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Problem The category Il retreatment regimen for management of tuberculosis in previously treated patients was first introduced in the
early 1990s. It consists of 8 months of total therapy with the addition of streptomycin to standard first-line medications. A review of 6500
patients on category |l therapy in Georgia showed poor outcomes and high rates of streptomycin resistance.

Approach The National Tuberculosis Program used an evidence-based analysis of national data to convince policy-makers that category |l

therapy should be eliminated from national guidelines in Georgia.

Local setting The World Health Organization tuberculosis case-notification rate in Georgiais 102 per 100000 population. All patients receive
culture and drug susceptibility testing as a standard part of tuberculosis diagnosis. In 2009, routine surveillance found multidrug-resistant
tuberculosis in 10.6% of newly diagnosed patients and 32.5% of previously treated cases.

Relevant changes Category Il retreatment regimen is no longer used in Georgia. Treatment is guided by results of drug susceptibility
testing — using rapid, molecular tests where possible — for all previously treated tuberculosis patients.

Lessons learnt There was little resistance to policy change because the review was initiated and led by the National Tuberculosis Program.
This experience can serve as a successful model for other countries to make informed decisions about the use of category Il therapy.

Abstractsin (3 ,&, H13Z, Francais, Pycckuii and Espafiol at the end of each article.

Introduction

Management of patients who have been previously treated for
tuberculosis (TB) has been a cause of much debate.! In 1991,
the World Health Organization (WHO) recommended the
use of the “category II retreatment regimen” for all patients
with a prior history of TB treatment.>’ The category II regi-
men added streptomycin to the first-line agents and extended
treatment to 8 months. Multiple observational studies have
examined outcomes among individuals receiving category II
treatment and shown mixed results. Overall success rates
are in the 60-80% range," with notably worse outcomes
seen among patients who failed or relapsed after their initial
treatment episode.®’

WHO TB treatment guidelines published in 2010 recom-
mend treatment guided by drug susceptibility testing — using
rapid, molecular tests where possible — for all previously
treated patients.” The category II regimen, however, is still
recommended for certain patients who return after default
or relapse in settings with low risk of multidrug-resistant
TB (MDR-TB). There is little documentation concerning
implementation of these guidelines and category II remains
the standard of care for patients requiring retreatment in
most settings in the world. This paper presents the experi-
ence of Georgia — a country with a substantial population of
previously treated patients and high rates of MDR-TB - in
eliminating category II therapy from its National TB Program
(NTP) guidelines.

Local setting

Georgia is a country of 4.4 million people located in the South
Caucasus region. The WHO TB case notification rate is 102
per 100000 population.® All Georgian TB patients receive
culture and drug susceptibility testing as a standard part of
diagnosis. In 2009, routine surveillance found MDR-TB in
10.6% of newly diagnosed patients and 32.5% of previously
treated cases.” Programmatic management of drug-resistance
TB in Georgia was started in 2006 and in 2009 the country
achieved universal access to MDR-TB treatment.

Approach

An operational assessment of the utility of category II in Geor-
gia was done in July and August 2010, led by members of the
Georgian NTP with a WHO-recruited consultant. The steps
taken were: (i) programme review, (ii) consensus building,
and (iii) implementation planning (Table 1).

Programme review

Outcomes of patients treated with category II were assessed in
addition to the local epidemiology and programme resources
in Georgia. More than 6500 patients received category II
therapy between 2007 and 2009 and their outcomes are shown
in Table 2.

Georgia has a high burden of TB, particularly drug-resistant
TB. Prevalence of HIV in the country is low (< 1%). Culture of
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Table 1. Key steps in review of category Il retreatment regimen in Georgia

Step Data Conclusion/recommendation
Programme Outcomes poor Category Il'is inadequate therapy for the man-
review agement of retreatment TB patients in Georgia
Drug susceptibility Georgia has sufficient resources to
testing done on all implement other strategies for patients
patients, M\DR-TB
programme exists
Consensus Project led by National Category Il not relevant for any persons in
building TB Program and thus Georgia; recommendation endorsed by

consensus built rapidly
Evidence-based review
with frank discussion
Improved diagnostics,
ongoing treatment and
monitoring

Implementation
planning

providers

Ongoing operational research

MDR-TB, multidrug-resistant tuberculosis; TB, tuberculosis.

