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The Global burden of TB, 2014 g

Estimated number Estimated number
of cases of deaths

All forms of TB 9.6 million 1.5 million*
* 1 million children e 140,000 in children
* 3.2 million women e 480,000 in women
* 5.4 million men e 890,000 in men

L2milion (125%) | 330,000
CEmrEmE  ssoo 190000 |

Source: WHO Global TB Report 2015 * Including deaths attributed to HIV/TB
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Rifampicin resistant and MDR-TB

Estimated MDR-TB, and notification and treatment of rifampicin-resistant TB, global, 2005-2014
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Qutcomes of MDR-TB treatment

MDR-TB cohorts 2007-2012, global
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Countries notifying XDR-TB

<=

The boundaries and names shown and the designations used on this map do not imply the expression of any opinion whatsoever on the part of the World Health Organization concerning
the legal status of any country, territory, city or area or of its authorities, or concerning the delimitation of its frontiers or boundaries. Dotted lines on maps represent approximate border
lines for which there may not yet be full agreement.
© WHO 2015. All rights reserved
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Global TB drug pipelinel

Discovery Preclinical Development Clinical Development
| 1 |
( || | { |
Lead Optimization DEarIy L m Phase Il
evelopment

Bedaquiline
(TMC-207) with OBR?
for MDR-TB

Cyclopeptides TBI-166 PBTZ169* TBA-354 Sutezolid (PNU-100480
Diarylquinolines CPZEN-45* Q203* $SQ109*

DprE Inhibitors - : .
InhA Inhibitor, SQ641 Rifapentine for DS-TB

Delamanid

Indazoles 1599* High Dose Rifampicin (OPC-67683) with OBR
LeuRS Inhibitors, Ureas  SEQ-9* for DS-TB for MDR-TB
Macrolides, Azaindoles Bedaquiline- Pretomanid-.
Mycobacterial Gyrase Pretomanid- . /
‘s . . . Moxifloxacin-

Inhibitors Pyrazinamide Regimen Pyrazinamide Regimen
Pyr:zinami;le) Analogs Levofloxacin with OBR
Ruthenium(ll

for MDR-TB
Complexes

Spectinamides SPR-113
Translocase-1 Inhibitors

Chemical classes: fluoroquinolone, rifamycin, oxazolidinone, diarylquinoline,
benzothiazinone, , imidazopyridine amide, New chemical class*

1 Details for projects listed can be found at http://www.newtbdrugs.org/pipeline.php and ongoing é% WU RKI N G G RD U P

projects without a lead compound series identified can be viewed at @ ON NEW TB DRUGS
http://www.newtbdrugs.org/pipeline-discovery.php

20BR = Optimized Background Regimen www.newtbd rugs.org

Updated: September 2015
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Interim WHO guidance on bedaquiline

Bedaquiline may be added to a WHO-recommended regimen in adult patients
with pulmonary MDR-TB, under five specific conditions (conditional
recommendation, very low confidence in estimates of effect)

1. Proper selection of patients

The use of
2. Patient informed consent reqmred bedaquiline in
A (O, the treatment of
3. Treatment design based.on WHO N multidrug-resistant
recommendations tuberculosis

Interim policy guidance

4. Close monitoring conditions

5. Active drug safety monitoring and management
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Interim WHO guidance on delamanid

Delamanid may be added to a WHO-recommended regimen in adult patients
with pulmonary MDR-TB, under five specific conditions" (conditional
recommendation, very low confidence in estimates of effect)

@U SN
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2. Adherence to the princiélé’&fﬁgigning a WHO-'

1. Proper selection of patients

: The use of
recommended MDR-TB regimen dalamaiid In
g the treatment of
3. Treatment under close monitoring multidrug-resistant

tuberculosis

Interim policy guidance

4. Active drug safety monitoring and management

5. Patient informed consent required

72"y World Health
s %z Organization

WHO, October 2014
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Avallability of new TB drugs

*» USAID Bedaquiline donation program in partnership with
Janssen Pharmaceuticals (30’000 treatment courses
available via GDF 2015-19)

»» Stop TB Partnership and Otsuka Pharmaceuticals
announced in February 2016 that Delamanid is available via
GDF at USD 17700 per course of treatment

“ With a few exceptions, both medicines are available to all
countries eligible for financing through the Global Fund and
follow WHO guidelines for the proper management of MDR-
TB In quality-assured programs
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Countries that had used bedaquiline for the treatment of M/ XDR-TB as
part of expanded access, compassionate use or under normal
programmatic conditions by the end of 2014

countries
e~ ;L

. No data %
atiofis used on this map do not imply the expression of any opinion whatsoever on the e World Health Organization concerngg the legal status of any

conc‘grning the delimitation of its frontiers or boundaries. Dotted lines on maps r apN@t(ﬂméiEQU& lines for which there may not yet be full
agreement. © WHO 2015. All rights reserved
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Public health challenges of introduction of
new TB drugs in countries

Implications for TB control programmes:

\/
0‘0

Determine optimal regimens for treatment of DS- and DR-TB
under programmatic conditions;

% evaluate requirements for patients’ eligibility;
% assess programmatic feasibility;
% evaluate effectiveness and cost-effectiveness;

*» ensure proper surveillance and pharmacovigilance — especially if
accelerated/conditional approval;

*» ensure responsible use (appropriate indication, doses, drug
combination(s), and treatment duration) ;

% prevent emergence of resistance.
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WHO PIP for Introduction of new TB Drugs or Drug
Regimens in Countries

The goal of the Policy Implementation
Package Is to assist countries in

preparing for introduction of new TB POLICY
d d/or regimens, based on WHO | [l
rugs andjor fegimens, PACKAGE
policy guidance, in order to better FOR NEW TB DRUG
serve patients and communities in INTRODUCTION

need.

WHO - Oct 2014

http://http://www.who.int/tb/PIPnewTBdrugs.pdf/
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http://www.who.int/tb/publications/use-of-lf-lam-tb-hiv/en/
http://www.who.int/tb/PIPnewTBdrugs.pdf
http://www.who.int/tb/publications/use-of-lf-lam-tb-hiv/en/
http://www.who.int/tb/PIPnewTBdrugs.pdf

active TB drug-safety monitoring &
management (aDSM)

active and systematic clinical and laboratory assessment of
patients on treatment with new TB drugs, novel MDR-TB
regimens or XDR-TB regimens to detect, manage and report
suspected or confirmed drug toxicities.

All adverse events detected in a patient
require appropriate clinical management.

core package of aDSM is focused only

Active tuberculosis

on serious adverse events drug-safety monitoring
_ _ _ and management (aDSM)
It IS e nVISag ed th at aDS M WI I I beCO m e an Framework for implementation

Integral component of the programmatic
management of drug-resistant TB
(PMDT).
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http://apps.who.int/iris/bitstream/10665/204465/1/WHO_HTM_TB_2015.28_eng.pdf

Conclusions

»» Global TB data indicate clear and urgent need in
new TB drugs and regimens

“» Drug development pipeline is lean but some new
compounds are marketed already

< Global initiatives to facilitate availability of these
drugs do exist

< WHO Policy and implementation guidance on new
TB drugs has been published

< Use of one of the new TB drugs, bedaquiline, is
gradually expanding but needs to accelerate
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