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Decision-makers High-stakes ESIC envisions a ESIC positions The new norm:
lack timely, user- challenges step-change: Al- evidence for big timely, affordable,
ready evidence (climate, conflict, enabled synthesis decisions as co-produced and
for major inequality, designed to serve centralto embedded into
decisions pandemics) real-world needs overcoming the decision-making
demand fast and fragmented and
trust-worthy inefficient status

evidence quo



ESIC: a cornerstone of the global evidence
architecture

Impacts
° Better informed

decisions
Outcomes improve people’s
start using and money
e Processes keep using
Work with _high quality

: . evidence synthesis

Processes & outputs intermediaries

Mak red who support
ake user-centre .
decision-makers
Infrastructure evidence synthesis
Build a better the norm

evidence synthesis
infrastructure to
serve everyone

Principles: the ‘'SHOW ME the evidence’ features



‘Business as usual’ falls short




Different names, shared aspirations

POLICY-SCALE
META-LES
BIG QUESTIONS



Defining policy-scale synthesis?

Policy-scale synthesis is the systematic integration of diverse evidence
streams aligned to policy-relevant intervention or outcome families, often
spanning multiple domains.

They are designed to be iteratively updated and provide decision-ready,
actionable insights.

Depending on context and topic, these syntheses may be modular and
combinable (e.g., in social policy), or more holistic (e.g., COVID-19
network meta-analysis).



What does ‘policy-scale’ add?

Policy questions require navigating multiple syntheses -
Alignment to real policy agenda

Decision-makers seek evidence organised around real-world

challenges = Multiple and clustered intervention and outcome
categories

Real world problems are cross-cutting = Modular and
combinabillity



Are they different to current products?

Umbrella reviews/reviews of reviews Reviews of systematic

Evidence databases/registries (e.g.
PROSPERO, Epistemonikos)

EGMs/living maps

Guidelines and toolkits (e.g. EEF)

reviews/syntheses: aggregates
multiple reviews on related topics

Valuable and structured collections
of evidence, not synthesis; requires
user navigation; no interpretation

Descriptive, useful for finding and
navigating evidence, does not
answer synthesis questions

Curated actionable summaries

Policy-scale synthesis actively
reorganises and harmonises across
intervention families, outcomes, and
contexts, enabling modular
recombination

Provides interpretation, insight, and
guidance, not just storage — and
aligns to policy families

interprets impacts, implementation
and contextual factors (and possibly
cost) not just location of evidence

Perhaps the same/similar? Major
difference is in active approach to
combination, integration and
transparent metadata across
sectors?



Policy-scale at different levels

Decision scale

Use of synthesis

Users

Example

Interventions to use

service

Policy area Resource allocation and |Senior political, policy |Reduce crime and
strategy and public service deliver fair and efficient
leaders justice
Goal What approach to take |Senior managers of Reduce harm from
public services and violent extremism
political leaders
Options What specific Managers of public Prevent violent

radicalization

Intervention

How to do a specific
Intervention most (cost)

effectively

Staff of public services

Counter-narratives for
the prevention of violent

radicalisation




Different models, shared aspirations

Wit

Model ______ Sector ______ Synthesis Format | Whatlt Enables

COVID-NMA

Teaching &
Learning Toolkit

Global SDG
Synthesis
Coalition

Health

Education

Multi-sector (SDGs)

Unified, living
evidence synthesis

Linked, user-facing
toolkit

Modular syntheses
by thematic buckets

Real-time view of
COVID-19 treatment
and vaccine
effectiveness

Compare
interventions by
impact, cost &
evidence strength

Actionable insights
across SDG themes
using mixed
methods
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Annals of Internal Medicine

IDEAS AND OPINIONS

The COVID-NMA Project: Building an Evidence Ecosystem for the
COVID-19 Pandemic

Isabelle Boutron, MD, PhD; Anna Chaimani, PhD; Joerg J. Meerpohl, MD; Asbjern Hrébjartsson, MD, PhD, MPhil;
Declan Devane, PhD; Gabriel Rada, MD; David Tovey, MBChB; Giacomo Grasselli, MD; and Philippe Ravaud, MD, PhD, for the

COVID-NMA Consortium*

Living Mapping

Search and screening
of ICTRP for RCTs

Interactive online data
visualization with
weekly update

Living Systematic Review

Daily search and
screening of trials
with results

v
Risk-of-bias "
assessment, analysis, | -
and evidence grading

Y

Online dissemination with weekly
update of a comprehensive, up-to-
date systematic review

v

Living Monitoring/Feedback

Monitoring of the following data:
Outcomes
Risk of bias
Completeness of reporting
Posting results and data sharing

