O630p nepenoBoro onbiTa B 061acTns
yxoaa 3a 1foabMu € NeEKaPCTBEHHO-
yCTONYMBbLIM Th, nMetoLLnM
pacLUNPEHHYHO YCTONUYMNBOCTb

Jennifer Furin, MD., PhD

[apBapAckaa MeauumMHcKas Wwkona, kapeapa rnobanbHOro
3 paBOOXPaHEeHUA U coLanbHOM MeaULINHDI




Llenn npe3eHTauum

* [lpegcTaBuTb NOAX0Abl K yXoay 3a
N0AbMU CO CNOXXHbIMU MOAENAMU
neKkapcTBEHHOM YCTOMYMNBOCTMN,
BK/1tOYaa ANarHOCTUKY, ledeHne u
MCMNONb30BaHNE HOBbIX XUMNYECKUNX
coeanHeHUNn
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[11a HEKOTOPbIX FPynn HaceneHus
No-npe>xHeMy HeobXoaANMbI
NHAMBUAYaNbHbIE MOAX0Ob

* [lokasaTenu, gocTuraeMole B peasnbHOMN
KTMHWUYECKOM NpaKkTuKe, BCerga MeHee ycneLuHbl,
yeM pesynbTaTbl, KOTOpble HabntoaatoTcAa BO
BPEMSA NUCMNbITAHUN.

° BOI'IpOCbI, CcBA3aHHbIE C TOKCNYHOCTbLIO U
npekpaweHneM ripuema npenapartos, A0J/I>KHbI
HaxoamnTbCA B BeaeHUn nporpaMmm 1 Bpaqeﬁ.

* JlekapcTBeHHasa yCTOMYMBOCTb NPUCYTCTBYET
BCeraa, M em MO>XKHO pyKOBOACTBOBATbLCA B X04e
HeoNTUMasibHOro NeYeHuns.

* OTcyTCTBME CMCTEMATUYECKOTO TECTUPOBAHMA Ha
6a30BYy0 YCTOMUYMBOCTb MOXET eLle 6onblue
YCUNUTb /IEKapPCTBEHHYH YCTONYNBOCTb.

* HenpepbiBHaA nepegava nekapcTBEHHO-
YCTOMYMBbLIX LUTAMMOB ABMAETCA HAay4YHO
[OKa3aHHbIM ABneHneM npu J1Y-Thb.
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*  McxoaHbin ypoBeHb cocTaBnaeT 2-3% cpenu nogen ¢ BNepBbie

and meta-analysis
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To the Editor:

Bedaquiline is a novel antimycobacterial agent for drug-resistant tuberculosis (TB) and is classified as a
World Health Organization (WHO) group A drug due to its excellent clinical efficacy, high bactericidal
activity, and potent sterilising effect [1]. The introduction of bedaquiline into treatment regimens has
enabled short-course all-oral multidrug-resistant TB (MDR-TB) regimens and the shortening of
drug-susceptible TB treatment [2, 3].

Bedaquiline targets F,Fy-ATP synthase to impair Mycobacterium tuberculosis (Mtb) ATP synthesis and
exerts other incompletely characterised bactericidal effects [4]. Varants in the target atpE and atpB
genes and off-target mutations in mmpRS5, mmpL5 and pepQ have been associated with bedaquiline
resistance [5, 6]. We performed a systematic review and meta-analysis to estimate the frequency of, and
mutations associated with, baseline and acquired (treatment-emergent) bedaquiline resistance in
clinical Mtb isolates.

The study protocol was registered in PROSPERO (CRD42022346547) and the PRISMA guidelines were
followed for reporting of the review methods and findings. Systematic searches of MEDLINE/PubMed,
Cochrane Central Register of Clinical Trials, and EMBASE were conducted through February 2023 for
publications on phenotypic resistance of bedaquiline. We included studies which reported clinical Mth
isolates with bedaquiline resistance via minimum inhibitory concentration (MIC) values from patients with
at least rifampicin-resistant TB. Given the suboptimal positive predictive value of resistance-associated
variants for phenotypic resistance, our study only evaluated phenotypic resistance as defined by MIC
thresholds. We excluded studies with MIC cut-offs inconsistent with WHO cut-offs, in viro Mth isolates
not obtained from patients, or <3 patients/isolates. Phenotypic bedaquiline resistance was defined by
critical concentrations of 1 pg'mL~' hy MGIT method or 0.25 ug-mL~! by broth microdilution or 7H11

AuarHocTMpoBaHHbIM T, a B HEKOTOPbIX YCIOBMAX OH AocTuraet 7%.

