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« BTZ-043

« Ganfeborole

» Telacebec
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2024 Global New TB Drug Pipeline’

Discovery Preclinical Development

A ' r

Clinical Development

A

Lead \, Early Stage

Regulatory
Oatiation g s GMP / GLP Tox. Phase 1 ’_ Phase 2 Market
: Approvals
Indazole TBD10 (MK-3854) OTB-658 TBDO09 (MK-7762) Delpazolid
sulfonamides & v : .
Diarylthiazoles FIM-3002° TBI-223 Sutezolid, Tedizolid
hibito 523* T3 a

::; ::h:\ m:bm M2y TBAJ-587 TBAJ-876 Sudapyridine  Bedaquiline*
Mtb energy Mn-ar” TBD11 : (WX-081)
metabolism JSF-3285* GSK-286* Sanfetrinem
. = ; (CLB-073)* .

. CPZEN-45* Macozinone* BTZ-043* Delamanid*
Arylsulfonamides
Inhibitors of Mmpl3, NTB-3119* (PBTZ-]'GQ) TBA-7371%* Pretomanid
Translocase-1, ClpCl,
ClpP1P2, PKS13, F-ATP MBX-4888A .
,y:,m,, RNAP (1810)* < Quabodepistat (OPC-
Oxazolidinones GSK-839 167832%)

FNDR-20364* 3

Dnakl / Nargenicin 2 . Underline = updates
analogs Alpibectir (BVL-GSK098)* since November 2024

*New chemical class. Known chemical classes for any indication are color coded: rifamycin, oxazolidinone,
nidazole, diarylquinoline, benzothiazinone, imidazopyridine amide, beta-factom.

INew Molecular Entities not yet approved, being developed for TB or only conditionally approved for TB.
Showing most advanced stage reported for each. Details for projects listed can be found at
http://www.newtbdrugs.org/pipeline/clinical

Ongoling projects without a lead compound identifled: http://www newtbdrugs.org/plpeline/discovary

Ganfeborole (GSK-656*) é% WORKING GROUP

Telacebec‘(Q203) » ON NEW TB DRUGS
Pyrifazimine (TBI-166) www.newtbdrugs.org

SQ-109* Updated: November 2024



Quabodepistat

* WNHrmbutop 6MocmHTesa KnetouHol cteHkn DprE1;

e 3aBeplueHa dasza 2 UcnblITaHU;

* [lpu3HaH oTHOCUTENbHO Be3onacHbiMm npu 4-
MecayHbIX cxemax, xota nccnegosaHne PAN-TB we
AOCTUINO CBOEN KOHEYHOW TOYKM 3PDEKTUBHOCTMH.

Mean change from baseline in EBA
using Log,,CFU/mL over 14 days?
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-+-DQ -+-BQ -+-DBQ + RHEZ (Stage 1+2)

Decreases in sputum Log,,CFU/mL
from baseline to Day 14 were
comparable across treatment cohorts

I

Safety, pharmacokinetics, and early bactericidal activity of
quabodepistat in combination with delamanid, bedaquiline,
or both in adults with pulmonary tuberculosis:
arandomised, active-controlled, open-label trial

Rodney Dawson, Andreas H Diacon, Veronique De Jager, Kim Narunsky, V Mischka Moodley, Kelly W Stinson, Yongge Liu, Bo Zheng, Jeffrey Hafkin

Summary

Background Quabodepistat (formerly OPC-167832) showed potent activity in preclinical studies and in the first stage
of an early bactericidal activity study in adults with smear-positive, drug-susceptible pulmonary tuberculosis. Stage 2
of this study was designed to evalua nte the mfm tolerability, pharmacokinetics, and early bactericidal activity of
quabodepistat in ¢ with d d quiline, or both versus rifampicin, isoniazid, ethambutol, and
pyrazinamide combination therapy for 14 days.

Methods Stage 2 of this open-label, active d, parallel-group study was conducted at two research
sites in South Africa in adults (aged 18-64 years) with drug-susceptible pulmonary tuberculosis. Eligible participants had
a BMI of 16-32 kg/m? and the ability to produce an adequate volume of sputum (=10 mL overnight) and were excluded
if they had drug-resistant tuberculosis or previous treatment for Mycobacterium tuberculosis within the past 3 years.

Participants were centrally randomly assigned via interactive web response technology system, with no stratification, into

four treatment groups in a ratio of 14:14:14:4 (quabod 30 mg plus del id 300 mg, quabodepistat 30 mg plus
bedaquiline 400 mg, or quabodepistat 30 mg plus delamanid 300 mg plus bedaquiline 400 mg orally once daily for
14 days, or rifampicin, isoniazid, ethambutol, and pyrazi ion therapy [control] according to local standard

of care for 20 days). The primary outcomes were safety and tolerability during and after 14 days of treatment in all
participants who received any study medication and pharmacokinetics at day 1 and day 14 in participants in the
quabodepistat groups with adequate data for deriving pharmacokinetics parameters. The main secondary outcome was
bactericidal activity from baseline to day 14 in all eligible participants who were quantitatively culture-positive at baseline.
The study was not powered for formal statistical hypothesis testing; therefore, data were summarised by treatment group
with descriptive statistics. This study is registered with ClinicalTrials.gov (NCT03678688) and is closed to new participants.

