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Guarding the Value of Data

Providing an insurance policy for research

investment and outputs
MISSING DATA

As research articles age, the odds of their raw data being extant
drop dramatically.

Upholding the ethical
iImperative to protect
against loss of invaluable
human health data held in
traditional resources
around the world
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Understanding factors driving resistance
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Poor quality

Young children and pregnant
o / medicines

Drug interactions
e.g. ARV

Comorbidities:
e.g. malnutrition, HIV
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Responding to key public health needs

Is dosing of DHA-Piperaquine
in young children adequate ?

Power of pooled data




Dihydroartemisinin-Piperaquine study sites

26 studies

Included
Not avaiiable
Not targeted




Tatal Piperaquine intake in mag/kg over the course

Suboptimal DHA-PQ dosing in young children
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Risk of recrudescence in 1-4 year olds, by dose
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HOW STANDARDS PROUFERATE:
(cEE: AfC CHARGERS, mﬁmmc%:ms, INSTANT MESSAGING, ETC)

SITUATION:

THERE. ARE
4 COMPETING
STANDPRDS.

17! RiDIcULoLS!

WE NEED Te DENVELORP
ONE UNIVERSAL STANDARD
THAT COVERS EVERYONE'S
USE CASES. YERH!

| SCON: |

GITUATION:

THERE ARE
|5 COMPETING
CTANDERDS.




Role of WWARN

QUALITY MANAGEMENT ONLINE COURSES PROCEDURES

STANDARDISED,
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Role of WWARN

To facilitate the development of a CDISC data standard for malaria.
Aligns with WWARN goals to:

Enable data sharing

Conduct pooled data analyses to quantify effects of different standards.
Provide the (long-term) storage infrastructure and maintaining the
antimalarial data repository / archive
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The role of stakeholders

Stakeholders include:

CDISC, CPATH
WWARN members
WHO GMP / TDR
BMGF
GHT, LSTM
Pharma:
GlaxoSmithKline
Medicines for Malaria Venture
Merck
Novartis
Sanofi
Shin Poon
Sigma Tau
Takeda
UCB

Review draft data standards

Share relevant experience:

Recent CRF templates /
Database Structures /
Statistical Analysis Plans

|dentification of critical
issues in regulatory
submissions.



P. falciparum recrudescence vs. reinfection
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New Infection Recrudescence

Known issues

e Reproducibility, Sensitivity, and Specificity

* In high malaria transmission intensity settings, Mol, a minor population at DO may be
the genotype that recurs.

* Inthe very low malaria transmission intensity settings, the lack of diversity in the
population of parasites means that a reinfecting parasite may have a high probability of o,
sharing the same genotype as the original infection. iy




Reviewers comments

3.2 Baseline Assessments

Evaluating malaria subjects may include the collection of medical history, as well as recording symptoms of the disease, and
characteristics of the subject based on physical examination and special investigations, such as laboratory tests and
electrocardiograms (ECGs). Medical history helps to confirm the diagnosis, exclude severe malaria, and identify underlying risk
factors that may also be exclusion criteria (e.g., pregnancy, co-morbidities such as HIV, malnutrition [ MAL 244 | RESOLVED

MAL 205 RESOLVED | ). Data regarding recent antimalarial treatment, as well as any concomitant medication use (including
traditional, alternative and complementary medicines) EJ MAL 206 RESOLVED | and previous medical history may be exclusion
criteria and, if not, are necessary for the interpretation of possible adverse events (AEs). Physical characteristics of the subject can
include age, body weight, and pregnancy status for women of child-bearing age, as well as whether or not any abnormalities were
detected on physical examination and special investigations.
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biomedical concepts relevant to Malaria, and the necessary metadata to repres
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An example CRF developed by the team can be accessed here: Malaria Case Re{

TA Standards extend the Foundational Standards to represent data that pertaii
within disease areas. CDISC Standards specify how to structure the data; they ¢
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how comments were addressed in the standard development process. Author: WWARN
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clinical trials and clinical studies to ensure compliance to regulatory requirements 9 January 2017
for submission. We also hope it will promote data interchange allowing data to be Malaria Case Record Form
pooled and shared, and ensure that clinical malaria data is appropriately archived CRF
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Core Dataset Development

# 1: AMALGAMATE AVAILABLE RESOURCES

* Collect existing data forms from a range of
organisations

2 ol T T T T TTTITT
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Core Dataset Development