MokazaTenb yCTONYNBOCTU, NPMOBPETEHHOM BO BPEMS lEUEHUS,
06bI4HO cocTaBnAeT 0koso 2-3% B 06LLMX KOropTax nauneHTos,
NpoXoAaLLMX neyeHme.

Hawnbonee pacnpocTtpaHeHbl MyTaumm Rv0678, Ho Taikoke MOTyT
HabntogaTbca MyTauum pepQ.

ManoBepoATHO, YTo B 6/inxKalLlee BpeMs NOABUTCA BO3MOXKHOCTb
NpPOBEAEHNS TECTOB Ha OCHOBE KapTPUAXKHbIX CUCTEM.

MNepekpecTHana ycToOMYMBOCTb C KNOGa3MMNHOM ABAETCA
pacnpocTpaHeHHOM (? NOBCEMECTHOM ?).

B KennrtayHe B nonynAauMmn naumeHToB, MPOXOAMBLLNX NeYeHune C
MCMOb30BaHMEM PEXMMOB, BKItOYaBLLUNX 6e4akBUMNMH, Y KOTOPbIX MO
ncTedeHnn 4 Mecala COXpaHANCA NONOXUTENNbHbIN pPe3ybTaT NoceBa
KYNbTypbl, 8% nMenu ncxogHyto (6a3oByro) ycTOMUYMBOCTb K
6epakBunuHy, a 47% npnobpenm ycTom4nBocTb K 6egakBUIVHY C
TeYeHMEM BPEMEHU.

dakTopbl pycka BkIoYanu B ceba 6a30ByH0 YCTOMYMBOCTb K
PTOpPXMHONOHAM, NPeALLIECTBYHOLNN NpMeM KnodpasmmMmHa u
Mcnonb3oBaHMe veTbipex (Mn MeHee) 90 deKTUBHBIX MpenapaTos B
pexkume neveHus.
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LETTER

Linezolid resistance in patients with drug-resistant TB

Dear Editor,

Multidrug-resistant TB (MDR-TB) continues to be a
global public health issue. Linezolid (LZD) has been
shown to be one of the most effective drugs against
MDR-TB.! A meta-analysis of 12,030 patients
showed treatment success was positively associated
with LZD use (adjusted risk difference 0.15, 95%
confidence interval [CI] 0.11-0.18) compared to not
using the drug.? New treatment regimens containing
bedaquiline (BDQ), pretomanid, LZD with or with-
out moxifloxacin (BPaLM/BPaL) have been recom-
mended by the WHO for MDR-TB programmes.?
Unfortunately, global resistance to LZD has been
observed, especially in India, which has a high burden
of MDR-TB.*¢ Potential risk factors to acquired
LZD resistance are addition of LZD to a failing or
inadequate regimen, or interruption of LZD due to
adverse events or loss to follow-up.” In a recent meta-
analysis, pooled frequency of LZD resistance in
clinical isolates of MDR-TB bacteria was reported
to be 4.2%.% However, the majority of the studies
included in this analysis were from China and Turkey,
with only one carried out in India.* Here we report on
the clinical/epidemiological profile and treatment
outcome of patients with LZD resistance admitted
to a Médecins Sans Frontiéres (MSF) clinic in
Mumbai, India.

clinic, patients’ laboratory investigations and follow-
up included GeneXpert testing (Cepheid, Sunnyvale,
CA, USA), first-line and second-line line-probe
assays, culture-based DST, chest radiographs (CXRs)
and other relevant radiological examinations. Treat-
ment lasted 20-22 months. A multidisciplinary team
provided clinical and psychosocial support. Patients
were followed up every month after enrolment and
monthly sputum culture was done once treatment
began. Treatment outcomes were defined according
to national guidelines (cured, completed, failed,
death, lost to follow-up).” Unfavourable outcomes
were defined as treatment failure or died. Risk factors
for unfavourable treatment outcome were tested
using multivariable logistic regression; risk factors
with P < 0.2. in univariate analysis were included in
the model. Cumulative incidence of the unfavourable
treatment outcome was estimated using the Kaplan—
Meier method.