Findings 98 participants were screened for entry into stage 2 of the trial between Feb 1, 2021, and Jan 27, 2022, of whom
46 were randomly assigned (14 to each quabodepistat group, 4 to the control group) and 44 re(el\ed at least one dose of

Lo bedaauili

study medication (one patient excluded from the q pistat plus del 1 and quabodep. plus

@®

Lancet Infect Dis 2024
Published Online

November 26, 2024
hetpsi/dol org/10.1016/
51473-3099(24)00601-7

See Online/Comment
https//dol org/10.1016/
$1473-3099(24)00653-4
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Department of Medicine,
Unhversity of Cape Town Lung
Institute, Cape Town,
SouthAfrica

(Prof R Dawson PhO); TASK
Applied Science, Cape Town,
South Africa (A H Diacon MD.,
¥ DeJages MD); University of
CapeTown, Lung Institute,
CapeTown, SouthAfrica

(K Narunsky MBChB); Otsuka
Novel Products, Munich,
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Cultura, Decatur, GA, USA
(KW Stinson MPH); Otsuka
Pharmaceutical Development &
Commercialization, Rockville,
MD, USA (Y Ly Ph,

8Zheng PhD, | HafkinMD)

groups). 32 (73%) of 44 participants had at least one treatment-emergent adverse event. Mosl events (30/32 [94%]) were
mild or moderate; the most common treatment-emergent adverse events (=2 participants; not related to study drugs)
were headache (4/44 [9%]), dizziness (3/44 [7%]), abdominal pain (2/44 [5%)]), pruritus (2/44 [5%]), and nausea (2/44
[5%]). Two serious adverse events were reported in two participants in the quabodepistat and bedaquiline cohort (anal
abscess [n=1], pneumoﬂmru[u 1]) botlmeredeﬂned not related to study drug. Quabodepi: xposure was minimall
affected by d or bedaquiline, with lower exposure in the q and bedaq

cohorts (maxi lasma conc ion for quabodepistat plus del id 208 ng/mL [SD 61; n=11}; quabodepistat
plus bedaquiline 175 ng/mL [31; n=10]; quabodepistat plus delamanid plus bedaquiline 183 ng/mL [52; n=11). Maximum
quabodepistat concentrations were achieved approxi ly 3 h after administration in all combinati Mean
elimination half-life was shorter in combinations with bedaquiline than without bedaquiline (12-3-14-5 h »s 15-2 h).

C

Jeffrey Hafkin, Otsuka
Phamaceutical Development &
Commerciaization, Rockville,
MD 20850, USA
Jeffrey.hafkin@otsuka-us.com

Lancet Inf Dis, 2024 Nov
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Uccnneposanne PanTB - PAN-TB Collaboration
NPOMEXKYTOUHbIe pe3ynbraThbl

.. - GATES
Janssenf MR Eunded by

: evotec BMGF and
PAN-TB / TBD06-201 Trial to Evaluate DBQS and PBQS Cch 0
. . : - to be conducted
2-Stage, Phase 2b/c Design to Identify 3-Month Regimen g‘ ’ by Gates MR
STAGE 1 STAGE 2 Otsuka TB Alliance
Regimen down selection Duration optimization
*End of Treatment _ _XBQS =DBAS or PBQS
Rmd:t:i:ltion DBQS 4 months (N=43) = XBQS 2 months (N=70)
AL I ARM 2 . 3
— Randomization > >
e adun e 3 Habop Hauvanca 8 uioHe 2023 .
r t ARM 3 -
With 0578 e l ’ %§ Habop npekpaweH 14 nionn
I 3
- I Eligible adult ARM 4 z 2024 r
gl XBQS 3.5 months (N=70) " é g .
+ *Decision for Stage 2 based efficacy & § With0S-TB ARM §
safety results of DBQS & PBQS vs. : 2 94 na HWERTa
HRZE through end of treatment : ARM 6 paHAOMUN3NPOBAHO
» All Stage 1 participants followed for 1 ~
12 months post randomization e S T o P v 57 3aBepwunnn nevyeHue
+ DBQS or PBQS considered for Stage 2 ! MDR-TB- xefs MDR-TB Cohort
1 | months (N=35)
e e e Ve b i a4, A T

N3 Union 2024

DBQS = DIm, Bdq, quabodepistat (OPC-167832) n sutezolid
PBQS = Ptm, Bdq, quabodepistat u sutezolid



*[loaTanHbIn On3anH KUccrnegoBaHMa M BbIDOP nMauMeHToB C Oornee TsXenbiM TeYEeHUEM
3aboneBaHna ObINM CcTpaTerndeckn BaXKHbl AN OTBETaA Ha KIHOYEBOW MUcCCnenoBaTesibCKUm
BOMpPOC.

