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Health care professionals (WP1)

— Strategies-formats developed
* Need to be based on GRADE
e Should be organized as multilayered
— Different needs, different layers
* Need to be electronic
» Static presentation (e.g. pdf)

» Interactive moving from layer to layer (e.g.
PC, smartphone,...)

1. A top layer format

A decision aid template

3. An evidence to recommendation
framework
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TOP LAYER
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Top layer: development of a prototype

Top layer format: what clinicians would want to see next to
understand the recommendation (entrance).

— Rationale/Justification

— Key information (grade factors)

— The balance between benefits and harms

— The confidence/certainty in the estimates of effect (quality)
— Values and preferences

— Resource considerations

— Other factors
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Top layer: template version 1

Recommendation Key information

21:08

Rationale

- 21:08
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Back Recommendations

Updated 04.07.11
6.0 Antithrombaotic Treatment in Atrial Fibrillation
Fatignts at intermediate risk of stroke. CHADSZ score 1 E

Back Recommendation

d 04.07.11

Back

Recommendatipn

e

04.07.11
6.0 Antithrombotic Treatment in Atrial Fibrillation

6.0 Antithrombotic Treatment in Atrial Fibrillation

Pending further avidence, it seems reasonable to treat patients
with parcxysmal AF in a similar manner as those with persistent

-

Fatients at infermediate risk of stroke. CHADSZ2 score 1 E

We suggest treatment with warfarin rather than  ~— 4 k
We suggest treatment with warfarin rather than

and permanent AF. Thus our risk-based treatment aspirin (75 mg to 325 mg once daily) or Weak o : —_——
recommendations apply to all three conditions. comhbination therapy with aspirin and clopidogrel aspirin (75 mg to 325 mg once daily) or Weak
combination therapy with aspirin and clopidogral
1. Patients at low risk of stroke. CHADS2 score 0 w For every 1000 patients treated far one vear:
- . Warfarin vs aspirin: warfarin will prevent 8 (Cl Summary of Koy Feedback and
We suggest no therapy rather than treatment with e andharms | 5-11) nonfatal strokes, at the cost of 3 (Gl 1-10) findings tabis Irformation dlacussions
warfarin additicnal nonfatal major extracranial bleeds. = Rationals

[ Warfarin vs aspirin plus clopidogrel: warfarin will prevent & tih o _ o
(CI 2-8) nonfatal strokes and 2 (CI 1-3) systemic The guideline panel believes that the majority of peaple
embolisms. There is no difference in the risk of nonfatal will place a greater value on the reduction in stroke over

2. Patients at intermediate risk of stroke. CHADS2 score 1
g : major extracranial bleeds (CI 4 fewer -3 mare) the inconvenience and increase in bleeding risk

o k-

Wa suggest treatment with warfarin rather than ~——

aspirin (75 mg to 325 mg once daily) or Weak
combination therapy with aspirin and clopidogral

Because absolute rates of siroke may have fallen over the
past two decades, we may be overastimating the absolute
reduction in nonfatal stroke achieved with warfarin.

.

b

For patients unsuitable for or who choose not to
take warfarin we suggest combination therapy
with aspirin and clopidoegrel rather than aspirin
(73 to 325 mg)

3. Patienis at high risk of stroke. CHADSZ score 2 or higher

\l
A

We recommend freatment with warfarin over no
therapy

b0
Confidence
in effact

We have moderate overall confidence in the
effect of warfarin Mare..

FPrefarence

Best estimate of typical patient values is that 1
stroke equals 3 major bleeds. Most patients

and values | find warfarin low burden.
$ Warfarin is more cost-effective than aspirin plus
Resources | clopidogrel
SIJI'J'-‘I'TJEI'}-' of Rcommanaaiion Fasdback and
5 findings table Rationale diacussions

associated with warfarin.

We graded this a weak recommendation due to the small
absoluta reduction in stroke, suggesting that many
informead individuals would choosa not to use warfarin.

For pafients unsuitable for or who choose not to
take warfarin wa suggest combination tharapy
with aspirin and clopidogre! rather than aspirin

—
Weak

A

| (75 to 325 mag)

Many choices involved




TL: Stakeholder feedback/user testing

* 35individual user tests across 7 countries in 3 iterations:
— Liked interactive multilayer approach
— Too crowded, too complex (i.e. out with 95%Cls)
— Symbols were confusing
— Colors promising.

