UASK 2025

syop AKCIGER SAGLIGI KONGRESI 55

Belek/Antalya

Sizin Se eSInIZ, Srzin £ ongrenisz,,

TUberkUloz Tedavisinde Yenilikler

Dr. Mediha Gonencg Ortakoyli

S.B.U. Yedikule Gégiis Hastaliklari ve Gogus Cerrahisi Egitim Arastirma
Hastanesi, Istanbul




Sunum plani

* Epidemiyoloji

* Tedavi rejimleri ile ilgili klinik arastirmalar ve sonuclari

* Duyarli ve direncli tedavi protokollerindeki glincellemeler
e Tedavi uyumunu arttirici teknolojiler
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Global
tuberculosis

Epidemiyoloji

Tahmini TB olgu sayisi

10,8 milyon (450.000 CID-RD)
%70 tani ve tedavi
Tedavi basarisi % 88

TB &liim 1.250.000(1.13-1.37 milyon)
HIV (-) 1.090.000 (0.98-1.2 milyon)
HIV(+) 161.000 (132.000—193.000)

WHO Global Tuberculosis Report 2024



Epidemiyoloji

Top 15 causes of death worldwide in 2021**®

Deaths from TB among people with HIV are shown in grey.

Ischaemic heart disease

COVID-15

Stroke

Chronic obstructive pulmonary disease
Lower respiratory infections

Trachea, branchus, lung cancers
Alzheimer disease and other dementias
Diabetes mellitus

Kidney diseases

Tuberculosis

Hypertensive heart disease

Cirrhosis of the liver

Diarrhoeal diseases

Road injury

Colon and rectum cancers
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MNumber of deaths (millions)

*  This is the latest year for which estirmates for all causes are currently available. See WHD estimates, avallable at
https:/fwawwho.int/data/gho/data fthemes/mortality-and-global-health-estimates/ghe-leading-causes-of- death.

Deaths from TE among people with HIV are officlally classified as deaths caused by HIVAIDS in the Intemational Classification of Diseases,
WHO Global Tuberculosis Report 2024



Epidemiyoloji

Estimated number of people who developed MDR/RR-TB (incident cases) in 2023, for countries
with at least 1000 incident cases®

CID-TB 400 000 (360 000-440 000)
175 923 (%44) tedavi edildi
Tedavi basarisi %68

Murnberof cases
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3 Thelabels show the five countries that accounted for mare than half of the global number of people estimated to have daveloped MOR/RR-TE In 2023,

WHO Global Tuberculosis Report 2024



Taberkuloz ilaclari ve etki mekanizmalari

TB Drug Targets and Drug Classes
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Duyarl Tuberkiilozda Tedavi Protokollerindeki Oneriler
ve Guncellemeler



llaca Duyarh Tiiberkiiloz
Tanim;

Bakteriyolojik olarak dogrulanmis veya
klinik olarak tani konulmus rifampisin
ve izoniazide direncli suslarla
enfeksiyon kaniti olmayan TB olgusu

tuberculosis

Module 4: Treatment

Drug-susceptible
tuberculosis treatment

(7 World Health
Organization

World Health Organization 2022



llaca duyarli TB'nin 4 aylik rejim kullanilarak tedavisi

TB hastaligi icin daha kisa ve daha etkili tedavi rejimi calismalari;

Kinolon bazli tedavi rejimleri

* REMoxTB:
(H grubu)2MHRZ/2MHR
(E grubu) 2EMRZ/2MR
 OFLOTUB/ Gatifloxacin:
2(GHRZ)+ 2(GHR)
* RIFAQUIN :
2(MERZ)+ 2(M+ P 900mg) haftada 2 glin VS
2(EMRZ)+ 4(M+ P1200mg ) haftada 1

Esdegerlilik gosterilemedi

Table 2. Comparisons of current trials which aimed to shorten duration of TB treatment