*He BbIsiBNeHO npobnem ¢ 6e30nacHOCTbIO HY AN OAHOIro U3 UCCIeayeMbIX PEXUMOB.
*[lokaszaTenn koHBepcun rnoceBoB MOKpPoTbl (DBQS & PBQS) uepe3 2 n 3 mecdua He
nogaepXXmBatoT Lerb UCCrnegoBaHns rno BbIABEHUIO pexXnma <3 MecsiLEeB.

‘Uncno cnyyaes BO30OHOBMEHUs nedyeHna Tb wnn npoaonenna Tepanun HRZE,
oLEeHMBaeMbIX UccriegoBaTtenaMn B nepuod HabnwogeHus, He noaTBepXXaaeT BO3MOXHOCTb
onpeaeneHns NoTeHUuanbHOro pexnmMa <3 MecdueB a9 BTOPOro arana UCrbITaHUS.
«[laHHble NOMHOro cekBeHnposaHus reHoma, MUK n doapmakokmHeTukn 6yayT npeacrasreHbl
ONA NHTepnpeTaunm pesynsraTos.

‘[loTeHUManbHble OrpaHUYEHUA. Manbin pasmep BblOOpPKM; Donee Tshkenass nMonynsuus
NauueHToB; OTKPbITbIN OM3aH — BO3MOXHadA NpPeaB3ATOCTb B OTHoweHun rpynn XBQS; 6
NOCEBOB Ha KaXObll BPEMEHHOW MOMEHT — BO3MOXHOE CHUXXEHMEe COMOCTaBMMOCTU C
OpYyrmMun nccrieqoBaHUaMM.

N3 Union 2024



Ve T JUll L)y eI\ L) .

MeToaonorusa: paHAOMU3NPOBAHHOE UccaeaoBaHue

dasbl 2b/c

* Lenb: OueHnTb 6e30nacHoCTb, 3GPEKTUBHOCTb, GapMaKOKMHETUKY 1 onTumanbHyto ao3sy QBS s
kombuHaummn ¢ DLM n BDQ B TeueHnune 4 mecaues y naumMeHToB ¢ NeKapcTBEHHO-

YyBCTBUTEIbHbIM TyBepKyie3om no cpasHeHUto ¢ 6-mecayHoin cxemon RHEZ.

* YYaCTHUKM BbINU PaHAOMMU3UPOBAHbI B COOTHOLWeHun 1:2:2:1.

* PaHgommsauma ctpaTuduULMpOBaHa NO HAMYUIO ABYCTOPOHHEN KaBUTALMKN Ha PeHTreHorpamme.

* OCHOBHble KOHEeYHble ToYKMK: besonacHocTb; JloNs y4aCTHUKOB, AOCTUTLLNX KOHBEPCUN NOCEBa
mokpoTbl Ha MGIT k koHuy nepunoga nevexus

* J[lononHuUTeNbHble KOHeYHble TOYKU: [1oNrocpoyHble 035350(;';)%_‘;'33)‘;“ 3;“?;3?3;*39?3* }

pe3ynbTaTbl 3PPEKTUBHOCTU B NEPMoa NOCNeayoLWero

QBS (30 mg QD) + DLM (300 mg QD) + }

Ha6f| |'O,£|,eHV|F| BDQ (400-200 mg)? for 17 weeks®
) BS (90 D) + DLM (300 D
* AHann3bl NPeACTaBAEHbl A8 MOANPULMPOBAHHOM  B0Q (400200 may for 17 vieoer. } y
nonynauMmn "HamepeHne NeYnTb" RHEZ QD for 8 weeks followed by
18 weeks of rifampin and isoniazid ' o
| | ]
Protocol published in Trials 2024 Jan 19;25(1):70. 0 4 6 12

Months Months Months Months

N3 Union 2024




High SCC rates were achieved in the _!
DBQ arms at the end of treatment

Primary endpoint

Overall With Bilateral Cavitation Without Bilateral Cavitation
n/N % with SCC (95% CI)| n/N % with SCC (95% CI)| n/N % with SCC (95% CI)

Pooled DBQ | 96/100  96.0 (90.1,98.9) | 13/13  100.0 (75.3, 100.0) | 83/87  95.4 (88.6, 98.7)

DBQ10 20/20  100.0 (83.2, 100.0) 2/2 100.0 18/18  100.0 (81.5, 100.0)

DBQ30 39/42 92.9 (80.5, 98.95) 6/6 100.0 (54.1, 100.0) | 33/36 91.7 (77.5, 98.2)

DBQ90 37/38 97.4 (86.2, 99.9) 9/ 100.0 32/33 97.0 (84.2, 99.9)