* Subsequent refined templates received improved feedback
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Choice of oral anticoagulation Choice of oral anticoagulation

Weak recommendation
Weak recommendation

We suggest treatment with dabigatran, rivaroxaban or apixaban

. It is less clear whether the benefits outweigh the drawbacks. We believe there
rather than warfarin.

will be variation in patients preferences

View More Details We suggest treatment with dabigatran, rivaroxaban or apixaban
rather than warfarin.

View Less Details
'ﬂ' Effect estimates Key info Rationale Practical advice .f'-:ﬂ v

The new oral anticoagulants have equal effect to warfarin

with regards to stroke reduction, they lower the incidence of
intracranial bleeds and are more convenient to use. We therefore
suggest the new oral anticoagulants over warfarin as first
treatment of choice.

For patients that are already on warfarin therapy with stable INR
values the cost/benefit ratio is similar to treatment with NOACs.
We therefore suggest that patients well-established on warfarin
therapy continue with this if they wish.
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Choice of oral anticoagulation Chaice of aral anticoaguisiion

Weak recommendation

Weak recommendation
It is less clear whether the benefits oubweigh the drawbacks. We believe there

. . . . will be wariation in patients preferernces
We suggest treatment with dabigatran, rivaroxaban or apixaban
rather than warfarin. We suggest treatment with dabigatran, rivaroxaban or apixaban

rather than warfarin.

YView More Details Wiews Less Details

'ﬂ' Effect estimates Key info Rationalke Practical adwvice A 'ﬂ' w

Benefits and harms

Mew oral anticoagulants wersus warfarin per 1,000 patients treated
for 1 year:

Death and stroke: Mo significant difference

Major bleeding: Overall no relevant difference, but the number of
intracranial bleeds was halved with dabigatran, resulting in a
absolute risk reduction of 2 fewer per 1000 patients

Myocardial infarction: Mo significant difference. The exception is
dabigatran, which increased the risk compared towarfarin. The
absolute risk, however, is generally very low: 571000 with warfarin,
&S 1000 with dabigatran.

Treatment discontinuation (e.g. due to side effects): 31 interrupted
with warfarin, 3% with MNOAC,

Practical consequences: Daily medication with all. Regular INRE
contrals and dietary restrictions with warfarin.

Cuality of evidence

Moderate. The expected effects of NOAC compared with warfarin
is taken from a systematic review with heterogeneity, and imprecise
results {wide confidence intervals) for death and bleeding.
Drabigatran was associated with an increase in myocardial infarction
and treatment discontinuation ina reliable subgroup analysis.

Preference and values

Studies on patient preferences and values have shown that the
average patient is prepared to suffer three major bleeds to avoid one
stroke. These studies have guided our recommendation. They are
howewer deemed to be of low quality and there was a high degree of



Puntuacién CHAZDS2-VASc de 2 o mas

Débil

Mo estd tan claro si los beneficios superan claramente los incomeenientes. Esto significa gue la mayoria de los pacientes elegirian el tratamiento
recomendado. Sin embargo, hay una elevada posibilidad de variabilidad en las preferencias individuales.

Se sugiere el tratamiento con dabigatran, rivaroxaban o apixaban [(nuevos anticoagulantes orales) frente a antagonistas
de laVitamina K (warfarina o acenocumarol}

PICD Informacidn clave

Poblacidm

Fibrilacidn auricular y alto riesgo de ictus (puntuacidn

CHAZDS2-VAS5C de 2 o mas)

Desenlaces Resumen Referencias
Desenlaces Culicac Da La
Evidencia

Mortalidad por

cualguier causa Alta

(a 1 aifio)

lctus isquémico Alta

(a 1 afio)

Samgrados Moderada
Mayares dehidoa

(a 1 aifio) heteragenegidad

Justificacian

Consejo practico

Efecto
Relativae

RR Q.88

[cro.az2-
098]

RRO.8%

[CIO78 -
1.02)