Y

Contact with funders and trialists
to provide feedback on individual
and aggregate data

Y ¢

| Researchers, funders, regulatory authorities, and guideline developers |

Scope: All treatments and vaccins for COVID-19

Boutron, ..., Ravaud. Annals Internal Med 2020
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Living systematic « Aliving protocol scalable to stakeholders'

evolving needs
reVieW « Strong quality control process
» Development of tools: preprint tracker

o  Contact of trialists at the outset
>43 000 citations screened . Request missing data

Living Systematic Review

1Ny Cochrane rustedevidence. b _
=] COVID-19 Informed decisions. ata extraction
| Study Register Better health.
\ /—\‘
COVID-19 / Assesment of Quality control
Search in this LOVE Screening and selection ni( of h".al s =N\ Cochrane Methods
=2 ) B

/ b, =S
Living mapping @ \

_> Search for results .

of RCTs Searching Electronic Databases week Analysis, update of the

Contact of investigators of registered studies v network and synthesis
L ]

°
e Py ®

Update /

Grading evidence
= Summary of findings tables
[} Evidence profiles

Living Systematic Review /

Online Dissemination

<N

Guideline  Decision Regulatory
developers makers authorities

It
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COVID-NMA:
COVID-19 OPEN LIVING EVIDENCE‘SYNTHESIS
TO INFORM DECISION "+ ?

- Results communication: Open access plateform

The COVID-NMA plateform: covid-nma.com

Study general characteristics

Risk of bias assessment with justification for all outcomes
Forest plots

Grading of the evidence (SOF tables)

All-cause mortality D28

Risk of bias ratings:

W High Risk of Bias

Risk of Bias
Study FDL':;LUP Intervention 1 Intervention 2 ri/N1 r2/N2  Weights  RR[95% CI] B C D E Overall
Declereq J 2021 28 Tocilizumab Standard care 9/82 7/72 0.65% 1.13[0.44, 2.88] l—‘—-—« EEEEE N
IMMCOVA 2021 28 Tocilizumab Standard care 2/22 2/27 0.16% 1.23(0.19,8.02] L ; - EEE 7
HMO-0224-20 2021 28 Tocilizumab Placebo 11/37 8/17 1.15% 0.63[0.31, 1.28] L —1 EEEREBR [ ]
COVITOZ-01 2021 28 Tocilizumab Standard care onz o9 L HE RN L
Broman N 2022 28 Tocilizumab Standard care 159 029 0.06% 1.49[0.06,3541] n LA
COVIDOSE-2 2021 28 Tocilizumab Standard care 0/20 2/8 0.07% 0.08[0.00, 1.55] EEE
Hermine O 2022 28 Tocilizumab Standard care 8/51 10/46  081% 0.72[0.31,1.67] _— LI LI
ARCHITECTS 2021 28 Tocilizumab Placebo oo 2111 0.07% 0.22[0.01,4.08] — + u EEE =
Talaschian M 2021 28 Tocilizumab Standard care 5/20 420  043% 1.25(0.39 3.99] —_— B u
Rutgers A 2022 30 Tocilizumab Standard care 21174 34/180 2.27% 0.64[0.39, 1.06] —— EEEEE =
Soin AS 2021 30 Tocilizumab Standard care 13/90 15/00  1.23% 0.87[0.44, 1.72] —— EEE
Horby P 2021 28 Tocilizumab Standard care 621/2022  729/2094 74.23% 0.88[0.81,0.96] - I BB E =
Veiga VC 2021 29 Tocilizumab Standard care 14/65 6/64 0.72% 2.30[0.94, 5.61] - EEE
Gordon AC 2021 21 Tocilizumab Standard care 98/366 142/412  12.34% 0.78 [0.63, 0.96] = u HEE
Salama C 2020 28 Tocilizumab Placebo 26/259 117128 1.27% 1.18[0.60, 2.31] b EEEEE =
Stone JH 2020 28 Tocilizumab Placebo 9/161 3/82  035% 153043, 5.49] —_— = EEEEnE =»
Salvarani C 2020 30 Tocilizumab Standard care 2/60 1/66 0.10% 2.20[0.20, 23.65] o EEN
Hermine O 2020 28 Tocilizumab Standard care 7164 8/67 0.63% 0.92[0.35,2.38] L [ ] EER
Rosas 10 2022 28 Tocilizumab Placebo 58/301 28/151  3.47% 1.04[0.69, 1.56] —— [ ] EEE £