# 1: AMALGAMATE AVAILABLE RESOURCES

* Collect existing data forms from a range of
rganisations

 Literature search to identify additional variables
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Filovirus Hemorrhagic Fever Outbreak Case
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Treatment Options
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Clinical Manifestations and Case Management of Ebola
Haemorrhagic Fever Caused by a Newly Identified Virus
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Filovirus virions are flamentous, enveloped particles
with a ncgative-sens, single-stranded RNA genome 1
Filoviruses are taxonomicaly separated into 2 geners,
Ebolavirus and Marburgirus, and comprise the family
Filovirdac. Respectve

fever (EHF) and Marburg hemorrhagic fever (MHE) in

they cause Ebola hemorrhagic

human and nonbuman primates, and are characerized

(1) innovative teatment, (2) siandard_supportive
trestment, (3) st and current challenges for outbresk.
case managemnent, and (1) recommendations for im.
proved case
FHE oubreak case management teams to delver i
proved treatment for paticnts

management. This review may asist future

fesource-poor seting of outbreaks and the Infection-control procedures required. However, qually data collection s
essential to evaluate case definitions and therapeutic interventions, and needs improvement in future epidemics.
Organizations usually involved in EHF case management have a particuar responsibilty n this respect.
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cases, whereas reduced albumin and cal

um levels may be linked to these conditions or o liver damage. -

Dimer levels in blood specimens were drastically increased in patients with fatal and nonfatal infections but
were 4 times higher in patients with fatal cases than in patients who survived (180,000 vs. 44,000 )

during the most acute period of the infection (6-8 days

after onset). These results indicate that disseminated

intravascular coagulation is an carly and important component of EBOV discase. This study has identified
" i . o

on the findings of prior blood tests conducted on this group of patients.

by person-to-person transision and high case ity e The floviruses Ebolavius (EBOV) and Marburgrirus,  caused by Zaire EBOV (ZEBOV) and Sudan EBOV

(21 o date, 31 flovius hemorthagc foer (FHF)  INNOVATIVE TREATMENT St ol 1 i G 0 g e o cause a severe,ofien ftal, hemorrhagic feversyndrome  (SEBOV), with case ftality rates of ~90% and 35%,

cutresksand boratoy-acquiednfectionsare nown i humans (1] Pathologial studies have characterized  respetiel [1]. Injury tothe lve occurs s a esult of
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Core Dataset Development

#2: DETERMINE WHAT IS NEEDED

e Survey experienced health care workers, public
health agencies, clinical researchers to collect
recommendations on important data variables.
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Core Dataset Development

#3: CREATE A MASTER LIST

C e memmee mmem o
| A B | C E F 1 J
Master Content Table Yellow=vitals |Orange=Sians/Sympt R Ceige~Treatmants
oms ns Given Performed
CRITICAL: READ ME BEFORE PROCEEDING: To all parsans aditing/viewing It Is important to note that the saftwars will have sufficiant intalligencs to add variablas as neadad. This tabile |5 in noway msant 10 sarve a5 tha final list of clinical variables collectad,
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Core Dataset Development

#4: DETERMINE WHAT IS NOT NEEDED TO ACHIEVE
THE OBJECTIVES

* |terative series of reviews and input from a range
of experts

SEPERATELY

e Survey of experienced health care workers to
select and justify what variables are needed
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Core Dataset Development

#5: ONGOING REVIEW & UPDATE

e Addition of variables as required by stakeholders

to accommodate research, interventions and new
findings

e Data dictionary development
* Dictionary standardization — CDISC standards
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Media centre

Ethical considerations for use of unregistered
interventions for Ebola virus disease (EVD)

Summary of the panel discussion

WHO staterment
12 August 2014

West Africa is experiencing the largest, most severe and most complex outbreak of
Ebola virus disease in history. Ebola outbreaks can be contained using available
interventions like early detection and isolation, contact tracing and monitoring, and
adherence to rigorous procedures of infection control. However, a specific treatment
or vaccing would be a potent asset to counter the virus.

Owver the past decade, research efforts have been invested into developing drugs and
vaccines for Ebola virus disease. Some of these have shown promising results in the
laboratory, but they have not yet been evaluated for safety and efficacy in human
beings. The large number of people affected by the 2014 west Africa outbreak, and
the high case-fatality rate, have prompted calls to use investigational medical
interventions to try to save the lives of patients and to curb the epidemic.

Therefore, on 11 August 2014, WHO convened a consultation to consider and assess
the ethical implications for clinical decision-making of the potential use of
unregistered interventions.

In the particular circumstances of this outbreak, and provided certain conditions are
met, the panel reached consensus that it is ethical to offer unproven interventions
with as yet unknown efficacy and adverse effects, as potential treatment or
prevention.

“investigators have a moral duty to
evaluate these interventions in the
best possible clinical studies that can
be conducted under the circumstances
of the epidemic.”

World Health
Organization

1. EBOLATTHERAPIESAAND WACCINES:MWHAT’SANITHE®PIPELINE? @

TheHollowing®ablefists@otential®herapies@nd@accinesForEVDEndBbrovides@nformationBboutl
howhenterventions@night@vork.AtElsoBummarises@he®esearch,@vhichthasibeen@onducted,@vhatk
istknownBboutBafetyBind@vailability,Band@hedeasibility®fiseRinder@urrent@onditions.tThelistfhask
beenBroduced@fter@@eviewDBtudies@Exploring®he@@ffectsBfpotential®herapiesBind@accinesiink
vitro@nd@nZnimal@nodels,End&ollowing®iscussions@vith&linicians@ndXirologists@onductediby
WHORndB@partners@rom@helnternationalBeverefAcute@Respiratory@ndEmergingdnfection
ConsortiumdISARIC)™.&

1.1 Lead experimental therapies
Tablel.®Dverview®fEcientificAnformation®n@otentialtherapies@inder@evelopmentdAnnex2)a

Therapy What it does?/ Safety
State of research

Convalescent
plasma

ZMapp
Cocktail of three

Studies suggest blood transfusions
from EVD survivors might prevent
or treat Ebola virus infection in
others, but the results of the
studies are still difficult to interpret.
It is not known whether antibodies
in the plasma of survivors are
sufficient to treat or prevent the
disease. More research is needed.

