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How MAGIC creates change

Improved

patient care

Research & MAGICapp Equip Implementation

Innovation Platform Organizations Support
We undertake research and We build successful innovations We provide expert support to We create dissemination
innovation projects to improve into our guideline platform to organizations to equip them to products and formats to support
how guidance is developed, facilitate the development, implement these innovations and the implementation and uptake
adapted, disseminated and updating and dissemination of create trustworthy guidance of guidance in practice
implemented and contribute to guidance

the development of common
methods and universal
standards

All in the context of a collaborative evidence ecosystem



5 key problems in the ecosystem

1. Community is fragmented
e duplication of effort
* inefficient sharing of data and resources
* frequent breaks in the chain of evidence
2. Hard to produce trustworthy guidance
efficiently and affordably
* methods and standards are challenging
* many groups are working in outdated
ways using inefficient tools & processes
3. Not easy to reuse data without structured
digital format
4. Evidence, guidance and tools are rapidly
outdated & not reaching patient care efficiently
5. New innovation such as Al offer tremendous
opportunities but require the same level of
scrutiny and rigor
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Health care professionals
(and their patients) need
evidence-based guidelines
to be trustworthy, timely
and accessible

Societies need to apply
best current standards,

methods, platforms and
processes

Great advances in EBM and
digitalization allow this to
happen, including living
evidence

Cochrane

CUNICAL PRACTICE
GUIDELINES
WE CAN TRUST

N

3rd EDITION

Users’ Guides to the
Medical Literature

A MANUAL FOR EVIDENCE-BASED CLINICAL PRACTICE

Gordon Guyatt, MD

Drummond Rennie, MD i
Maureen O. Meade, MD —
Deborah J. Cook, MD JAMAevidence

Copyrighted Material



JOURNAL OF CLINICAL EPIDEMIOLOGY

 GRADE guidelines: 1. Introduction—GRADE evidence recommendation's direction and strength

profiles and summary of findings tables « Improving GRADE evidence tables part 1: a
 GRADE guidelines: 2. Framing the question and randomized trial shows improved understanding of
deciding on important outcomes content in summary of findings tables with a new
« GRADE guidelines: 3. Rating the quality of evidence format
 GRADE guidelines: 4. Rating the quality of evidence— <+ Improving GRADE evidence tables part 2: a systematic
study limitations (risk of bias) survey of explanatory notes shows more guidance is
* Getting to grips with GRADE—perspective from a low- needed
income setting « Improving GRADE evidence tables part 3: detailed
 GRADE guidelines: 5. Rating the quality of evidence— guidance for explanatory footnotes supports creating
publication bias and understanding GRADE certainty in the evidence
 GRADE guidelines 6. Rating the quality of evidence— judgments
imprecision  GRADE Guidelines: 16. GRADE evidence to decision
 GRADE guidelines: 7. Rating the quality of evidence— frameworks for tests in clinical practice and public
inconsistency health
« GRADE guidelines: 8. Rating the quality of evidence— < GRADE guidelines 17: assessing the risk of bias
indirectness associated with missing participant outcome data in
 GRADE guidelines: 9. Rating up the quality of a body of evidence
evidence GRADE guidelines: 18. How ROBINS-I and other tools
« Strength of evidence and handling uncertainty: practical to assess risk of bias in nonrandomized studies
considerations and general observations should be used to rate the certainty of a body of
* GRADE guidelines: 10. Considering resource use and evidence
rating the quality of economic evidence  GRADE Guidelines: 19. Assessing the certainty of
 GRADE guidelines: 11. Making an overall rating of evidence in the importance of outcomes or values and
confidence in effect estimates for a single outcome and preferences—Risk of bias and indirectness
for all outcomes  GRADE guidelines: 20. Assessing the certainty of
* GRADE guidelines: 12. Preparing Summary of evidence in the importance of outcomes or values and
Findings tables—binary outcomes preferences—inconsistency, imprecision, and other

* GRADE guidelines: 13. Preparing Summary of Findings domains

tahlae anAd avidence nrofilece—_ecanfiniiniie niifeomec o CRADE Aliidalinece: 292 Tha CRADE annraoach far ftacte



Institute of Medicine (IOM) — 2011 Failure of Clinical Practice Guidelines to Meet
Trustworthiness standards (25 items) Institute of Medicine Standards

Kung et al. Arch Intern Med. 2012

1. Establish transparent process -
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BMJ RapidRecs since 2016 www.bmj.com/rapid-recommendations

thebmj Researchv  Educationv  News&Viewsv  Campaigns

Evidence

Ecosystem BMJ 2016 ;354 doi: http://dx.doi.org/10.1136/bm;j.i5191 (Published 28 September 2016)
» Cite this as: BM/ 2016;354:i5191

Foundation

Reed A Siemieniuk, methodologist1 2, Thomas Agoritsas, assistant professor1 3, Helen Macdonald, acting head of
education section4, Gordon H Guyatt, distinguished professor1 5, Linn Brandt, methodologist6, Per O Vanadvik,

associate professor6 7

How WE MAKEA RAPID REC

1) UNIVERSITE
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FACULTE DE MEDECINE
v Trustworthy

McMaster v Actionable
University %i%;ﬁ

~

Siemieniuk, Agoritsas et al. Introduction to BMJ Rapid Recommendations. BMJ 2016;354:i5191.
Agoritsas et al. The BMJ Rapid Recommendations. Rev Med Suisse 2019;15:149-55.
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> https://app.magicapp.org

Authoring &
Publication
Platform

MAGIC authoring and publication platform (MAGICapp) - All researchers in MAGIC are practicing physicians devoted

for guidelines and evidence summaries - is developed to evidence-based medicine and clinical epidemiology. We

through our research and innovation program. are also members of the GRADE working group and know
from first hand experience that writing a guidelineis a

The platform allows authors to write and publish their complex task and that many struggle with the methodology

guidelines and evidence summaries in a highly structured and the processes around.

fashion, using the GRADE methodology, new technology and

a host of recent developed frameworks. MAGICapp is a web MAGICapp includes features to guide you through the

based collaborative tool that does not require any software process of writing and publishing a guideline. A lot of

installation and allows publication on all devices. research and effort has gone into improving the user
interface of the platform - both for authors and readers.
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BMJ2015;350:97624 doi: 10.1136/bmj.g7624 (Published 10 February 2015) Page 1 of 5

S —
SHARE-IT ANALYSIS

SPOTLIGHT: PATIENT CENTRED CARE

Decision aids that really promote shared decision
making: the pace quickens

Decision aids can help shared decision making, but most have been hard to produce, onerous to
update, and are not being used widely. Thomas Agoritsas and colleagues explore why and
describe a new electronic model that holds promise of being more useful for clinicians and patients
to use together at the point of care

Thomas Agoritsas research fellow'?, Anja Fog Heen doctoral candidate®*, Linn Brandt doctoral
candidate®*, Pablo Alonso-Coello associate researcher °, Annette Kristiansen doctoral candidate®”,
Elie A Akl associate professor '°, Ignacio Neumann assistant professor ', Kari AO Tikkinen adjunct
professor '°, Trudy van der Weijden professor °, Glyn Elwyn professor', Victor M Montori
professor'’, Gordon H Guyatt distinguished professor’, Per Olav Vandvik associate professor **
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A framework for practical issues was developed to inform shared
decision-making tools and clinical guidelines

Anja Fog Heen™*, Per Olav Vandvik®, Linn Brandt®, Victor M. Montori‘, Lyubov Lytvyn®,
PEOPLE'S Gordon Guyatt”, Casey Quinlan®, Thomas Agoritsas™’
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McMaster University, Omario, Canada
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“Mighty Case

'Division of General Internal Medi

Accepted 6 October 2020; Pablished online 10 October 2020

Abstract

Objectives: The objective of the study was to develop and test feasibility of a framework of patient-important practical issues.
Study Design and Setting: Guidelines and shared decision-making tools help facilitate discussions about patient-important outcomes

of care alternatives, but typically ignore practical issues patients consider when implementing care into their daily routines. Using grounded

theory nractical 1s<ues i " Talk ore reotstryv and in Ontion Gride were identified and cateerorized into a framework ' We inteprated




SHARE-IT Decision Aids

MAGIC

Decision Aid

Practical issues

Medical routine Tests and visits Procedure and Recovery and Coordination of care
device adaptation

& @) S &

Adverse effects, Physical well-being Emotional well-being Pregnancy and Costs and access
interactions and nursing
antidote

[ 4
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Food and drinks Exercise and Social life and Work and education Travel and driving
activities relationships

Fig. 2. The final practical issue framework including 15 categories and corresponding icons in SDM tools.

