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Kuresel hastalik yuku

Global hepatitis
report 2024 e 187 ulke verileri (2022);

Action for access in low- and middle-income countries

* 1,3 milyon viral hepatit kaynakli 61im
* %17 Hepatit Ciliskili
* Tahmini 1 milyon yeni hepatit C enfeksiyonu

* 50 milyon hepatit C ile yasayan Kkisi

e 2030 hedeflerinden uzaklasiimis durumda

Viral hepatit 6nlenmesinin gu¢lendirilmesi ve
tedavinin daha yaygin hale getirilmesi,
stirdiirtlebilir yanit icin onemli




HCV'nin ortadan kaldirilmasina yonelik engeller ve zorluklar

PATELET AL. HEPATOLOGY COMMUNICATIONS, March 2021
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HCV ile yasayan daha fazla insan bir adimdan
digerine basarili bir sekilde tasinmali..

» Tedavi kapsami onilindeki engeller;
v’ Teshis ve izlem testlerine erisim
v’ Saglik hizmeti altyapisi ve tedavi sirasinda

sik ziyaret gerekliligi

Taha, G.; Ezra, L.; Abu-Freha, N. Hepatitis C Elimination: Opportunities and Challenges in 2023. Viruses 2023
Solomon SS et al; A minimal monitoring approach for the treatment of hepatitis C virus infection Lancet Gastroenterol Hepatol. 2022




Fig. 2.6. Coverage of hepatitis C testing and treatment by WHO region, 2022 | ClD
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B Hepatitis C diagnosis coverage to end of 2022
[ Hepatitis C treatment coverage to end of 2022 (of all people with hepatitis C)

Source: Global Hepatitis Reporting System, WHO.

» Anti HCV ve HCV RNA test sayisinda
Mart 2020'nin ortasindan itibaren hizli
dusus

» HCV RNA pozitif test sonuclarinda Mart
2020'de %62 azalma

» DAA recetelerinde azalma

Kaufman, Harvey W et al. American journal of preventive medicine vol. 61,3 (2021)



Virusun dOHSl... * Akut enfeksiyonda 10°-1012

* Kronik siirecte 10°-107 virion/ml viral partikil

HCV replikasyonu sirasinda yiiksek hata orani

» Yiksek replikasyon kinetigi + RARP’nin diisiik uyumu

10% niikleotid bir genomda tek veya pek cok cift mutant ortaya ¢ikma ihtimali yiksek

https://www.hepatitisc.uw.edu/biology/proteins
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HCV’nin genetik cesitliligi

Dogrulanmis 8 genotip, 93 alt tip

* Konak ici degiskenlik (viral quasispecies);
* Enfekte bireyde mutant genomlarin dagilimi

 Virtse adaptif bir potansiyel saglar

* Konakgei arasi degiskenlik; HCV genotipleri ve alt
tipler

* Nukleotid seviyesinde %30-35 farkllik; genotip
* % 20-25 farkhlik; alt tip

Epidemiyolojik ve tedavi yaniti farkhiliklari
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> Ylksek mutasyon oranlari
» Konakel bagisikhg secici baskisi

U

Enfekte bireylerde dinamik bir
"viral populasyon”

https://ictv.global/sg_wiki/flaviviridae/hepacivirus
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Distribution and changes in hepatitis C virus genotype in China from
2010 to 2020

Jia Yang, Hui-Xin Liu, ¥ing-Ying Su, Zhi-Sheng Liang, Hui-¥ing Rao
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ORIGINAL ARTICLE