RHEZ 21/21  100.0 (83.9, 100.0) 4/4 100.0 17/17  100.0 (80.5, 100.0)
(

Difference in proportion of SCC between the pooled DBQ and RHEZ arm was:
—4.0% (80% ClI, -7.4%, 3.4%)

* Non-inferiority was established (NI margin: -12%). Thus, the study achieved its primary objective

= The proportion of SCC at the end of treatment did not vary by bilateral cavitation status

From Union
2024



Favorable outcome and relapse M' ‘
Exploratory endpoints

Exploratory endpoints

= Proportion of participants with a favorable outcome at 12 months post-randomization and 6 months
post end-of-treatment

= Proportion of participants with relapse at 12 months post-randomization

§/°N"(‘;:‘;”"p outcomes DBQ10 DBQ30 DBQY0 | Pooled DBQ  RHEZ
12 months post-randomization

Favorable outcome 17/20 (85.0) 34/42 (81.0) 32/38 (84.2) | 83/100 (83.0) 20/21 (95.2)
Relapse 2/20 (10.0) 5/42(11.9) 5/38(13.2) | 12/100 (12.0) 1/21 (4.8)

At 12 months post-randomization [8 months follow-up for DBQ arms and 6 months follow-up for RHEZ arm]
« The RHEZ arm had numerically more favorable outcomes and fewer relapses than the DBQ arm
From Union
2024




BTZ-043

* MHrMbutop buocmnHTtesa

Safety, bactericidal activity, and pharmacokinetics of the 4 ® KNeToUYHOM cTenku D prE1;
antituberculosis drug candidate BTZ-043 in South Africa e

(PanACEA-BTZ-043-02) an open-label, dose-expansion, ® I_I O - B M.DIM MOMy 6 e30 I-I a Ce H B
)

randomised, controlled, phase 1b/2a trial

g e s o e 02 bonee KOPOTKMX UCMbITAHUAX
o (EBA) ¢ npusHakamu agantaumuu

Background The broad use of bedaquiline and p id as the mainstay of new regimens to combat tuberculosis is a  Lancet Microbe 2025; 6: 100952
risk due to increasing bedaquiline resistance. We aimed to assess the safety, bactericidal activity, and pharmacokinetics » 7,

of BTZ-043, a first-in-class DprE1 inhibitor with strong bactericidal activity in murine models. h 6 .
Methods This open-label, dose-expansion, randomised, controlled, phase 1b/2a trial was conducted in two specialised - M eTa On M 3 M a I-I e LI e H M )
tuberculosis sites in Cape Town, South Africa. Adults aged 18-64 years with newly diagnosed pulmonary tuberculosis ;mu‘“ A
sensitive to rifampicin and isoniazid, who weighed at least 40 kg, had a positive sputum smear graded at least 1+, were i)

HIV negative, and had no history of hypertension or other substantial comorbidities were admitted to hospital. In tesae of oferdous Peeses

s ° 4-
stage 1 (multiple-ascending dose phase 1b with an adaptive continual reassessment method), the starting dose of prschis S o Ta K).I(e O L||e H M B a eTCﬂ B

University Hospital, LMU
BTZ-043 was 250 mg, with pl d dose incr ts of 250 mg up to 2000 mg, and cohorts of three participants Munich, Germany
were enrolled sequentially. In stage 2 (phase 2a dose-expansion stage), participants were randomly assigned ‘;*‘;:” b Fhy
- : - . - ) Dresbach DVM,
(.?::3:3:2')}0 receive one of three doses of or'al BTZ-043 (decided after stage 1) or standard of care (x§oﬂmznd, s am:’d‘:w R MeCﬂLI H OM M Cn bITa H M M (2 b/C) p'nﬂ
rifampicin, pyraz de, and ethambutol) using sealed opaque envelopes. The BTZ-043 groups also received oral | .. ..
dolutegravir (a third of participants) or a probe drug cocktail (caffeine [probe for CYP1A2], tolbutamide [CYP2C9], i m Hoeischer MD D)

dextromethorphan [CYP2D6], midazolam [CYP3A4], and digoxin [P-glycoprotein]; two-thirds of participants). Study Geman Center for Infection
staff and participants were not masked, but laboratory staff were masked to treatment assignment. The primary Reearch, Munich Partner Site, - KO H CO p LII M y N\ .
outcome was to assess the safety and tolerability of BTZ-43 over 14 days of dosing by evaluation of adverse events nﬁmﬁ;g::mh

in the safety analysis population. Secondary outcomes were bactericidal activity, measured by time to positivity << @
(TTP) and colony-forming unit (CFU) count; pharmacokinetics (stage 2; including the food effect on BTZ-043); #rof m Hoelscher): Fraunhofer

Lancet Microbe 2025; 6:100952
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MepeKpecTHaa pe3ncteHTHocTb K HrMbutopam DprE1

New class:

Quabodepistat ®epmenm DprEf,
BTZ-043 yyacmeyrouwuli 8 cuHmese
Macozinone apabuHo2a10KMAaHaA
TBA-7371

* KnmHuyeckun pacnpocrtpaHeHHble myTtauunm B r'vO678 obycnaBansatoT HU3KUM
YPOBEHb NepeKpecTHON pe3sncTeHTHoCTn K nHrmbmntopam DprEd;

* [oka HeAcHo, caenatoT M myTtauum rvOB78 nx HeaddeKTUBHbIMKU NpU
neyeHmnn tybepkynesa.

