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1BO3 MobanbHbih 0TYéET, 2014; 20renstein, Lancet, 2009*; 3Johnston, PLOS,
2009*; 4Diacon, NEJM, 2014; >Skriponoca, ERJ, 2013; ®6Ahuja, PLoS, 2012%*;
‘Bonnet et al, IJTLD, 2016
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Yactota nobo4yHbIX apPpekToB (Mnm 13 ¢ nokaszaHMem Ha
CHATUE IeKApPCTBEHHOIO CPeACTBA) B CYLLECTBYIOLLLEN
cxeme nevyeHna MJ1Y-Tb
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E)xegHeBHOEe TUNUYHOE KOIMYECTBO TabneToK B
Nle4yeHnn nayueHTa c KoumHdekumein M1Y-
T6/BUY >60 Kr

[MnpasuvHamMua: no DTUOHaAMuA: no 2
4 TabneTkun TabneTkun
KaHamMunuuH: 1rp LunknocepuH: no 2
BM Kancynbl
JleBobNnoKCaunH: MAC: 1 naket
no 2 tabnetkn  MnpmnaokcuH: no 4
STMoHamua: 1 TabneTtku
TabneTka
LimknocepuH: 1
Karncyna
MAC: 1 nakeTt AZT/3TC
KoMbuHauma: 1
o TE &M 6 v AZT/3TC TabneTka
OTO. J1eyeHune B MO3aMOUKe. bl . .
nHsectnpyem (PIH, IRD6 MSF ) B nyuliee KomMbuHauus: 1 EFV (200 Mr): 1
neveHue! pic.twitter.com/j7zovDfIQ3 Tabnetka Tabnerka
(UNITAID Twitter feed May 7, 2014) KoTpumokcasorn
: 1 TabneTka
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Zeaa® CtommocTtb Tekyuwiero MJ1Y-Tb

OnuncaHue cxemMbl
eyeHums

neyenuna MJ1Y-Tb

NMpenapatbl

Avana3oH uyeH B

OTHOLWEHMN CXEeM ievyeHunsa

C McnoJib3oaHunemM

npoaykra

CraHoapTHas cxema B
MJ1Y-Tb neyeHusa
6e3
PE3UCTEHTHOCTU K
npenapaTMm BTOPOrro
psaa

[MnpasnHamug,
KaHaMUUuH,
JleBosiOKCauuvH,
DTUOHaMuA,
LinknocepuH

rapaHTMen KauecrTBa

$1,344 - $2,222
aonnapos CLUA

CraHoapTHas cxema B
MJTY-TB ne4yeHwunsd
PE3NCTEHTHOCTU K

npenapaTtMm BTOPOIro

paga

[MnpasnHamug,
KanpnoMnumH,
MoKcndnoKcauuH,
DTUOHaMuA,
LinknocepuH, MNAC

$5,267 - $7,339
aponnapos CLUA

Cxema neyerHn XDR-TB
nnun bespesynbTaHblX
cnydyaes MJ1Y-Tb
neyeHwus

capreomycin,
moxifloxacin,
cycloserine,

clofazimine, linezolid,

meropenem

$14,244 - $15,356
aonnapos CLUA
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‘v Global TB Drug Pipeline *
Discovery Preclinical Development Clinical Development

| A A

! I - |
Lead Optimization Early Stage
Development

Cyclopeptides TBI-166 PBTZ169* Sutezolid (PNU-100480) Bedaquiline
Diarylquinolines CPZEN-45* Q203* $SQ109* gTMC-207) with OBR?
DprE Inhibitors ) ) or MDR-TB

. SQ641* -
InhA Inhibitor, Q Rifapentine for DS-TB
Indazoles 1599* High Dose Rifampicin
LeuRS Inhibitors, Ureas  SEQ-9* for DS-TB

Macrolides, Azaindoles
Mycobacterial Gyrase
Inhibitors
Pyrazinamide Analogs
Ruthenium(ll)
Complexes

Spectinamides SPR-113
Translocase-1 Inhibitors

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

Bedaquiline-

Pyrazinamide Regimen

Levofloxacin with OBR
for MDR-TB

diarylquinoline,

Moxifloxacin-
Pyrazinamide Regimen

1Details for projects listed can be found at http://www.newtbdrugs.org/pipeline.php and ongoing é% WU RKI N G G RU 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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Title & Description

Status

DRUG-RESISTANT TUBERCULOSS‘“\R ESIST-TB
CLINICAL TRIALS PROGRESS REPORT Research Excellence to Stop TB Resistance