Journal of Clinical Epidemiology 129 (2021) 104e113
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RAPID RECOMMENDATIONS
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Arthroscopic surgery for degenerative
knee arthritis and meniscal tears:
a clinical practice guideline

Reed A C Siemieniuk," *lan A Harris,” “ Thomas Agoritsas, * Rudolf W Poolman,®

Romina Brignardello-Petersen," ” Stijn Van de Velde,® Rachelle Buchbinder,” *°
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Nina Rydland Olsen,"® Helen Macdonald,"” Louise Hailey,'® Hazel M Wilson,

Anne Lydiatt,”® Annette Kristiansen®" **

Full author details can be found at

the end of the article
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This BMJ Rapid Recommendation

- of Favours
Sl conservative
&}l management

article is one of a series that
provides clinicians with trustworthy Strong Weak Weak
recommendations for potentially

practice changing evidence. We recommend against arthroscopic knee surgery in patients with degenerative knee disease
BM)J Rapid Recommendations

represent a collaborative effort

between the MAGIC group (www.
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TUTORIAL - BMJ RapidRecs: Arthroscopic surgery for degenerative knee disease Home Help MAGIC English (US) - Login

published on 2/1/2024

Sections Subscribe PDF @ Q
Introduction Background (o)
Packgrotnd Degenerative knee disease, which many understand as knee osteoarthritis, is one of the most prevalent chronic

diseases in middle aged and elderly persons. The limited evidence on the direct correlation between radiological
Recommendation findings and patient reported symptoms has led to differing treatment practic...

More >
Methods >

Recommendation 1 o)

Strong recommendation against ®

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.

Research evidence (1) Evidence to decision Rationale Practical info Decision Aids References More Info FeedbackQ
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TUTORIAL - BMJ RapidRecs: Arthroscopic surgery for degenerative knee disease Home Help MAGIC English (CA) - Login

published on 2024-02-01

Sections Subscribe PDF © O\
Introduction Background (D)
Background

Degenerative knee disease, which many understand as knee osteoarthritis, is one of the most prevalent chronic

diseases in middle aged and elderly persons. The limited evidence on the direct correlation between radiological

Recommendation findings and patient reported symptoms has led to differing treatment practices. Both operative and non-
operative treatment options are available. Currently, arthroscopic surgery is a widespread practice, despite a

T — 5 fairly recent systematic review by Thorlund et al. [1] questioning the net long-term effect and value. [2]

We have systematically reviewed the effects of arthroscopic irrigation, debridement and/or partial meniscectomy

versus non-operative management or placebo in patients with symptomatic degenerative knee disease. We have

evaluated the benefit on patient important outcomes such as pain, function and quality of life and considered

the potential harms. The estimates of effect are measured in units of minimal important difference, defined as

the smallest difference in score informed patients perceive as important [3].

Below you will find the recommendations with evidence summaries (GRADE Summary of Findings-tables),
practical information and decision aids for use in the clinical encounter. A detailed account of the background,
methods and processes for BMJ RapidRecs can be found in the last section or you can read a brief outline in a
recent BMJ Editorial by Siemieniuk et al. [2].

<Lless
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Strong recommendation against ®

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.
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Strong recommendation against )

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.

PEELEENCORENGEG MEVE  Evidence to decision  Rationale Practical info  Decision Aids References More Info FeedbackQ

Arthroscopy vs Conservative management
Patients with degenerative knee disease - KEY OUTCOMES

12 Outcomes | 6 Practical issues Graphical view Summary

Olitcome ad iR Rl s i aEn Absolute effect estimates Certainty of the Evidence Plain Ianalage suinimar
Timeframe y Conservative management Arthroscopy (Quality of evidence) ol y
©®© © ©®©
Relative risk 1.89 1 2 23 Knee arthroscopy may
Knee replacement (Cl 95% 0.51— 7.00) per 1000 per 1000 Moderate increase the chance of
1-2 years Based on data from 497 participants in ' Due to serious imprecision having a knee replacement
2 studies Difference: 11 more per 1000 —
e N Follow up: 1 year. (C1 95% 6 fewer — 72 more)
Critical
©®© © ©®©
. 0 0 Arthroscopy may have an
Mortality per 1000 per 1000 Low extremely small risk of
3 months Based on data from 454086 Due to serious risk of bias mortality
participants in 7 studies Difference: 0.3 more per 1000 and inconsistency

0 - Follow up: 3 months. (Cl 95% 0.1 more — 0.6 more)
Critical

Comparator
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PECCENO NG ELCCHMEIN  Evidence to decision  Rationale  Practical info  Decision Aids  References More Info Feedbacka

Arthroscopy vs Conservative management
Patients with degenerative knee disease - KEY OUTCOMES M

12 Outcomes 6 Practical issues | Graphical view | Summary

Results favor the comparator Results favor the intervention

Conservative management Arthroscopy

Expected results with the intervention

Knee replacement 12 11 more 23 @E@0
per 1000 per 1000 per 1000 MODERATE
1-2 years
Mortality 0.3 more @00

er 1000
3 months = e
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Summary X

Arthroscopy vs Conservative management
Patients with degenerative knee disease - KEY OUTCOMES

o o The panel requested two systematic reviews to inform the recommendation.[8][7]
12 Outcomes 6 Practical issues Graphical view | Summary [l

The systematic review on the net benefit of knee arthroscopy compared with non-operative care pools data
from 13 randomised trials for benefit outcomes (1668 patients) and an additional 12 observational studies for
complications (>1.8 million patients).[7] Figure 2 gives an overview of the patients included, the study funding,
Conservative ma and patient involvement in the design of the studies.

Results favor the co

Panel members identified three outcomes—pain, function, and quality of life—as the most important for
patients with degenerative knee disease who are consider- ing surgery. Although the included studies reported
these patient-important outcomes, it is difficult to know whether changes recorded on an instrument
measuring subjective symptoms are important to those with symptoms—for example, a change of three points

Knee replacement 12 ) ) KLk : ;
per 1000 might have completely different meanings in two different pain scales.
1-2 years
Therefore, a second team performed a linked system- atic review addressing what level of individual change
sl on a given scale is important to patients,[8] a characteristic called the minimally important difference (MID).
ortality

The study identified a range of credible MIDs for each key out- come; this range of MID estimates informed
3 months sensitivity analyses for the review on net benefit, informed discus- sions on the patient values and
preferences, and was key to interpreting the magnitude of effect sizes as well as the strength of the
recommendation.[8]
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Strong recommendation against O

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.

Research evidence (1) | BRVCEGRCHCEHELE | Rationale Practical info  Decision Aids  References More Info FeedbackQ

Benefits and harms Small net benefit, or little difference between alternatives

Patients undergoing arthroscopic knee surgery have an approximately 12% chance of achieving a small, short-
term improvement in pain and function. [6] On average, compared to non-operative management or placebo,
improvement is below the minimally important difference [7] and there is little or no difference at 1 year. [6]

The recovery period following arthroscopy varies, but typically lasts 2-6 weeks and incurres pain and limited
function. There is a small risk of pulmonary embolism, deep vein thrombosis and infection, and a very small risk
of death and nerve injury. [6]

Certainty of the Evidence

We have high certainty that arthroscopy does not, on average, result in an important long term improvement in
pain or quality of life, and moderate certainty that it does not substantially improve knee function. There is low
certainty in the magnitude of serious adverse effects, as these data are mostly observational. [6] There is high
certainty that nearly all patients will have exacerbated pain and function immediately following arthroscopy,
although the severity and duration of the recovery period varies. [8] [9]

Values and preferences No substantial variability expected

Most patients are unlikely to consider a 2-6 week recovery period following arthroscopy worthwhile for a small
chance of a minor improvement in short-term pain and function. The multidisciplinary panel, which included
persons with lived experience of the disease and experts in shared decision making, unanimously agreed that
almost every patient would agree that the harms from arthroscopy clearly outweigh the benefits.
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Strong recommendation against O

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.

Research evidence (1) Evidence to decision Practical info  Decision Aids References More Info FeedbackQ

We issue a strong recommendation against arthroscopy for patients with degenerative knee disease because we
believe that the undesirable consequences clearly outweigh the desirable consequences. Further, the quality of
the evidence is high or moderate for key outcomes - pain, function, and quality of life. Results are consistent in
all trials and there is no trial evidence that any patient group achieves greater benefit, including those without
imaging evidence of osteoarthritis, with mechanical symptoms, with acute onset of pain, or with meniscal tears.
We expect very little variability in patient values and preferences.
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Strong recommendation against ©

We recommend against arthroscopic knee surgery in patients with degenerative knee disease.