Poulton NC, AAC 2022; .
Almeida DV, AAC 2023  Z ...



Ganfeborole

* WHrmbutop cnHtesa benka;

 GSK asnaerca cnoHcopom;

« TepaToreHHble 3pdeKTbl OCHOBaHbI
Ha MCCNef0BaHUAX 3KUBOTHbIX 2
BU/OB;

* UccneposaHune EBA ¢ Bdqg n/unm
DIm. gpyrue rpynnbi npogonxaroTca

* TakKe oueHmBaeTca B 4-meca4yHOM
nccnepgosanum (2b/c) nna DS-TB
(koHcopunym UNITE4TB)

nature medicine

Article https://dol.orgM01036/541591-024-02820-7

Afirst-in-classleucyl-tRNA synthetase
inhibitor, ganfeborole, for rifampicin-
susceptible tuberculosis: aphase 2a
open-label, randomized trial

Recaived: B June 2023 A list of authors and their affilations appears at the end of the paper

Accepted: 22 January 2024

Mew tuberculosis treatments are needed to address drug resistance,
lengthy treatment duration and adverse reactions of available agents.

[®] Check for updates GSK3036656 (ganfeborole) is a first-in-class benzoxaborole inhibiting
the Mycobacterium tuberculosis leucyl-tRMNA synthetase. Here, in this
phase 2a, single-center, open-label, randomized trial, we assessed early
bactericidal activity (primary objective) and safety and pharmacokinetics
(secondary objectives) of ganfeborole in participants with untreated,
rifampicin-susceptible pulmonary tuberculosis. Overall, 73 males were
treated with ganfeborole (1/5/15/30 mg) or standard of care (Rifafour
e-275 or generic alternative) once daily for 14 days. We observed numerical
reductions in daily sputum-derived colony-forming units from baseline in
participants receiving 5, 15 and 30 mg once daily but not those receiving

1 mg ganfeborole. Adverse event rates were comparable across groups;
all events were grade 1or 2. In a participant subset, post hoc exploratory
computational analysis of *F-flucrodeoxyglucose positron emission
tomography/computed tomography findings showed measurable
treatment responses across several lesion types in those receiving
ganfeborole 30 mg at day 14. Analysis of whole-blood transcriptional
treatmentresponse to ganfeborole 30 mg at day 14 revealed a strong
association with neutrophil-dominated transcriptional modules. The
demonstrated bactericidal activity and acceptable safety profile suggest
that ganfeborole is a potential candidate for combination treatment of
pulmonary tuberculosis. ClinicalTrials.gov identifier: NCT03557 281

Puhlished online: 16 Fehmury 2024

Nat Med 2024 Mar:30(3):896-904.
2%
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Telacebec

Telacebec (Q203), a New Antituberculosis Agent

TO THE EDITOR: Shortly after the discovery of
streptomycin in 1943, it became clear that suc-
cessful treatment of tuberculosis and prevention
of drug resistance required a combination of at
least three effective drugs. What followed in the
1950s was the introduction of triple therapy with
streptomycin, aminosalicylic acid, and isoniazid,
the so-called 100% effective regimen and a major
milestone on the path to modern antimicrobial
therapy.*?

After the stepwise introduction of more po-
tent agents and massive efforts toward tubercu-
losis control, the disease that once killed one in
four persons became a seemingly distant threat
in many countries. However, an increasing prev-
alence of drug resistance has made the goal of
global elimination of tuberculosis a far-removed
prospect once more. New drugs and regimens
are needed to ensure continued progress toward
this goal.

Telacebec (Q203) is a novel firstin-class anti-
tuberculosis drug that targets Mycobacterium tuber-

culosis cellular energy production through inhibi-
tion of the mycobacterial cytochrome bel complex.
In vitro, depletion of ATP synthesis resulted in
cell death regardless of the replication status of
the bacteria.? For proof of concept in humans,
we conducted a phase 2, prospective, random-
ized, open-label trial involving 61 patients with
newly diagnosed, rifampin- and isoniazid-suscep-
tible pulmonary tuberculosis (ClinicalTrials.gov
number, NCT03563599). Patients were assigned
to receive 14 days of oral telacebec at a dose of
100 mg, 200 mg, or 300 mg once daily or com-
bination therapy with rifampin, isoniazid, pyrazin-
amide, and ethambuto! (RHZE). Seria! (16-hour)
sputum samples were collected daily, and time
to positivity for microbial growth in liquid cul-
ture was measured in hours (BACTEC MGIT 960
System, Becton Dickinson). We created a linear
mixed-effects model of the daily change in log,
time to positivity to determine bactericidal activ-
ity. (The protocol is available with the full text of
this letter at NEJM.org.)

