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Methods

A Retrospective cohort study

A Multicentricincluding
Russia, Belarus, Armenia,
India & Kenya

A All MDRTB patients

prolongedBdgDIm>24 % i 6
weeks e

A Objective: describe safety :
and efficacy in the ¢

prolongedBdq Dimuse
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Bedagquiline Current
recommendations
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oBedaquilineshould be used strictly at the dose
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T — oBedaquilinemay be used on a cadw-case basis
=== for durations longer than 24 weeks when an
effective treatment regimen cannot be provided
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Delamanid Current recommendations
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What after 6 month8

A 10.7%6 reversion in
Armeniancohort

Compassionate use of bedaquiline: Interim outcomes from the Armenian National
Tuberculosis Control Office

Cathy Hewison %, Jamil Faqirzal’, Armen Hayrapetyan?, Naira Khachatryan®, Saiful Qayyum %, Francis Varaine 1
1 Médecins Sans Frontiéres; * Notional Tuberculasis Control Office, Armenia

BACKGROUND

In 2013, confronted by the growing challenge of drug resistant T8, the National Tuberculosis Control Office of

Armenia, supported by Médecins Sans Frontiéres (MSF), ine (Bdq) i through y:

compassionate use for extensively drug resistant (XDR-TB) or MDRTB patients with additional resistance to E
(MDR+FQ) or We present results after two years.

Eligible for a i ining regimen in the C use Program: MDRTB patients with additional resistance to either
a (pre-XDR [FQ)), {pre-XDR{Inj}) or both (XDRTB) and failures of MDRTB treatment

for accessing iline: Cases consi as eligible by the DRTB committtee in Armenia were reviewed by an external
expert committee (MSF-PIH medical ittee for the use of i drugs for MDRTB) before sending to
Janssens for consideration
Content of bedaquiline containing MORTB regimens: Bedaquiline for 24 weeks as part of a regimen constructed according to WHO
recommendations: at least 4 effective drugs including a FQ and injectable if possible. At the same time, linezolid and imipenem-
cilastatin, both not previously used in Armenia, were included when needed
Monitoring: Baseline and monthly monitoring of sputum smear and culture, haemotological and biochemical tests, ECG and clinical
examinations to detect adverse events and monitor response to treatment
Definitions: Culture conversion was defined as 2 consecutive negative culture results one month apart for culture positive patients at
start of treatment

RESULTS 1: Inclusion period April 2013 - March 2015 RESULTS 2: Inclusion period April 2013 - July 2014

Patients Induded 60 Patients Culture Positive at Treatmert Start 30
Age, mean 2years Culture conversion at 2 months 53.3% (16/30)
gy miommx 1558 s Cuture conversion at 6 months 0% (24/30)
Male (%) 88% (53/60)
IV positve 5% (3/60) Sacows Advarse ety

PRI Sefious adverse events reported 4
XORTS 42% (25/60) Serious adverse events related to 8dg 1
Pre-XOR (FQ) 0% (30/60) “without chrical consequenes fo the patient snd bedsuine
Pre-XOR (Inf) 8% (5/60) QUeF Increase from Baseline

Treatment Regimen induded Patients with increase QT from baseline 55% (21/38)
Unezolid 100% ( 60/60) SRR
Imipenem-lestatio 7% (83/60) Mean increase of QTcF from baseline (range 4.96 msec)

A 6% (18/21)

use
RESULTS 3: Inclusion period April 2013 - February 2014 B puntswith 0 crense i QF)
I N N N
Patents Induded ™ DISCUSSION ~ CONCLUSIO

Resukts at 14 Months of Treament These preliminary outcomes of a Bdq containing regimen
Cuiture negative 71% (20/28) show good tolerability and early treatment response in a
Died 16 %(1/28) cohort of patients with XDR-TB and MDRTB with additional
Lostto Follow-up 26%(1/28) drug resistance
Faidures 21% (6/28)

However reversion rates highlight the need for further

Among Failures & Y
studies on the optimum length of Bdq treatment and the
Never converted from baseline 10.7%(3/28) of : " of Bdq beyond 24
Reverted to positive 107% (3728) weeks on a case by case basis for patients with otherwise

" anversion t undr wrestment) weak regimens
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Published studies

ERJ Express. Published on December 22, 2016 as doi: 10.1183/13993003.01799-2016

Longterm outcome and

safetyof prolonged ®
bedaquilinetreatment for
multidrugresistant

tuberculosis*

Bedaquilinecontaining regimens
achievedfavourableoutcomes in
a large proportion opatients.
Prolongedbedaquilinetreatment
was overall well tolerated in this
cohort.

*GuglielmettiL,JasparaV, Le D D, et al
EurRespird 2017; 49: 1601799
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Long-term outcome and safety of
prolonged bedaquiline treatment for
multidrug-resistant tuberculosis

Lorenzo Guglielmetti ©°-*", Marie Ja:pald" !, Damien Le D', Marie Lachatre®,
Dhiba Marigot-Outtandy -, Christine Bernard %6, Nicolas Veziris™®,

Jérame Robert™®, Yazdan Yazdanpanah®, Eric Caumes™® and

Mathilde Fréchet-Jachym'*® for the French MDR-TE Management Group®

Afiliations de Bligny, Briis- nce. *Sorbonne Université,
UPMC

@ERSpublications
Treatment regimens induding prolonged bedaquiline use are effective and overall well tolerated in
MDR-TB patients httpJjowly/vht 305 CY]j

Cite this article as: Guglielmetti L Jaspard M, Le Da I, et al. Long-term outcome and safety of prolonged
hedaguiline treatment for multidrug-resistant tuberculosis. Eur Respir | 2017; 49: 1601799 [https:// doi.org/
10.1183/1 3993003.01799-2016].

Bedaquiline, a recently approved drug for the treatment of multidrg-resistant tuberculosis
(MDR-TB), is recommended for a duration of 24 weeks. There are scarce dala on patients treated with this
drug outside clinical trials.

All MDR-TB patients wha started treat ment from January 1 to December 31, 3013 and meceived
230 days of bedaquiline were included in a multicentre ohservational cohart.

Among 45 MDR-TB patients, 53% harboured isolates resistant to both fuomquinalanes and second-
line injectables, and 38% harboured iolates resizant to one of these drug dasses. Median bedaquiline
treatment duration was 361 days and 33 patients (73%) meeived pmlonged (190 days) hedaquiline
treatment. Owerall, 36 patients (80%) had favourable outcome, five were lost ta follow-up, three died, and
one failed and acquired bedaquiline resistance. No cases of recurrence were reported. Severe and serious
adverse events were recorded in 60% and 18% of patients, respectively. Values of Fridericia-corrected (T
interval (QTcF) ) ms were recorded in 11% of patients but neither arrhythmias nor symptomatic
cardiac side-effocts occurred. Bedaquiline was discontinued in three patients following (QTcF prolongation
No significant differences in oulcames or adverse events rtes were chserved between patients receiving
standard and prolonged bedaquiline treatment.

Bedaquiline-containing regimens achieved favowrable outcomes in a large proportion of patients.
Prolonged bedaquiline treatment was overall well tolerated in this cohort.

terial available from e enjournal com

e at erj enjournl com

Copyright 2016 by the European Respiratory Society.

challenges

Tuberculosis Symposiumz Ministry of Health of the Republic of Belarus,
RepublicanScientific and PracticalCenterfor Pulmonology and Tuberculosis, and/édecinsSansFrontiéres

L TR TR N e e e R T T T e T P e - T



Extended use in NTP/MSF project
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