Research evidence (1) Evidence to decision Rationale | BE&S(CEIRGICN | Decision Aids References More Info FeedbackQ

Management options:

Non-operative management options include watchful waiting, weight loss in patients who are overweight,
physical therapy, exercise, oral or topical pain medications, and intra-articular corticosteroid or other injections.
[10] For patients with severe osteoarthritis, options also include total or partial knee arthroplasty and proximal
tibial osteomy. [11] However, symptoms tend to fluctuate and vary between patients, thus delaying surgical
management is preferrable for many patients. [11]

Are there patients with knee pain who might benefit from arthroscopy?

Degenerative knee disease is a broadly encompassing diagnosis in patients who are typically 35 years of age or
older and which many consider synonymous with osteoarthritis but explicitly includes patients without
radiographic or MRI evidence of osteoarthritis who have meniscal tears or mechanical symptoms like locking.
Pain can occur acutely - including sudden onset during sports or physical activity - or insidiously. The trials
included in the evidence summary include adequate patient representation from each of these groups; [6] there
was no suggestion that any specific subgroup of patients with degenerative knee disease have a greater benefit
from arthroscopy.

The trials generally excluded patients with persisent, frequent, and the severe symptom where they were unable
to objectively fully extend their leg (locked knee). It is possible that this very small group would benefit from
arthroscpy, but any benefit in this group of patients is highly speculative. Given that there is indirect evidence
that harms outweigh benefits - from patients with meniscal tears and severe mechanical symptoms - these
patients would ideally be offered arthroscopy in the context of a randomised trial.
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Degenerative knee disease, which many understand as knee osteoarthritis, is one of the most prevalent
chronic diseases in middle aged and elderly persons. The limited evidence on the direct correlation between
radiological findings and patient reported symptoms has led to differing treatment practices. Both operative
and non-operative treatment options are available. Currently, arthroscopic surgery is a widespread practice,
despite a fairly recent systematic review by Thorlund et al. [1] questioning the net long-term effect and value.

(2]

We have systematically reviewed the effects of arthroscopic irrigation, debridement and/or partial
meniscectomy versus non-operative management or placebo in patients with symptomatic degenerative knee
disease. We have evaluated the benefit on patient important outcomes such as pain, function and quality of
life and considered the potential harms. The estimates of effect are measured in units of minimal important
difference, defined as the smallest difference in score informed patients perceive as important [3].

Below you will find the recommendations with evidence summaries (GRADE Summary of Findings-tables),
practical information and decision aids for use in the clinical encounter. A detailed account of the background,
methods and processes for BMJ RapidRecs can be found in the last section or you can read a brief outline in a
recent BMJ Editorial by Siemieniuk et al. [2].
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We recommend against arthroscopic knee surgery in patients with degenerative knee disease.
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Patients undergoing arthroscopic knee surgery have an approximately 12% chance of achieving a small, short-
term improvement in pain and function. [6] On average, compared to non-operative management or placebo,
improvement is below the minimally important difference [7] and there is little or no difference at 1 year. [6]

The recovery period following arthroscopy varies, but typically lasts 2-6 weeks and incurres pain and limited
function. There is a small risk of pulmonary embolism, deep vein thrombosis and infection, and a very small

risk of death and nerve injury. [6]
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a clinical practice guideline with risk-stratified recommendations
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LSR International Network

1. Living systematic reviews: 1. Introduction—the why, what, when, and how.
J Clin Epidemiol. 2017 Nov;91:23-30.

2. Living systematic reviews: 2. Combining human and machine effort.
J Clin Epidemiol. 2017 Nov;91:31-37.

3. Living systematic reviews: 3. Statistical methods for updating meta-analyses.
J Clin Epidemiol. 2017 Nov;91:38-46.

4. Living systematic reviews: 4. Living guideline recommendations.
J Clin Epidemiol. 2017 Nov;91:47-53.

Cochrane Library

v" Guidance for the production and publication of Cochrane living systematic reviews: Cochrane

Reviews in living mode
https://community.cochrane.org/sites/default/files/uploads/inline-files/Transform/201912 LSR Revised Guidance.pdf




R Current evidence for covid-19 treatments

Visual summary of living systematic review and network meta-analysis

View past versions
This graphic gives a visual overview of the evidence
for covid-19 treatments that is published to date, Data sources Published (] Preprints [i] Upcoming 0
and will be updated regularly as more trials are
published. The information presented comes from a ) : y
network meta-analysis that combines all the evidence Trials 13 10
and allows us to obtain estimates for all potential
comparisons, even those that have not been included
in trials. We assessed how trustworthy the evidence Participants 2568 7167 6156
is using the Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) approach, and
present the most trustworthy estimates of effect.

To be included
Included in review in next update
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15 trials 8654 participants

Glucocorticoids are likely to reduce
mortality. So far no convincing evidence
indicates that any of the other treatments ,
have a benefit for mortality when @
compared to standard care or each other.

The main limitations of the evidence /
across comparisons are risk of bias
and imprecision. f
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Evidence quality displayed: @
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Visual summary of living systematic review and network meta-analysis ‘

View past versions

(i

This graphic gives a visual overview of the evidence
for covid-19 treatments that is published to date, Data sources Published (i)
and will be updated regularly as more trials are

published. The information presented comes from a . . S
network meta-analysis that combines all the evidence Trials 25 10 0
and allows us to cbtain estimates for all potential

comparisons, even those that have not been included

in trials. We assessed how trustworthy the evidence Participants 11006 5582 341
is using the Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) approach, and
present the most trustworthy estimates of effect.

(i

Preprints Upcoming

To be included
Included in review in next update

Mortality ) Standard care How to read
this diagram
23 trials 11620 participants ‘

Glucocorticoids are likely to reduce

mortality. Remdesivir may reduce mortality.

There is no convincing evidence yet that

any of the other treatments have a

benefit in this outcome when compared

with standard care or each other. The /
main limitations of the evidence
across comparisons are risk of bias /
and imprecision. |

Evidence quality displayed:
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Certainty in
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atreatment is
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20 BM) Publishing Group Ltd.

e T i ek oo o et o bt sl b o s M s gy Ty s BMJ 2020;370:m2980

Moderate

Low

Q030

Very low /1




B Current evidence for covid-19 treatments

Visual summary of living systematic review and network meta-analysis

View past versions

(i)

This graphic gives a visual overview of the evidence
for covid-19 treatments that is published to date, Data sources Published 0
and will be updated regularly as more trials are

published. The information presented comes from a X 5 4 o
network meta-analysis that combines all the evidence Trials 60 26 32
and allows us to obtain estimates for all potential

comparisons, even those that have not been included

in trials. We assessed how trustworthy the evidence Participants 25077 16592 6142
is using the Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) approach, and
present the most trustworthy estimates of effect.
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/ To be included
Included in review in next update

Mortality e Standard care How to read

this diagram

72 trials 40083 participants @ ‘

Corticosteroids are likely to reduce s
mortality. Recombinant Human Granulocyte
Colony-Stimulating Factor may reduce
mortality. There is no convincing @

evidence yet that any of the other

treatments have a benefit in this

outcome when compared with standard

care or each other. The main f
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Visual summary of living systematic review and network meta-analysis

View past versions

This graphic gives a visual overview of the evidence
for covid-19 treatments that is published to date, Data sources Publishedo Preprintso Unpublishedo Upcommgo
and will be updated regularly as more trials are

published. The information presented comes from a .
network meta-analysis that combines all the evidence Trials
and allows us to obtain estimates for all potential

comparisons, even those that have not been included

in trials. We assessed how trustworthy the evidence Participants 102 307 47 336 11 454 S 484
is using the Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) approach, and
present the most trustworthy estimates of effect.

