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Outline

* Clinical trial landscape in Africa vs. high-income countries
* Clinical trials categories
* (Capacity development

* (Case: Clinical TB trials in low resource settings
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Poverty Disease burden; e.g. Tuberculosis cases
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Actively recruiting clinical sites of
clinical trials worldwide o0
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Source: Thiers FA et al., Nature Drug Discovery, 2008
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Source: Richter TA, PlosOne, 2014
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Clinical Trials: Africa vs. Europe
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100 trials randomly chosen from endpoints: more often severe

F G Italy, Spain, and UK . _
rance, sermany, ftaty, spain, and 1 versus disease outcomes and mortality in
Kenya, Mali, Tanzania, Uganda, and Zambia ]
low resource settings

Source: Lang TA et al., PLoS Negl Trop Dis, 2010
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High-tech clinical study site
(Example: Klinikum Aachen, Germany)

Clinical study site in DRC

Where are trials
conducted?

Clinical study site in Kingani, Tanzania
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Clinical trials — simple principles

Science

Clinical Trials

Ethics/Regulations Trial Management

Thanks to Marc Urich
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Co-morbidities

Clinical trials — complex processes

Funding Safety
Secured Reporting
*
.
_ Poor infrastructure
. . Trial ) Progrelss -
Different regulations | "= Reporting Cultural differences
A
Ongoing
R&D Peer EudraCT Trial is Management &
Within the Consultation Review Number CTA Submission Abandoned Monltzring
scope of the - O O
cT Funding Unique
Regulations? Proposal Trial
Number Permissions & Clinical Trial
Approvals Trial MHRA End of Trial Summary
Obtained Inspection Declaration Report Archiving
(o ? Sponsorship O (.)— v = @)= = ae afp—) O OO Q
Trial Risk Confirm Final Ethics Final Trial Informed #§ Audit 0 Statistical Dissemination of
Planning & 5 o ccment Sponsor Protocol Submission Management Consent # ] Data Analysis Results
Design Documentation ] ]
0 Substantial 0
§ Amendments '
Often vulnerable E—C— 1eeO = m eOm = ey s -
= Feasibility & R&D Submission : Addition of : POIItlcaI |nStab|I|ty
population Investigator ol o poaenct 8
Selection ecklist Investigators g
Protocol Before Seeking ]
l Development Approval ] :
O o O &"—J :----O----. Key to Symbols
ontracts
# Urgent Safety ]
ria Agreements . it . E:r;:::tlr;\:je: rEp;Ir;cesses that can
Manag,em?m & Trial R Re m ote stu dy s ites : : Demonstrates that not all
Monitoring Documentation ' ? processes will apply to all trials

Standard Legal Good
Process Requirement Practice

GCP & Serious Temporary Halt or Trial does not

Breac_h Early Termination Recommence
Reporting e
Pharmacovigilance Specific
@ @ for trials
Trial within 0] (o] (0]
. Directive's
Supplies scope

Difficult patient recruitment = 0 0 O

http://www.ct-toolkit.ac.uk/routemap/
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Types of trials

Consortium
model

Investigator initiated Sponsor initiated

Generating knowledge; locally

: v Mission Commercialization of a product
relevant questions; “niche
Sponsor-investigator Oversight Sponsor
+ Rules / Structures +++
+ (++) Experience +++
ICH-GCP Guidelines ICH-GCP
Empowerment of
+++ ) ) +
investigators
+++ Local ownership +
++ Cost-effectiveness +

Bias in favour of
+ ++

industry *

* In 1140 trials, statistically significant association between industry sponsorship and pro-industry conclusions ; Bekelman JE et al., JAMA 2003
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Need for intensified clinical
trial site development in
resource limited settings

Registerd cIiicaI trials* — recruiting 6/2018

ey,

 (Capacity development is a
necessity, not a favour

 Many blind spots, e.g. in
Central Africa

- '_; mocC
£ .t * Direct investments in
Qv building capacity rather than
0&&—1980 ISéOs 19:305 post-2000 p rO d u Ct- by- p rO d u Ct
Period approach

Source: *https://clinicaltrials.gov/ct2/results/map/image; Richter TA, PlosOne, 2014



Capacity building is the process

through which individuals,

their'gapabilities to support

development.