LIVER

Genotip 1 n{%) p

Changes on Hepatitis C virus genotype distribution in 1A 1 Alttip belirlenemiyor P
Western Turkey: Evaluation of twelve-year data 2013(:42)  1(24) 36(85.7) 5 (11.9) <0.001
Alev Cetin Duran™ ', Ozgiil Kaya Cetinkaya® ', Ayca Arzu Sayiner® 'Y, Giilsah Seydaoglu® ', Emre Ozkaratas® ', Hakan Abacroglu® 2014 (n: 31) 3(9.7)  26(83.9) 2(64)
Clin of M \1,‘,11,‘{&"” ,' ij :r l;..'v‘"‘a-,;', Avcin ""‘L\‘fﬂ , 2015 [11: 58] a [138] 50 [86,2]
Depertment of Medical Micrablology, Dolaiz Eyiil Univarsity School of Merdicine, L, Turkey 2016 (n: 163) 29 (17.8) 134 (82.2)
'+ izmir Dokuz Eyliil Universitesi Hastanesi'nde 2005-2016 yillari arasinda 558 hasta
Tillara gére HCV genotiplerinin dagilim (201
v' GT 1 a prevalansinda artis
Genotip 1 Genotip 2 Geno . H P . - HEpL . Sl
S v Daha 6nce bildirilmeyen GT 5 enfeksiyonu Suriyeli gogmen 2 kadin; Gog!
2005 16 (80.0 21010 1(5 . o e
(007 2 (09 { v" 19 hasta yabanci uyruk veya yurt disi 6ykisu;
2006 19 (86.4) 1 (4.5) 2 (9
o 2 02e) e " GT3(7/19, %36,9) ve GT4 (5/19, %26,3)
2008 26 (86,7) 2 (6.7) 1(3
2009 41(100.0) v’ Genotip cesitliliginde artis
2010 29 (96.7) 1(3
2011 19(79.) 30123 1(4 v Genotip 1 b disi hastalar daha genc
2012 24 (80.0) 5 (14
2013 42(97.7) 1(2 v’ 6 hasta ivdu (4GT 3; GT2 VE 1a)
2014 31 (93.9) 1(3
2015 58 (84.1) 2 (2.9) 3 (4.3) 4 (5.8) 2 (Genotip 1a+2) (Genotip 3+4) (2.9) 59
2016 163 (86.2) 2 (1.1) 12 (6.3) 9 (4.8) 2 (1.1) 1 (Genotip 2+3) (0.5) 189
Toplam 493 (88.4) 12(2.1) 29(5.2) 16 (2.9) 2 (0.3) 6 (1.1) 558 (100.0)
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Determination of hepatitis C virus viremia
and genotype distribution in Turkish citizens
and immigrants from 2018 to 2022

Murat Yaman', Salih Hazar®, Ayfer Bakir®
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SUMMARY

Hepatitis C virus (HCV) infection is an imporiant pohlic healh problem with potential risk for
Turkey. In arder to contribute to the epidemiclogical data, we aimed to investigate the changes in
seroprevalence, viremia raes, and genobvpes in the last fve vears in HCY paitents in the southern
reginn af Turkey, which has received hemy migration in recent years, acoording to demographic
criteria. In our sbady, we analyzed the resalis retrospectively with demographic data. Conducted ot
a single cemien, the study invohed 259875 anti-HCV antibody tests administered between January
2008 and July 222,
The study revealed o prevalence of 0.5% for HCV antibody positivity and o viremia prevalence of
0.1%. Among Tarkish nationals, the most commaon genotypes were GT1 {65.1%), while foreign na-
ticnals, mainly of Syrian and Ukrainian origin, showed GT4 (52.3%) as the predominamt genatype
{p<001 for bath). Although GT2 {7.8% vs 4.5%) and GT3 (13.3% v=. |3.80} were relatively higher
in Tarkish rationals compared 1o foreign nationals, the difference wes nod statistically significami
lp-O.'Ji[Iubd =0.134, respectively].

This haghlights the impartance of continuous manitosing and pablic health efforts s addres the
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poiential impact of these demographic shifis oo HCY epidemiclogy in the region.

Recenad March 16, J023

INTRODUCTION

Hepatitis C virus (HCV) is a sign:iﬁl.'ant contribase
tor o liver disease on a global scale. Roughly 835
of individuals with acute HCV infection progress o
chronic HCV infection. The World Health Organiza-
ton (WHO} estimates that approximately 58 million
people worldwide are affected by chronic HCV infec-
tion, and around 1.5 million new infections emerge
each }uu:l:l:unlip\aﬂ:i B, 20Z1; WHD 2023},

HCV genotype distribution in a geogmphical area
may change with an increase in culiural diversity
{Fourati, Slim, & al, 2009). Turkey's histarical sig-
nificance as & crossmoads between the East and the
West, coupled with its mle as a major transit and
migration route, has contributed to a diverse pop-
ulation in the region. In addition, especially in re

K wrds:
Hapalitis € vins, provalerss, HOV vinessis, HOV penstype, bnmigranis.

Carespueding autfor:
I Murai Yarman

E-mad: drmrivsemanigrmil com

Avvepted Ty 23, 2013

cent years, the settlement of foreign nationals in the
region has been increasing. This suggests that HCV
infection may be genotypically diverse in the region.
Due to the high mutation potential of the HCY, the
phenotype can change in a short period of time. The
hiological effects of this may be the formation of
mutations that evade host defense, changes in cell
tropism and wvirubence, and messtance o antiviml
agents (Smith, David s al., 2019). These immune es-
cape mutations can make it challenging For the body
to mount an effective immune response against the
wirus, leading to persistent infection. Although it is
possible to treat individuals without identifving the
HCV genotype and subtype with pangenctypic HCV
drug regimens, it is still important to determine the
genotype and subiype before treatment in centers
where genotype-specific treatment regimens are
used (EASL, 2020).

