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T e BT L ESt 1 OT L Cr . ThE e
was desdgned to minimize failure and default while reducing total
treatment duration without increasing relapse frequency.
Measurements and Main Results: We report the treatment outcome of
all patients with laboratery-confirmed, multidrg-resstant tubercu
losis enrolled from May 1997 to December 2007, The most effertive
treatment regimen required a minimum of 9 months of treatment
with gatifloxacin, dofazimine, ethambutol, and pyraznamide
throughout the treatment period supplemented by prothionamide,
kanamycin, and high-dose ksonlazid during an intensve phase of
a minimum of 4 months, giving a relapse free cure of 87.9% (95%
confidence interval, 82.7-91.6) among 206 patients. Major adverse
drug reactions were Infrequent and manageable. Compared with the
221 patient regimens based on ofloxacin and
prathionamide throughout, the hazard ratio of any adverse outcome
was 0.39 (95% confidence interval, 0.26-0.59).

Conclusions: Serlal regimen formulation guided by overall treatment
effectiveness resulted in treatment outcomes comparable to those
obtained with firstline treatment Confimatory formal trials In
populations with high levels of human Immunodefidency virus
colnfection and In populations with a higher inftidl prevalence of
resktance to second-line drugs are required.

Keywords: chematherapy; fluoroquinclones; cohort studies, drug re
sstance; costs

The Word Heath Omanization (WHO ) estimated that (1.5 million
new cases of multidrug-resistant tuberculosis (i.c., resistant to
soniazid and rfampin) emerged globally in (1). Only a
minority of cases is diagnosed, and, among those living in low-
income countries, only a negligible proportion ever receives
appropriate chemotherapy (2). This is in spite of incrcasing
advocacy and detaiked recommendations on how to treat such

As & result, implementation has been difficult, and results
have remaimed modest.

‘What This Study Adds to the Field

This obscrvational study shows that a short, standardized
treatment regimen based on & fourth-genc ration flnoroqui-
nolonc combined with other second-line drugs and supple-
mented by potentizlly still active first-line drugs was highly
cffective in & sctting among largely HIV-negative paticnts
without  history of prior treatment with second-line drugs.

cases (4-7). This paradox may be due to the practical challenges
in implementi he current guidelines and the less than op-
timal usc of existing drugs. Recommended treatment regimens
arc very long, often poorly tolerated, and difficult to monitor
8).
andardized treatment regimens with first-line drugs arc
ighly successful in drugsusceptibke tubcreulosis and fairly
cfficacious in isomiazid-only-resistant tuberculosis (¥). Troat-
ment standardization has akso been advocated as a feasible and
potentially cficctive approach for multidrug-resistant tubereu-
losis in low-income scttings, where levels of resistance to
second-line drugs are generally low (10), but this has not been
evaluated in a clinical trial
The report presented here is based on tuberculosis services
offered by the Damicn Foundation in Bangladest
ation implementing tube
ation with the government. The project serves a rural
hi-

patients (3). The results of programmatic of drug-
resistant tubereulosis have not heen impressive, with treatment
success rarcly excecding § even in previously untreated

typical for Bangladesh

AObservational cohort analysis
Mangladesh

ADamien foundation project
A27 MDR TB (incl 2 XDR)
A06 on Gfbased regimen

9+ months
88% success rate
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Short Course Regimen In
Karakalpakstan

A Objective:

MEDECINS
SANS FRONTIERES

COFAMKHM CAKNALU BAIHPAHTH

I O utCO m e& e n d Of tre atm e nt Effectiveness of a simplified short regimen for

Multidrug Resistant Tuberculosis treatment in Karakalpakstan,

and 1y FU

Jaint M5F - Operational Centre Amsterdam / MOH Uzbekistan Research Protocol

A Without 29 line drug exposure
or resistance

A Recruitment started Sept 2013
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Interim Outcomes
A Recruitment completed

A FU ongoing
A Exclusions & withdrawals
A High rates of sideffects

A Ve ry feW Seve re Active on study Loss to follow- Wlthdrawal from m
N=93 up (Default) )] N=21

N=17
N=13
Active on
=l treatment
N=0

Treatment completed with
— successful outcome
N=93
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Where does the SCR fit?