Source: adapted from www.undp.org
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Long-term
W partnership is key
- for successful
capacity building A

-\.% _}.‘x

Das Schweizerische Tropeninsitut I ¥ k P
Marcel Tanner: "
\ / Swiss TPH

“Mutual Learning \
»
for Change lhl IFAKARA HEALTH INSTITUTE

Field Laboratory, STIFL Ifakara

> 60 years

Source: www.unigeschichte.unibas.ch ; www.ihi.or.tz
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L
. |h| IFAKARA HEALTH INSTITUTE
LR research | training | services

Physical infrastructure is an important aspect
in trial site development...
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... but there is much more to be considered for clinical trials:

Ethics board — Specimen
1 tor
Regulatory environment Transport | *orees

Professional | SHUGILERT

Laboratory

facility . “8] Data management
staff (GMP- capacity _2
: compliant O
(Medical and pliant) (e.g. BSL3 <
technical training, c laboratory
- areer bacteriol - :
communlcatlon [rT_Wclo déc e(r:fu?gy Administration
skills, GCP, development [EEE. '”gf /
protocol, SOP, o e e PCR, Satety, Procurement

. . Microbiolo
infection control) )

Accounting
Epidemiology, accessibility

and enrolment capacity

& care outside of clinical trials
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Challenges (personal ‘top 5’)

. " « Staff fluctuation: ‘brain drain’ (partially self-made
Sustainability through MSc and PhD programmes) and lack of
institutional funding for scientists

* Lack of leadership opportunities for African scientist in
Empowerment international consortia dominated by scientists from
high income countries

* Complicated procurement and importation of
equipment and consumables

Supply chain
management

el bR TS * Unpredictable and delayed approval process

Regulatory authorities

* Q@Guidelines for the informed consent are often too
Informed consent restrictive

See also: publications of N. Vischer, Swiss TPH



Case: Tuberculosis R&D
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Tuberculosis kills more people every year than any other infectious disease.

Current funding: Not enough to
close innovation gaps and to reach
the global goals to end the TB
epidemic by 2030.

Progress toward Global Plan 5-Year TB Research Funding Targets

[:I Global Plan 5-year target . 2016 funding
£5,000,000,000

$4,155,000,00

$3,750,000,000
$3,431,000,000

$2,500,000,000

$1,250,000,000 $1,250,000,000

$256,553,544
§155,624.485 $79,171,262 $95.304,136 $86,500.271 $29,100,432
s I e——— — e

Basic Science Diagnostics Drugs Yaccines Operational Pediatrics

Researc

Source: http://www.treatmentactiongroup.org/th

Steady erosion of private spending
(2016: 11%). TB research is not
prioritized by industry: too
complex, high costs, little incentives

|
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— |
© :
o :
Preclinical ! Clinical

|

]
€ : : Time
o) .
E I |
' |
(D ]
> I
£

Source: Kaufmann SHE & Parida SK, Nature Medicine 2007
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Tuberculosis clinical research in low resource settings

* Clinical TB research depends on — Major drivers of medical
non-commercial / investigator- innovations and clinical trials
initiated trials in low- and are:
middle income countries with
high burden of disease. * Non-Profit Product

Development Partnerships

* Funding mainly comes from (PDP)
public a.nd philanthropic 0O E?D MAERAS
sources: To ALANCE

i e * Academia / Scientific

$78,455,616
(1%)

Consortia (two examples of many)

IE»CHILD
6 PanACEA

tor Childhzad TH

Source: http://www.treatmentactiongroup.org/th
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Tuberculosis clinical trials

Portfolio: Ifakara Health Institute — Swiss TPH (start 2009)

Achievements:

TB CHILD - diagnostics IIT /consortium
HIGHRIF - phase Il - drug [IT/consortium
H1/IC31® - phase Il - vaccine lIT/consortium
MAMS - phase Il - drug [IT/consortium
NCO002 - phase Il SSCC - drug PDP
NCO005 - phase Il SSCC - drug PDP
[NCOO06 - phase Il -drug PDP]
NCOOS8 - phase llc - drug PDP

Main challenge:
Large trials and ‘commercial’ funding approaches make
site vulnerable, if the trial is prematurely terminated.
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Conclusions

It is possible to conduct both sponsor- and investigator
initiated trials in resource limited setting. These trials
are indispensable to improve global health.

Clinical product development can only be successful in
combination with intensified capacity development in
high-burden countries.

PDPs, academia and scientific consortia are the key
partners in clinical TB research. Industry needs to be
motivated to increase research efforts.
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Thank you very much!