278 96 46 43
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Analysed in review in next update
Mortality wJ Standard A How to read
0N N this diagram
267 trials 138 345 participants Mg . ’

Interventions
selected:

Q

Corticosteroids alone, and IL6 receptor
antagonists with corticosteroids, and Janus
kinase inhibitors probably reduce
mortality. Tyrosine kKinase inhibitors may
reduce mortality. There was no

convincing evidence that any of the

other treatments have a benefit in ‘ Hc
this outcome when compared with

standard care or each other. The

main limitations of the evidence

across comparisons are risk of Rd As
bias and imprecision.
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Caring for people with COVID-19

Supporting Australia’s healthcare professionals with
continually updated, evidence-based clinical guidelines

27/09/22: Communique from the National Steering Committee »

LIVING GUIDELINES

CLINICAL
FLOWCHARTS

LATEST GUIDANCE

10 OCTOBER 2022
Updates include:

o PANORAMIC trial - molnupiravir

e Favipiravir

* Ensovibep & opaganib 'only in research’

Australian guidelines for the clinical care of people with COVID-19

Reading Guide

Introduction

Methods and processes

Definition of disease severity

Monitoring and markers of clinical

deterioration

Drug treatments

Chemoprophylaxis

Respiratory support in adults

Respiratory support in neonates,
children and adolescents

Venous thromboembolism (VTE)
prophylaxis

Therapies for existing indications in

patients with COVID-19

Care after COVID-19

Timing of surgery following COVID-19

infection

Pregnancy and perinatal care

Research evidence (;

Evidence to decision

Nirmatrelvir plus ritonavir vs Placebo

Patients with COVID-19

6 Outcomes  Graphical view

Outcome
Timeframe

Hospitalisation or
death

Day 28, <5 days symptom
onset

o Critical

All-cause mortality
Day 28, <5 days symptom
set

© crivcal

Hospitalisation
Day 28, < 5 days symptom

6 Important

Summary

Study results and measurements
10]

Relative risk 0.12
(C195% 0.06 — 0.25)
Based on data from 2085 participants
In 1 study

Relative risk 0.04
(C195% 0.00 — 0.68)
Based on data from 2085 participants
In 1 study

Relative risk 0.12
(C195% 0.06 — 0.26)
Based on data from 2085 participants
in 1 study

Rationale

Help

Decision Aids  Feedback

Absolute effect estimates
Placebo Paxiovid

63 8

per 1000 per 1000

Difference: 55 fewer per 1000
(C195% 59 fewer — 47 fewer)

11 0

per 1000 per 1000

Difference: 11 fewer per 1000
(C1 95% 11 fewer — 4 fewer)

62 7

per 1000 per 1000

Difference: 55 fewer per 1000
(C195% 58 fewer — 46 fewer)

MAGIC Resources

Certainty of the Evidence
(Quality of evidence)

10

Moderate
Due to serious Imprecision

Low
Due to very serlous
Imprecision

Moderate
Due to serious imprecision

English ~ Login

Subscribe PDF About

Plain language summary

Paxiovid probably
decreases hospitalisation
or death (74 events)

Feceantico

Paxlovid may have Iittie
Impact on all-cause
montality (12 events)

Noimp. at.

Paxiovid probably
decreases hospitalisation
(73 events)
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EVIDENCE ACCELERATED

Using a living-evidence approach, researchers find, appraise and incorporate
research in frequent cycles, rather than always starting from scratch.

e Primary study @ Guideline publication (conventional) @ Guideline publication (living) — Time to publication

Stroke
The Australian Stroke Foundation reduced the time between guideline updates from 7 years to under 3 months.

The world’s first living
guidelines have been
embraced by clinicians.

—'—o-u-o—a;u‘v-o—;-no-'-;uu‘u-é-ruic:«u‘—rn«o-cf =1 .-O—.—?—l;.-.—.0-&]—.&.*0-.—@Fﬂ.,—‘(.—.*
2010 20M 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

L Median time to incorporation with —— | L Median time to incorporation —
conventional evidence 1,477 days with living evidence 458 days

COVID-19

Learning from the stroke experience, Australian COVID-19 guidelines Around 20,000 COVID-19
launched using living evidence, often updating weekly. papers have been screened and

300 selected for incorporation.

i 0D BB G+ D O B — O b B — BT D) BED @ = D @i — - @—— =G -O— O O —— @~
Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb  Mar Apr May
2020» 2021»

- Mediantimetoincorporaton——— |

with living evidence 20 days
Nature | Vol 600 | 16 December 2021 | 383




NICE living guidelines for COVID-19
Strategy 2021-2026

N I c E National Institute for search NICE \‘
Health and Care Excellence ’ , .~ -
o

COVID-19 Evidence Network
(“ to support Decision-making

CKS

Standards and indicators  Evidencesearch BNF  BNFC

NICE Pathways NICE guidance Life sciences

Read about our approach to COVID-19
Home 2 NICE Guidance » Conditions and diseases ? Infections ® Antimicrobial stewardship

We are reviewing these guidelines as new evidence, policy and practice emerges: give us your feedback.

COVID-19 rapid guideline: managing COVID-19

NICE guideline [NG191] Published: 23 March 2021  Last updated: 22 November 2021

Guidance Tools and resources Evidence History 2N Dyna mic, |iving guide"ne
recommendations: creating and

Overview

Guidance maintaining up-to-date guidance that

integrates the latest evidence, practice

Update information

and technologies in a useful and
Recommendations useable format.

Introduction . Effective guidance uptake to
Definition of disease severity maximise our impact: working with

Communication and shared decision making

our strategic partners to increase the

Assessment

use of our guidance, monitor adoption
and measure impact on health

o |nthe community

outcomes and health inequalities.



Figure 4. Versioning and accessibility of a living practice L n
qudeline. T Versionning

Recommendation
A

Recommendation

B
Recommendation

view Translation Updating

Recommendation
&

Recommendation
D

Recommendation
E

Recommendation
F

i N2 LeaoRs Adaptation Living

N

New recommendation @

@ Maintained recommendation Guideline view

Retired recommendation

A Framework for the Development of Living Practice Guidelines in
Healthcare. Ann Intern Med. 2022;175:1154-1160
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ABSTRACT

OBJECTIVE

To compare the benefits and harms of drug treatments
for adults with type 2 diabetes, adding non-steroidal
mineralocorticoid receptor antagonists (including
finerenone) and tirzepatide (a dual glucose dependent
insulinotropic polypeptide (GIP)/glucagon-like
peptide-1 (GLP-1) receptor agonist) to previously
existing treatment options.

DESIGN

Systematic review and network meta-analysis.

DATA SOURCES

Ovid Medline, Embase, and Cochrane Central up to 14
October 2022.

ELIGIBILITY CRITERIA FOR SELECTING STUDIES
Eligible randomised controlled trials compared drugs
of interest in adults with type 2 diabetes. Eligible

trials had a follow-up of 24 weeks or longer. Trials
systematically comparing combinations of more than

Bolus insulin

GLP-1 receptor
agonists

Meglitinides

Basal bolus insulin

3,27

one drug tr
analyses o
English lan
Certainty o
GRADE (grz
developme..

RESULTS

The analysis identified 816 trials with 471 038
patients, together evaluating 13 different drug
classes; all subsequent estimates refer to the
comparison with standard treatments. Sodium
glucose cotransporter-2 (SGLT-2) inhibitors (odds
ratio 0.88, 95% confidence interval 0.83 to 0.94;
high certainty) and GLP-1 receptor agonists (0.88,
0.82 to 0.93; high certainty) reduce all cause death;
non-steroidal mineralocorticoid receptor antagonists,
so far tested only with finerenone in patients with
chronic kidney disease, probably reduce mortality
(0.89, 0.79 to 1.00; moderate certainty); other drugs
may not. The study confirmed the benefits of SGLT-2
inhibitors and GLP-1 receptor agonists in reducing