N ENGL ) MED 382,13 NEJM.ORG MARCH 26, 2020

N Engl J Med. 2020 Mar
26;382(13)1280-81.

* [lopaBnaeT cnHTe3s ATD;
HOBbIN Knacc

* PaspabotaHo Qurient,
cenyac npuHagnexut 1 BA;

* [loxoXe, 3aCTONOPUNOCH B
pa3paboTkKe.
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HoBble OKCa3oNNANHOHDI

* MHrMBUPYIOT CUHTE3 BaKkTepmanbHOro benka

TBI-223 (dpasa l)

« Nlenbna3sonug (6onee 6e3onaceH)

e Cytesonug (naH-TB) 6onee 6esonacer nvitto  Invivo  phasel  phase2  phase3

* Teansonug, LAY WD O
BesonacHocTb TSRl -sz
ctgmmmo, oos | DD ) )
Bsam:/)\op,eﬁcmm Contezold D> > >> b )

TBl-223 > Oy o> O
SIS ) I

white = no data available, light grey = data available from 1 single study, dark
grey = data available from 2-3 studies, black data = available from > 3 studies,
stripes = studies planned




TBAJ-587 TBAJ-876

AnapnnxmHonu, aHaI'IOI'MLlH.bIl\;I _BD; Fonee KOPOTKWIA Nepunos NonyBbiBeAeHUs,
Bonee BbiCOKas akTUBHOCTH IN VItro yem y BdQ;

(noTeHuman cokpalieHus CHUKEHHaA cepAeyHO-CoCyanCTan
NPOAOIKUTENILHOCTU IeYEHUA); 4YBCTBUTENBHOCTD:

CHueHne cepAe4YHO-CoCyancToN MWK Rv0678 0,25 Bdq npotus 0,025;
HarpysKku; B daze 2 (NC-009, 3 posbl c Pal npotus
CoxpaHsaeT 60/1ee BbICOKYIO RHZE npotus BPal)

aKTMBHOCTb NPOTUB MYTaHTOB
RvO678 no cpasHeHuto ¢ BdQ;
B ¢paze 1

New-generation analogs of BDQ 1 with improved profile: cyano analogs TEIAJ—58?I4) and TBAJ-876 (§ k

Holt E, Lancet Microbe 2024 7 e
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“Enough 5toryboardirfzg. Let'’s shoot something.”
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[MpaKTUKK NpeaBapuUTenbHOro A0CTyNa
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Nouemy cenyac cTout PAaCCMOTPETb BO3IMOXKHOCTb NnpumeHeHNA COCTpaaaTe/ibHOro
ncnonb3osaHUA _AaAnAa nevyeHuna T!GEQK!J’IE33?

Jltoan, B HacToAlWlee BpeMS MMmetowme WTamMmmbl TybepKynesa ¢ pacluMpPeHHOM NeKapCTBEHHOM
YCTOMYNBOCTbIO

YpOoKH, n3BneYeHHble 13 NPOoLLUbIX Nporpamm cocTpagaTtenbHoro ucnonb3sosanma ¢ Bdqg, DIm u Pa

[MntoCbl: CnaceHHble XMU3HKU, bosee paHHee NPorpaMmmHOe BHeAPEHNE HOBbIX /1IEKAPCTB NOC/Ae PeKOMeHaALUNN
BO3 un 7. A.

MWHYCbl OT CNOHCOPOB: NPObEMBI, CBA3AHHbIE C KOMOUHAUMAMKU NEKAPCTB, OTANYNE MUHUMANbHbBIX AaHHbIX,
HeobxoAuMbIX ANA NPOABUKEHUA nporpammbl CU, CNoXKHbIe KPUTEPUM UCKAOYEHUA B NpoToKonax CU m T. A.

HoBble coegMHEHUA B CTaAUM KANHUYECKON pa3paboTKM ¢ onybanMKoBaHHbIMKW AaHHbIMK da3bl

2024 Global New TB D%Ngslinel
Discovery Preclinical Development Clinical Develop nt

s

Laad Early Stase = = Regulatory
L N
Optirmization Development =i > Market

Approvals

Indazole TBD1O0 (MK-3854) OoOTB-658 TBDOS (MK-77¢2) Delipazolid

sulfonamides & = = =
Diaryithiazoles FIOA-300>™ TBI-223 Sutezolid, Tedizolid
hibi cMzZsS23* = =83
z::; ::h;::o:b‘go,‘ TBAI-5S87 TBAI-B76 Sudapyridine Bedaquiline™
nash . narL-ears TBD11 (Wx-081)
enersy = e i
;necabol.:::bn JSF-3285* CL B O GSK-286 Sanfetrinem
yrase R CPZEN-45* Macozinone™ BTYTZ-043*
Arylsulfonamides
Inhibitors of Mmpel3, NTB-31319* (PBTZ—lGQ) TBA-7371*
Translocase-1, CipC21,
ClpP1P2, PKS13, FATP MBX-4888A i
synthase, RNAP (1810)* Quabodepistat (OFjC-