Table 2. Treatment outcomes among patients on category Il retreatment regimen in

Georgia, 2007-2009

Outcome 2007 2008 2009

No. % No. % No. %
Success® 1311 59 1178 52 1369 64
Failed 231 10 531 23 275 13
Defaulted 307 14 147 7 237 11
Died 164 7 118 5 84 4
Transferred out 103 5 102 5 58 3
Unknown 109 5 178 8 131 6
Total 2225 2254 2154

¢ Combined cure and completion.

Box 1.Summary of main lessons learnt

- The National Tuberculosis Program initiated and led the policy decision and worked closely
with health-care providers to build consensus.

- Evidence-based analysis was used to support the decision.

- Time and resources were committed to expand access to rapid, molecular-based drug
susceptibility testing and management of drug-resistance.

the Mycobacterium tuberculosis and drug
susceptibility testing is done for all pa-
tients diagnosed with TB and Georgia has
the resources (human and financial) to
continue to do this. It also has a national
programme for managing drug-resistant
TB. Patients with documented resistance
are given treatment regimens based on
drug susceptibility test results.

Consensus building

Following this review, the NTP decided
to no longer recommend category II
treatment in Georgia because of: (i) poor
outcomes among patients on category II
therapy; (ii) high rates of streptomycin
resistance among previously treated

64

patients; (iii) lack of evidence to support
category II; and (iv) widespread access
to both drug susceptibility testing and
treatment for drug-resistant TB. The NTP
concluded that patients with documented
resistance, including those with mono-
resistance, would receive a regimen based
on drug susceptibility test results. Those
with a history of previous treatment
who had pan-susceptible disease would
receive HREZ (first-line drugs).
Consensus building was initiated and
led by the Georgian N'TP; as such, there
was strong political will. It held a series of
meetings with TB care providers to review
and discuss the decision openly. Most
of the NTP staff in Georgia are actively
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involved in TB patient care, and ongoing
provider relationships allowed for rapid
consensus building. The NTP also used
an evidence-based analysis to support
its decision. There were some concerns
that previously treated patients with pan-
susceptible disease still needed a “stronger”
regimen but, upon further review, there
was little evidence to support this claim.
There was little resistance to this policy
change so, once internal consensus was
reached, the NTP applied for regulatory
changes and category II was removed from
recommendations for TB treatment.

Implementation

Following the elimination of category II
treatment, the programme has commit-
ted time and resources to expanding
access to rapid, molecular-based drug
susceptibility testing. Georgia will also
continue its commitment to universal
management of all forms of drug-
resistant TB and monitor resistance and
patient outcomes. Operational research
on the discontinuation of category II
treatment — including cost implications
and provider and patient experiences —
will be carried out as funding permits.

Lessons learnt

The experience from Georgia is an im-
portant example of how category II treat-
ment can be successfully removed from
NTP guidelines in settings where it is of
limited utility. Georgia used an opera-
tional assessment of its national data to
reach consensus on the use of category II
within its specific context. There was
little resistance to policy change in the
country because the review was initiated
and led by the NTP. Although it may not
be possible to generalize this experience
to all settings, the review was done retro-
spectively and outcome data are pending,
the Georgian experience may serve as a
roadmap for other countries.

The operational assessment con-
cluded that there were no patients in
Georgia for whom category II treatment
was appropriate. Patients with a history
of previous treatment who have pan-
susceptible disease are now treated with
first-line drugs. Patients with mono- or
poly-resistance are treated with appropri-
ate regimens. Patients with MDR-TB are
treated with second-line therapy.

Georgia is a unique setting but other
countries with different profiles may be
able to use this model to determine
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whether they should use category II.
Each country will need to do its own
programme review of category II out-
comes. They can then use these data to
prioritize whether they will continue
to use category II or invest in improved

diagnostics and drug-resistant TB treat-
ment or both. This paper presents an
important example of putting WHO
recommendations into action. It is hoped
the experience from Georgia can inspire
other TB programmes to assess the util-
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ity of category II regimens - and other
programmatic TB recommendations - in
their settings (Box 1). l
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Résumé

Suppression du schéma de retraitement de catégorie Il des directives thérapeutiques nationales du programme de lutte contre

la tuberculose : I'expérience géorgienne

Probléme Le schéma de retraitement de catégorie Il dans le cadre de la
prise en charge de la tuberculose chez des patients ayant déja suivi un
traitement a été initié au début des années 1990. Il consiste en 8 mois
de traitement complet, avec I'ajout de streptomycine aux médicaments
de premiere intention standard. Une étude portant sur 6 500 patients
sous traitement de catégorie Il en Géorgie a révélé de mauvais résultats,
ainsi que des taux élevés de résistance a la streptomycine.