Between 2016 and 2020, 365 DR-TB patients were
registered and LZD resistance was found in 19.7%
(72/365). The median age of patients with LZD
resistance was 28 years (interquartile range [IQR]
22-35); 53% (38/72) were male; 39% (28/72) were
severely underweight (BMI-for-age Z-score of -3 for
adolescents aged 11-17 years and a BMI of 16.5 kg/
m?inadults), and 7% (5/72) had extrapulmonary TB.

Peaynbtatbl MeTaaHann3a nokasanu, 4To
CBO/HbIN Noka3aTe/ib YaCTOTbl YCTOMUYMBOCTU K
NMHe30nuay cocTtasndaeTt okoso 4,2%.

Bbicokne nokasaTtenn Habnoganuco B
HEKOTOPbIX BbIOpPaHHbIX KOroptax (Hanpumep,
19,7% y MSF Mymb6an).

Cxoxune pesynbraTbl Habnganncob B
OTHOLLUEHWNW AenamMaHunga n npetomanmnga: 1-
4,4%.

Bonee BbicOKME 3HAaYEHNA MUHUMA/IbHOM
MHrnMbumpyroten KoHueHTpaunm (MUK)
npeToMaHuga B WUTaMMax nnHum 1.

Cno>kHble reHeTu4Yeckme MexaHm3Mmbl
YCTOMUYMBOCTW KO BCEM 3TUM NMpenapaTtam,
OrpaHMYeHHbIN onbIT GeHOTUNMNYECKOTO
TEeCTUPOBaHUA.



[TpoekT BETTER

* HakonneHwue onbiTa NeyeHna Tybepkynesa c
pPacLUMPEHHON YCTOMYNBOCTbIO.

* [pynna BO/IOHTEPOB, COCTOSALLLAA N3
MeaNUMHCKUX paboTHMKOB, HEMOCPEACTBEHHO
B3aMMO/AENCTBYIOLLMX C NaLMeHTaMu,
npeacTtaBuTeNen 3aTPOHYTbIX COOBLLECTB,
nporpamm no 6opbbe ¢ Tb n opraHnsaumm
rpa>kgaHckoro obuiecTsa.

* Llenb npoekta - o6MeH nepeaoBbIM OMbITOM U
OKa3aHuMe B3aMMHOW Nogaep>kKkm B BONMpocax
onTuManbHoOro neyeHna Tb ¢ «pacLIMpeHHoOMn
YCTONYMBOCTbIO», T.€. cO34aHue coobLuecTsa
NPaKTUKYHLLMX CNeLnanmncToB.

* «PacwmnpeHHaa yCTOMUYMBOCTb» BK/IIOYAET B
cebsa ycTtonumBocTb K 6eaaKBUIUHY,
nuHesonuay, KnodpasmMMuHy nnu
HUTPOMMKAA3O0Y.



Bonpochl,

Best Practices for Clinical oOXBaTbiBaeMble

Management of Tuberculosis

with Expanded Resistance MPOEKTOM BETTER

A Field Guide

T OnTuMu3aaida T

* WMHdopMMpoBaHHOE cornacue U COBMeCTHoe
NPUHATNE PELLUEHUNI.

* PaspaboTka pe>xMMoB fieyeHus.

* KoMnnekcHble nakeTbl yCAyr N0 OKa3aHWUIo
NoAnepP>KKMU.

* QOcobble rpynnbl HAaCeNeHus.

* [JlopernctpaumMoHHOE MPUMEHEHNE HOBbIX
XUMNYECKUX COEANHEHWN.

* [locTKOHTaKTHOE BegeHune nuy, UMeBLLUUNX
KOHTaKTbl ¢ 60/1bHbIMKM Th B Npeaenax
JOMOX03AMCTBA.

* MOHWUTOPUHI TOKCUYHOCTU U BEAEHME NALNEHTOB
C TOKCUYECKUMU appekTaMu.

*  ®akTopsbl, KOTOPbIE HEOOXOANMO YyUNTLIBATHL MPW
NnpoBeAeHNM ONepaLnOHHbIX MCCrieg0BaHNN.

