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10,8M

Yeni TB vakalari

1,3M

TB nedeniyle 6lim

* Dinyada milyonlarca insani etkileyen,
* Tedavi edilmediginde éliumcdul olabilen
e Standart tedavilere direnc gelistiren

410.000

Yillik yeni Direngli vaka

Global
tuberculosis
report

2025




llac Direncli Tuberkiiloz

* Tedavi uzun ve zahmetli bir strectir

 \Vakalarin yaridan fazlasi tedavi edilmemis MM”“WMUZ{MMMRWMR
gtkisiz

* 2050 yilina kadar maliyet 16,7 trilyon dolar

mhgeleneksel tedavininbi gininl giteiyr

16,7 dolar

Aylar Tedavi edilmemis Trilyon Dolar

https://www.tballiance.org/why-new-tb-drugs/global-pandemic



Billions (constant 2024 USS)

Tuberkiloz Hizmetleri icin Finansman Durumu

Dusuk ve orta gelirli 131 lilkede, 2015-2024

24 —

20

Target for 2027 set at the 2023 UN high-level meetingon TB

16

12

! ! | | ! ! ! ! | |
2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

e—— Tota| e Domestic funding
s |nternational donor funding
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%27

Kiresel finansman acigi. TB hizmetleri icin gereken
yillik 22 milyar dolarin sadece 5.9 milyar dolari
karsilanabildi.



“llag Direngli TB: Her Ug antimikrobiyal direng kaynakl 6limden biri”

WHOBPPL2017  WHOBPPL2024 Drug-resistant TB

T accounts for about
ebsiella pneumonice,

carbapenem-esistant —
Escherichia col, third-generation “ | n : 3

cephalosporin-resistant

o Acinetobacter baumannii
carbapenem-resistant

e Pseudomonas deruginosa,
carbapenem-resistant

| TB-Alliance_website-graphic_1in3 ‘

~deaths from
antimicrobial resistance

Acinetobacter baumannii
carbapenem-resistant

Mycobacterium tuberculosis
rfampicin-resistant

Klebstella pneumonice, third-
o generation cephalosporin-resistan

Escherichia col, third-generation

: cephalosporin-resitant

https://www.tballiance.org/why-new-tb-drugs/global-pandemic



ila¢ Direncli Tiiberkiiloz oranlari: Kimlerde daha yiiksek?

People with no previous history of TB treatment People previously treated for TB
30
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2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
Yeni TB olgularinda MDR/RR-TB Daha 6nce TB tedavisi almis kisilerde MDR/RR-TB
2024: %3,2 (%95 IU: 2,5-3,9) 2024: %16 (%95 IU: 8,3—-23)
2015: %4,7 (%95 IU: 3,5-6,0) 2015: %19 (%95 IU: 10-28)

Yeni tedavi alanlara gore daha once tedavi alan kisilerde daha yuksek!



DSO End TB Stratejisi

2035

A024-202,

| 2025 2030
Klomers : iomare | ORI

(Nihai Hedef)
\ Tasl) /) Tagl)
En Az | &
45 Milyon Kisi
insidansta %50, 4 insidansta %80, & insidansta %90, &
olumlerde %75 & olimlerde %90 4 oOlumlerde %95 &
azalma. azalma. azalma.

2027'ye kadar %90 TPT

Katastrofik Maliyetleri Sifirlamak:
TB'li ailelerin kargilastidi yikici maliyetlerin tamamen / 0% \
ortadan kaldinimasi (%0 hedefi). —



End TB Stratejisinde Ne Kadar llerledik?

2024 yilinda 5,3 milyon kisiye Tiiberkiiloz Onleyici Tedavi (TPT)
» 3,5 milyon ev ici temaslilar %90

: . hedefinin
» 1,8 milyon HIV ile yasayanlar

HIV ile yasayanlarin %58’ine ve ev ici temaslilarin %25’ine TPT

gerisinde

Hedef: %90 Hedef: %90

%98

s

HIV ile Yasayanlar Ev ici Temaslilar




End TB Stratejisinde Ne Kadar Ilerledik?

D 2025'e kadar
TB insidans orani %50 azalma,
2015'e kiyasla
) o 2025'e kadar
TB'ye bagli 6liim sayisi 0675 azalma,
2015'e kiyasla
Katastrofik maliyetlerle
etkilenen hane orani®
100% 0%

Global Tuberculosis Report 2026



Tedavi Basarisi

ILACA DUYARLI &
TUBERKULOZ 48
(DS-TB)

iLACA DRENGLT
TUBERKULOZ
ORTB)

i L

Tedavl Basar Oran
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= Treatment success == Treatment failed — Died - Lostto follow-up - Not evaluated = Treatment success = Treatment failed = Died — Lost to follow-up ~— Not evaluated

Tedavi basarisinin arttirilmasi i¢in kisa sureli tedavi rejimlerine ihtiya¢ duyulmaktadir



Tedavi basarisinda en blyuk sorun: Zaman!

e 2. Fenotipik Tolerans o
1. Duyarli Popiilasyon (Persister Hiicreler) 3. Genotipik Direng

| I D e
. S ilaglara genetik direnci olmayan Tedavi erken birakildiginda
llagla len aktif basiller ancak cevresel stresle uykuya uyanan ve aktif replikasyona
dalan alt popiilasyon baglayarak mutasyona ugrayan
\ / . B hucreler J

*Uzun tedavi suresinin nedeni fenotipik tolerans
*Bazi bakteriler stres altinda persistan hucrelere donusur
*Tedavi erken birakildiginda aktiflesir ve direncg gelistirir



Novel tuberculosis combination regimens of two and three-months therapy

duration

Tawanda Gumbo, Moti Chapagain, Gesham Magombedze, Shashikant Srivastava,
Devyani Deshpande, Jotam G. Pasipanodya, Ruramai Gumbo, Keertan Dheda, Andreas Diacon,

David Hermann, Debra Hanna
doi: https://doi.org/10.1101/2022.03.13.484155

B-Pa-L Rejimi: Uglii Sinerjik Etki Mekanizmasi

Bakterilerin eradikasyon hizi dnemli
Yeni ilagc kombinasyonlari sinerjik etkili

Dogru kombinasyonlarla tedavi stiresi 2—3 aya kadar kisalabilir

A Standard Therapy:All populations B BPaMZ 100-
— —_— — — | 964
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Kisa Sureli Tedavi Neden Onemli?