SGLT-2 inhibitors Sulfonylureas

a-glucosidase
inhibitors

Standard
treatments



Non-fatal Admissionto| Endstage |Health related i
All cause | Cardiovascular| myocardial Non-fatal | hospital for kidney quality of Severe Drug specific Benefits and harms of
Interventions death death infarction stroke heart failure | disease* life score  |hypoglycaemia adverse events drug treatment for type
(OR, 95%CI) | (OR, 95%CD | (OR, 95%Ch | (OR, 95%Cl) | (OR, 95%Ch | (OR, 95%CI) | (OR, 95%Cl) | (OR, 95%CI (OR, 95%CI) 2 diabetes: systematic
§G’\¥gi-t2 0.88 0.86 0.90 0.99 0.66 0.6 0.30 0.90 review and network
inhibitors 0.83t00.94) (0.80to0 0 W YAGLT N (0.88 to 1.11) X RGTe 0 JUC7 M GRTRV ] (0.79 to 1.02) meta-analysis of
randomised
controlled trials
BMJ2023;381:€074068
GLP-1
0.88 0.8 0.9 0.8 0 0.98
Lt;coen;?;?sr 0.82 t0 0.93) (0.81t0 0.94) (0.85 to 0 0.77 t0 0.9 VPR b2} (0.90 to 1.06)
Non-steroidal 0.89 0.88 091 1.00 0.78 . V.64
MRAs LRGN 0N (0.75 to 1.02) [ (0.74 to 1.12) | (0.82 to 1.22) (XTI RGLR: 0.43 to 0.96
Tirzepatide 0.83 1.00 0.69 0.63 0.68 0 1.13
(0.48 to 1.44) [ (0.35 to 2.85) | (0.08 to 6.10) (0.16 to 2.39) | (0.09 to 4.84) (¢ JON (0.42 to 3.02)
Metformicy 0.84 0.95 0.86 097 145 1.61 0.04 173 [Severedzaionitsstinal
(0.67 to 1.04) | (0.48 to 1.88) | (0.68 to 1.09) | (0.71 to 1.33) | (0.28 to 7.36) | (0.36 to 7.24) |(-0.25 to 0.33)| (0.89 to 3.37) 222 (0.64 to 7.71)
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inediones (0.83t01.09) | (0.77 t0 1.12) | (0.81 to 1.15) | (0.70 to 1.03) (0.37 to0 1.28) |(-0.13 t0 0.52)((0.97 t0 2.10)
DFf-4 1.01 1.00 1.01 091 1.05 1.04 0.03 111 :
inhibitors  ((0.95 to 1.08) ( (0.92 to 1.09) [ (0.92 to 1.11) | (0.80 to 1.03) | (0.95 t0 1.16) | (0.93 to 1.16) [(-0.12 to 0.17)[(1.00 to 1.23)
Sulfonylureas 1.10 1.01 1.00 1.05 0.99 0.68 0.23 .
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Introducing MATCH-IT

* to explore multiple comparisons from NMA
* to help decision makers move from NMA to
recommendations

* for shared decision making
(SHARE-IT 2.0 in progress)



FAQ

What do certainty ratings imply?
What is the origin of this evidence?
What is the cardiovascular risk factor?

What is the established cardiovascular disease and chronic kidney
disease?

More information about interventions
Information about outcomes

How do | use this tool?

What is a network meta-analysis?

Colour guide
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Selecting baseline risk



MATCH-IT is an interactive tool designed to help you explore
the evidence

Adults with type 2 diabetes plus

3 or fewer cardiovascular risk factors

More than 3 cardiovascular risk factors

Established cardiovascular disease but not chronic kidney disease
Established chronic kidney disease but not cardiovascular disease

Both established cardiovascular disease and chronic kidney disease

FAQ How do | use MATCH-IT




MATCH - IT Home Help Resources

Evidence summary: Adults with type 2 diabetes plus both FAa
established cardiovascular disease and chronic kidney
disease

What aspect of treatment would you like to
explore next? Choose one or several outcomes to
start exploring the evidence.

All-cause death Cardiovascular death

Non-fatal stroke

Non-fatal myocardial

infarction

Hospitalisation for heart End-stage kidney disease
failure

Quality of life score (SF-
36)

Bodyweight change

Retinopathy Neuropathy Dementia Severe hypoglycaemia

Severe gastrointestinal Genital infection
events

Ketoacidosis due to
diabetes

Amputation

Major osteoporotic Fall Hyperkalaemia leading to
fractures admission to hospital



MATCH-IT

All-cause death
Syears

Cardiovascular
death
Syears

Non-fatal myocardial
infarction
Syears

Non-fatal stroke
Syears

Hospitalisation for
heart fallure
Syears

End-stage kidney
disease
Syears

Quality of life score
(SF-36)

5years

Bodyweight change
Syears

Retinopathy
Syears

Neuropathy
5years

Dementia
5years

Severe
hypoglycaemia
5years

Severe
gastrointestinal
events
5years

Genital infection
Syears

Amputation
Syears

Ketoacidosis due to
diabetes
Syears

Major osteoporotic
fractures
Syears

Fall
5years

Hyperkalaemia
leading to admission
to hospital

Syears

Standard treatments

265 per 1000

175 per 1000

190 per 1000

190 per 1000

235 per 1000

148 per 1000

50 points

90kg

28 per 1000

5 per 1000

1 per 1000

30 per 1000

45 per 1000

73 per 1000

10 per 1000

2 per 1000

6 per 1000

5 per 1000

2 per 1000

SGLTZ2 inhibitors

GLP-1 receptor

Non-steroidal MRAs

agonists
24 fewer 24fewer 22 fewer
35 fewer - 12 fewer 37 fewer - 14 fewer 43fewer -0
0eee [clololc] [Slclelo]
21 fewer 19 fewer 18 fewer
30 fewer - 9 fewer 28 fewer - 9 fewer 38 fewer - 3more
Qe Qe Qeeo
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RO lolelelo] @200
2 fewer 24 fewer No difference
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1.98 less
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Metformin
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Nodifference
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9 fower - 20 more 88 fewer - 29 more
@00 @000
0.3 better 2.3 better
1.2worse - 1.7 better L9 worse - 6.4 better
@0 @00
0.28 more 1.78 more
0.11more - 0.46 more. 1.5 more - 206 more
QOO0 lclolole]
Nodifference 1 fewer
4fewer - 4more 5 fewer - 3 more
@00 ®000
Noditterence 1 more
0-1more 0-2mare
(clelold] P00
1fewer-0 1tewer - 1 more
[ololc]e] [ololole]
3more 109 more
07 more 77 more - 148 more
@000 200
6 more No difference
21fewer - 62 more 32fewer - 103 more
@000 @000
20 fewer 34 fewer
38 fewer - 7 more 45 fewer - 17 fewer
@00 ®©e00
1fewer
5 fewer - 6 more
P00
No difference 1 fewer
1 fewer - 1more 2fewer - 6more
@0 P00
1fewer 1more
2tewer-0 1tewer - 6more
[Clololo] 0
1fewer 1fewer
2fewer-0 2fewer -2more
[olololo] Q00

Meglitinides
98 more
110 fewer - 374 more

@000

55 fewer
152 fewer - 264 more
@000
128 fewer
178 fewer - 83 moce
®000
96 more
133 fewer - 538 more

@000

1.7 better
2.9 worse - 6.3 better

P00
1.26 more

0.58 more - 1.94 more
@000
9 fewer

25 fewer - 109 more

@000

60 more
1fewer - 220 more

@@00

1fewer
2fewer - 30 more

@000

21 more
4 fewer - 397 more.

@000

Basal insulin Basal-Bolus insulin Bolus insulin

19 more
39 fewer - B4 more

@000

39 more

25 fewer - 122 more
@000
3fewer

91 tewer - 136 more
@000
39 fewer

118 fewer - 103 more
@000
11 fewer

75 fewer - 70 more
@000

24 more
51 tewer - 137 more

@000

No difference
2.5worse - 2.4 better

@O0

2.15more
174 more - 2.56 more

00

4fewer
9 tewer - 1more

@000

No difference
1fewer - 1more

00

39 more
23 more - 58 more

@0

27 fewer
a0 fewer - 15 more

@000

2fewer
5fewer - 7 more

@90

No difference
3fewer - 9 more

@eeo

43 fewer
201 fewer - 280 more

@000
146 more

128 fewer - 648 more
@000
118 fewer
183 fewer - 244 more
@000
70 fewer
167 tewer - 250 more

@000

3.26 more

2.1 more - 4.41 more

@00

3fewer

4 fewer - 6 more

©000

103 more
2more - 385 moce

@ee0

4 fewer

6 lewer - 42more
@900

4 fewer
Sfewer - 7 more

@00

117 fewer

214fewer - 99 more
@000

7 more
152 fewer - 510 more
©000
27 more
104 fewer - 261 more
@000
22 fewer
154 fewer - 322 more
@000
71fewer
214 fewer - 421 more
@000
159 more
131 fewer - 768 more
®000
11lworse
29 worse - 0.7 better
Pee0
1.01 more
0.24 more - 1.79 more
©Oe0
2more
10 fewer - 21 more
@000
8 more
1fewer - 44 more

©000

41 more
9 more - 95 more

@000

90 more
19 fewer - 432 more

@000

2 fewer
5fewer - 15 more

@00

No difference
4fewer - 29 more

@000



MATCH-IT

Standard treatments SGLT2 inhibitors

All-cause death
Syears

Cardlovascular
death
Syears

Non-fatal myocardial
infarction
5years

Non-fatal stroke
Syears

Hospitalisation for
heart failure
Syears

End-stage kidney
disease
5years

Quality of life score
(SF-36)