Totals 905/3880  1012/3574 0.88 [0.81, 0.94] Wi Fveiition 1 bette * Wiberrlion 2 betted

Heterogeneity results: Q = 15.19, p = 0.65; 12 = 0.0%:; T2 = 0.00, Prediction Interval = [0.81, 0.94]

™ Low Risk of Bias
Some Concems

Risk of Bias Domains:
A: Bias due to randomization

B: Bias due to deviation from intended intervention

D: Bias due 1o oulcame measurement

1
1
'
'
| C:Bias due to missing data
1
| E:Bias due to seleciion of reported result

0.1 1

Risk Ratio

This comparison will not be updated. Last search date is 27 Sept, 2022.
Data source: the COVID-NMA initiative (covid-nma.com)
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COVID-NMA:
COVID-19 OPEN LIVING EVIDENCE SYNTHESIS
TO INFORM DECISION ~* .

1 Home

2 Covid-19 treatments

B How to cite u:

(= tact

Tools to allow stakeholders to perform their own analyses

Select an outcome

Select treatment comparison

Tocilizumab vs Standard care/l

Type of model
Random-effects

O Common effect

Heterogeneity estimate method

Restricted maximum likelikhod

metaCoOv D

Real-time meta-analyses of COVID-19 trials

Severity Risk of bias
All studies

Exclude high RoB

Conflicts of interest

Funding

Location Exclude high RoB and some concerns

Ty f Contral
Jpe grlantra Exclude preprints

Martality D28 e . " No subgroup analysis
i Maximurn likelihood & s
() DerSimonian-Laird
View data table P
O Sidik-Jonkman .
Missing outcome data
Empirical Bayes . . . X
As non-events (randomized patients in the denominatar)
Paule-Mandel .
Available case analysis
Population of interest
. Meta-analysis of odds ratios
All populations
Mild populations
Mixed populations
(2 Critical populations
All-cause mortality D28
Risk of Bi
Study F“g:’;'s“" Intervention 1 Intervention 2 Nt r2/N2  Weights  RR [95% CI] A BETDE overan
TOCOVID 2021 28 Tocilizumab Standard care 0/136 0/134 EEEEE =
Rosas 10 2021 28 Tocilizumab Placebo 78/434 411215 4.70% 0.94(0.67,1.33] — =EEEE
IMMCOVA 2021 28 Tocilizumab Standard care 2/22 227 0.15% 1.23[0.19,8.02 EEEEER ®
HMO-0224-20 2021 28 Tocilizumab Placebo 11/37 817 1.09% 0.63[0.31,1.28] L — EEEEER ®
COVITOZ-01 2021 28 Tocilizumab. Standard care onz 09 EEEEE ®
Broman N 2022 28 Tocilizumab Standard care 1/59 0129 0.05% 1.49[0.06, 35.41] u L]
COVIDOSE-2 2021 28 Tocilizumab Standard care 0/20 28 0.06% 0.08[0.00, 1.55] - EEEEE =
Hermine O 2022 28 Tocilizumab Standard care 8/51 1046 077% 072(0.31,167] p——t— L u
COV-AID 2021 2 Tocilizumab Standard care 9581 772 062% 1.14[0.45,291] —_— EEEEE =
ARCHITECTS 2021 28 Tocilizumab Placebe /10 211 0.06% 0.22[0.01, 4.06] EEEER u
Talaschian M 2021 28 Tocilizumab. Standard care 5/20 4/20  0.41% 1.25(0.39,3.89] —_— [ ] ]
Rutgers A 2021 30 Tocilizumab Standard care 21174 341180  2.16% 0.64[0.39, 1.06] e — EEEn
Soin AS 2021 30 Tocilizumab Standard care 13/90 1580 1.17% 0.87 (044, 1.72] —_— ] L]
Horby P 2021 28 Tocilizumab: Standard care 621/2022  729/2094 70.74% 0.88 [0.81, 0.96] H; EEEEER ©®
Veiga VG 2021 20 Toeilizumab. Standard care 14/85 6064 069% 2.30(0.94,561] —————— EEw
Gordon AC 2021 21 Tocilizumab Standard care 9B/366 142/412 11.76% 0.78(0.63, 0.96] —— n EEn
Salama G 2020 28 Tocilizumab Placebe 26/259 111128 1.21% 1.18(0.60,2.31] —_— EEEER u
Stone JH 2020 28 Tocilizumab Placebo 9/161 382 0.33% 1.53[0.43, 5.49] —_— s [ ]
Salvarani C 2020 30 Tocilizumabr Standard care 2/60 1/66 0.10% 2.20(0.20,23.65] u EEE
Hermine O 2020 28 Tocilizumab Standard care 7/64 8/67  060% 0.92[0.35,2.38] " L =N
Rosas | 2021 28 Tocilizumab. Placebo 58/301 280151 3.31%  1.04 [0.69, 1.56] : EEEEE ®
Totals 983/4206  1053/3780 0.88 [0.82, 0.95] .
Heterogeneity results: Q = 15.40, p = 0.75; I = 0.0%; T° = 0.00 MvENoh 2 hetist
0.1 1 5