Per-protocol Modified ITT
Trial Favorable ~ Unfavorable Difference! favorable  Unfavorable Diffrence’
(%) (%) (%) (%)
OFLOTUB  Control 68,7 113 NA 628 172 NA
GHRZ2GHR 823 177 55(16t094) 790 210 35(-07077)
REMoxTB  Control ) 8 NA 8 16 NA
INH group 8 15 6.1(17t0105) 2 78(27t0130)
2MHRZ/2MHR
EMB group 80 20 114(6.7t016.1) 76 2 9(38t0142)
2EMRZ/2MR
RIFAQUIN * Control 9.1 19 NA 85.6 144 NA
MERZ/2PM, 618 182 136(7.0t0202) 73] 269 13.1(68t0194)
6.3 04(-47t056)

2EMRZ/4PM, 9.8 32 -18(-6.1to24)

137

Gillespie SH et al. N Engl J Med. 2014;371(17):1577-87.
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Four-Month Rifapentine Regimens with or without Moxifloxacin

RCT, for Tuberculosis
13 U | ke 2343 kU ItU r+TB hasta Susan E. Dorman, M.D.¥, Payam Nahid, M.D., M.P.H.# Ekaterina V. Kurbatova, M.D., Ph.D.,

M.P.H.#, Patrick P.J. Phillips, Ph.D., Kia Bryant, M.P.H., Kelly E. Dooley, M.D., Ph.D., Melissa

— L P A ~. . - - B e o e - o -

Isoniazid, rifampin, kinolon hassas

726 kontrol grubu (2HRZE/4HR) * Primer etkinlik noktas.l 12 ay |
hastaliksiz donem (takip sliresi 18 ay )

756 rifapentin-moksifloksasin grubu . _
* Primer glivenlik noktasi grade 3 veya

8 hafta H+P+M+Z/9 hafta H+P+M (glinlik) daha yuksek advers olay
752 rifapentin grubu

8 hafta H+P+E+Z/9 hafta H+P (glinlik)



~@— Primary: adjusted for HIV and cavitation ~ —0— Primary: unadjusted
—eo— Secondary: adjusted for MIV and cavitation —0— Secondary: unadjusted

Analysis Population  Rifapentine-Moxifloxacin ~ Control Percentage-Point Difference (95% CI)
% (no. with unfavorable outcorme /total no.)

Intention to treat 213 (181/849) 209 (173/829) . ; 04 (-3.5104.3)
o ‘ 0.5 (-3.5t044)
Microbiologically eligible 155 (123/791) 14,6 (112/768) . | 10 (-261t04.5)
o \ 1.0(-26t045)
Assessable 11.6 (88/756) 9.6 (70/726) " . ; 20(-1.1t05.0)
T — 7 FEUN I R Y

Per-protocol 75% 6.1 (43/706) 11 (21/613) —— 30(081052)

p——t | 30 (08105.2)

Per-protocol 95% 5.8 (37/64) 2.7 (15/563) — 31 (09t053)

————t | 31(091t054)

r T 14 T T T T
4 2 0 2 4 . LR
Rifapentine-Moxifloxacin Better Control Better
Analysis Population Rifapentine Control Percentage-Point Difference (95% CI)
% (no. with unfavorable outcome /total no,)
Intention to treat 23.0 (193/838) 209 (173/829) . ‘) 21(-18t06.1)
- it

Microbiologically eligible 17,7 (139/784) 146 (112/768) . ‘ 30 (-06t066)
o - 31 (0.5t068)

Assessable 14.2 (107/752) 9.6 (70/726) . . 44(12t01.7)

o - 46(131079)

Per-protocol 75% 105 (75/715) 3.1 (21/673) . 73 (47t099)
o 74 (4810 100)

Per-protocol 95% 10.9 {71/650) 2.7 (15/563) . 82 (55t011.0)
0 83 (55t0110)