Ph Trial registry

14-day EBA for dose optimization of AZD-5847 Study completed,; 2 |NCT01516203
BDQ combination in children and adolescents To recruit in Russia & S. Africa |2 | NCT02354014
Safety & efficacy of BDQ for 24-48 weeks in Recruiting in Japan 2 |NCT02365623
MDR-TB; PK of BDQ & metabolite

STREAM I. 9-month Bangladesh regimen vs. Recruitment complete 3 [ISRCTN78372
SOC 190

STREAM II: Comparison of 6- & 9-month BDQ Begin enrolling 2016: multisite |3 | NCT02409290
regimens to SOC & Bangladesh (confirmatory)

NEXT: 6-9 month all-oral regimen containing BDQ | Enrolling in S. Africa 3 | NCT02454205
Nix-TB: BDQ, pretomanid, and linezolid in patients | Currently recruiting in S. Africa |3 | NCT02333799
with XDR-TB 6-9 months

GATB NC-005: Combinations of BDQ, MFX, PA- | Currently recruiting in Africa 2 |NCT02193776
824, & PZA for 8 weeks for DS- & MDR-TB

STAND: MFX, PA-824, & PZA DS- & MDR-TB Suspended NCT02342886
Linezolid and clarithromycin drug-interaction (PK) | Completed 4 | NCT01521364
in MDR- & XDR-TB

DDI (PK) & combined QT effects of BDQ and 2 | NCT02583048

DLM in MDR-TB

Expected to begin enrollin%
20Q16in S. Africa
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"l X DRUG-RESISTANT TUBERCULQOSIS RESIST-TB
CLINICAL TRIALS PROGRESS REPORT Research Excellence to Stop TB Resistance

Trial registry

DLM PK in ped with MDR-TB Enrollment complete > 6 years; |2 | NCT01859923
pending <6 years

Dose-ranging ped study of DLM Enrollment complete >6 years; |1 |NCT01856634
pending < 6 years

Isoniazid dose-ranging EBA in DS- & INH-R TB Currently recruiting in S. Africa |2 | NCT01936831

Opti-Q: dose-ranging LFX in FQ-S/MDR-TB Recruiting in Peru & S. Africa |2 |NCT01918397

Molecular testing of PZA susceptibility to optimize | Currently recruiting in China 3 | NCT02120638

MDR-TB treatment

Safety, tolerability, PK of TBA-354 in healthy Ongoing, but not recruiting 1 |NCT02288481

adults

TB-PRACTECAL: short, all-oral regimens Enrollment in 2016 in 2/3 | NCT02589782

containing BDQ & PA-824 in MDR- & XDR-TB Uzbekistan & Swaziland

PHOENIX: 6 months daily DLM vs. INH, This study is in planning 3 | Not yet

prevention in MDR contacts registered

TB-CHAMP: 6 months daily LFX vs. placebo, This study is in planning 3 | Not yet

prevention in ped MDR contacts registered

V-QUIN: 6 months daily LFX vs. placebo, This study is in planning 3 | Not yet

nrevention in MDR contacts reqaistered
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KpacTkoe cogepaHue «OctaHOBUTb Th:

OnTMmmsauma cxemol
A ®a3za lll PaHaoMM3MpoBaHHanA

(apganTMBHaA)HE3aMACKMPOBAHHbIX NCCNeA0BAHUMN: -

- | nccnepgyvte 39 HegenbHble CXeMbl C UCMONb30BaHMEM 1 unm 2

HOBbIX Npenapatos y MJ1Y-Tb nauneHTOB, YyCTBUTE/IbHbIX K
GTOPXMHONOHAM

Il: uccneaymnte cxembl C UCNONb30BaHMEM 1 UK 2 HOBbIX

npenapartos y MJ1Y-Tb naumeHTOB, pe3UCTHETHbIX K
GTOPXMHONOHAM
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* 3PPeKTUBHOCTb: OUEHUTb 3PPEKTUBHOCTb Ha 8, 39,
n104 Hepene

* Bbe3sonacHocTb/MepeHOCUMOCTb: OLUEHUTb YacTOTY Ha
39 n 104 Hepeneb cornacHo cneayroLlemy:

MpeKpalleHne neyeHme n3-3a TOKCUYHOCTHU;

Taxkénble NoboYHble ABNEHUA(>=ypOBHA 3);

Cepbé3Hble N0OOYHbIE ABNEHUA;

ABNeHnA KapaMONOrMYECKOro XxapaKTepa;

A S

CmepTb.
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Habnopgatb u  ApanTuBHas
npeayragbiBaTb paHaOMM3aLLMA
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TS PaCLUMpeHI/IFI noTeHumnasa NncciaeaoBaHUA:

NIoOKaumm nccnepnoBaHma «OcTaHOBUTb Th»
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