The use of
delamanid in

the treatment of
multidrug-resistant

tuberculosis

Interim policy guidance

World Health
Organization

e use of
daquiline in

) treatment of
Iitidrug-resistant

)erculosis

rim policy guidance

€
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?& World Health
Organization

World Health
% Organization

www.who.int/th/

What are the standard MOR-TB
regimens ?

The World Health Organization
(WHO) currently recommends the
use of at least four second line
drugs which are effective, plus
pyrazinamide, in the intensive
phase, for a total treatment
duration of 20 months in most
cases, with pyrazinamide plus four
effective anti-TB drugs during the
intensive phase. This
recommendation is

based on poocled data from >8000
MDR-TB cases treated in
ohbservational studies. [which alsa
included data on patients treated
with regimens lasting 3-15 months
in Bangladesh). The
recommendation on duration of
treatment is subject to adaptation
based on patient respense to
treatment.

What are “shorter MDR-TB
regimens” ?

These are regimens for MOR-TB.
patients which typically last 9-12
manths and which differ from the
standard WHO-recommended
MDR-TB regimen in drug
compaosition. Evidence on their use
has been reported in Bangladesh,
in one peer-reviewed publication
that reported success rates
comparable to those of treatment
for drug-susceptible TB. These
regimens are now also being
introduced by National TB control
programmes of a number of
African countries (see map). These
regimens are less costly than the
standard 20-manth treatment
regimen and likely to be better
tolerated by patients.

© WHO May 2013

TREATMENT OF TUBERCULOSIS

Shorter treatment regi
drug-resistant tuberculg

Treatment outcomes observed
MDR-TB cases treated with a ¢

A regimen consisting of a minimum of 4 mo
prolonged if necessary until conversion was
manths of GfixEZCfz, was reported to give hi
in MDR-TB patients [van Deun et al, 2010].

FOURTH EDITION

Completion 5.3% y.
Cure 82.5% 4
Death 5.35 o f
Default 5.8% |

Failure 0.5% \
Relapse 0.5%

Km=kanamycin; Cfz=clofazimine: Gfx=gatifl
H=high-dase isaniazid; Z=pyrazinamide; Pto
Source: van Deun A et al {2010); Short, high
inexpensive standardized treatment of multic
Am J Respir Crit Care Med 182(5):684-92.

Countries currently using o
shorter treatment regime
according to WHO polic

World Health
Organization

Bangladesh, Benin, Cameroon, Centre
Céte d'lvoire, Democratic Republic of Congo, Niger,
Swaziland

For more information: www.wha.int/th/challenges/mdr
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Future of DRI B treatment

A Ambition for simplicity
I One short, oral treatment
I Few sideeffects
I Years away

A Addition of new drugs to current regimens
I Already here
I Expanding role? Benefit in other groups?
I Cost, safety, availability of drugs
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A Not the answer for all
I PreXDR and XDR

A Not standard of care
I Ethical review & Safety monitoring

A Requires culture and"2line DST
A Limited experience of regimen in children

A New drugs still required for SCR treatment
fallure
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Advantages of the SCR

A Experience with drugs in adults and children
A Available now for large proportion

A Cheaper treatment course

A Fewer tests required

A Outcomes better than standard treatment
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Advantages of the SCR

A Shorter treatment
I More access = greater impact

I Mathematical modeling in Karakalpakstan

A More efficient use of available resources
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Summary

A SCR has a role in the region

A Opportunity to treat large proportion of pts
I Cheaply
I Quickly
| Effectively

A Will not replace need for new drugs & new
regimens
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