Ll 1) I L L I |
4 2 0 2 4 6 8§ 10




HHS Public Access tedavi basarisi

rifapentine-moxifloxacin standart tedavi
Kiir % 84.5 % 85.4 (RR) 0.99, 95% Cl: 0.95-1.03)
Advers etki % 18.8 %19.3 (RR0.97, 95% Cl: 0.76-1.24)
Mortalite %04 %0.8 (RR0.42,95% Cl: 0.11-1.61)

Dorman SE et al.N Engl J Med. 2021 May 06



Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report
Weekly /Vol. 71 /f No. 8 February 25, 2022

Interim Guidance: 4-Month Rifapentine-Moxifloxacin Regimen for the
Treatment of Drug-Susceptible Pulmonary Tuberculosis — United States, 2022

Wiendy Carr, PhiID!; Ekarerina Kurbatova, MDY Angela Svarks, PhID?; Neela Goswami, MDY Lesanna Allen, MPH'; Carla YWinsoon, Phl?

TABLE 1. Dosing recommendation for a 4-month rifapentine-moxifloxacin regimen for patients aged =12 years with pulmonary tuberculosis
caused by drug-susceptible organisms — United States, 2022

Medication™ Body weight, kg Dose Intensive phase Continuation phase Total doses
Rifapentine =40 1,200 myg 7 days/wk for 63 doses (9 whs)
Moxifloxacin =40 400 myg
Isoniazid* =40 300 m
] ) < 7 days/wk for 56 doses (8 wks) 119
Pyrazinamide 4055 1,000 myg MA
=55-75 1.500 myg
>75 kg 2,000 myg

Abbreviation: NA = not applicable.
* Medications should be administered with food.
T Pyridoxine (vitamin B&), 25-50 mg/day, should be given with isoniazid to all patients.

4 ayhk RPT-MOX rejimi, ilaca duyarh pulmoner tiberkiloz hastaligi olan 12
yasinda veya daha buyuk hastalar icin 6nerilen bir tedavi secenegidir



llaca duyarli TB'nin 4 aylik rejim tedavisi

llaca duyarli akciger TB'si olan
12 yasinda veya uzeri kisiler,

4 aylhk izoniazid, rifapentin, moksifloksasin ve pirazinamid (2HPMZ/2HPM) rejimi
onerilir

World Health Organization 2022



4 aylik tedavi rejimi 6nerilmeyen gruplar

* 40 kg’dan daha zayif kisiler

* Ekstra pulmoner TB’nin bazi formlari
(TB menenjit, dissemine TB, kemik eklem TB, abdominal TB)

CD4 hiicre sayisi < 100 cells/mm3 HIV(+) olan kisiler

Cocuklar < 12 yas

Gebe, emziren, postpartum donemdeki kadinlar

Uzamis QT sendromu olanlar (CDC)

Rejimdeki ilaclarda birini 5 dozdan fazla almis olanlar (CDC)

Rejimdeki ilaglarla etkilesimi olan ilaglari kullananlar (CDC)



Olumsuz Yanlari (2HPMZ/2HPM rejimi )

* Kazanilmis ilac¢ direnci ile ilgili kanitlar belirsizlik gostermektedir.
e Standart rejime gore 5 kat daha pahalidir.
* Fiks doz kombinasyon olmadigi icin icilmesi gereken ila¢ sayisi daha fazladir.

WHO consolidated guidelines on tuberculosis:
drug-susceptible tuberculosis treatment
World Health Organization 2022



2016-2018

1204 cocuk ortalama vyas: 3,5 (2ay-15 yas)
%11 HIV(+)

%14 bakteriyoloji (+)

Sonug: llaca duyarli, siddetli olmayan,
yayma negatif TB’li cocuklarda

4 ayhk (2HRZ(E)/2HR) tedavisi

6 aylik (2HRZE/4HR) tedavi kadar etkilidir

The NEW ENGLAND
JOURNAL o MEDICINE

MARCH 10, 2022

Shorter Treatment for Nonsevere Tuberculosis in African
and Indian Children
3, G.H. Wills, E. Wobudeya, C. Chabala, M. Palmer, A. Kinikar, 5. Hissar, L Choo, P. Musoke, V. Mulenga