3. is Yiikii ve Maliyeti
Minimize Etmek

Kisa Sur}
Hedeflenmis

Tedavi [4. Direng Riskini J

1.Tedavi Uyumunu
Artirmak

Azaltmak

2. llag Toksisitesini
Diisirmek

2035
Daha Daha Daha :
T — Eradikasyon
‘ Kisa + Diisiik + g AZ o < (G/ ) ’
( ‘ Sire @ Toksisite ‘ Maliyet |I‘(':gi?|ﬁl'l‘lsaslm.



Tuberkuloz Onleyici Tedavi (TPT)

—
HIV ile Yasayanlar
DS-DRTB (En Yiiksek Oncelik)

Ev ici Temaslilar

L] Diger Risk Gruplari

Direncli TB Temashlar




Kisa Rejimler MUmkin mua?

Tiiberkiiloz Onleyici Tedavi

WHO
Qnsohdated

: e on
tuberculosis

Modue 1: Prevention
Tuberculosis preventive treatment

Geleneksel Yaklagim Modern Kisa Siireli Rejimler Direncli Vaka
(Rifamisin Tabanl) Temashilan

@

o - 6H / 9H: 6 veya 9 aylik glinlik THP: 1 ay boyunca giinliik Rifapentin @ - 6Lfx: MDR/RR-TB temasllari igin

Izoniazid monoterapisi. + Izoniazid. (En kisa rejim). 6 aylik giinlik Levofloksasin. ~

A\ - Zorluk: Uzun siire, yiksek hasta - 3HP: 3 ay boyunca haftalik Rifapentin WHO'nun en giincel (2024) gigli
+ Izoniazid. onerisidir

yorgunlugu, karaci%er toksisitesi

riski, dustk tamamlama oranlar - 4R/ 3HR: 4 aylik giinliik Rifampisin
veya 3 aylik Rifampisin + Izoniazid.

- Avantaj: Cok daha kisa sire, yiiksek

hasta uyumu, daha iyi givenlik profili.

O OF & &k
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Four Months of Rifampin or WNine Months
of Isoniaz=id for Latent Tuberculosis in Adults

. fMenzies, M. Adjobirmey, R. Ruslami, A. Trajman, O. Sow, H. Kirm,

J. Obeng Baah, G.B. Marks, R. Long, v. Hoeppner, K. Ehwood, H. Al-Jlahdali,
. Grninafon, L. Apriani, R.C. Koesoemadinata, A. Kritski, W. Rolla, B. Bah,
AL Carmara, 1. Boakye, W ). Cook, H. Goldberg, . valiguette, K. Hornmnby,
M.-). Dicon, P.-Z_Li, P.C. Hill, K. Schwartzrman, and . Benedetti

* 9 Ulkede, 6012 katilimci, randomize kontrolli calisma

* 4 aylik rifampisin ve 9 aylik izoniazid karsilastirildi

Tedavi Tamamlama Orani 4RIF 9INH

Uyum ve
Tamamlama
+%15.1 Mutlak Fark
| %78.8 Tiim Evre 3-5 %26 AN E—
%63.2 I Olaylar s Fark
i .0 Karaciger
glepalltotokslk %0.3 %1.2 Toksisitesi
aylar Fark DUSER
9INH 4RIF
(o) 0
+%15.1 -%1.2
o
Daha Tedavi Daha .Dﬁsﬁk

Tamamlama Orani Hepatotoksisite Orani

~
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Three Months of Rifapentine and Isoniazid for Latent
Tuberculosis Infection

Timothy R. Sterling, M.D., M. Elsa Villarino, M.D., PM.P.H., Andrey S. Bo MDD, PMP.H., Nong Shang, Ph.D.,

Fred Gordin, M.D., Erin Bliven-Sizemore, M._.P.H ., JL.ILli'," Hackrmrman, Ft: N , Carol Dukes I—l milton, r\.—-‘l .,
Dick Menzies, NM.D., Ay <errig_ar|, R. N r1 S. M., Stephen E. Weis, D.O., Marc Weiner, M.D., Diarne Wing, R.MN.,
PMarcus B. Conde, M. D., Lorna Bozeman, M.S., C. Robert Horsb Jr ML D Richard E. Chaisson, M.D.,
for the TB Trials Consortiurm PREw E“JTTB Study Tearm™

* Prevent calismasi, 7731 katilimci, randomize kontrolli calisma
3 ayhik haftalik rifapentin + izoniazid rejimi etkili, glivenli, uygulanabilir

Klinik Kriter 9INH SHP

Tlberkuloz Gelisim Orani %0.43 %0.19
(Etkinlik) (15 Vaka) (7 Vaka)

(TSSSr\:wi))/i Tamamlama %69.0 %82.1

llaca Bagli Hepatotoksisite o o
(Gvenlik) %2.7 %0.4



Clinical Trial > PLoS Med. 2026 Feb 10;23(2):e1004758. doi: 10.1371/journal.pmed.1004758.
eCollection 2026 Feb.