The three antibodies in this mixture
block or neutralize the virus, by

Safe if provided by well-managed
blood banks. Risks are like those
associated with the use of any blood
products, such as the transmission
of blood-borne pathogens that
cause disease. There is a
theoretical concern about antibody-
dependent enhancement of EVD
infection, which can increase
infectivity in the cells.

There have been no formal safety
studies in humans. Very small

Availability/feasibility

Blood transfusion is culturally
acceptable in West Africa.
Potential donors are Ebola
survivors, but the logistics of
blood collection are an issue.
Options to conduct studies in
patients are being explored. The
first batches of convalescent
plasma might be available by the
end of 2014.

A very limited supply (fewer than
10 treatment courses) has been
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Many patients, some very sick, some not,
coming from many places speaking many
__languages




wE e
CAN PROCESS




Infection control Everything is
means nothing burned
comes out: g




P
I s

MSF is an international,
independent, medical
humanitarian organisation
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About MSF Activities News Resources J

Share
First trials for Ebola treatments to start at MSF sites in December

13 November 2014

Geneva - In the absence of specific treatments for Ebola,
international medical humanitarian organisation Médecins
Sans Frontiéres (MSF) announced today that it will host
clinical trials in three Ebola treatment centres in West Africa.
The separate trials, which are aimed at quickly finding an
effective therapy that can be used against the disease which
has so far taken around 5,000 lives in the current outbreak in
the region, will be led by three different research partners.
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The French National Institute of Health and Medical Research
(INSERM) will lead a trial using antiviral drug favipiravir in
Guéckédou, Guinea; the Antwerp Institute of Tropical
Medicine (ITM) will lead a trial of convalescent whole blood
and plasma therapy at the Donka Ebola centre in Conakry,
Guinea; and The University of Oxford will lead, on behalf of

Photo: Martin Zinggl/MSF

Helena gets a chance to talk to her son Moses who is an Ebola confirmed patient.

the International Severe Acute Respiratory and Emerging A MSF health promoter supports this difficult moment for the young mother as
Infection Consortium (ISARIC), a Wellcome Trust-funded trial she is too overwhelmed with what to say. The health promoter advises her to say
of the antiviral drug brincidofovir at a site yet to be positive things such as .| am waiting here outside for you® or ../ am thinking of
determined. The World Health Organization (WHO) and Yousngn:Sog”

health authorities of the affected countries are also taking
part in this collaborative effort.






Data Standards

Concept Map 1: Source Case Investigation

Therapeutic Area Data Standards User Guide T S — saricpates n—»{ ot Apportrment sreenig | M

for Ebola Virus Disease
Version 1.0 (Provisional) ¢  credfwhom GERER T

participates in may be

ts In————— Mo EVD

Probable EVD Suspect EVD |
Developed by the timing
Ebola Team
| Source Case Investlgatlnnj identifies ‘;r.-\sanr_;ates
Notes to Readers
[1 This is version 1.0 of the Therapeutic Area Data Standards User Guide for Ebola Virus Disease. EVD Entry Symptom and Diagnosis Type
[ This document is based on CDASH v1.1 and CDASHUG v1.0, SDTM v1.4 and SDTMIG v3.2, but Visit = '
incorporates some modeling based on proposed changes to these foundational standards. m Pre-specified VISIT 1
Domzmm Hidden/pre-specified MH
Revision History D1d the subject expenience fever? o Yes
MHOCCUR where MHTERM = "Fever" o No
Date Version Start Date
20161219 {10 Provional el
2016-09-30 0 Draft FEVER_MHSTDAT |y e -G RO U
Ongoing o Yes
FEVER_MHONGO [[IETNE [TETHE o No
See Appendix E for Representations and Warranties, Limitations of Liability, and Disclaimers. End Date
FEVER MHENDDAT [ I e e e
Dad the subject experience vomiting? o Yes
MHOCCUR where MHTERM = "Vomiting o No
Start Date

Aol A e LYl MHSTDTC where MHTERM = "V omitin " |

I, '"FECTIOUS DISEASES DATA OBSERVATORY
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= - >28,000 cases

- °.>11,000 deaths

e >16 ,000 orphans
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Drivers of infectious disease outbreaks
are strengthening and shifting.

Flights over 24 hours: 3JUL17 (Guardian.com)