Risk of bias raiings:

= Low Risk of Bias
‘Som Concems

W High Risk of Bias

Risk of Bias Domains:
A: Bias dus 1o randomizatio

C: Bias dus 1o missing data

1
1

n |

B: Bias dus 1o deviason rom Intended interventon |
1

1

|

E: Bias dua 10 salaction of reported result

Risk Ratio

Forest plot produced at: 05 19 2022

Data source: the COVID-NMA Initiative (covid-nma.com

Evrenoglou T, Boutron I, Chaimani A, Res Synth Methods
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& Download Forest plot



Living Mapping

¥ Map

¥ Table

O Show full table

Treatment (per arm)

(1) Nirmatrelvir + ritonavir vs (2) Nirmatrelvir + ritonavir vs (3) Placebo
(1) Imidazolyl ethanamide pentandioic acid vs (2) Placebo

(1) Isotretinoin vs (2) Isotretinoin vs (3) Standard of care

(1) Interferon gamma vs (2) Standard of care

(1) Fluticasone vs (2) Standard of care

(1) Baricitinib vs (2) Placebo
(1) Platelet rich plasma vs (2) Placebo

(1) Masitinib vs (2) Masitinib vs (3) Masitinib vs (4) Placebo.
(1) Isetretinain + tamoxifen vs (2) Isotretinein + tamexifen
(1) Placebo

(1) Stri formula vs (2) Placebo

(1) Placebo

(1) Placebo

(1) Probiotic streptocoecus salivarius k12 vs (2) Standard of care
(1) Mib-626 vs (2) Mib-626 vs (3) Placebo

(1) Acteev masks vs (2) Face mask

(1) Physiotherapy vs (2) Olfactory training vs (3) Standard of care
(1) Placebo

Sample size

900
233
100000

Severity at enroliment SponsorfFunder
Patients recovered from covid Kanecia Obie Zimmerman
Mild Valenta Pharm JSC

[Gritical Kafrelsheikh University

Healthy volunteers SPP Pharmaclon Ltd.

Mild University of Medicine and Pharmacy at Ho Chi Minh
City
Moderate/severe Incepta Pharmaceuticals Ltd

Patients recovered from covid Stanford University
Mildjmoderate AB Science
Severe]critical
Healthy volunteers

Kafrelsheikh University
Chumakov Federal Scientific Center for Research and
Development of Immune-and-Biological Products

Mildjmoderate
Healthy volunteers

Eyecheck, Inc.

Sinocelltech Ltd.
Healthy volunteers Sinocelltech Ltd
Mild/moderate

Moderate/severe

King Edward Medical University
Metro International Biotech, LLC
Health workers Ascend Performance Materials
Patients recovered from covid Université de Montréal

Healthy volunteers Biocad

Reg. number

NCT05595369
NCT05216497
NCT04353180
NCT05054114
NCT05054322

NCT05056558
NCT04406584
NCT05047783
NCT04389580
NCT05046548

NCT05046561
NCT05043285
NCT05043311
NCT05043376
NCT05038488
NCT05036941
NCT05037110
NCT05037188

(&)

Clinical Trials
per country

Partnerships

Download the data

Filters

All trials selected (4256) |

‘Search.,. ‘

Ex: Interferon, antiviral, Spain, Assistance Publique, EUCTR2020...