Acceptability and safety of one versus three months
of rifapentine and isoniazid to prevent tuberculosis
in people exposed in the household or workplace in
Brazil: The Ultra—Curto randomized controlled trial

Ultra-Curto, Brezilya'da 500 katilimci, Faz 4 randomize klinik calisma
1 ayhlik glinliik rifapentin ve izoniazid, 3 aylik haftalik rifapentin ve izoniazid
1 aylik rejimde 3 aylik rejime gore daha yuksek tedavi tamamlanma orani

3HP'ye Rastgele Atanan (1=251)

Eski Standart (3HP) Yeni Yaklagim (1HP) Tedavi Tams hma@rgm%%j
L. T B A1 _—[—'—
AT e
LI LEEE 0000000
S aeas 0000000 Sonuglar icin analiz edilen -> 249 Sonuglar icin analiz edilen -> 251

— - 0000
sk Standar: 3y boynca } Ut urto 2026 e Yokan):
e = Tasarim; Faz 4 Randomize Kontrll Kink | | Hedef Kitle: 15 yas ve iizer, HIV-negatf, yakin
Deney (N=500). zamanda Tuberkiloz maruziyeti yasamis bireyler,




Daha kisa rifamisin bazhi rejimler (1HP, 3HP, 3HR, 4R)

tedaviye uyum ve tamamlanma oranlarini artirir.

1HP (Giinlik, 1 Ay)
3P (Haftalik, 3 Ay)
3HR (Ginlik, 3 Ay)

4R (Ginlik, 4 Ay)

6HI9H (Gilnlik, 6-9 Ay)

28 doz | Alternatif Oneri

.. Sadece 12 doz | Giigli Oneri

Eski Standart

WHO
consolidated
guldelines - ;
tuberculosis

Module 1: Pravantion
Tuberculosis preventive treatment

@N“

TB preventive treatment with Soniazid or rifamycins

19. The following TB preventive meatment options are recammended
regardless of HIV status: & or 9 months of daily isoniazid, or a 3-month
regimen of weekdy rifapentine plus isoniazid, or a 3-month regirmen of
daily isoniazid plus rifampicin.

20, The following alternative TB preventive treatment options may be
used regardless of HIV status: a 1-ranth regimen of daily rifapentine
plus isoniazid or 4 months of daily rifampicin.




e
>

KURESEL ViZYON
(DSO YAKLASIMI)

1HP Rejimi (1 Aylik Gilnldk |

300mg INH + 600mg
Rifapentin)

Ultra kisa stireli koruyucu tedavi,

Ozellikle HIV pozitif (PLHIV)
bireylerdeki yliksek
tamamlanma oranlanna
dayanarak siddetle tavsiye
edilir.

Rifapentin Temini
Tiirkiye'de giincel olarak
Rifapentin (RPT) etken maddell
ilacin tedarik zorluklan ve
yiiksek maliyeti.

Kanit Eksikhigi
Tiirkiye'nin asil hedef kitlesi
olan HIV-negatif toplumda
1HP'nin kullanimina dair leteﬂi
yeterlietkinlik/glivenilirli

verisi yoktur; periferik ndropati
ve hepatotoksisite riskleri
Izlenmelidir,

ULUSAL STANDART
(TORKIYE 2026)

——

THP rejimi, rifapentin temin
edilebildiginde onerilen,
ancak HIV negatif
populasyonda veri kisithhg
nedeniyle sartli onerilen bir
segenektir

o5 ¥ 0

TCSAGLIX BAKANLIGH

TUBERKULOZ
TANI VE TEDAVI
REHBERI




Meta-Analysis 2> NEJM Evid. 2025 Jan;4(1):EVIDoa2400190. doi: 10.1056/EVID0a2400190.
Epub 2024 Dec 18.

A Meta—-Analysis of Levofloxacin for Contacts of
Multidrug-Resistant Tuberculosis

‘ VQUIN TB-CHAMP
[ + Yer: Vietnam * Yer: Giney Afrika

+ Odak Yetiskinler  Odak: Kiicik Cocuklsr
(ABsrikh olarak >15 yas) (Agwlich olarak <5 yas)

Direncli TB temaslilarinda, meta-analiz, 2 RCT calisma
Levofloksasin etkisi plasebo ile karsilastirild Vs Vi
6 aylik levofloksasin tedavisi ile TB riski %60 azaldi o ! o
Ciddi yan etkiler goralmedi :

6 aylik levofloksasin tedavisi gii¢lu bir 6neri R ‘ 4 ?&%ﬁ."?%ﬁ"

peees Derece 3 ve Uzeri Ciddi Levofloksasin ile plasebo arasinda anlamh bir fark bulunmamistir
0/ 6 O Az a I m a 3 |1 Advers Olaylar (Risk Orani 1.07).
o 2 e
£ ’ i Kas-iskelet Sistemi Etkileri: Ozgiil Bir Yan Etki Ayrigmasi
e E ail 744 Tiim derecelerde Risk Orant; 6.36
(%95 GA, 018 - 0.92: P=0.03). Ed T % i
| , 5 | LT Yetigkin Riski (VQUIN) Cocuk Giivenligi (TB-CHAMP)

Vaka Levofioksasin grubunda | Plasebo grubunda o _,.r—"_'_'_ T 0 0
Sayilar: | sadece 8 vaka 21 vaka 0 ek /022,9 ° /01.3
: - 0 6 12 18 24 30 3% 42 48 5 4 (6/452)
Haftalar " n ]




Kisa sureli TPT rejimlerinin katkisi artiyor!

