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MRC adult HIV trials portfolio

Optimising treatmentin early chronic HIV disease
— Early antiretroviral therapy
— Hydroxychloroquine / anti-inflammatory therapy

Optimising first-line therapy
— Protease inhibitor monotherapy
— Raltegravir-based dual therapy
— Third drug class + nutrition + Ol prophylaxis

Optimising second-line therapy
— Raltegravir-based dual therapy / Pl monotherapy

Co-infections
— Tuberculosis, Hepatitis B, Hepatitis C

“I am in the process of
exploring the possibility...
of utilizing our HIV/AIDS
clinical trials networks for
the implementation of
similar clinical trials
capacities for TB as well
as other infectious
diseases.”

--- Pacific Health Summit,
June 17, 2009
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Estimated HIV prevalence in new TB cases, 2009

HIV prevalence
+® in new TB cases,
all ages (%)
. o
B s
049
5
[ Noestimate

MRC'’s role in TB treatment trials
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Tuberculosis
Research Unit

Denny Mitchison

ReMox, Rifaquin,
STREAM
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Global rates of TB incidence, prevalence and mortality, including in people with HIV, 1990-2008
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Distribution of proportion of MDR-TB among new TB cases, 1994-2009
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Countries that had reported at leastone (&) W
XDR-TB case by September 2009 Word Health | DEPARTMENT

Argenfina  Rurkina Fasn  Genrgia - Kenya Nepal Qatar Swaziland
Amenia Canada Germany | atvia Netherlands Republic of Korea  Sweden
Auslialia China India Lesolho Norway Republic ol Moldova  Thailand
Azerbaijan  Colombia Iran (Islamic Rep. of) Lithuania Oman Romania Ukraine
Czech Republic Ireland Mexico Peru Russian Federation United Arab Emirates
Ecuador lerael Mozambique Fhilippines  Slovenia United Kingdom
Estonia Italy Myanmar Poland South Africa United States of America
lrance Japan Namibia Mortugal Spain Uzbekistan
Viet Nam

XDR-TB Survival

Froporlion Surviving
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Nays since Sputum Collected

Gandhi Lancet 2006; 368; 1554
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Tigure 1. Drug resistance among extensively drug-resisiant
tuberculosis izolates from Tugela Ferry, Scuth Adrica, 2005-2009
A-drug resistance = isoniazid {INH), rifamgin (RIF), oflcxacin (OFL)
and kanamycin (KM); 5-drug resistance = INH, RIF, OFL KM, and
ethambutol (EMH) or streptomycin [SMY, B-drug resisiance = INH
RIF, OFL, KM, EMB. and 5M. Culumnn [t 2008-2003 indiceles
study popu'ation.

Shah et al; EID 2011, 17,5

Discovery of drugs for tuberculosis
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Isoniazid Cycloserine Ethionamide Capreomycin
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Aminosalicylic acid replaced with ethambutol: Potential new regimen
streptomycin, isoniazid, and ethambutol 2-4 months, oral treatment?
18 months of treatment

1952 1980s

First regimen: streptomycin, aminosalicylic acid, Streptomycin replaced with pyrazinamide:

and isoniazid isoniazid, rifampicin, pyrazinamide, ethambutol
24 months of treatment 6-8 months, oral treatment

1946 1970s
First randomised trial: streptomycin monotherapy Addition of rifampicin: streptomycin, isoniazid,
led to streptamycin resistance rifampicin and ethambutal

9-12 months of treatment

Development of regimens
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Current TB Alliance Portfolio

Riminephenazinas
InhA Inhibitors
Dl ml.llntlll'lm
Bi-Functional Molacules

Tryptanthrines
[ Phenotypic Screening |
Protein Synthesis Inhibiters
55K Whole-Cell Soreening
[Malate Synthaze Inhibitors |

Menaguinone Syn Inhibitors
Natural Products

Protease Inhibitors
EM Inhibitors

RNA Folymarase Inhibitors

() TBALLIANCE www_tballiance.org

GELOBAL ALLANGE FON TE DRUG DF

TB drugs In clinical development

Existing drugs
redeveloped or
repurposed for

Rifapentine
Linezolid

tuberculosis

New drugs TMC-207
developed OPC-67683
for tuberculosis PA-824




MoA of TB Drugs in Development
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GILOGAL ALLIANGE FOR T 0AUG DEVELOPMENT

Timing of ART
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Biomarkers

» Need TB biomarkers as predictors of
reactivation and cure =—p
— Use as surrogate endpoint
— Accelerate dose selection trials
— Shorten duration of follow up in clinical trials

2-month sputum culture conversion
and TB outcome

Log odds ratio of a Poor Outcome

-1.0 -0.5 0.0 0.5
Log odds ratio of a Positive Culture Result

Phillips, pers. communication
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Ansay Name MTE-RIF
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Cartridge inserted imto
MTE-REF test platform
{end of hands-on work]

Time to result, 1 hour 45 minutes

Boehme NEJM 2009; 363; 1005-15