First Edition, December 2024




Figure 1: Components of Shared Decision Making

Patient input and experience: Clinician input and experience:
Current health and social status Indications for screening, testing, prevention, H M M B H H
Medical history and previous healthcare experience treatment, and follow-up

Short- and long-term health and treatment goals + Disease natural history, epidemiology, and prognosis;
Knowledge of medical conditions, treatment options, risks and benefits of initiating, deferring, or declining

.

and prior treatment experience treatment

Values and preferences Recommended and alternative treatment and care
Limitations and barriers to healthcare and options and their benefits, limitations, and risks
engagement in care Available resources faor support and assistance
Available financial resources and social support Strategies for implementing various care and
\ ¥4

.

.

treatment options

Open and respectful dialogue, clinician
awareness, informed and collaborative
evaluation of options

Shared decision-making

Figure 1taken from: New York State Department of Health. AIDS Institute HIV Guidelines. Shared Decision Making.
August, 2023. Figure reprinted with express written permission from the New York State Department of Health.




Kakmm 06pa3oM ntoam ¢ «pacLUMpeHHoOn
YCTOMYMBOCTbIO» NonaaatoT B MeanLMHCKNE
yupe>xkaeHusa

* [MpepluecTByOLWMA NPUEM OLHOIO UMK
HECKO/IbKUX NpernapaToB B AABHEM
aHaMHe3se.

* B HacToAllee BpeMA NnpoxoasT
NleYeHmne U «<He NayT Ha MonpaBKy» —
Kakoe onpeneneHune Aatb C TOUKU
3PEHMNA MUKPOCKOMNU, KITMHNYECKOM
KapTUHbI U MePEPbLIBOB B 1IeHEHUN.

* B HacToAllee BpeMa npoxoaaT
neyeHme n nayT Ha nonpasky, HO
pe3ynbTaTbl MOKa3bIBAKOT HAaNU4Yne
YCTONYNBOCTU.

o Jltoan, UMeBLLME KOHTAKT C 3TUMU
nvuamu.




Pa3paboTka pexxmma neyeHums:
CTaHOapTU3MPOBaHHbIE NOAXOAbI?

The authors’ full names, academic de-
grees, and affiliations are listed in the
Appendix. Dr. Mitnick can be contacted
at carole_mitnick@hms.harvard.edu or
at the Department of Global Health and
Social Medicine, Harvard Medical School,
641 Huntington Ave., Rm. 3A05, Boston,
MA 02115.

*A list of the members of the endTB
Clinical Trial Teamn is provided in the
Supplementary Appendix, available at
NEJM.org.

Drs. Guglielmetti, Khan, and Veldsquez
and Drs. Varaine and Mitnick contributed
equally to this article.
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Oral Regimens for Rifampin-Resistant,
Fluoroquinolone-Susceptible Tuberculosis

L. Guglielmetti, U. Khan, G.E. Veldsquez, M. Gouillou, A. Abubakirov, E. Baudin,
E. Berikova, C. Berry, M. Bonnet, M. Cellamare, V. Chavan, V. Cox, Z. Dakenova,
B.C. de Jong, G. Ferlazzo, A. Karabayev, O. Kirakosyan, N. Kiria, M. Kunda,

N. Lachenal, L. Lecca, H. Mcllleron, I. Motta, S.M. Toscano, H. Mushtaque,

P. Nahid, L. Oyewusi, S. Panda, S. Patil, P.P_J. Phillips, J. Ruiz, N. Salahuddin,
E.S. Garavito, KJ. Seung, E. Ticona, L. Trippa, D.E.V. Vasquez, S. Wasserman,
M.L. Rich, F. Varaine, and C.D. Mitnick, for the endTB Clinical Trial Team*

ABSTRACT

BACKGROUND

For decades, poor treatment options and low-quality evidence plagued care for
patients with rifampin-resistant tuberculosis. The advent of new drugs to treat
tuberculosis and enhanced funding now permit randomized, controlled trials of
shortened-duration, all-oral treatments for rifampin-resistant tuberculosis.