 TPT tamamlama orani (2023):
Evici temashlar =) %89
HIV ile yasayanlar ) %84

* Kisa sureli rejimlerin kullanimu:
2023: 1 milyon Kkisi
2024: 2.1 milyon kisi

2021'de sadece 52 Ulke

P
88 ULKE

Kisa siireli rejimleri aktif
olarak uyguluyor (2024)




Kisa Rejimler MUmkin mu?

llaca Duyarh TBC (DS-TB)
Gecgmis: Standart 6 Ay
(2HRZE/4HR)

Gegmis: 18-24 Ay,
enjeksiyonlu

llaca Direncli TBC (DR-TB)

Kapsam: Yetiskinler (Study 31)
ve Cocuklar (SHINE Trial)

6 veya .9
AYA INiS

Kapsam: BPaLM (6-Ay) ve
Modifiye 9-Ay rejimleri

WHO

consolidated
on

tuberculosis

Module 4: Treatment and care
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Four-Month Rifapentine Regimens
withh or without Moxifloxacin for Tuberculosis

- Dorman, P, Nahid, E.V., Kurbatova, P. P ). Phillip=s, K Bryanmnt, K. | Dooley,
M. Engle, S V. Goldberg, H.T .1 Phan, J. HMakirm, ) .1 Johnson, M. Lourens,
~NLOA Martinson, » Muzanyi, K Narunsky s Nerette, NV Nguyeny, T M4 FPhiarnm,
S, Pilierre, AL o

irficeld, W. Sam ane ka, R M. Savic, |, Sannmne, N A, Scott, J. Shenjs
¥ Slzemore, A Vernon, Z. Waja, M. Weiner, S Swindells, and R & CThaisson
for thhe AIDS Clinlcal Trials Grouwup and thhe Tuberculosis Trials Consortiurm

e Study 31, duyarli TB tedavisinde 4 aylik tedavi

* 13 llke, 34 merkez, Faz 3 RCT ¢alisma Geleneksel

e Rifampisin mmmmmm) Rifapentin s
Etambutol =) Moksifloksasin

* 6 aylik tedavi ile 4 aylik tedavi kargilastirildi m' 9HPMZ / 2HPM . ol

pulmoner TBC.

Yeni Formiil
Bileenleri

ZHRZE / 4HR H: izoniyazid

P: Rifapentin
M: Moksifloksasin
Z: Pirazinamid




Karsilastirmali Etkinlik: 4 Aylik Rejimin Klinik Kaniti

Kapsam: 34 uluslararasi merkez (Brezilya, Cin, Hindistan, ABD, Giiney Afrika) | 2.516 mikrobiyolojik olarak uygun hasta.

Klinik Metrik Rifapentil(nl-‘?;;(f)ifloksasin Starzg:;t:s?klm
Kiir Orani %84.5 %85.4
Tedaviyi Tamamlama %99.7 %99.0

14 Giin Sonrasi Olim %0.4 %0.8

Ciddi Yan Etki %18.8 %19.3



1))

Optimizing (O) rifapentine-based (RI) e
regimen and shortening (EN) the treatment

of drug-susceptible tuberculosis (T) (ORIENT)
using an adaptive seamless design: study
protocol of a multicenter randomized controlled
trial

Zhen Fenag', ¥Yan Miac®, Ying Peng®!, Feng Sun’, Yilin Zhang’, Rong Li?, Shijia Ge', Xinchang Chen!,
Limgyun Song’, Yang Li"", ¥iaomeng Wang®™ and Wenhong Fhang™

Popiilasyon: 400 DS-TB Hastasi

Asama 1 (Faz |l)

400 Hasta.

Rifapentinin en etkili ve
glivenli dozunu
Kontrol Kolu Reji Kisa Rejim+ Kisa Rejim + belirlemek

ifapentin £ Rifapentin + Rifapentin +

WHO Standart Rejimi* JRifapentinkl Rifapentin'15mg/kg | Rifapentin 20 mg/kg

(100/Hasta) §100] GESE) (100 Hasta)

Randomizasyon

\

ORIENT, Cin’de, Faz ll/1ll cok merkezli, protokol asamasinda
4 aylik tedavinin sahadaki uygulanabilirligi degerlendiriliyor
Rifapentinin en glivenli ve etkili dozunu belirlemek (10, 15 ve 20 mg/kg)

Asama 2 (Faz Ill)

Orneklem biyiikliig
genigletilir (Maks 2442
hasta)

Rejimin uzun vadeli
etkisini kanitlamak

Gelecekte kisa streli tedavi stratejilerine 6nemli kanitlar sunmasi beklenmektedir



llaca Duyarli Tiiberkilozun 4 Aylik Rejimlerle Tedavisi

llaca duyarh akciger tuberkilozu olan 12 yas ve uizerindeki kisiler,
izoniazid, rifapentin, moksifloksasin ve pirazinamid iceren 4 aylik bir
rejim ile tedavi edilebilir.

WHO
consoli
S

2. Treatment of drug-susceptible TB using 4-month regimens UiE8lines - ) o
tuberculosis
No. Recommendation

Module 4: Treatment and care

21 People aged 12 years or older with drug-susceptible pulmonary TB may receive
a 4-month regimen of isoniazid, rifapentine, moxifloxacin and pyrazinamide
(2HPMZ/2HPM) (conditional recommendation, moderate certainty of evidence).