Lrerme A >E000mn

Haoccpling -ibb and & ank forthe SH

Table 2. Primary Eficacy Analysis (Modified | atention-te-Treat Population).®

d-Month Treatment  6-Month Treatment
Outeorme [N=572) [N=573) Difference (955 Cl)

Adjusted Unadjusted
Analysis] Analysis

percentoge poinks

Unfasvorable status — ne. (%) 1 (3} 1% (3) 04 -0.3
[-22to L5) (-2.3to 1.6)

Dreath fram any cause after 4 mo 71 12 (2)

Less to fellow-up after 4 ma but L 1 (=1}
during treatrrent period

Treatrrent failure

Tuberculosis recurrence Ly 4 (1)
Extension of treatment 2 (=1) o
Restart of treatrment] 1 {=1) 1 (=1}

Favorable status — mo. (%) 556 (97) 555 (97




Calismada «Siddetli olmayan TB tanimi» soyle yapilmistir:
Akciger grafisinde:

Hava yolu obstruksiyonu olmaksizin intratorasik lenf nodu

Plevral efiizyon (komplike olmayan veya basil sayisi az)

Non-kaviter hastalik (akcigerin bir lobuyla sinirli ve miliyer patern yok)

Akciger grafisi yeterli mi?

Ciddi akut malntitrisyon
< 3ay ve/veya < 3kg infantlar — 2HRZ(E)/4HR
Iki yil icinde TB tedavisi gérmiis cocuklar




llaca duyarli TB'nin 4 aylik rejim kullanilarak tedavisi

e Siddetli olmayan TB'li (CID/RR-TB siiphesi veya kaniti olmayan) 3 ay ile 16 yas
arasindaki cocuk ve adelosanlarda,

4 ayhk tedavi rejimi (2HRZ(E)/2HR) kullaniimalidir.

 Toplumda HIV prevelansi veya H direnci yuksek olmasi durumunda Etambutol
eklenir

WHO consolidated guidelines on tuberculosis:
drug-susceptible tuberculosis treatment
World Health Organization 2022



The N EW ENGLAN D
JOURNAL o MEDICIN E

ESTABLISHED IN 1812 MARCH 9, 2023 VOL. 388 NO. 10

Treatment Strategy for Rifampin-Susceptible Tuberculosis

Nicholas I. Paton, M.D., Christopher Cousins, M.B., Ch.B., Celina Suresh, B.Sc., Erlina Burhan, M.D.,

ol Sttt

RCT; 5 tilke (TRUNCATE TB)
Strategy with  Strategy with  Strategy with  Strategy with
: HP Standard Rifampin- Rifampin-  Rifapentine~  Bedaquiline-
674 rlfa mpisin d uya rli TB hasta Treatment Linezolid Clofazimine Linezolid Linezolid Overall
Characteristic (N=181) (N=184) (N=78)7 (N=42)F [N=189) (N=674)

181 hasta Kontrol grubu (2HRZE/4HR)

Drug resistance — no./total no. (%) |

H+Z7+E Isoniazid 12/162(7)  15/166(9)  S/68()  2/39(5)  12/169(7)  46/604 ()
Pyrazinamide S/133(4)  BS()  5/54(9) 1/29 () S/136 (4)  18/487 (4)
78 hasta Yiiksek doz rifampisin+klofazimin grubu Ethambutol 1/162 (1) 0 2/68 (3) 0 2169(1)  5/604 (1)
. . e . Relapse risk— o, (9%)**
184 hasta Yiiksek doz rifampisin+linezolid grubu sapsersi o (%)
Low 47 (26) 57 (31) 26 (33) 13 (31) 50 (26) 103 (29)
42 hasta rifapentin-linezolid grubu Intermediate 105(58) 111 (60) 45 (58) 764  13(60)  401(s9)
High 29(16) 16 (9) 709) 2(5) 26 (14) 80 (12)

