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Introduction

* Standard of care (SOC) is the care that is appropriate for specific disease
or condition.

Disease characteristics, natural history/progression, complications and
outcomes

Based on scientific evidence representing most effective and safest
interventions/treatments

* Optimized supportive care is a subset of the SOC

Fundamental clinical interventions such as triage, monitoring, electrolyte

management, nutrition and IV fluid therapy that need to be optimized and
standardized in resource constrained environments




Complex interplay between host, pathogen and care
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What is optimized supportive care in clinical trial context?

* Overall mortality in study was 1.7%
regardless of whether they received the
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Methods
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Developing the standard of care for FVD

Case Series of Patients with Marburg Virus
Disease, Equatorial Guinea, 2023

Ebola virus disease | Nature
Reviews Disease Primers
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Symptoms

Nonspecific Sympoms

Day since Onset of Symptoms

Figure L. History of Symptoms in Five Patients with Marburg Vi
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Independent risk factors for mortality?

Development of the PREDS score to predict in-hospital mortality of patients with Ebola virus disease under advanced
supportive care: Results from the EVISTA cohort in the Democratic Republic of the Congo
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Slide courtesy of Dr William Fischer
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What is driving morbidity and mortality?

Case Fatality Ratio (CFR) during outbreaks can vary widely, not just between outbreaks

but also within outbreaks
Adapted slide courtesy of Dr William Fischer
Filovirus outbreaks variability in size, frequency over time and mortality
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Deeper dive into morbidity an

’ West Africa Ebola Virus Disease outbreak ‘

Conakry, Guinea: CFR 43.2%
e 76% IV access, 3% received oxygen
Clinical Presentation of Patients with Ebola Virus Disease in Conakry, Guinea
US and Europe: CFR 18. 5%
« All patients had IV access, 70% received oxygen,
30% vasopressors, 19% renal replacement therapy,
33% mechanical ventilation

Clinical Management of Ebola Virus Disease in the United States and Europe | New England Journal of Medicine

North Kivu 2018-19 EVD outbreak

Unknown: 4.6%
Referred to another facility: 0.7%

Death: 34.8%

Full recovery without sequelae: 59.6% Full recovery with sequelae: 0.2%

d mortality

A Randomized
Controlled Trial of
Ebola Virus Disease

Therapeutics
New England Journal

of Medicine

* All enrollees received
standard of care (IV
fluids, correction
electrolytes)

* Treatment with REG-
EB3 and MaB114
reduced mortality.

* Aslowas 10% in
patients treated with
low viral load.

Cumulative Incidence of Death.
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oo — Includes fundamental/ foundational

principles such as:
° Triage

. . . ¢ Clinical monitoring (i.e. vital signs
Aims to optimize, standardize and L gl el )
° Clinical laboratory monitoring

reduce varlaplllty in care across the - Treatment of dehydration, hypoglycemia,
treatment units and outbreaks hyperkalemia, nutrition, etc.
* Intravenous access (IV) and fluids
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What is optimized standard of care for FVD? %

What is optimized standard of care for FVD?

= SUPPORTIVE
o= US DISEASE OPTIMIZED
< POV O ARE WORKHOP

* More advanced supportive care interventions
largely based on indirect evidence generated
from sepsis, not pathogen specific, and
include:

° Management of septic shock (fluid type and
quantities, vasopressors)

* Areas of uncertainty:

* amount of fluid therapy in shock and severe
dehydration,

° timing and dose of RRT,
° escalation of oxygen therapy,
* role of corticosteroids

yﬁf?"v World Health
&Y Organization
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workforce and logistics

Safety, Space System . Staff f Stuff

Strategic
stockpile of

medical, IPC
and research
kits for FVD
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Infection prevention and
control guideline for Ebola
and Marburg disease

Enabling the delivery of optimized standards of care...health

Infectious disease
treatment module (IDTM)
rapidly deployable

26 March 2025 | Departmental update
WHO Launches Online Training to
Strengthen Filovirus Outbreak
Response
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* Understanding of symptoms, risk
factors, disease progression,
compllcatlons and outcomes

* |dentifies areas to focus our outbreak
efforts (clinical management, health
logistics, etc.)

* |dentifies areas that need further
Investigation

* Enables monitoring and quality
improvement ( KP|S%

* Supports implementation of MEURI of
investigational product use

. Ser\l/es on-ramp” to randomized clinical
trials

Lesson 1: Generate evidence, collect standardized data
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WHO Global Clinical Platform
for Viral hemorrhagic fever
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Data for public health response o8
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How to register

The WHO Global Clinical Platform
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Lesson 2: Standards evolve over time...living guidelines stay up
to date with evidence generation
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Evidence-based guidelines for supportive care of patients with Ebola
virus disease
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Lesson 3: it takes collaboration
and partnership
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Conclusion

* Optimizing the standard of care aims to bring equity in access to quality
(safe and effective) care during outbreaks and or health emergencies.

* Any use of investigational products, including clinical trials, should
ensure optimized supportive care to maximize patient survival and
ensure the best conditions for comparing treatment alternatives
(through reducing inter-site variability of outcomes)

772X World Health

9% Organization

Updated WHO clinical
guidelines with OSoC
interventions

772%) World Health
v Organization

Guidelines that can be
adapted into national
protocols, trainings and
tools.

Compilation of research gaps
and questions to energize
more collaborative research in
this space

Impact improved
quality of life and
lives saved in patients
with filovirus
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Developing the standard of care for FVD

Ebola virus disease | Nature Case Series of Patients with Marburg Virus  Development of the PREDS score to
Reviews Disease Primers Disease, Equatorial Guinea, 2023 predict in-hospital mortality of patients
i — —— with Ebola virus disease under
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Uncertainties in optimizing supportive care

* COVID-19 example:

° Oxygen therapy for
hypoxemia but variability in
mortality in patients on
oxygen across different
regions and times

° 02COV2 study showed in
LMIC, specifically AFRO

[ Countries in study

WHO region i
. Europe [ ] Reference

* WHO Go2Repsiratory Afia S — 315(158-628)
H H Americas T 126 (0-49-3:20)
co l l a b Y rat Ive .a d (.:l ressin g Eastern Mediterranean —_———— 1.90(0:90-3-99)
these uncertainties through = soutrestasa ———— gy,
Western Pacific —_—e—— 0-67 (0-29-1.56)

research... & i "

Adjusted hazard ratio
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Slide 18

JR1T [@DIAZ, Janet Victoria] - wasn't sure what this meant, but have

put forest plot of mortality by region on the right
Jamie Rylance, 2026-04-21716:19:29.817