Syears

Bodyweight change

5years

Retinopathy
Syears

Neuropathy
Sywars

Dementia
Syears

Severe
hypoglycaemia
Syears

Severe
gastrointestinal
events
Syears

Genital infection
Syears

Amputation
Syears

Ketoacidosis due to
diabetes
Syears

Major osteoporotic
fractures
Syears

Fall

Syears

Hyperkalaemia
leading to admission
to hospital

Syears

265 per 1000

175 per 1000

190 per 1000

190 per 1000

235 per 1000

148 per 1000

50 points

28 per 1000

5 per 1000

1per 1000

30 per 1000

45 per 1000

73 per 1000

10 per 1000

2 per 1000

6 per 1000

5 per 1000

2per 1000

24 fewer ‘

35 fewer - 12 fewer

lelelolo]

21 fewer ‘

30 fewer - 9 fawer
Qe

16 fewer ‘

29 fewer - 3 fewer

lolololo]

2fewer
19 fewer - 17 more

©e00

66 fewer
79 fewer - 52 fewer

61 fewer - 44 fewer

GLP-1 receptor

agonists

24 fewer

37 tewer - 14 fewer
(clololc]
19 fewer

28 fawer - 9 lewer

OR

14 fewer
24fewer - 3fewer

PR

24 fewer
37 fewer - 7 fewer

(clololo]

Non-steroidal MRAs

22 fewer
43fewer-0

[Clelc]o]

18 fewer
38 fewer - 3more

@eeo
14 fewer
vdzm-mm;
@00
No difference
- 29 fewer - 32move
200

42 fewer
66 fewer - 15 fewer

00

Qeeo 00 [©lolo]e]
3 better 1.7 better
1 better - 4.9 better 0.7 better 2.7 better
Q00 e
] View all drugs
Qeee
1fewer 1fewer No ditference
5 fewer - 3mare Itewer-2more ?fewer - 14 more
Q0 Q00 200
N 3more
1fewer-1more 1fewer - 1 more 1 fewer - 13 more
lelelelo] @0 @00
1more
0-7more 0-0 1fewer - 9more
lolololo] lelololc] [olololo]
3fewer 1fewer 11 fewer
bfewer- 1 mare Sfewer-2more. 17 fewer - 1 fewer
Peee PRE [Clelelo]
40 more
16 mare - 72 mare
®@eeo
133 more 21 fewer
112 more - 156 mocw 45 fowar - 22 more
lolololo] @000
3more 3fewer 1fewer
0-6more 9 fewer - 56 more & fewer - 10 more
000 0 [clololc]
No difference 1 fewer
1 fewer -2 more 1 fewer - 1 more
Qeee [clelele] lclelelc]
No difference No difference 1fewer
1fewer - 1 more 2fewer - 1 mare. Afewer - 3more
(clolol] [Slololo] Qe
1more Nodifference 2fewer
1 fower - 2mare 1 fewer - 1 moce 4 fewer - 3more
[olololo] QRO Qeee
10 more

4 mote - 21 more

Qeee

Tirzepatide
35 fewer
117 fewer - 77 more.
©000

No difference
106 fower - 202 more

@000

~ 51fewer
172fewer - 399 more

@000

73 fewer
188 fewer - 188 more.

@000

42fewer
1133 fewer -309 more

@000

3.9 better
1.3 better - 4.5 better

©ee0

8.57 less

9.4 less - 7.75 less

Qeeo

56 more
17 fewer - 393 more
2000

4more
17 fewer - 55 more

@000

133 more
37 more- 299 more

90

1fewer
S fewer - 16moce

@00
2fewer

S fewer - 24 more.
000

Metformin
33fewer
70tewer - Bmore
@00
7 fewer
83 fewer - 110 more
©®@000
22 fewer
52fewer - 14 more
®000

~ Sfewer
47 fewer - 48 more.
®000
73more
156 fewer - 458 more
®000

71 more
B9 fewer - 409 more
@000
0.4 better
25worse - 3.3 better
©ee0

3fewer- 64 more
@00
50 more

16 fewer- 221 more
©000
20 more

21 fewer -89 more
©000

1 more
2fewer - 63more.
@00
2fewer
4fewer - 3moce
0
7 more
1 fewer - 28 more
@00

Alpha-glucosidase

Inhibitors

@000

1 fewer
432 fewer - 324 mare.
®000
118 fewer
176 fewer - 121 more.
®@000
499 more
39 fewer - 775 more.
®000
265 more
197 fewer - 727 more
@000

0.3 better
34 worse - 3.9 better

Q00
0.38 less
0.8 jess -0.04 more
@00
61 more
22fewer - 576 more.
@000

‘9more
21 fewer - 114 more
@00
93 more
31 fewer - 598 more.
@000

1 fewer
2fewer - 30 more
@000

4more
5 fewer - 306 more

@000

Thiazolidinediones

10 fewer
35 fewer - 17 more

@000

10 fewer
35 fewer - 17 more
®000
Sfewer
- 30 fewer - 22 more.
@000
24 fewer
4% fewer -5 more.
@000

86 more
46 more « 131 mare

@00
41 fewer
‘88 fewer - 3 more
@000

2 better
13 worse - 52 better.

@eeo

DPP-4 inhibitors

2.81more - 0.28)
255more-307more [

@O0
2fewer
7 fewer - 4 more
200

1more
0-3more

Qe

1fewer
1 fewer - 3mare

[olclclo]
12more
1fewer-31 more.
@00
18 more
14 fewer - 80 more:
@800

388 more
41 fewer - 883 more

@000

3fewer
6 fawer - 3more

Q000

0-9more
0eee

4 more
2 fower - 22 more

Qeeo

Sulfonylureas
19 more
blewer- 47 more
@000
1more
25 fewer - 32more
@000
No difference
27 fewer - 32 more
®000
8more
25 fewer - 46 more.
@000

2 fewer
40 fewer - 39 more:
@000
~42fewer
88 tewer - 29 more
©@000

2.3 better
L9 worse - 6.4 better

Stewer-amore
@00 @000
Nodifference 1more
0-1more 0-2mare
lolelolo] @0
1fewer -0 1fewer - 1 more
Q0 @0

@0

& more
21 fewer - 62 mare

@000

20 fewer
38 fower - 7 more.

@00

1 fewer
5 fewer - 6 mare

Qe

No difference
1fewer-1more

Pee0

1fewer
2 fower -0

[olololo]
1fewer

2fower -0

QRee

m— RN
w——%g@g—*] 109 more
LT T 77 more - 148 moce

eeeo
Nodifference
32 fewer- 103 more.
@000

34 fewer
45 fewer - 17 fewer

200

1fewer

2fewer - 6moce
lclolcle]

1more
1 fewer - 6 more.
Qee0

1fewer
2fewer - 2 more.

0

Meglitinides
98 more
110fewer - 374 more.
@000
55 fewer
152 fewer - 264 more
@000

128 fewer
178 fewer - 83 more.
@000
96 more
133 ewee 538 move
@000

1.7 better
2.9 worse - 6.3 better

@Oe0

| 126more
. | 0S58mare-194mare |

@00
_ihml
25 fewer - 109 more.
@000

60 more
1 fewer - 220 more:
@00

1 fewer
2 fower - 30 more

@000

21 more
4 fawer - 397 more.