189 hasta Bedaquilin+linezolid grubu
85-106 glin tedavi almislar
96 hafta takip edilmis



Rifampin duyarli TB’de

2 aylik H+Z+E+ bedaquilin ve linezolid
tedavisi

standart 6 aylik rejime esdegerdir
Giivenlik yoniinden benzerdir

B Primary Cutcome in Strategy Growp with Initizl Bedaguiline- Linezolid Regimen ws. Standard-Treatment Group
Strategy with Standard
subgroup Bedaquiline-Linezodid  Treatment Difference [95% CI)
no. of paticipants with svent ot no. (96) percentoge points

S

Mal= 5116 (4.3} 5(119 [4.3) —— 0.1 4.4 to 4.6}

Female Ef7T3 (B.2) E2 3D —1— JE{39t0lld)
Age

18- yr 495 (4.2) 5104 [4.5) —-— -18{-T01o 3.4)

I5-ESyr TO4 (T4} 2477 E) T 48 {1.1ta 10.7)
Country

Indonesia ar Philippines 6145 (4.1} 4139 [2.9) —— 1310w 5s)

Uganda 427 (14.8) {23 7.1) —_— 77 {-BBta24.1)

India or Thailand 1417 (5.9) 1j14 7.1) —_— -13[-185 1w 163)
Education

Tyr 348 (6.3} £/49 [8.2) — -24-121w 73

=B yr &/141 (5.7} 3131 2.3) T 23{16tal 3}
Smoking status

Never &/107 (7.5} /a8 2.1) T+ 37 22ta85)

Current or former 1/E2 (3.7} 5/92 (5.4) —— -1.0 70 1o 5.0)
Body-mass inde

<18.5 476 (5.3} 5(79 (3] —-— -1.3 -£51050)

=185 7113 (6.2) 2102 @) - 33 20toBER)
Cawitation on chest radiograph

Absent 581 (6.2} 187 [1L.1) —I— J4{241093)

Present &/ 108 (5.6 {94 [E.4) —a -06 -7 010 59)
Proportion of lung affected on

chest adiograph

=50% &/151 (5.3} 3140 2.1) B 28 {-10t0 6.6}

=50% 338 (7.9} 441 [9.8) —_—— -2.2 (-14.4 1= 10.1)
WHO smear grade

Negative 150 (2.00 1/4 2.2) —— 0.9 (-16.8 ta 187}

Scarty or 1+ 477 (5.2} OfE5 o €4 (187 to 316}

Ieords &/62 (2.7} 5/e8 [7.2) —_— 2.0{-9.8to 13.8)
Grade on MR breathlesoness scale

Grade 1 3112 (2.7} 3106 2.5) —— 113010 52)

Grade 2 or higher ETT (10.4) 473 (3.3) —r— 35 f-50t011.9)
Relapse risk

Lo 150 (2.0 247 [4.3) — ~0.8 {-T.3 1o 5.5)

Intermediate or high 10/139 (7.2} 5(134 3.7 —T— 2E{-2.6ta T B}

30 0 -lo L
St with Standard
Badaquiline—Linez olid Treatment
Better Better
Fioure 7. Suhornun Analvcis

n engl j med 388;10 2023



* Direncli Tuberkllozda Tedavi protokollerindeki dneriler ve
glincellemeler



Short oral regimens for pulmonary rifampicin-resistant @-:-k ()
tuberculosis (TB-PRACTECAL): an open-label, randomised,
controlled, phase 2B-3, multi-arm, multicentre,

non-inferiority trial

Bem-Thomas Nyang ‘wa, Catherine Berry, Emil Kazounis, llarin Motto, Nargizo Parpieva, Zinaida Tigay, Ronelle Moodlior, Matthew Dodd, m

limmimra Ealadramibeac lmma haarka Chalicr Dainrmem Adabhammad Darcanal Timadbhas lleliamb Bdadain Sninaleeme Mmd & Bfaaea