Oxarolidinones GSK-839*

167832%)
FNDR-20364™

DnaEl / NMargenicin = . = Underline = updates
analogs Alplbectlr (BVL—G 098) since November 2024
"Nacw oh ical clb K ch i 1<t for arnvy indication arec color coded: rifamycin, oxazolidinone
dimrylguinoline, benzothiarinone, midaropyridine amide, beta-lactass. Ganfeborole (GSK-656™) - = WORKING GROUP
I New Molecular Entities not yet approved, being developed for TB or only conditionally approved for TB. s .- OMN NEW TB DRUGS
Showing most advanced stoge reported for cach. Detaoils for projects listed can be found at Telacebec™ (Q203)
http -/ wwrw . newtbdrugs org/pipeline/clinical yrifazimine (TBI- www.newtbdrugs.org

Ongoling projects withouwut a lead compound identifled: http /fwwww newethdruss org/plpelinae/discovaeny -109* Updated: Novermber 2023



MeTtoabl paboTtbl MSF (B KauecTBe JoBepeHHOro aunua)

MauyueHr

* Xopouwwo nHbopmmposaH 06 sKkcnepumeHTanbHoM coegnHermmn (npegnonaraemas sbbeKTMBHOCTb, NOTeHLManbHble HA)
* [loHMMATb, YTO HET rapaHTMKM NOAb3bl OT IKCMNEPUMEHTA/IbHOIO COeANHEHUA

* Cornacue B NnUCbMeHHOM dopme A0 Hayana nedenms CU

Bpau

« OTBETCTBEHHbIN 3a 3anonHeHne popMbl 3arnpoca OoT meHu naumeHTa (ocHoBHble gaHHble nctopun 6onesHn)
» CornaceH cneposatb npotokony CU ot cnoHcopos u cooblaTtb B TeyeHne 48 yacos o ntobbix CHA

» OxBaTblBaeTca cornaweHmem spaya, nognucaHHbim MSF co cnoHcopamu

MeaunumnHcKknin Komutet no CU

* PaccmotpeHnue 3anpocos CU oT npakTukyowmx cneumanncros npoekros MSF n PIH

* dopmMynnpoBaHMe peKomMeHAaunin ANa OTAEeNbHbIX MaLMeHTOB Ha OCHOBE MOoKa3aHui 1 TpeboBaHWi
* Otuet B 3TMyeckum Komutetom MSF

e CoctouT 13 akcnepTos no MNY-TB (u3 MSF u nssHe)

NMoppasaenexHmne papmakoHagsopa MSF

. O6yqe)Hme MeCTHbIX TPEHEpPOB nepeaosomy onbiTy papmakoHaasopa (npumevanme: obasatenbHoe TpebosaHme ot Otsuka ana CU
¢ DIm

-> Modus operandi, ogo6peHHbiit ITueckum Komutetom MSF

P

MEDECINS
SANS FRONTIERES



MpeaBapuTenbHbie yca0BUA, KOTOpble Heobxoaumo
BbINO/IHUTbL B CTPaHe Nepepn NpoBeaeHneM COCTPaaaTe/IbHOro
UCNO/Ib30BaHUA

KoHcynbTauua Ha ypoBHe HaunoHanbHOM Nporpammbl No TybepKynesy oTHOCUTENbHO AOMNO/IHUTENIbHOMN
MeaANLMHCKOM LeHHOoCTU npoBeaeHusa CU npu TybepKynese c onpeaeneHHbIMU coeUHEHNAMMU

-> o KpailHel mepe, KnMHU4Yeckme fdaHHble ¢asbl || ana kaxkgoro HoBoro coeauHeHwsa, Kotopoe
ABnaeTcA KaHamaatom CU

B cooTBeTCTBUU C MmeXXAYHAapOAHbIMU cTaHgapTamm ana CU:

oueHKka npoTtokonos CU Itnyeckmm Komutetom (4acto B Kakaon 6onbHUUe, rae MoxeT 6biTb
peanusosaHo CU gna Tybepkynesa)

Hann4yme npoueaypbl MHGOPMUPOBAHHOIO COrlacuA ANA NaUMEHTOB

paccMoTpeHne [AOKYMEHTOB MO ¢dapMaLEeBTUYECKOMY KayecTBY ANA KarkAoro HOBOMO COeAUHEHUS,
koTopoe asnsetca kaHanaatom CU (HaumoHanbHbI peryampytowwmii oprax)

TpE6OBaHVIﬂ, YCTaHOBJ/1IEHHbIE ANA UMNOPTA NEKAPCTB ANA cu

]