METHODS
‘We conducted a phase 3, multinational, open-label, randomized, controlled non-
inferiority trial to compare standard therapy for treatment of fluoroquinolone-
susceptible, rifampin-resistant tuberculosis with five 9-month oral regimens that
included various combinations of bedaguiline (B), delamanid (D), linezolid (L),
levofloxacin (Lfx) or moxifloxacin (M), clofazimine (C), and pyrazinamide (Z).
Participants were randomly assigned (with the use of Bayesian response-adaptive
randomization) to receive one of five combinations or standard therapy. The pri-
mary end point was a favorable outcome at week 73, defined by two negative
sputum culture results or favorable bacteriologic, clinical, and radiologic evolu-
tion. The noninferiority margin was —12 percentage points.

CyLlecTByeT O4EHb HEMHOTO PEXXUNMOB,
KoTopble He BknrodvaroT BDQ (nnn CFZ),
LZD, FLQ.

? B npoekTe no nukeunagaunn Tb (endTB)
pexuM 5: DLM-CFZ-MFX-PZAy nrogen
C HeTaXkenblM 3abonesaHneM (HO
nepekpecTHon yctonumBocTtbto CFZ n
BDQ)

? B npoekte MDR-END: 9 DLM-LFX-
LZD-PZAy ntoaen c HeTaXXenbiM
3aboneBaHnem

byaobte ocTOopO>KHbI C pexxuMmoM BPal!l



PazpaboTka MHOMBMAYanbHOIo pexxuMa:

NMPMHUWINDbI

B Rt Y = Bt b b IR P = SEEE R

GROUPS & STEPS MEDICINE

Group A: Levo_ﬂoxaci_n OR Lix
Include all three medicines Moxifloxacin MEx
Bedaquiline?? Bdq
Linezolid* Lzd
Group B: Clofazimine Cfz
Add one or both medicines Cycloserine OR Cs
Terizidone Trd
G[‘ou C: Ethambutol E
Delamanid®’® Dlm
Pyrazinamide® zZ
Imipenem-cilastatin OR Ipm-Cln
Meropenem’ Mpm
Amikacin Am
(OR Streptomycin)® (S)
Ethionamide OR Eto
Prothionamide® Pto
p-aminosalicylic acid® PAS

Add to complete the regimen and when
medicines from Groups A and B cannot be
used

OueHb cxoxku ¢ npuHumnamm BO3 no pa3spaboTtke
MHAMBUAYANbHbIX PEXMMOB NeYeHuns.

4-5 «BepoATHO 3¢ DEKTUBHbLIX MpenapaToB» — XOTA
pexknm MoxeT BkNouaTtb 6onee 4-5 npenapartoB (1 B
DENCTBUTENbHOCTU 4 NpenapaTta ToNbKo ANnA
HeTaXenbix 3aboneBaHun).

BonbLWMHCTBO peXXMMoB fieyeHuns ByayT BkAoYaTb
LMKNOCEPUH (TEPU3NOO0H).

Crapble npenapartsbl, Takne kak [NMACK, aTnoHamug,
aMuKauWH.

MpopoomkutenbHocTb 12-18 MecAueB nocrne
KOHBEPCUN KYNbTYpbl.

YacTo pe>kuMbl BK1HOYAOT MHBEKLMOHHbIE
npenapartbl, NpenapaTtbl ¢ 601ee BbICOKOW
TOKCUYHOCTbIHO.



BapuaHTbl ¢ 6011€e BbICOKMMU J03aMU

KnnHmnueckune norpaHmnyHbie 3HaYEHMA
NoKa3blBalOT BApPMaHTbl «<HU3KOW A03bl» NN
«BbICOKOW A03bl» (Hanpumep, FLQ, INH, ? BDQ).

TeOpeTVI‘—IeCKI/I 3TO AenaetTcAa anAa «npeoaoneHna»
MeXaHN3MOB yCTOVIHMBOCTM.

OTO MOXKET NPUBECTU K flyHLLIEMY MPOHUKHOBEHUIO
nnun 6onbLLEMY BpEMEHM A0 3HAYEHMA BbILLE
MWHMUMaNbHOW NO4aBNAKOLLEN KOHLEHTPaL NN
(MT1K) (hanpumMep, CFZ, LZD).

Heob6xoanmMo npoBoanTb AOMNOAHUTENbHbIN
MOHUTOPUHI TOKCUYHOCTMW.