RCT 552 hasta

. . . Standard care  BPaLM BPalC BPalL
uzun sureli tedavi 143 (n=143) (ei38)  (nett5)  (eeim)
Country of snralment
BPaLM 138 hasta Belans 29 (21%) 26 [19%) 19 {17%) 20 (18%)
South Africa 49 (34%) 49 36%) 43 (37%) 41 (37}
BPa LC 115 haSta Lizbekistan B5 (46%) 63 (46%) 53 (46%) 5O (45%)
Age, 37 (30-46) I5(27-45)  32(25-40) 34 (27-44)
BPalL 111 hasta e bined : : b
Female G (38w Bl [4a4%) 39 (34%) Sl (49%)
Msls B (62w) 77 (56%) 76 (BE%) 57 (51%)
EMI, ke’ 199 197 19.4 200
(17:5-22:8) [177-227) {17-6-221) (18-1-72.5)
. . . HIV status
Harig tutulma kriterleri HIV negative J47I%) l04EsN BAGIN) 7S(68%)
HIV-positive 39 27%) 34 (25%) 3 {27%) 36 32%)
>15 ya§ (D4 cournt, cells per pl 250({143-445) 330(223-547)  297(115-511) 383 {161-550)
. . {04 court missi 2 (5% 7 (6% 1(3%) 1(3%
Hamilelik e : o :
Sputurm Smear
5 - piil Gul (B6%) BE (62%) 79({69% FETLEY
AST, ALT> 3 NUS st e I e I
Smear-regative 49 34%) 52 38%) 36 (31%) 3B (34%)
OTCF > 450 ms Pulmanary cavities
o Fresent o0 (63%) 76 (55%) 74 (64%) B8 (61%)
Yaplsal kalp hastallgl Absent 53 (37%) 62 (45%) 41(36%) 43 (39%)
. . Flusraguinokene sensitivity status
B veya L veya Pa direnci Resstant pom)  mem  naw s

TB-PRACTECAL trial lancet Respir Med 2024;



Uzun sureli tedavi
Tedavi basarisi %59
Olim %5

Yan etki % 17

BPaLM
%88
%0

%5

Modified intention-to-treat population Per-pratecol population
{primary analysis)
Prirmary analysis Past-hoe anabysis
Standard care BPalM EPFaLC EPaL Standard care  BPaLM
Mumber ol participants 137 lﬂ 115 111 ] 105
Murnberwith no enfavourable 81 (50m) 121 (88%) B8 (77n) 96 (Bh%) FF[933%) 120 ()
ot ooame
Murnber with an unfavourable 55 (41%) 16 {12%) 7 (13%) 15 (14%) 6 [7%) G (4%)
sutoome
Murnber non-assediable (4] 1{1%) L] L] i i
Urudju:.-l.gdrisk differernce” - 2% =17-4% =274 -3 1%
[-398%to-18-6%) (-2E7%to-61%) (-378%to-17-0m) [-10-3% ta 3-9%)
MNan-inferiority pwalue =0H0001 <0:0001 <0001 =000
{miurgin 12%}
Superiarity p valus =03001 00026 <0001 024
Unadjusted risk ratia® 029 057 o33 055
S = LT ETa=ar
Deaths 5 (4%} o 1(1%) 1(1%) 5 [6%) o
TaiTy CECOrITTOaIon LTUETR| prariiag IO Ty T o
Al fig e 11085 1415 ArTa) ERET ]
Adverie event 3 (17%) 7(5%) Bi5%) 5 (5%)
Bt ppeetingincusdiono: PTLLA 10 L0150 2T
meeting exclusion eriteriat
‘Withdrew consent during 11 (B=) 1(1%) L] 1(1%)
Treatment
Other 3 (%) 1(1%) o [
Treatment failure o o 1(1%) o a o
Last tor fallores-ug at 72 weeks 1(1%) 4(3%) q (8%) i1 1(1%) 403%
Lot to follow-up 1(1%) 1(1%) 6 (5%) o 1[1%) 1asy VI fl
Withdrew tonsent 0 3(2H) 3(3H) [ i 3@%\indo
DiEpass recuirents 4] 1(1%) 4w} 3(3%) a 1{1%)