’ SANS FRONTIERES



CnoHcop/pa3paboTumK npenapara

* [lpegocTaBUTb NONHOE fiedyeHne B pamKax CM ona HoBOro coeagnHeHUA

* MpepoctaBnTb MHPopmaumio o bapmaleBTUYECKOM KayecTBe HOBOro COeAMHEHNA MECTHbIM
peryavpylowmm opraHam (ceptudukaT Hagnexkalen nponsBoACTBEHHOM NPaKTUKK, cepTUudUKaT aHanmns3a u

T. A.)
* [lpenocTaBnTb BCHO COOTBETCTBYIOLLYIO MHPOPMALUIO MPAKTUKYIOWMM Bpadyam M NaUUeHTam
* [lpepoctasutb 0T3bIB 0 CHA perynnpyowmm opraHam

-> AMeeT OKOHYaTe/IbHOE peLlleHne o Tom, byayT I ero HoBble coeAMHEHNA NPeaoCcTaBAATbCA B pamKax CU
WM HeT, N Kakum naumeHTam (cm. npotokonbl CU, npoueaypsl 3anpoca CU)

-> bosiee pacnpocTpaHEeHHbIM NPaBUIOM ABAAETCA NpeaocTassieHne coeanHenma CY 6ecnnatHo, BKIOYas
pacxoabl Ha NepPeBO3KY CMOHCOPaAMMU

-> MpoCUT NPaKTUKYIOLMX Bpayen (Mam nx yupexaeHuna) noanucaTtb CornalleHmne ¢ Bpayom, BKAIOYAA

nonoxeHwme o KOH(I)M,D,EH LUNAJ/IbHOCTU

-> MoXeT caenatb npeaBapuTenbHble ycnoBua obyueHma OH ana npakTUKYHOLWKMX Bpaven e
%

[
)7 -
-> [lpepnaraet cobcTtBeHHYO popmy MHPOPMUPOBAHHOTO COr/TacuA



¢MHchupymmMe opraHnsauuum
* MegnumnHckum komutet gna CU = KntouyeBon 3IEMEHT Ha OCHOBe npouw/ibix npoekToB CU no Baq v DIm

- ANA NoAJepPXKM Bpadven, onpeaensaowmx notpedbHoctn CU, co Bcemmn HeobxoanmbIMU KANHUYECKUMU 3HAHUSMMU
- ANA NOBbIWEHUA A0BEPUA K CTOHCOpam

- ANA B3aMMOAENCTBMA CO CNOHCOPaMM Ans onTMmusaummn npoueccos CU

-> «eMHOEe OKHO» A/1A CNOHCOPOB 1 Bpayel (Npu noaaepxKe opraHM3aumnin rpaxkaaHcKoro obLecTsa)

 HeckonbKo HOBATOPOB BbIPA3U/IN MHTEPEC K PAaCCMOTPEHUI0 pa3paboTkm cxembl CU, obbeanHAOWEeN HECKO/IbKO HOBbIX
coegNHEHNN

-> B cnyuae noarsepxaerHua StopTB (GDF)* paccmotpuT BO3MOXHOCTD NOAAEPMKKN KOHCONMAMPOBAHHOM MOCTaBKM BCex
HeobxoAuMbIX coeanHeHnn (npu Hannuum cpeacTs)

* Mpobnembl AnA HeKoTopbix HOBaTopos, Takmx kak PDP (nanpumep, TB Alliance), 8 nokpbitun pacxonos Ha nepesosky
-> GDF sbipa3suna nHTepec Kk n3yyeHuo noTeHUManbHOM NoAAEP*KKM NnocTaBoK (Npu HannMumMm cpeacTs)

* Ecam cnoHcopbl byayT yalle 3anpalimsBaTb nNpeaBapuTesibHble ycioBus obydeHna ®OH, moxkeT notpeboBaTbcA dMHAHCOBAA
noaaepKa A1s 3KCNepTos, YTOObl NPOBOANTb 3TU TPEHUHIU HA YPOBHE CTPaHbl

* AKaJeMuyeckune yuypekaeHusa C HOBbIMU COeAMHEHUAMM ANA nedeHua Tybepkynesa (Hanpumep, YHusepcutet Jliogsura-

Makcummnnnana 8 fepmanunm ana BTZ-043): vet cpeacts ana npepocrasnenna becnnaTHoro nederma CU nam nokpbITUA
()
PacxoA0B Ha NepeBO3KY B CTPaHbl M PAacXoA0B Ha CTpaxoBaHUe, CBA3aHHbIX ¢ nporpammoin CU /fﬁm

- ) ) . 'SANS FRONTIERES
https://www.stoptb.org/facilitate-access-to-tb-drugs-diagnostics/global-drug-facility-gdf



https://www.stoptb.org/facilitate-access-to-tb-drugs-diagnostics/global-drug-facility-gdf

Cnacmbo 3a BHUMaHuUe

MEDICINES

A LUXURY
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