= —
"12 yas ve uzeri ilaca duyarlh
prpulmoner tiberkiuloz hastalari, 4
avlhik izoniazid, rifapentin,
moksifloksasin ve pirazinamid
CHPMZ/2HPM) rejimi alab;],;,rler-
(Sartli onerxiyorta a duzeyde kanit '/

ke31nli§i)" i

1= IR

Hap Yukunun Fazlahgi (Rifapentin 1200 mg)

Yiksek Ilac Maliyeti (Rifapentin pahali)
Rifapentine erisimin sinirli olmasi

llac Duyarhilik Testi (DST) Gereksinimi
(Fluorokinolon direncinin yuksek oldugu

bazi bolgelerde)

Onerilmeyen Gruplar

(Dislananlar; <12 yas veya <40 kg

212 yas ve 240 kg olmalidr, hastalar > 6 Aylk Standart)

Hamile veya emziren

kadinlar harictr (Glivenlilik verisi yetersiz).

Siddetli EPTB

formlar ve CD4
<100 olan HIV
hastalan harictir.

(Glivenlilik verisi yetersiz).




2023
e @ 5ilke

« £8 1271 hasta

2024

« @ 15lke
« £8 4154 hasta




DR-TB Kisa Tedavi Rejimleri

Geleneksel Yaklasim Yeni Devrim
«A
/?59
CDQJ@
18-24 Ay, toksik, enjektabl agirhkl. Tamamen Oral, Yuksek Etkinlik

|
1. TB-PRACTECAL n 3. BEAT-TB
_———————




» N Engl J Med. Author manuscript; available in PMC: 2020 Mar 5.
FPublished in final edited form as: N Engl J Med. 2020 Mar 5;382(10):893-902. doi: 10.1056/NEJM0al901814 5

Bedaquiline, pretomanid and linezolid for treatment of extensively drug
resistant, intolerant or non-responsive multidrug resistant pulmonary
tuberculosis

Nix, BPaL (Bedakilin, Pretomanid, Linezolid) rejiminin guvenligi ve etkinligi
Gulney Afrika’da 109 hasta, 1200 mg linezolid

Nix-TB
6 aylik tedavi ile %90 tedavi basarisi saglandi (BPaL Rejimi)
Linezolide bagli %81 periferik néropati Sadece 6 Ay
o . )
%48 miyeloslipresyon Tamamen Oral, 3 llag
ZeNix calismasi baslatildi
o
%90
Linezolid Kaynakh Toksisite
Yonetimi




Randomized Controlled Trial > N Engl J Med. 2022 Sep 1;387(9):810-823.
doi: 10.1056/NEJMo0a2119430.

Bedaquiline-Pretomanid-Linezolid Regimens for
Drug-Resistant Tuberculosis

e ZeNix, Faz 3 RCT calisma, 181 hasta dort farkl gruba ayrildi
* Linezolid ilacinin en uygun dozunu ve kullanim suresini belirlemek

* En yuksek tedavi basari orani ve duslk yan etki riski ginlik 600 mg 26 hafta

Randomize, kismen kor, uluslararasi gok merkezli klinik caligma (N=181). s e { - I26HH-‘ o
mg mg/9H ~ 600mg mg

oA ey : Kinik Etinik l %89 l %91 XL
Grup 2 Grup 2 ‘| L e
Noropati

Grup 4 Grup 4 | ) . s 2

T e R B e e e e MiYEIOSUpfesyon /022 /015 /02 %7
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Doz Degisikligi
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Pretomanid




TB-PRACTECAL: study protocol -

for a randomised, controlled, open-label, phase
IH—I1l trial to evaluate the safety and efficacy

of regimens containing bedaquiline

and pretomanid for the treatment of adult
patients with pulmonary multidrug-resistant
tuberculosis

Catherine Berry "@, Philipp du Cros’2, Katherine Fielding?, Suzanne Gajewski?, Emil Kazouwnis!

Timothy DL McHugh®, Corinne Merle®, llaria Motta’, Dawvid & 1. Moore” and Bern-Thomas Myangwa®

 PRACTECAL, cok merkezli, Faz 3 RCT klinik calisma

* BPaL rejimini Mfx ve Cfz ile gliclendirmek ve standart tedaviyle karsilastirmak

* Moxifloxacin iceren 6 aylik BPaLM rejimi standart tedaviden daha etkili

x| Wooran | ol | St BPaLM Rejmi

Standart Rejim

i Bagari Orani %89 - %52
ipkomor) 53,2 4 %20

Standart
Tedavi (S0C)

et (35, Derece) an 2 %7 | h 91



llac Direncli Tuberkiilozun 6 Aylik Rejimlerle Tedavisi

TB-PRACTECAL

ZeNix

Linezolid 600mg / 26 Hafta
dozuyla saglanan glivenlik
ve diisuk toksisite dengesi.

Moxifloxacin’in BPal'e
eklenmesiyle elde edilen %89
etkinlik ve 6 aylik mucize.

WHO
Recommendation 1.1 The 6-month bedaquiline, pretomanid, consolidated
linezolid and moxifloxacin (BPaLM) regimen i
tuberculosis
MNo.  Recommendation
Module 4: Treatment and care
11  WHO suggests the use of a 6-month treatment regimen composed of bedaquiline, e
pretomanid, linezolid (600 mg) and maoxifloxacin (BPalM) rather than the 9-month or
longer (18-month) regimens in MOR/RR-TB patients.
(Conditional recommendation, very low certainty of evidence)




BEAT Tuberculosis: a randomized controlled trial of a 6-month strategy for
rifampicin-resistant tuberculosis

Francesca Conradie, Tasnim Badat, Asanda Poswa, Shakira Rajaram, Shaneen Kooverjee, Gary Maartens, Graeme Meintjes, Norbert Ndjeka, H.S SchaafF,

Jennifer Hughes, Pauline Howell, Patrick Phillips.

e BEAT, Gliney Afrika, 403 hasta (¢cocuklar, hamile ve emziren kadinlar dabhil)