Crataare nor n (%) unbess othenwise stated. BFal = bedaquiline, Bnezolid, and pretomanid. BfalC=BPal plus dofazimine. BPaLM=EFal plus maxifloadn. *Two-sided

TB-PRACTECAL trial lancet Respir Med 2024;




14 yas ustu

R direncli hastalar 6 aylik BPalLM
R+FQ direncli hastalar 6 aylik BPalL
lle tedavi edilmelidir.

ATS/CDC/ERS/IDSA
Am J Respir Crit Care Med 2025

WHO consolidated guidelines on tuberculosis.
Module 4: treatment—drug-resistant tuberculosis treatment,
2022 update.



BEAT TUBERCULOSIS:
A STRATEGY TRIAL OF ASIX-MONTH ORAL
REGIMEN FOR RR TB IN SOUTH AFRICA

Francesca Conradie

D e U_nivglﬂ of Witwatersrand, Faculty of Health Sciences

Bdg+DIm+LZD+LFX+CLF 6-9 ay
Tedavi basarisi %91 p|/:
Takip suresi 76 hafta
Nuks orani %2

Haric tutulma kriterleri

4 haftadan uzun sire 2.sirailaglar kullanmis
Hamile ve emziren

Komplike yada ciddi extrapulmoner Tb Diagnasti



Key updates to the treatment
of drug-resistant tuberculosis

Rapid communication

June 2024

* BEAT-Tuberculosis klinik calismalari sonucunda 6 aylik bedaquiline, delamanid,
linezolid (600 mg), levofloxacin, and clofazimine (BDLLfxC) rejimi MDR/RR-TB or
pre-XDR-TB kullanilmasi onerilir.

e EndTB klinik calismalari sonucunda 9 aylik rejimler (FQ direnci olmayan ve daha
once ikinci sira ila¢ kullanmamis olanlarda) kullanilabilir.

BLMZ, BLLfxCZ, BDLLfxZ, DCLLfxZ, and DCMZ)

* Calismaya ciddi Tb hastaligi olan,HIV (+) hastalar, 6 yas tsti cocuklar ve az sayida
hamile TB hastalari alinmis.



Fig. 3.4.9 Countries that used bedaquiline for the treatment of MDR, pre-XDR-18, and XDR-TB as part of

expanded access, compassionate use or under normal programmatic conditions by the end of 2021 Beda qu iline-Resistant Tuberculosis: Dark Clouds

on the Horizon
112 hastanin 7’sinde (%5,6) BDQ direnci
4’iinde BDQ/CZF

Sénke A, et al. Am J Respir Crit Care Med. 2020,201:1564—-1568.

Acquired BDQ resistance in Uzbekistan 6359
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2 O 1 3 2 2 L‘I | ke | 523 patients received BDQ-containing regimen ’
; I :
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.e | previous BDQ susceplibiity ‘
2 O 2 1 1 2 4 U I ke ‘ 15 patients with previousty confirmed BDQ susceptibility ’

baseline BDQ resistance

| Excluded: 4 patients with

| 11 patients with acquired BDQ resistance |

Figure 1 Study population. RR/MDR-TB = rifampicin/multidrug-resistant TB; BDQ = bedaquiline.

523 hastanin 31’inde %5,9 BDQ direnci

WHO Global Tuberculosis Report 2022

Nair P, et al.Int J Tuberc Lung Dis26(7):658—-663 2022



Tedavi uyumunu arttirici teknolojiler
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Digital devices for tuberculosis treatment adherence (Protocol).
Cochrane Database of Systematic Reviews 2023,



Asl gelismeleri

M72/ASO1E asisiile ilgili gelismeler
18-50 yas IGRA (+), HIV(-)