Cnepnyet npuberatb TONbKO B cyyae, Koraa
NOCTYMHbI OFrpaHNYEHHbIE BapMaHThI.

Drug High-dose option Monitoring on high-dose option Comment
Bedaquiline | 500mg loading dose for 14 | More frequent monitoring of QTcF interval (i.e. | There are no clear microbiologic breakpoints
days followed by 200 mg daily | every 14 days) indicating when higher dose Bdg might be
effective.  If there is detection of an atpE
mutation, then do not use Bdq at any dose.
Clofazimine | 300mg daily More frequent QTcF monitoring, especially if
used in combination with other QTcF prolonging
drugs
Isoniazid 10-15mg/kg/day or 15- | Monthly monitoring for peripheral neuropathy Should give with vitamin B6 (25-75mg daily) to

20mg/kg/day if used in

combination with Cs

prevent peripheral neuropathy.

Do not use if there is a katG mutation detected.

Levofloxacin

20-30mglkg/day

More frequent QTcF monitoring, especially if

used in combination with other QTcF prolonging

drugs

Linezolid 1200mg daily Complete blood count, visual accuity/color vision | The toxicity of this dose of Lzd has been well
screening, and screening for peripheral | established. It should only be used if there are
neuropathy every 14 days no other options.

Moxifloxacin | 12-15mg/kg/day More frequent QTcF monitoring, especially if

used in combination with other QTcF prolonging

drugs




Wil BcnomMorartenbHble

Novapannd Laiivines B Ntmiaodd Adtnis of Bdagalaw dgiina

Mvchsssorrae mbornvbonn o g Maene Siadd C pelulCTBa

e . i

L R N W QG N T T PI s Mg S s P e e - - .mrew
W0t P bt A S m— S| ¢ B e e G ® Smip e e W —
. P w e e g b e @ b v — - = g o
— s gt Y. D gt & e e ® vhe P el s - —g— — -t - V-
b bt @ A s ) B b P me in s id - - —— -

B s
_____ e e * HyTputMBHas noanepKka.
T T Ay Sy S e e T ) * KopTukocteponabl Npu MEHUHTUTE,
e e T g nepvikapauTe.

* ? bnokartopbl KanbLuMeEBbIX KaHaNOB A4
T T T e e R 6noknpoBkM apHOKCHOro Hacoca.

—_ -
— ——
. -
— - e — - b -
»




KoMnnekcHble nakeThl
YC/yr N0 OKa3aHuto
noanep>XKKu

QA PAITHLY
N e T

* MecTO oKasaHuda MegnLLMHCKOW
EAST JAINTIA HILLS HOMOLU,M.

* Ycnyrv no oxpaHe ncnxmyeckoro
300POBbA.
[ sypporT T0 NTEP OF 2 |- * KoHcynbTnpoBaHue.

'AINTIA HILLS DISTRICT |, = f = i
OVIDING NUTRITIONAL SUPPORT TO T8 PATIENTS ‘~ | : . , . HyTp MTM B H a;:l rl Opnu'e p>I<Ka .

* TpaHcnopT 1 PUHAHCHI.

* [MpeeMCcTBEHHOCTb OKa3aHuA
MeaMLUMUHCKOW NOMOLLA.

* [lannnatneBHaa NoMoLb.

* [locTTy6epkyne3Hbie 60/1e3HMN NErkKnx.




Ocobbie rpynnol
HaceneHus

* [NlogBepratouimeca NoBbILUEHHOMY PUCKY
npunobpeteHna atnx ¢opm Tb (Hanpumep,
HaxogAaLwMeca B MecTax MacCoBOrro
cKonneHwusa nraen, uMmerLwime
conyTcTBytoLLMe 3abonesaHuns).

* [1pobnembl, 3aTpyaHatoLme nogdop
O03NPOBKKM UNM gocTyn (aetu,
6epeMeHHOCTb, ynoTpebneHue
NCUX0aKTUBHbIX BELLLECTB).

* [MpobnemMbl NPOHNKHOBEHUA NpenapaToB
(BHenero4yHoin Th).

* [1oM>KHbI BKAHOYATLCA B M1aHbl U
nporpamMmmsbl Ie4HeHNA.




