble
range 24 weeks)
Time to culture
conversion at two
months as surrogate 339 per 1000 146 per 1000 {inr:en:v;; ﬁ;i??g Eﬂjgﬂis
for cure (assessed with P (101 to 218) 138 fewer) 0 ég}
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Implementation
considerations

A duly informed decision making-process by patients should be followed -this includes that the intervention be presented as an option and includes information about uncertainty
about the effects. In some settings, informed consent is mandatory for MDR treatment and local practice should be observed. Local practice requiring written informed consent
should be observed (5:5 vote, 2 missing).

With regard to QT prolongation, data were available for simultaneous use with levofloxacin, but not with moxifloxacin. No evidence is available on combined use with clofazimine.

In particular, no data for the simultaneous use of bedaquiline and delamanid are available. Therefore, for this interim guidance, no recommendation about the simultaneous use of
delamanid and bedaquiline or other QT prolonging drugs is being made until further data are available.

This recommendation is valid for a maximum of two years and will be updated should additional data become available.

A duly informed decision making-process by patients
should be followed; this includes that the intervention be
presented as an option and includes information about
uncertainty about the effects...Local practice requiring
written informed consent should be observed (5:5 vote, 2
missing).
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EtD frameworks

CRITERIA JUDGEMENTS RESEARCH EVIDENCE ADDITIONAL CONSIDERATIONS

 Criteria on which a recommendation iIs
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




For research translation to be evidence-
based and lead to appropriate policy

* structured decision-making processes

 transparent evidence syntheses that inform

about the certainty in that evidence
— evidence profiles, evidence to decision
frameworks with judgments
» confidence In estimates of intervention
effects only “a” part
— bedaquiline or delamanid for TB

» accept uncertainty and be able to
communicate it for better research anc
Implementation
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