2 doz rekombinant protein asisi

(iki M. tuberculosis antijeni iceriyor)
3 yil takip edilmis

Faz Il calismada %50 koruyuculuk
Ciddi yan etkiler, potansiyel immin
aracili hastaliklar ve 6limler iki
grupta da benzer

Faz lll calismalari devam ediyor

Final Analysis of a Trial of M72/AS01,
Vaccine to Prevent Tuberculosis

D.R. Tait, M. Hatherill, 0. Van Der Meeren, A.M. Ginsberg, E. Van Brakel,

The NEW ENGLAND JOURNAL of MEDICINE

A Vaccine to Prevent Pulmonary Tuberculosis

MULTICENTER, DOUBLE-BLIND, RANDOMIZED, CONTROLLED TRIAL

% ?"‘.—; v —_— M72/ASO1g Placebo
v//_ candidate vaccine
3289 N ==

\ ’
HIV-negative patients wnh‘§
latent M. tuberculosis infection

(N=1663)

26

Participants

Definite pulmonary

tuberculosis not Participants
associated with HIV :
Vaccine efficacy, 49.7%

infection at 3 yr
90% CI, 12.1~71.2; 95% CI, 2.1~74.2

Frequency of adverse events was similar across groups

D.R. Tait et al. 10.1056/NEJMo0al909953 Copyright © 2019 Massachusetts Medical Society




2024 Global New TB Drug Pipeline'

Discovery Preclinical Development Clinical Development

1 1 1
| 11 1

Lead Earlv Stage Regulatory
Optimization T GMP / GLP Tox. Phase 1 4 Phase 2 m Market
: Approvals

Indazole TBD10 (MK-3854) OTB-658 TBDO09 (MK-7762) Delpazolid

sulfonamides

Diarylthiazoles FIM-3002° TBI-223 Sutezolid, Tedizolid

. #
Ef’"::"::ﬁr_:_t V2523 TBAJ-587 TBAJ-876 Sudapyridine  Bedaquiline*
Ire n nniRItors *
Mth energy MPL-a47 TBD11 . . (WX-081)
i — GSK-286 Sanfetrinem
metabolism JSF-3285%* [CLB-073] *
G Inhibito .
yrese e CPZEN-45* Macozinone* BTZ-043*

Arylsulfonamides

Inhibitors of MmpL3, NTB-3119* (PBTZ-lsg) TBA-7371*

Translocase-1, ClpC1,

ClpP1P2, PKS13, F-ATP MBX-4888A ]

synthase, RNAP (1810)* . Quabodepistat (OPC-

Oxazolidinones GSK-839 167332*}

N FNDR-20364* .

DnaE1 / Nargenicin ) ) Underline = updates

analogs AIQIhECtII' (BVL-GSKOQS)* since November 2024
*New chemical :I-ass. KI'I-DWI-‘I chemical cllassles for ?m,r indiuati.r.urf are ccflor coded: rifamycin, oxazolidinone, G f b I GSK-GSG* ®

iarylguinoline, benzothiazinone, imidazopyridine amide, beta-lactam. anreporoie ( ) WU RKl NG GRUUP

! New 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 Telacebec* [Q203] @ ONNEW TBE DRUGS
http://www.newtbdrugs.org/pipeline/clinical Pyrifazimine lTBl-lEE} WWW'HEWtbdruES'Org

Ongoing projects without a lead compound identified: http://www.newtbdrugs.org/pipeline/discovery SQ-109* Updated: November 2024




Son sOz

* TB tedavisinde bireysellestirilmis ve kisa sureli rejimler éne ¢ikiyor
 Yeni ilaclar ve dijital takip sistemleri tedavi basarisini arttiriyor

* Tedavi uyumu ve direnc¢ gelisiminin dnlenmesi hala en buyutk oncelik

e TUrkiye’nin global gelismelere paralel adaptasyonu énemli (Ulkemizde
direncli TB icin kisa sureli oral ilaclarla tedavi protokolleri icin gerekli
ilaclarin temini, dijital takip sistemlerinin gelistirilmesi gibi)
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