RRO.88

[Crori-
11}

Wiew Less Details

Adaptacian Resumen Discusicn [0
Intervencidn Comparador Desenlaces
Muevos Antagonist:
anticoagulantes dela
orales Vitamina = Mortalidad, ictus, sangrados
{inhibidires K Mayores
directos de la [warfarina,
trombina) ACENOCUMa
MNuewos
Antagonistas Anticoagular
DelLa Orales Participantes
Vitamina K ([Inhibidires Diferencia Absoluta {Estudios),
(Warfarina, DirectosDe Seguimianto
Acenocuman La
Trombina)
8 menos
44,442 (3], 2
iﬁﬂo SIZDO Far 1060 aﬁu::ts !
per per (€1 12 menos - 3 menas)
2 menos
21 19 For 1000 44,442 (3), 2
r -
1000 1000 anos
per per {C] 5 menas - 0 menas)
7 menos
44.501(3), 2
57 50 Por 1000 (3)
per 1000 per 1000 Years

{Cl 17 menas - & mds]
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Trials and surveys

 Multicenter RCT 1:

— A randomized trial comparing evidence summaries with
and without evidence based recommendations.

* Survey / RCT 2:

— To determine physicians” understanding, attitudes and
preferences concerning trustworthy guidelines in
traditional and new presentation formats (using
clickers)
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Implications of weak recommendations

« Many recommendations are weak

- 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
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Decision aids (SHARE-IT)

* Weak recommendations warrant shared-decision
making, but how?

v'Decision aids linked to GRADE Guidelines
v'Designed to enhance the conversation during the

clinical encounter
16 DECIDE
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Decision aids

Evolution in Guidelines

GRADE

Enhancing
SDM
conversations

Technology

Evolution in DA
for the

clinical encounter

Semi-Automated
Production

Interactive DA
on tablets/devices
*For the clinical
encounter
*Info tailored to
patients needs
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Evidence & SDM the point of care

Evidence

WP3
Online guidelines

WP1
Top layer

Shared Decision

Making Patients

Clinicians
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5 international meetings (2-3 days) Nov 2012: McMaster

g Feb 2013: Rome (GRADE/DECIDE) %
:..E - Framework for generic DA June 2013: Lima (ISDM) f_)
9 - Multilayered approach Dec 2013: Oslo ©
-OQ Jan 2014: Barcelona (GRADE/DECIDE) S
Multiple conference calls j=

> Initial prototype - =

o

T

5

[ ] 1 - i [ ] [ ]

| Field User | 2 o Modified {3
3 testing 2 countries: Canada + Norway prototype £

2 _ . Soon adding Spain and US |
2 Olps.ervatlons n 3 major iterations o
2 clinical encounter]- 22 modifications addressing issues =
(S

]
2.

@)

A 4

Final Decision Aids — Stfjkeho'derst
: enaorsemen PHASE |

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

v
Integration in GDT and other tools PHASE il

Evaluation in RCT & Cohort studies (EMR)



Information one click away

All other patients
Weak

We suggest new oral anticoagulants {dabigatran, rivaroxaban or apixaban) rather than warfarin.

Remark: Patients who are established on warfarin with stable INR values can safely continue with warfarin. New oral anticoagulants (dabigatran and rivaroxaban) are nat recommended in patients with
severe renal impairment (CrCl <30 mL / min,).

PICO Keyinfuﬂatiarlal Practical advice Tools Discussion (0) = Medication

Benefits and Harms
Baseline risk (without treatment) over 1 year : stroke 51/1000 patients, death 41/1000 and major bleeds 10/1000.

Effect of dabigatran, rivaroxaban or apixaban (NOAC) vs warfarin:

Benefits: 65% reduction in number of strokes and 30% reduction in mortality with treatment compared to no treatment. No significant difference in effect between
the drugs.

Harms: Double the number of major extracranial bleeds with treatment. No significant difference between the drugs. Number of intracranial bleeds halved from 4 to

2 events/1000 patients with NOAC.
Burden of treatment: Daily medication with NOAC. Regular INR controls and dietary restrictions with warfarin.

Quality of Evidence
Overall the evidence is of moderate guality. The recommendation is based on a systematic review of warfarin vs no treatment of high gquality with the exception of

imprecise estimates for major bleeds (moderate), and a network metaanalysis of NOAC vs warfarin of moderate guality due to the use of indirect comparisons.

Preference and Values
Studies on patient preferences and values have shown that the average patient is prepared to suffer three major bleeds to avoid one stroke. These studies have

guided our recommendation. They are however deemed to be of low guality and there was a high degree of variability in preferences. We therefore suggest that the
decicion regarding treatment options is made together with the patient.

