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Summary of endTB

TB AendTB = Expanding New TB drugs
en AThe funding partner is UNITAID.
expand new drug AThe 3 Consortium Partners are:
markets or TB

APartners In Health (PIH)
ADoctors Without Borders (MSF)
Alnteractive Research and
Development (IRD)
Aroject duration is 4 years.
Aroject budget = $60.4 million USD
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endTB Overview
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Two new TB-drugs:

Bedaquiline Delamanid

(Trade name = Sirturo®) (Trade name = Deltyba®)
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Also assures proper companion anti-TB drugs are
available, including linezolid, clofazimine, and imipenem.



Objectives of
endTB

The aim of endTB is to obtain
increased uptake of new TB drugs
as part of treatment regimens
that are more effective and less
toxic, through:

1) Generate evidence of safety and efficacy of new TB drugs.

2) Accelerate uptake  of new TB drugs and novel MDR-TB
regimens.

3) Facilitate change In evidence-based WHO recommendations.



A Expand access to new TB
drugs in 16 countries and
provide capacity to NTPs to
Incorporate new TB drugs in
MDR regimens according to
WHO policy.

(Multi-country cohort =2600);

endTB Project Activities

A Perform a clinical trial with
novel regimens that include the
new TB drugs bedaquiline
and/or delamanid (Five countries
only; trial cohort = 600);

A Produce evidence on new TB
drugs for normative agencies to
help inform recommendations.




Uses WHO Interim Policy Guidance on

Bedaquiline and Delamanid as basis of implementation for
the multi-country cohort (2600 patients)

The use of
bedaquiline in

the treatment of
multidrug-resistant
tuberculosis

Interim policy guidance

g@}, World Health
Organization

June2013
WHO
Bedaquiline
Guidance

The use of
delamanid in

the treatment of
multidrug-resistant
tuberculosis

Interim policy guidance

(&} World Health
-7 Organization

October2014
WHO
Delamanid
Guidance

POLICY
IMPLEMENTATION
PACKAGE

FOR NEW TB DRUG Companion handbook

to the WHO guidelines for the
programmatic management of

INTRODUCTION

drug-resistant tuberculosis

2014 2015 (pending)
WHO Policy PackageCompanion handbook
for new drug to 2011 guidelineg

implementation Bedaquiline and
Delamanidncluded



What will endTB do?

Implementing Partner Patients enrolled

Large, multi-country Peru PI 420
] Lesotho PIH 150
patient cohort Kazakhstan PIH 573
A2600 patients on new Ethiopia PIH 30
drugs Kenya MSF 26
_ Georgia MSF 230
A16 countries Armenia MSF 96
AMonitored closely for Kyrgyzstan MSF 95
side effects India MSF 40
Myanmar MSF 50
AEnough patients to — MSE 20
detect rare side effects Pakistan IRD 284
that may have been Indonesia IRD 94
missed in small clinical Bangladesh IRD 252
trials DPRK Eugene Bell Foundation 150
Nepal Nepal Anti-TB Association 80
TOTAL 2,600




What will endTB do?

Groundbreaking clinical
trial

A5 countries (subset of the 16)
A600 additional patients

ATesting 4 ewea
treatment regimens

AWill identify regimens that
are:

AEffective

AShort

AContain no injectable
drug

AManageable side effects

AWill start in Year 2 of the
project.




Current list of TB drugs used in
MDRTB treatment (22 different
drugs)- Resulting in numerous
non-standard regimens and
different regimens for MDR B,
pre-XDRTB and XDRB:

Isoniazid (higkdose)
Ethambutol
Pyrazinamide
Kanamycin (injection)
Capreomycir{injection)
Amikacin(injection)
Moxifloxacin
Levofloxacin
Ofloxacin
Gatifloxacin
Ethionamide
Prothionamide
Cycloserine
Terizidone

PAS

Sodium PAS
Linezolid

Clofazimine
AmoxicillinClavulanate
Meropenem
Imipenemn Cilastin
Clarithromycin
Bedaquiline
Delamand

Possible priority TB drugs for
regimen development during
ENDTB intervention (79
different drugs)

Delamanid

Bedaquiline
MoxifloxacidLevofloxacin
Linezolid

Clofazimine

Pyrazinamide

New investigational agents
(such as P&24,Stulezolig.

Possible inclusion of one of the
Group 4 drugs?

5-8 priority TB drugs
to treat MDRTB.

1-3 regimen priority
regimens involving
new TB Drugs that
can treat MDRTB
including preXDRTB
and XDRTB.