Approche Le programme national de lutte contre la tuberculose a
recouru a une analyse factuelle des données nationales pour convaincre
les responsables politiques quil convenait de supprimer le traitement
de catégorie Il des directives thérapeutiques nationales géorgiennes.
Configuration locale Le taux de notification des cas de tuberculose
a I'Organisation mondiale de la Santé en Géorgie est de 102 pour
100 000 habitants. Tous les patients se soumettent a des prélevements
d'expectoration et a des tests de sensibilité aux antituberculeux,
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conformément aux diagnostics standard de la tuberculose. En 2009,
un contréle de routine constatait une tuberculose multi-résistante dans
10,6% des nouveaux cas diagnostiqués et dans 32,5% des cas traités
antérieurement.

Changements significatifs Le schéma de retraitement de catégorie |l
nest plus utilisé en Géorgie. Le traitement est désormais orienté en
fonction des tests de sensibilité aux antituberculeux avec, si possible,
I'utilisation de tests moléculaires rapides, chez tous les patients
précédemment traités contre la tuberculose.

Lecons tirées Le changement de politique a rencontré peu de
résistance, car I'étude a été engagée et menée par le programme
national de lutte contre la tuberculose. Cette expérience peut servir de
modéle réussi pour permettre a d'autres pays de prendre des décisions
éclairées sur le recours au traitement de catégorie Il.
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Pesiome

YcTpaHeHue pexnma neueHuns 60MbHbIX C AUarHoCTYecKol Kateropuen Il s merognueckux pekomeHgauuin
HauuoHanbHol nporpammbl o 60pb6e ¢ Ty6epKynesom: rpy3MHCKNIA OnbIT

Mpo6nema Pexuvm neyeHna 60MbHbBIX C AMArHOCTUYECKON
KaTeropueit Il npenHasHaveH ana neyexua Tybepkynesa y
NaLMEHTOB, YKe NPOXOAMBLUMX NeYeHKe. STOT PEXMM, KOTOPbLIN
Hadann NpUMeHATb B Hauane 90-x [T, BK/oUaeT B cebsa 8 mecALes
obulen Tepanuu ¢ aobasneHnem CTpenToOMULMHA K CTaHAaPTHbBIM
NeKapCTBEHHbIM MpenapaTtam NepBOV IMHNN. AHANW3 OaHHbIX
6500 naumeHToB, MPOXoAALMX B [Py3unK neyeHue Ana OoMbHbIX C
NIMArHOCTUYeCKON Kateropwel Il, BbIABMM HU3KYIO 3DOEKTUBHOCTb
NeYeHA 1 BbICOK YPOBEHb HEBOCTPUMMYMBOCTI K CTPENTOMULIMHY.
Moaxoa B pamkax HauuoHanbHoW nporpammbl no 6opbbe ¢
Ty6epKyne3om 6bi1 MPUMEHEH HayYHO-OCHOBAHHbIM aHanu3
ZaHHbIX, MOMYYeHHbIX B HAUMOHANbHOM MacliTabe. lonyuyeHHble
pe3ynbTaThl ObiNY MPefoCTaBAeHbl AVPEKTVBHBIM OpraHam B
KauecTBe 0O0CHOBAHMA 1A YCTPaHEHWA PeXximMa fledeHns 60bHbIX
C ANarHOCTNYeCKOW KaTeropumeit Il 13 HauWMoHanbHbIX METOAUYECKNX
peKomeH4aumn Mpy3um.