@000

Basal insulin Basal-Bolus insulin Bolus insulin

19 more
39 fewer -84 more.
©000
39 more
25 fewer - 122more

©®000

3 fewer
91 fewer - 136 more

@000

39 fewer
118 fewer - 103 moce

©000

11 fewer
75 fewer - 70 more

@000

24 more
51fewer - 137 mare

@000

No difference
2.5 worse - 24 better

@ee0

2fewer
5 fewer - 7 more

@00

Nodifference
Bfewer - 9more

ee0

43 fewer

201 fewer -280more

®000
146 more

128 fewer - 648 more
®000

118 fewer
183 fewer - 244 more
@000
”hm;
167 fewer - 250 more
®000

3.26 more I
2.1 more - 4.41 more )4

@e00

 Afewer
& fawer - 42 more:

@@00

4fewer
S fewar - 7 more

200

117 fewer
214fewer-99 more
@000
7 more
152 fewer - 510 more
@000
27 more
104 fewer - 261 moce.
@000
22fewer
R8RS FTT 0
®000
71 fewer
214 fewer - 421 more
@000
159 more
131 fewer - 768 more
@000

1.1 worse
2.9 worse - 0.7 better

[ololole]

2fewer
5 fewer - 15 more

©@00
Nodifference
4 fewer - 29 more

©000
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Among a 1000 people

Changerisk strata ~ Filter by ~ Rank by ~
Standard treatments |  SGLT2 inhibitors G'-Pafgiornefs‘t’ft" Non-steroidal MRAs
All-cause death 265 per 1000 24 fewer 24 fewer 22 fewer 35 fewer
5 years 35 fewer - 12 fewer 37 fewer - 14 fewer 43 fewer -0 117 fewer - 77 more
(CloIolo] QOO QOO ®000
Non-fatal myocardial 190 per 1000 16 fewer 14 fewer 14 fewer 51 fewer
lsnfarctlon 29 fewer - 3 fewer 24 fewer - 3 fewer 42 fewer - 18 more 172 fewer - 399 more
years
QOO QOO ®®00 ®000
Non-fatal stroke 190 per 1000 2 fewer 24 fewer No difference
Syears 19 fewer - 17 more 37 fewer - 9 fewer 29 fewer - 32 more
®@®00 QOO ®®@00
Bodyweight change 90 kg 1.98 less 8.57 less
5 years 2.18 less - 1.78 less View all drugs 94 less-7.75 less
QOO @O0
g‘;agg' of life score 50 points 3better 1.7 better 3.9 better
5 years 1better - 4.9 better 0.7 better - 2.7 better 1.3 better - 6.5 better
ololole) QOO ololole]
ﬁe"e“l’ . 30 per 1000 3 fewer 1 fewer 11 fewer 4 more
Sy;l::;gr!caem'a 6 fewer - 1 more 3fewer - 2 more 17 fewer - 1 fewer 17 fewer - 55 more
QOO (C]O]O]0) 00O ®000
Ss\s,frr:in S 45 per 1000 40 more 133 more
gvents 16 more - 72 more 37 more - 299 more
5years (Clo]ole) @0

Cardiovascular death Hospitalisation for heart End-stage kidney disease Retinopathy
failure

Neuropathy Dementia Genital infection Amputation

Ketoacidosis due to Major osteoporotic Fall Hyperkalaemia leading to

diabetes fractures admission to hospital




Among a 1000 people

Changerisk strata ~ Filter by ~ Rank by ~
SGLT2 inhibitors G”Z';J:i‘;fs"t°' Non-steroidal MRAs
All-cause death 265 per 1000 24 fewer 24 fewer 22 fewer 35 fewer
Syears 35 fewer - 12 fewer 37 fewer - 14 fewer 43 fewer-0 117 fewer - 77 more
QOO QOO QOO @000
Non-fatal myocardial 190 per 1000 16 fewer 14 fewer 14 fewer 51 fewer
Isnfard'on 29 fewer - 3 fewer 24 fewer - 3 fewer 42 fewer - 18 more 172 fewer - 399 more
years
(O]oIO]0) QOO @00 @000
Non-fatal stroke 190 per 1000 2 fewer 24 fewer No difference
S years 19 fewer - 17 more 37 fewer - 9 fewer 29 fewer - 32 more
®@00 (CIO]o]O) ®@00
Bodyweight change 90kg 1 98 8.57 less
5years less View all drugs 9.4 less-7.75 less
(CIo]o]C) @O0
ggﬁgg of life score 50 points 3better 1.7 better 3.9 better
B oears 1 better - 4.9 better 0.7 better - 2.7 better 1.3 better - 6.5 better
®@@@0 (C]o]C]O) ®e@e0
ﬁe"er‘i . 30 per 1000 3 fewer 1 fewer 11 fewer 4 more
5{[;;2$gcaem|a 6 fewer - 1 more 3fewer - 2 more 17 fewer - 1 fewer 17 fewer - 55 more
(O]OIO]0) QOO QOO @000
SZ‘S’fr';ntestinal 45 per 1000 40 more 133 more
il 16 more - 72 more 37 more - 299 more
5years @O0 @0

Cardiovascular death Hospitalisation for heart End-stage kidney disease Retinopathy
failure

Neuropathy Dementia Genital infection Amputation

Ketoacidosis due to Major osteoporotic Hyperkalaemia leading to

diabetes fractures admission to hospital




Among a 1000 people Non-steroidal MRAs

tide
—
Changerisk strata ~ Filter by ~ Rank by ~ Do
Standard treatments SGLT2 inhibitors GLP-1 receptor
agonists

All-cause death 265 per 1000 24 fewer 24 fewer
5years 35 fewer - 12 fewer 37 fewer - 14 fewer

QRO QOO
Non-fatal myocardial 190 per 1000 16 fewer 14 fewer
infarction 29 fewer - 3 fewer 24 fewer - 3 fewer
5years

POOE PEOE
Non-fatal stroke 190 per 1000 2 fewer 24 fewer
5years 19 fewer - 17 more 37 fewer - 9 fewer

®®00 QOO
Bodyweight change 90 kg 1.98 less
5years 2.18 less - 1.78 less View all drugs

QOO
glglsig of life score 50 points 3 better 1.7 better

1 better - 4.9 better 0.7 better - 2.7 better

5years

Q@O0 QOO
ﬁever? . 30 per 1000 3 fewer 1fewer

ypoglycaemia 6 fewer - 1 more 3 fewer - 2more

5years

QOO PEOE
Severe 45 per 1000 40 more
gastrointestinal
it 16 more - 72 more

5 years @QO®0



Among a 1000 people

« sepatide
Change risk strata ~ Filter by ~ Rank by ~ TirzeP
SGLT2 inhibitors “E i R
All-cause death 265 per 1000 24 fewer 24 fewer
5years 35 fewer - 12 fewer 37 fewer - 14 fewer
QOO 0O
Non-fatal myocardial 190 per 1000 16 fewer 14 fewer
infarction 29 fewer - 3 fewer 24 fewer - 3 fewer
5years
QOO PO
Non-fatal stroke 190 per 1000 2 fewer 24 fewer
Syears 19 fewer - 17 more 37 fewer - 9 fewer
®@00 QOO
Bodyweight change 90 kg 1.98 les
5 years d 8 less View all drugs
(ClOIOIT)
ggagg’ of life score 50 points 3better 1.7 better
E 1 better - 4.9 better 0.7 better - 2.7 better
5years
@O0 COlO]CIO)
ﬁeve“'? ) 30 per 1000 3 fewer 1fewer
SYPOS ycaemia 6 fewer - 1 more 3 fewer - 2 more
years
QOO (OJOIOIO)

Severe . 45 per 1000 40 more
gastrointestinal 16 72
T more - more

5years @EEO0
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Changing comparator



All-cause death
5years

Non-fatal myocardial

infarction
5years

Non-fatal stroke
5years

Bodyweight change
5years

Quality of life score
(SF-36)
5years

Severe
hypoglycaemia
5years

Severe
gastrointestinal
events
5years

Among a 1000 people

Changerisk strata ~ Filter by ~

Rank by ~

GLP-1 receptor SGLT2 inhibitors Non-steroidal MRAs
agonists

241 per 1000 No difference
14 fewer - 18 more
@000
176 per 1000 2 fewer
18 fewer - 14 more
@000
166 per 1000 22 more
0-46 more
@OE0
No data
51.7 points 1.3 better
0.6 worse - 3.2 better
®OE0
29 per 1000 2 fewer
6 fewer - 2 more
@0
85 per 1000

11 fewer
92 fewer - 101 more

@000

37 fewer
158 fewer - 411 more

©®900

2.2 better

0.2 worse - 4.6 better
®eE0

5 more
16 fewer - 56 more

@000

93 more
1 fewer - 255 more

clolole)

2 more
22 fewer - 29 more

®000

No difference
30 fewer - 35 more

®000

24 more
9 fewer - 60 more

®@00

10 fewer
16 fewer -0

ololole)




Among a 1000 people

Changerisk strata ~ Filter by ~ Rank by ~
GLP-1 re.ceptor
agonists
All-cause death 241 per 1000 No difference 11 fewer 2 more
5years 14 fewer - 18 more 92 fewer - 101 more 22 fewer - 29 more
@000 ®000 ®000
Non-fatal myocardial 176 per 1000 2 fewer 37 fewer No difference
g\fa rction 18 fewer - 14 more 158 fewer - 411 more 30 fewer - 35 more
years
@000 ®®00 @000
Non-fatal stroke 166 per 1000 22 more 24 more
5vyears 0-46 more 9 fewer - 60 more
@O0 ®@®00
Bodyweight change No data
5vyears
%gaggv of life score 51.7 points 1.3 better 2.2 better
(SF-36) 0.6 worse - 3.2 better 0.2 worse - 4.6 better
5vyears
Q@0 @O0
ﬁeve"; ) 29 per 1000 2 fewer 5 more 10 fewer
Sy;l-:;grsycaem'a 6 fewer - 2 more 16 fewer - 56 more 16 fewer -0
@O0 @000 @O0

Severe_ 5 85 per 1000 93 more
gastrointestinal
events 1 fewer - 255 more

5years @O0
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Focusing on outcome data



All-cause death

O 24 fewer

S5years

35 fewer - 12 fewer

Standard SGLT2 inhibitors
treatments

265 241

per 1000 per 1000

Odds ratio
0.88 (0.83,0.94)

Certainty

VOO

High

Network Estimate involving 39
randomized trials in direct
comparisons

SGLT2 inhibitors reduce all-cause death compared to standard
treatments.