« 6 aylhk bedakilin (B), delamanid (D), linezolid (L) * levofloxacin (Lfx) ve
clofazimine (C) rejimi ile 9 aylik veya daha uzun rejimler karsilastirildi

Tedavi basarisi = %85-86 olup standart tedaviye

inferior bulunmust
el s i Yiksek Recommendation 1.2 The 6-month bedaquiline, delamanid,

oy linezolid, levofloxacin and clofazimine (BDLLfxC) regimen

) (

6 aylik rejim, klasik 29 ay tedavilere gére belirgin No. Recommendation (NEW)

s 12  WHO suqqests the use of a 6-month tretment maimen composed of bedaquiine
delamanid knezolid (600 mg), levofiaxacin, and cofazimine (BOLLAC) in MDR/RR-TB
patients with or without fluoroquinolone resistance
(Conditiona! recommendstion, very low certainly of endence)

sekilde daha kisadir

World Health Organization rehber degisikligine

katki saglamigtir
Eski Standart BEAT-TB

(18-20 Ay) (6 Ay)




» N EnglJ Med. Author manuscript; available in PMC: 2025 Jan 30.
Published in final edited form as: N Engl J Med. 2025 Jan 30;392(5):468-482. doi: 10.1056/NEJM0a2400327 5

Oral regimens for rifampin-resistant, fluoroquinolone-susceptible
tuberculosis

 EndTB, 7 ulkede cok merkezli, 754 hasta, Faz 3 RCT klinik calisma
* Direngli TB tedavisi icin 9 aylik oral ilag rejimlerinin glvenligini ve etkinligi

* Bedakilin, clofazimine, delamanid 5 farkli rejiminden 3’G standart tedavi kadar etkili

ETKINLIK

REJIM SURE (% OLUMLU) KLINIK KARAR
9BLMZ 9 Ay %89.0 SNERlSRO8
9BCLLfXZ 9 Ay %90.4 e ONERILIYOR
9BDLLfxZ 9 Ay " B W (En Iv(v) zi':itir\((sev':nngn
9DCLLFXZ 9 Ay %78.8 R s lldl
9DCMZ 9 Ay %83.2 st
Kontrol 18-24 Ay %80.7 Gegmis Standart
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STUDY PROTOCOL Open Access

The endTB observational study protocol: c,(_‘!)ﬂ
treatment of MDR-TB with bedaquiline or -
delamanid containing regimens

» 7 farkh tlkede, 2600 hasta, Faz 3, prospektif, farmakovijilans calismasi
* Bedakilin, delamanid iceren rejimlerin glivenligi ve etkinligi

» Gercek yasam verileriyle DSO rehberine bilimsel kanit sunmak

Hedef Olgek
DSO CID-TB tedavi |
kilavuzlarinin revizyonu igin 1 7 U I ke!
kritik, bagimsiz bilimsel kanit
Nisan 2015 - Eylul 2018
..endTB arasinda kiresel, prospektif
Gozlemsel hasta alim.
Calismasi
- Tedavi Rejimi
Oda Rutin ba}gnm altinda :
Gergek Yagsam Verileri (RWD) bedaquiline veya delamanid
ile sistematik etkililik ve aktif ugergn_punya Saglk
farmakovijilans takibi. rgitd (WHO) ara
kilavuzlanna uygun rejimler.




llac Direncli Tuberkiilozun Modifiye 9 Aylik Rejimlerle Tedavisi

* Florokinolon direnci olmayan direncli TB hastalarinda 18 aydan uzun rejimlere kiyasla
9 aylik modifiye oral rejimlerin kullanilmasi 6nerilir (BLMZ > BLLfxCZ > BDLLfxZ).

1. Tercih: BLMZ

4 ilaghk optimize kombinasyon. En dustik maliyet ve hap yiku.

2. Tercih: BLLfxCZ

5 ilaghk alternatif, Clofazimine tabanh.

3. Tercih: BDLLfxZ (6 (ED

Bedaquiline ve Delamanid'in birlikte kullamldlgl guqlﬁ 5'i rejim.

Hasta Profili
Yaygin/ileri Akciger T8 +/ Uygulanabilir.
Cogu formda uygulanabilir (MSS, osteoartikuler ve
Ekstrapulmoner TB V. Sccinis omisc b
Gebeler ve Emzirenler +/ Givenle uygulanabilir.
Pediatrik Vakalar V4 ml?é%zg:;w

WHO

consolidated
on

tuberculosis

Module 4: Treatment and care

Recommendations 2.2 and 2.3 The modified 9-month all-oral
regimens for MDR/RR-TB

No. Recommendation (NEW)

2.2  WHO suggests using the 9-month all-oral regimens (BLMZ, BLLIxCZ and BDLLRZ) over
currently recommended longer (>18 months) regimens in patients with MDR/RR-TB and
in whom resistance to fluoroguinolones has been excluded. Among these regimens,
using BLMZ is suggested over using BLLfxCZ, and BLLfxCY is suggested over BDLLfxZ.



DR-TB Kisa Tedavi Rejimlerinin Kullanimi (2022—-2024)

« @ 41iilke 2023

« &8 1.744 hasta . @ 103 iilke
2023

- @ 60ilke 2024 :

« &8 5653 hasta e @ 99 ilke
2024

« @ 97iilke

« £8 34.256 hasta



‘; DUVARLI TB: Hasta  x12 DIRENGLI TB: Kisa 23,
‘) Giivenligi Onceligi &2 ’ = Sireli Oral Kir BL -
WHO = (BPaLM)
.GGDSOIidate.d: . Rif :
,’%5} S FS apentll'l ve ~ i : " o
ol | 0 om0 wonmmeewn | ERGEEICS
tuberculosis aylik kisa rejim dnerisi. REHBERI
4 aylik rejime gegilmeyerek, BPaLM/BPaL rejimi ana
Jlodule & Trestre e mE 2 ;22"?‘ kanitlanmis 6 aylik 2 m‘ tedavi semasina hizla
? standart rejime devam. * adapte edilmigtir.
' Kanita Dayali Temkin: ~ Kritik Uyum:
Bilim Kurulu, 4 aylik yeni rejimi, yan 9-18 aylik uzun ve enjeksiyon
etkileri ve kullanim kisithliklari nedeniyle gerektirmeyen oral, 6 aylik kisa rejim
onermemektedir. onerilir.