MecTHble ycnoBma [lokasatens BcemnpHon OpraHusaumn
3ApaBoOXpaHeHnAa No perucTpaunm cnydyaes 3abonesaHua
Tybepkyne3om B [py3un coctanaeT 102 ciydas Ha 100000 yenosexk.
B pamkax CTaHAapTHOWM NpoLeAypbl AUarHOCTUKIM TybepKynesa Bcem
naumeHTam NpoBOAUTCA TECTUPOBAHME Ha BOCMPUMMUYMBOCTb K

NeKapCTBEHHBIM CPEeACTBaM 1 OCYLLeCTBAAETCA noces. B npouecce
NpoBeAeHNs NNaHoBoro HabnoaeHna 8 2009 r, y 10,6% Bnepsble
[MarHOCTUPOBAHHbIX MALMEHTOB 1Y 32,5% NauWeHTOB, MPOXOAMBLUVIX
neyeHne paHee, BbiABMEH TybepKyes C WNPOKOW NeKapCTBEHHOM
YCTONYMBOCTBIO.

OcyujecTBNeHHble NepeMeHbl Pexrm neyeHna 60NbHbIX C
AvarHocTuyeckol kateropuelt |l 8 [py3un 6onee He ncnonb3yetca.
JleueHne Bcex MaUMEHTOB, y)Ke NPOXOAMBLUMUX fleyeHne oT
TyOepKynesa, NPOBOANTCA MO pe3yNbTaTaM TECTUPOBAHMA Ha
BOCMPUMMUYMBOCTb K NEKAPCTBEHHbBIM CPeCTBaM, KOTOPOe, Mo
BO3MOXHOCTW, MPOBOAMTCA C UCMONb30BAHMEM MONEKYNAPHbIX
3KCMNPECC-TeCTOB.

BbiBoppbl [laHHOe 113MeHeHe B NPOBOANMON MOMUTVKE He BCTPETUNO
3HAYMTENBHOIO COMPOTUBAEHNS, MOCKOSBKY MCCefoBaHvie Hbino
VNHNLMMPOBAHO Y MPOBOAMIOCH NOA PYKOBOACTBOM HaLMOHanbHoM
nporpammbl no 6opsbe ¢ TybepKynezom. [onyueHHbI OnbIT MOXeT
CNYXWTb B KauecTse YCMewHon MOAeNn Ana Apyrux cTpaH anAa
TOro, Ytobbl NPUHMMaTL O6OCHOBaHHbIE PeLleEHNA B OTHOLWEHMWN
NPUMEHEHWA PeXMMa NeveHna BoMbHbIX C AVArHOCTUYECKON
Kateropuen Il.

Resumen

Eliminacion de las pautas de repeticion del tratamiento de categoria Il de las directrices del Programa Nacional contra la

Tuberculosis: el caso de Georgia

Situacion A principios de la década de los 90 se introdujeron las
pautas de repeticion del tratamiento de categorfa Il para la gestion
de la tuberculosis en pacientes previamente tratados. Consiste en
un tratamiento total de 8 meses de duracién en el que se afiade
estreptomicina a los farmacos de primera linea. Un examen de
6500 pacientes en tratamiento de categorfa Il en Georgia ofrecié
unos resultados deficientes y unas tasas elevadas de resistencia a la
estreptomicina.

Enfoque El Programa Nacional contra la Tuberculosis empled un andlisis
de los datos nacionales basado en la evidencia para convencer a los
responsables de que la categoria Il del tratamiento deberfa ser eliminada
de las directrices nacionales en Georgia.

Marco regional La tasa de notificacion de casos de tuberculosis de
la Organizacion Mundial de la Salud en Georgia es de 102 por cada
100 000 personas. A todos los pacientes se les realiza un andlisis de

cultivo y una prueba de sensibilidad a los medicamentos como parte
del procedimiento habitual de diagndstico de la tuberculosis. En 2009,
una vigilancia rutinaria detect6 tuberculosis multirresistente en un 10,6%
de los pacientes diagnosticados recientemente y en un 32,5% de los
casos tratados previamente.

Cambios importantes Las pautas de repeticion del tratamiento de
categoria Il han dejado de emplearse en Georgia. El tratamiento se guia
por los resultados de la prueba de sensibilidad a los medicamentos
(siempre que es posible se emplean pruebas moleculares, muy rapidas)
para todos los pacientes tratados previamente contra la tuberculosis.
Lecciones aprendidas Se observo poca resistencia al cambio de
estrategia porque fue el Programa Nacional contra la Tuberculosis quien
inici¢ y dirigi6 el examen. La presente experiencia puede servir como
modelo de éxito para otros paises a la hora de tomar decisiones bien
informadas acerca del uso del tratamiento de categorfa Il.
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