TRANSLATION OF SCIENCE INTO
POLICY OF NEW CONTROL TOOLS
FOR THE MANAGEMENT OF AFRICAN
VISCERAL LEISHMANIASIS




DNDI's model

Patient Needs-Driven & Innovative R&D Model
4

o Deliver 11 to 13 new treatments by 2018

o Establish a robust pipeline

o Use and strengthen existing capacity in disease-endemic countries

o Raise awareness and advocate for increased public leadership
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Utilizing and Strengthening Research

Capacities in Disease-Endemic Countries
I

Major Role of Regional
Disease Platforms:

o Defining patients’ needs and

target product profile (TPP)
HAT
o Strengthening local capacities

o Conducting clinical trials
(Phase II/1ll studies)

0 Facilitating registration

o Accelerating implementation
of new treatments (Phase IV

& pharmacovigilance studies)



The need In Visceral Leishmaniasis
-
0 Oral, safe, effective, short course ,affordable



DNDI short-term approach

For VL - antimonials
o drug resistance developing in Bihar
o 20 mg/kg/day for 30 days
o 4 weeks hospitalisation
o Renal and cardiac toxicity

Paromoycin: studied in 1996 /2000 &registered in India for VL in 2006 —21 days
Development of a combination with shorter course of existing treatments

SSG + PM 17 days vs PM 21 days and SSG 30 days




Results showed comparable efficacy

And no
regional
difference
between the 4
EA countries



SSG/PM as a new VL treatment:

Development progress
N
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2009 : in WHO Blue
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‘ranslating clinical trial data to policy change:

"he PV effectiveness study
N

Only 1 prospective clinical study using the
proposed new treatment

o Provide field evidence-based data
documenting risk/benefit in larger patient
group to help refining treatment guidelines

o Designed as part of a RMP

o Conducted with and by MoH, MSF, LEAP
clinical sites







FPI. Q3-2011

2948 patients recruited



Various approval timelines
N

(WHO-EML) SSG Paromomycin Ambisome Miltefosine
EML Regist EML Regist EML Regist | EML  Regist
Sudan Yes No Yes No (04/12) | Yes No ? No
Ethiopia Yes No No No (06/11) | Yes No Yes No
Uganda Yes Yes Yes Yes (01/12) [ No tbc No No
Kenya Yes Yes Yes Yes (02/13) | Yes No No No
Adoption of SSG-PM in guidelines
Sudan Guidelines revised, but not officially launched. To be printed
once PV report is available.
Ethiopia Guidelines revised, but waiting for PV report
Uganda Guidelines revised, but not officially launched. Depending on

new commissioner of NTD control program.

Kenya Guidelines revised, launched and adopted in 2012.




Access to treatment ...
I

Table AG.2.

Price per visceral leilshmanlasis treatment (January 2010)

Compound Treatment regimen Drug cost in US$®

L-Amb 10 mg/kg 1 day 126

L-Amb 20 mg/kg 2-4 days 252

Amphotericin B deoxycholate 1 mg/kg 30 days 20

(alternating days)

MF 100 mg/day 28 days B85 - 150

PM 15 mg/kg/day 21 days 15

SSG 20 mg/kg/day 30 days 55,8

MA 20 mg/kg/day 30 days 59,3

L-Amb 5 mg/kg + MF 100 mg/day B days 88,2 - 109,5

L-Amb 5 mg/kg + PM 15 mg/kg/day 11 days 79

MF 100 mg/day + PM 15 ma/kg/day 10 days 30,2 - 60,7
@fhﬂ 15 mg)/kg/day 17 days 444)

* For a patient weighing 35 kg. Calculations for S5G and MF based on exchange rate of € 1 = US$

1.41 (28 January 2010). Price range of miltefosine depends on order volume.

L-Amb=liposomal amphotericin B, MF=miltefosine, PM=paromomycin, SSG=sodium stibogluconate,

MA=meglumine antimoniate

O

O

WHO —
procures SSG
directly

MSF and DNDiI
via IDA In
provides
SSG/PM in
clinical trial
settings

Import when
registered



Use by WHO during VL outbreaks in

South Sudan 2010-2011
N



Looking ahead — scientific challenges
N

Priority to develop new tools in East Africa
for the East African Region
For VL, PKDL and HIV-VL



Looking ahead: short-term clinical trials
N



| essons learned
I

o Technical:

o Anticipate with National Programs/MoHs as well as
National Regulatory Agency the prerequisite for
registration and procurement (LEAP)

o Prepare for combination treatment
o Policy-wise:

o Anticipate Risk Management Plan with possibly
large field study

0 Process-related:

o Promote joint reviews of CTDs as well as joint site
Inspections




Thank you
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