Ulkemizdeki TB tedavi rehberi DSO dnerileri dogrultusunda glincellenmistir

Duyarli TB tedavi yaklasimi yerel kosullara gore farklilik gostermektedir

llaca direncli TB tedavi yaklasimi DSO ile uyumludur

Bu vakalar Bakanlikca yetkilendirilmis Referans Hastaneleri tarafindan yonetilmelidir



Gelecekte TB Tedavisinde Neler Olabilir?

2025 Global New TB Drug Pipeline’

Discovery Preclinical Development

Clinical Development

i

L ]
I L ]

Lead T
8 Early Stage " g1p / GLP Tox. Phase 1

Optimization ._,-"" Development P

TBDO9 (MK-7762)

TBD10 (MK-3854) OTB-658

Indazole sulfonamides

Diarylthiazoles

UnMMN-120/121 -
DprEl Inhibitors TBI-223
. o FIM-3002*
Direct I“hln I“hl bl'tum e e TBA.I ‘58?
Mth energy metabolism X20404*
Gyrase Inhibitors GSK-B39*
. MPL-447*
T'::"""“::“ s . Macozinone*
nhibitors o mplL3, NTE-3119
Translocase-1, ClpC1, IPBTZ—IEQI
ClpP1P2, PK513, F-ATP ISF-3285*
synthase, RNAP
CPZEN-45*
Oxazolidinones TBED11
DnaEl fMargenicin MBX-4888A (1810)* ;CLB-QTSI *
analogs FNDR-20364*
G5K-286"

*Mew chemical class. Known chemical classes for any Indication are color coded: Rifamycin,
oxazolidinone, nitroir izole, diarylguinoline, benzothiazinone, imidazopyridine amide, beta-
lactarm. Smaller type indicates candidates requiring additional research/support to advance.

! Mew Molecular Entities not yet approved, being developed for TB or only conditionally approved for TB.
Showing most advanced stage reported for each. Detalls for projects listed can be found at
http:/ fwaww. newtbdrugs org/pipeli=a/clinical

Ongoing projects without a lead ce. sound identified: http:/fwww newtbdrugs.org/pipeline/discovery

.

Regulatory
Market

Phase 2 Approvals

Delpazolid
Sutezolid, Tedizolid

Sorfequiline Sudapyride Bedaquiline*

(TBAJ-876) (WX-081)

BTZ-043* Quabodepistat
(OPC-167832%)

TBA-7371*

Alpibectir Delamanid*®

(BVL-GSK098)*

Pretomanid®
Ganfeborole
(GSK-656%)
&% WORKING GROUP
@ ON NEW TB DRUGS
www.newtbdrugs.org

Sanfetrinem
Telacebec* (Q203)
Pyrifazimine (TBI-166)

S0-109* Updated: Nov 2025

https://www.newtbdrugs.org/pipeline/clinical



Sorfequiline
TBAJ-876

» Antimicrob Agents Chemother. 2024 Aug 28;68(10):e00613-24. doi: 10.1128/aac.00613-24 5

Pharmacokinetics and safety of TBAJ-876, a novel antimycobacterial
diarylquinoline, in healthy subjects

Antonio Lombardi '™, Fran Pappas !, Jerry Nedelman !, Dean Hickman !, Sarah Jaw-Tsai 2, Morounfolu Olugbosi

1

1. Paul Bruinenberg 3, Maria Beumont 1, Eugene Sun

ey Etki

Toksisite

Sinif

Bedaquiline sinifi ATP sentaz
inhibitord.

Test Edilen Kombinasyon Klinik Durum

Faz 2 tamamlandi. Su an 5

SPaL (Pretomanid ve linezolid
tilkede Faz 3 asamasinda.

kombinasyonu) ile test edildi.




Sutezolid in combination with bedaquiline, delamanid, and
moxifloxacin for pulmonary tuberculosis (PanACEA-
SUDOCU-01): a prospective, open-label, randomised, phase
2b dose-finding trial

MNorbert Heinrich™, Christina Manyama®, Simon E Koelg Stellah Mpagama, Francis Mhimbira, Modw okgotla Sebe, Robert 5 Wallis,

MNyanda Ntinginya, Alphonce Lipyoyo, Beno Huglin, L flian Tima Minjo Larissa Wognerberger, Krista 5t oycheva, Tresphory Zumbo, Ivan Nosefia,
Daud D Peter, Hearan Makkan, Darek ] Soamn, Lindsey te Brake, Jodie Schildkrout, Rob EA arnowtss, Timot by D' McoHw gh, Leticia Wil diner,
Martin Boeree, BrianH Aldana, Fatrick P | Phillips, Michas Hoelscher Hin M Svensson, on behalf of the PanA CEA consortiemt

1. Geligtirme Amaci
Nogepati & saptanmad Linezolide alternatif olarak gelistirilmis.

2, Etkinlik
Faz 2b ¢alismasinda Bedaquiline, delamanid
ve moxifloxacin ile kombinasyon halinde
degerlendirildi.