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 evaluate the safety, tolerability, pharmacokinetics, and early bactericidal activity of
quabodepistat in combination with delamanid, bedaquiline, or both versus rifampicin, isoniazid, ethambutol, and
pyrazinamide combination therapy for 14 days.

Methods Stage 2 of this open-label, active-controlled, randomised, 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?2 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 (quabodepistat 30 mg plus delamanid 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 pyrazinamide combination 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
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[operncrtpaumoHHoe
NPUMEHEHNE HOBbIX
XUMUNYECKNX COeANHEHNI

e CywecTtByeT MHOXECTBO HOBbIX
XUMUNYECKUX COEAUHEHUIN, XOTH
60MbLUMHCTBO M3 HUX NPOXOAAT
MCMbITAHNA B paMKax nccrnegosaHumn no
cCOoKpaLlleHunto cpokos nedeHusa J14-Thb.

* [anblue Bcex NpoaBUHYMNCH UCMbITAHUA
kBabopgenucrtaTa, a Takoke Tenauebeka,
ga8ge¢e6opona, BTZ-043, TBAJ-876, TBAJ-

* TepHuWcTas uctopus
NOPEerncTpaumMoHHOro NpUMeHeHUs
HOBbIX NpenapaToB anda neyenHuns Thb.

e MHoOroe U3 Toro, YTO Mbl Y3HaAn O
6epakBuAnHe, NMHe3o0nNnae n
nenamanHunpge 6b110 nonyveHo 6narogaps
TakoMy NMPUMEHEHUIO.
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MOHWUTOPUHI TOKCUYHOCTU U
BeAeHMe NaumneHToB C
TOKCUYECKUMU 3P PeKTaMm

* lcnonb3oBaHune 60NbLLOIO

KonunyectBa 60nee TOKCUYHbIX
npenapaToB BTOPOro pAaaa, B TOM
yucrne Tex, KOTopble Bbl3bIBAOT
Heob6paTUMyHO MHBaNMAHOCTb
(HanpuMep, aMmUKaumH).

HEOBXOOAMMO obecneumnBaTtb
MOHUTOPUHI TOKCUYHOCTUN U BeeHne
NaLMEHTOB C TOKCUYECKNMU
addekTamMu, Bknoyaa 6ecnnatHoe
TEeCTUPOBaHME U BCnoMoratesibHble
cpencTea.

CoBMEeCTHOE NPUHATUE PELLEHNN
MMeET Ba)kKHenLlee 3HauYeHme.

——— |



OnepaunoHHbIEe
nccnenoBaHuA

* O6bwme aneMeHTbl 4aHHbIX UMEIOT
K/toueBoe 3HayeHune ana obMeHa
OMNbITOM N FTEHEPUPOBAHUA OaHHbIX,
KOTOpPbl€ MO>XHO NCMOMb30BaTb A/
pa3paboTku pekoMeHaauum gaxke npu
OTCYTCTBUM PaHO0MN3NPOBAHHbIX
KOHTPONMMPYEMbIX UCMbITAHUMN.

 Jlropewn c Th, y KoTopbIx nMeeTcA
pacluMpeHHas yCTOMYMBOCTb, cneayer
BOB/eKaTb B NPOLECChI yCTaHOB/EHUA
NPMOpPUTETOB B 3TOM obnacTtu.

* OnepaunoHHble nccnenoBaHMA OOMKHbI
dMHaAHCMpPOBATbLCA N OTBEYaTb HA
BOMPOCHI, akTyanbHble HA MECTHOM
YPOBHe.




[TlpoekT BETTER:
HarnpaBAeHnAa ganbHENLLEN
neAaTenbHOCTU

* [1popon)aTb 0OKa3blBaTb HEOH6XOANMYIO
noanep XKy noaam, Xusywmm c Tb, a
Tak>Xe cTpaHaM/nporpaMmmam.

* [1lo Mepe NoABNEHUA HOBbIX AAaHHbIX
MO>XHO ByneT onpenenaTb NepenoByto
NpaKkTUKY.

e [pynnbl cneynanmcToB No
KNMHNYECKOW NpakTuKe A0CTYMHbl A1A
NpoBeAeHNA TPEHVUHIOB N OKa3aHUS
noanep>KKU.

* NNHdopMauMOHHO-pa3bACHUTENbHAA
paboTa!
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