¥ Registration date

#of stufes

Apr 20 Oct 20 Apr 21 Oct 21 A

To filter by Registration dates, click and drag to create a range.
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Conclusion

>900 studies were identified, extracted, assessed for
risk of bias and analyzed

> 4634 registered trials extracted

The protocol and the platform considerably evolved
over time

* Inclusion of observational data to assess vaccine
effectiveness against variants

« Reduction of the scope for analyses where
appropriate

Wide use of the data

"IGLCDF SOUTH AFRICA
South African National Department of Health
Brief Report of Rapid Review
Component: COVID-19

TITLE: REMDESIVIR FOR COVID-19: EVIDENCE REVIEW OF THE CLINICAL BENEFIT AND HARM
Date: 15 FEBRUARY 2022 (sixth update of the initial 16 April 2020 rapid review report)
Key findings

= We conducted a rapid review of available clinical evidence about use of remdesivir, with or without other
medicines, for patients with COVID-19.

=» We identified a systematic review including eleven RCTs (n=8137) which includes the latest trial data in an cohort
of ambulatory patients (www.covid-nma.com).

= Remdesivir is likely to make little or no difference to all-cause mortality at 14 to 28 days, when initiated in
hospitalised patients (RR 0.90 95% confidence interval (Cl) 0.73 to 1.11, six trials, n = 7553, moderate certainty
evidence due to imprecision).

= One study in ambulatory patients found a reduction in the composite end-point of hospitalisation and death at
28 days (RR 0.28 C1 0.1 to 0.74), although both treatment and placebo arms recorded no deaths by 28 days.

®» Remdesivir is not associated with an increased risk of adverse events compared with placebo (RR 1.00 95% CI 0.91
to 1.11, 4 trials, n = 2752, low certainty evidence due to risk of bias in included trials and unexplained
heterogeneity).

= We identified no reports of clinical trials with remdesivir specifically conducted in paediatric patients with
COVID-19, but did note that the trial conducted in ambulatory patients included a small number of patients
(n=8) aged between 12 and 18 years.

Appendix 3: Forest plots for Cochrane Living Meta-analysis: Remdesivir 10 or 5 days vs Placebo for
Moderate/Severe COVID-19
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Figure 1: All-cause mortality, D28; Remdesivir 5 or 10 days versus standard of care
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What is a policy-scale question/scope?

Partnerships Pillar (SDG 17): whole of SDG17; it was broad and shallow;
findings ended up general and not actionable.

Peace Pillar (narrower focus on priorities in SDG 16.1 and 16.4 — homicides
and conflict-related deaths): Still not perfect but a narrower scope enabled
clearer framing and (hopefully) more useful and actionable findings.

* A ssingle synthesis trying to cover an entire SDG goal or pillar may risk:
» Conceptual overload (too many interventions, mechanisms, outcomes)
* Methodological sprawl (wide-ranging evidence bases across sectors)
 Practical failure (inability to produce actionable insights)



Combinable SDG16 ‘buckets’ example

Bucket (Intervention / thematic
family)

Relevant SDG targets

Cross-pillar relevance

Possible policy-scale scope / relevance

Violence prevention &

« Homicides and conflict-related deaths
 Violent crime reduction
* Child protection systems

protection 16.1,16.2,16.4 People, Prosperity | Trafficking / organised crime disruption
 Community safety & situational prevention
« Safe schools / youth violence prevention
» Justice system reform & access to justice
* Legal aid, ADR
Equitable & just societies 16.3,16.6, 16.7 People, Prosperity | ¢« Transparency, accountability & anti-corruption
* Inclusive governance & public administration
reform
* National ID / CRVS system strengthening
. . « Social registry interoperability
Legal identity 16.9 Peace, People | Foundational identification for service access,
inclusion & social protection
*  VAWC legal frameworks & enforcement
Violence aaainst women & * Multisectoral service delivery models
9 SDG 16, SDG 5 Peace, People | *+ Prevention programming

children

« Safe reporting mechanisms
e  Survivors’ riahtes & nrotection svetems




How to operationalise?

‘Manufacturing’ pipelines and infrastructure

Define policy priority families (sectoral and regional hubs)

Agree taxonomies for repositories (or clever tech-based means of
aligning different taxonomies)

Define core outcomes and contextual metadata

Conduct modular syntheses (aligned in approach and with an eye on
combinability, across sectors, hubs and work packages)

Generate dashboards and toolkits
Maintain via living review processes
Support intermediaries

Evaluate uptake and update priorities
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