Myelogifresyon | @ Saptanmadi 5 ik calema

o Bakterisidal etkinligi arttirdigi
o Noropati veya myelosiipresyon saptanmadigi
e Giivenli ve iyi tolere edildigi bildirildi




Clinical Trial > Am J Respir Crit Care Med. 2025 Aug;211(8):1504-1512.

I e I a Ce bec doi: 10.1164/rccm.202408-16320C.

Telacebec, a Potent Agent in the Fight against
(Q203) Tuberculosis: Findings from a Randomized, Phase 2
Clinical Trial and Beyond

/ =
- ‘xf\@

» Faz 2 galismada, 64 DS-TB
hastasinda 14 giin 100, 200

F,F,-ATP ve 300 mg Telacebek
Sentaz standart tedavi ile
kargilastinid

« 300 mg dozda doz-bagimli
bakterisidal aktivite gozlendi

Telacebec
(Amilorid Tiirevi)

« Ciddi yan etki saptanmadi

» kombinasyon ¢aligmalan
Sitokrom bd dnerildi
Oksidaz




e International Journal of Pharmaceutics
=
Fl . SsEFVIFIR Journal hamapage: wwwew, aleorsior, comydlocate/i jpharm

)

Development of hishly concentrated bedaqguiline suspensions for usaze as
long-acting injectable formulations™

Felacds Falmneve Hansen , Madina Zulbeari . Bends Holim

Irepurtenend of Plgsdes, Cheenisiry ansd Py, iy of Souifeers Dok, Comgmasvef 55, S200F Daleeise, Do

Bedakiline fumarat ile nano ve mikro stispansiyon formlari

3 ayda bir uzun etkili kas i¢i enjeksiyon

llac uyumunu artirmak ve ilac direncini énlemek

lleri faz insan klinik verilerine ihtiyac vardir

94 Bedaquiline D50 = 0.391 pm TEK
Fumarat Tuzu

ot eion
R AT Feas Kg“::::;g:%n (Optimize Edilmis — IS
L Uzun Etkili Periyodi . .
Aylar Siiren 3 Enjeksiyonlar Kapasitesi) Kinetik Salinim) KORUMASI

Gunluk Haplar



Tuberkuloz Tedavisinde Yeni Nesil
Nanoteknolojik Yaklasimlar

Nanoteknoloji tabanli

modern tedaviler ——
ge“$tirllmektedir. = -:5 Next Nanotechnology
£ -L-
I Pournal ROMeDage | www Allenoecdinct con sl s t-cancAsehnog y
Review article "

Nanotechnology-based novel approaches for the treatment of tuberculosis

N. Afreen *, M. Shamshath Begum"®, Smriti Sharma ¢

* [laclarin dogrudan makrofajlara ve graniilomlara iletimini saglar

* Yan etkileri azaltirken tedavi etkinligini artirir y/

* Cogu calisma preklinik asamadadir
* Klinik kullanim icin ileri faz calismalar gerekli

_ Hassas
[~ Hedefleme

Konsantrasyon



(D 7B Alliance | Global TB Stakeholders
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Anti-TB Natural
Products
Evote

ClpCl

Harvard

ClpP1P2 Programs
Harvard
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Evoto
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PAN-TB Collaboration
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0 TB Alliance | Drug developmient pipeline*

EARLY DEVELOPMENT

TBAJ 587
[Dlarylquinoline
ERAATE

INITEQTE

BPAMZ /SEM

NCOOS
TBA)-876
/Dlarylquinoline
Q203

NCATS
Qurenrt

Sutezolid/
Oxazolidinone

TBA- 7371/
DpeEL Inhibitor

81223/
Oxazolidinone
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Yalre

BPaL
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linerolid

Viatre
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LATE DEVELOPMENT
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moxifaxace «

pyrannamide
PaniCEA
Radbou

Vit

TB Practocal »*
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BPaUM
bedaquiline «
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moxiflaxacia

MSF Amate

® MARKETED
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wonlaad
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DEVELOPMENT

Pretomanid

Yatre
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FOR USE
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Protomanid for use in BPaL
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Horga
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Remirgton

Viatrs



TB Alliance Hedefi =mmmp Evrensel Tedavi

o

Tra N SfO rmin g ACt ve Existing Next-gen Innovative FIRST
medicines @ treatment © delivey © “UNIVERSAL"
TB treatments (in current pipeline) stiidlogis REGIMEN ¥
B ox
A PROJECTED VISION FOR ‘ , =
First approved regimen for Regulatory First “universal
SHORTER, SIMPLER TB CARE DR-TB (FDA & EMA) approval for SPaL regimen for all active TB
HISTORICAL OPTIMIZED
ONE DAY
FEEEENEEE LY ww T e @ to treat latent
ool e CEE W w TB infections
18 months 6 months 4 months 1 month futu re niecuon
SUCCESS RATE [ orte [ | e T [orte —  -o0% DR-T8 -90% [l
BY ELIGIBLE (effective against f TB
POPULATION bedaquiline-resistant strains) 0
ONE MONTH
TREATMENT 14,000 4.5 1-2 Ultra short  long-lasting th to treat active
DELIVERY pills +injections pills per day pills per day course of pills injection era py TB infections
/] o (]
SAFETY Frequent & severe Reduced fewer side-effects Improved safety Improved safety for all forms of
side-effects & monitoring reduced monitoring T8, further reduced monlitoring
BURDEN $ ' High t@ 1,‘ Reduced @® $ Further ® $ Reduced need ®
%oc:gun burden burden W reduction W w for diagnostics w
SYSTEM

“1 aylik aktif TB tedavisi ve 1 gunlik latent TB tedavisi”
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