Resources
Cost did not influence this recommendation.
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EVIDENCE TO DECISION
FRAMEWORKS
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EtD frameworks

* To help guideline panels (and decision makers)

move from evidence to a recommendation or
decision.

* Builds on previous work from GRADE

e Different frameworks for different types of
decisions

— Clinical, Health system, Coverage, Diagnostic
— Worked coordinated across WPs

* |nteractive and integrated in GDT
* Working on a series

DECIDE



EtD frameworks

Desirable effects

Undesirable
effects

Balance of effects
Certainty of
evidence of
required

resources

Resources
required

Cost-effectiveness

Eouity

Conclusions 4

() SHOWALL ) JUDGEMENTS [LJ RESEARCH EVIDENCE [ ADDITIC CONSIDERATIONS |LJ [DETAILED JUDGEM

Values

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

[ SHOWALL ) JUDGEMENTS (L) RESEARCH EVIDENCE (L] ADDITIONAL CONSIDERATIONS |LJ [DETAILED JUDGEM

Certainty of effects
What is the overall certainty of the evidence of effects?

ONSIDERATIONS [ SHOWSUBGROUPS

() SHOWALL ) JUDGEMENTS [LJ RESEARCH EVIDENCE (L] ADDITIONA

NDECWE Interactive Evidence to Decision Framework User administration | List | About | Help | Logout
-
Search =~ Dabigatran vs warfarin for atrial fibrillation | Filename | Version \ © :]
Background Should dabigatran versus warfarin be used for atrial fibrillation?
Question details
Subgroups About this framework
Criteria v .
Criteria
Problem
Values Problem
.
Cortanty of Is the problem a priority?
effects

T

References

Footnotes

Desirable effects

How substantial are the desirable anticipated effects?

ONSIDERATIONS [ SHOWSUBGROUPS

() SHOWALL ) JUDGEMENTS [LJ RESEARCH EVIDENCE (L] ADDITIONA
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Next steps

* Further refinement of top layer
— User testing
— Implementation and evaluation in guidelines
* Decision aid template
* User testing
* Implementation in GDTs and guidelines
» Testin RCTs / other designs
* Evidence to decision framework

* Further evaluation in guideline panels
— Compare with standard less structured processes
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GRADE|WDECIEE  nze;
Subgroups
Criters -

Condsions y

Mortality: . 29 fewer per 1000 patients

22213222232
2211222222
2212332222
ilulu.l.ll

Practical Consequences

Should dabigatran versus warfarin be used for atrial fibrillation?
Question details
Aboutthis framework

Criteria

Problem
Is the problem a priority?

Values

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

Certainty of e

What is the overall certainty of the evidence of effects?
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Choice of oral anticoagulation

‘Weak recommendation

‘We suggest treatment with dabigatran, rivaroxaban or apixaban
rather than warfarin.

WView More Details

Choice of oral anticoagulation

Weak recormmendation

wiill be variation in patients preferences

rather than warfarin.

Itis less clear whether the benefits outweigh the drawbacks. We believe there

We suggest treatment with dabigatran, rivaroxaban or apixaban

View Less Details

.-\.:c -

Practical advice

Effect st

Key infa

Benefits and harms

Mew oral anticoagulants versus warfarin per 1,000 patients treated
for 1 year:

Death and stroke: Mo significant difference

Major bleeding: Overall no relevant difference, but the number of
intracranial bleeds was halved with dabigatran, resulting ina
absolute risk reduction of 2 fewer per 1000 patients

Myocardial infarction: Mo significant difference. The exception is
dabigatran,. which increased the risk compared to warfarin. The
absolute risk, however, is generally very low: 51000 with warfarin,
&/1000 with dabigatran.

Treatment discontinuation (e.g. due to side effects): 31 interrupted
with warfarin, 39 with NOAC,

Practical consequences: Daily medication with all. Regular INE.
contrals and dietary restrictions withwarfarin.

Quality of evidence

Moderate. The expected effects of NOWC compared with warfarin
is taken from a systematic review with heterogeneity, and imprecise
results (wide confidence intervals) for death and bleeding.
Dabigatran was associated with an increase in myocardial infarction
and treatment discontinuation in a reliable subgroup analysis.

Preference and values

Studies on patient preferences and values have shown that the
average patient is prepared to suffer three major bleeds to avoid one
stroke. These studies have guided our recommendation. They are
howewer deemed to be of low guality and there was a high degree of
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