Y Y Y Y Y Y Y Y Y YTy Y Y Y Y Y Y Y Y YYYrYYY Y YY)
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Among a 1000 people

Close




All-cause death

O 24 fewer

S5years

35 fewer - 12 fewer

Standard SGLT2 inhibitors
treatments

265 241

per 1000 per 1000

Odds ratio
0.88 (0.83,0.94)

Certainty

OJOLOYO,

High

Network Estimate involving 39
randomized trials in direct
comparisons

SGLT2 inhibitors reduce all-cause death compared to standard
treatments.

Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y rY Y YYYrYYYYYY Y
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Among a 1000 people




All-cause death

O 24 fewer

S5years

35 fewer - 12 fewer

Standard SGLT2 inhibitors
treatments

265 241

per 1000 per 1000

Odds ratio
0.88 (0.83,0.94)

Certainty

OJOJOYO

High

Network Estimate involving 39
randomized trials in direct
comparisons

SGLT2 inhibitors reduce all-cause death compared to standard
treatments.
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Among a 1000 people

Close




Bodyweight change

SGLT2 inhibitors have little or no difference on bodyweight compared
0 1.98 |ess to standard treatments.
5years

2.18less-1.78 less

treatments
; St?ndartd
90 88.02 reatments

kg kg

Mean difference

-1.98(-2.18,-1.78) SGLT?2

inhibitors

Certainty

OJOLOL)

High

Network Estimate involving 70
randomized trials in direct
comparisons




Bodyweight change

© 1.98less

Syears

2.18less- 1.78 less

Standard SGLT2 inhibitors
treatments

90 88.02

ke kg

Mean difference
-1.98(-2.18,-1.78)

Certainty

OLOIOLO,

High

Network Estimate involving 70
randomized trials in direct
comparisons

SGLT2 inhibitors have little or no difference on bodyweight compared
to standard treatments.

Standard
treatments

88.02 kg

SGLT2
inhibitors

60 65 70 75 80 85 90 95 100
kg

Close




Bodyweight change

O 1.98less

5years

2.18less- 1.78 less

Standard SGLT2 inhibitors
treatments

90 88.02

kg kg

Mean difference
-1.98(-2.18,-1.78)

Certainty

OJOLOYO

High

Network Estimate involving 70
randomized trials in direct
comparisons

SGLT2 inhibitors have little or no difference on bodyweight compared
to standard treatments.

Standard
treatments

o 1.98 less

SGLT2
inhibitors

60 65 70 75 80 85 90 95 100

Close




Bodyweight change for GLP-1 receptor agonists

Standard
treatments

Semaglutide
(Subcutaneous)

Semaglutide
(Oral)

Efpeglenatide

Liraglutide

Exenatide
immediate-
release

Dulaglutide

Exenatide
extended-

release

Lixisenatide

Albiglutide

Loxenatide

Weight

90kg

85.38kg

87.02 kg

87.41kg

87.79kg

88.23 kg

88.60 kg

88.95kg

89.17kg

89.28 kg

90.16 kg

Difference

@ 4.62less
@ 2.98less
@ 259less
@ 221less
@ 177less
@ 14less

@ 1.05less
@ 0.83less
@ 0.72less

o 0.16 more

Confidence interval

(5.22 less - 4.03 less)

(3.66 less - 2.29 less)

(4.41 less - 0.78 less)

(2.58 less - 1.85 less)

(2.47 less - 1.07 less)

(1.93 less - 0.88 less)

(1.67 less - 0.42 less)

(1.40 less - 0.26 less)

(1.35 less - 0.08 less)

(1.72 less - 2.04 more)

Certainty
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Focusing on certainty



All-cause death
5years

Non-fatal myocardial
infarction

5 years

Non-fatal stroke
5years

Standard treatments |  SGLT2 inhibitors G”’af;o’neicsz’m' Non-steroidal MRAs

265 per 1000 24 fewer

35 fewer - 12 fewer

(OIOIOI0)]
190 per 1000 16 fewer

29 fewer - 3 fewer

QOO
190 per 1000 2 fewer

19 fewer - 17 more

©®@®00

24 fewer
37 fewer - 14 fewer

QOO

14 fewer
24 fewer - 3 fewer

QPO

24 fewer
37 fewer - 9 fewer

olololo]

22 fewer
43 fewer -0

QOO

14 fewer
42 fewer - 18 more

@000

No difference
29 fewer - 32 more

@00

35 fewer
117 fewer - 77 more

®000

51 fewer
172 fewer - 399 more

@000



High certainty

High certainty High certainty Very low certaint

16 fewer
29 fewer - 3 fewer

High certainty

2 fewer
19 fewer - 17 more

a ar - ar -~a

Certainty: the certainty of the evidence for
interventions is the certainty or confidence that
the true effect is within a particular range or
relative to a threshold.
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Practical Issues



Practical issues

V4

Medical routine

2

Adverse effects, interactions
and antidote

‘@!

Food and drinks

Tests and visits

Physical well-being

2

Emotional well-being

([ &
S
l.‘

Storage and transportation
before use

S

Recovery and adaptation

S

Pregnancy and nursing

o

Exercise and activities

Costs and access

>

Travel and driving



Medical routine

With usual care

o Most anti-diabetic medications are tablets except insulin, an
injection. Insulin can be used while a person is sick and needs
glucose lowering medication.

With SGLT2 inhibitors

o Tablets swallowed once daily at the same time. Some need to be
taken in the morning.

With GLP-1RAs

o Injection once or twice daily or once weekly. Also available as
tablets, but are not yet widely available. Formulas that combination
of GLP-1 RAs and insulin are available and can be injected once.

With SGLT2 inhibitors and GLP-1 RAs

o Should not be taken while a person is sick, especially if there is
vomiting, diarrhea, or the person isn’t eating and drinking very much.




Agenda

MAGIC Evidence Ecosystem Foundation

How to enhance our evidence ecosystem
 Focus #1 Methods
» Focus #2 Digitally structured data

Introducing the MAGICapp

4. Key developing areas
* Personalized medicine
« Living evidence & guidelines
* Multiple comparisons: from NMAs to decisions

5. Introducing MATCH-IT

6. Bridging the gap with implementation projects




MAGIC ::: Implementation projects in the Evidence Ecosystem

Foundation

GATEWAY
« Supporting enhanced dissemination, adaptation and translation in member states

(Kazakhstan, Chili, Malawi)

GELA

« Global evidence, local ada ptation: adapting WHO recommendations for new-born ‘G E I_A

and young child health in three countries in sub-Saharan Africa (Malawi, Nigeria and South
Africa).

BE-SAFE
* Improving patient safety and quality of care through patient-centred and evidence-based
interventions to reduce benzodiazepine and sedative hypnotic use

* 9 partners

OperA
+ Optimising colorectal cancer prevention through personalised treatment with

artificial intelligence (Al)

Enhancing the Evidence Ecosystem E3 (Norwegian Research Council)
+ Digital and trustworthy to increase value and reduce waste in the current health care
ecpersonalised eHealth solutions osystem.

ReMeDy (Norwegian Research Council)
* Improve the evidence ecosystem for rheumatic and musculoskeletal diseases

BE-SAFE
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. v" We can enhance the Ecosystem together
Conclusion
v Al can help on many aspects
v Process
v' Content
v’ ...but requires same rigour

v' Key avenues include
v' Living Evidence &

Living Guidelines
v" Multiple comparisons
v’ Personalized medicine
v" Implementation
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