Currently, four HCV indicators, consisting of total
anti-HCY antibody, HCV core antigen, HCV-RNA
level determination, and HCV genotyping, are used
in the viral diagnosis of HCV infection and in de.
termining the duration of treatment (Manee, Nan
athon et al,, 2017; Hedskog, Charlotte et al., 2019;

A1 by EDIMES - Edrioni Intemazonali Sl All nghis reserved

1-18 »18-30 31-40  41-50 51-60  61-70 >70

Age groups, years

» Turk vatandaslari arasinda en yaygin genotip GT1 (%65,1)

» Basta Suriye ve Ukrayna kdkenli olmak iizere yabanci
uyruklularda GT4 (%52,3) hakim genotip

» Tiirk vatandaslarinda GT2 (%7,4 vs. %4,5) ve GT3 (%23,3
vs. %13,6) yabanci uyruklulara gore nispeten yliksek




Dogrudan Etkili Antiviraller Caginda Tedavisi Zor Hastalar

m
9».5::22 7-2728 CLINICAL and MOLECULAR
* Teshisten tedaviye kadar olan zorluklar... - C'.*F"’AT.O'#OGY

Unmet needs of chronic hepatitis C in the era of direct-
acting antiviral therapy

* Tedavi etmesi zor poplilasyonlar EE—

v Dekompanse hastalar
* Profilaktik anti-HBV tedavisi

v/ Genotip 3, sirozlu hastalar * SVR sonrasi donem

v’ Aktif HCC; tedavi zamanlamasi dahil ¥ Viksek riskli popiilasyonlarda
re-enfeksiyon

v’ RAS testinin gerekliligi dahil DAA tedavi v’ Devam eden HCC riski

basarisiz hastalar v" Ekstrahepatik belirtilere etki




Olgu-1; Tedavi deneyimsiz, nonsirotik, genotip 1 b; SOF/VEL/VOX

Olgu-2; Tedavi deneyimsiz, nonsirotik, genotip 1 b; GLE/PIB

EASL

The Home of Hepatalogy

Iki hastada basitlestirilmis tedavi icin uygun

Table 6A. Recommendations for simplified, genotyping/subtyping-free treatment of HCV-monoinfected or HCV-HIV coinfected adult (218 years) and
adolescent (12-17 years) patients with chronic hepatitis C without cirrhosis or with compensated (Child-Pugh A) cirrhesis, including treatment-naive
patients (defined as patients who have never been treated for their HCV infection) and treatment-experienced patients (defined as patients who were

previously treated with pegylated IFN-2 and ribavirin; pegylated IFN-x, ribavirin and sofosbuvir; or sofosbuvir and ribavirin).

. -~ . - Sofosbuvi/
. . . Prior treatment Sofosbuvir) Glecaprevir| !
Type of treatment Genat Cirrhosis status . ! . . velpatasvir/
e ype experience velpatasvir pibrentasvir v m?]aa o w."

Treatment-naive
Simplified treatment, No clrrhoels .L::Ea[:?l?::gd
no genolype/subtype | All genobypes — pe .
determination® Cr:*lm pensated [reatment-naive
(Child-Pugh A) Treatment-
cirthosis) experienced

Grazoprevir|
elbasvir

IFN, interferon.
"Whenever HCV genotype and subtype determination is not available, not affordable and/or limits access to care.

Journal of Hepatology 2020 vol. 73
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o menne | BASILICSEIFIIMIiS tedavi algoritmalari

for the Study of Liver Diseases- Infectious Diseases Society
of America Recommendations for Testing, Managing,
and Treating Hepatitis C Virus Infection

ki ha,? dennifer Price,” and Vincent Lo Re 11", the Americ Z

Debika Bhattacharya™* Andrew Aronsol the Study o Liver Infoet

* HIV ile yasayanlar dahil kronik
HCV enfeksiyonlu yetiskinler

* Herhangi bir genotiple enfekte

* Tedavi deneyimsiz

* Sirozsuz veya kompanse sirozlu

(Child-Pugh A)

Tedavi deneyimli UYGUN DEéiU
HBsAg pozitif

Kompanse siroz (Child-Pugh A) ile son donem

bobrek hastaligi (eGFR <30 mL/dak/m?2)

Mevcut veya onceden dekompanse siroz (Child-

Pugh skoruna gore >7)
Gebelik
Bilinen veya suphelenilen HCC

Daha once karaciger nakli




Dekompanse sirozlu hastalarda DEA tedavisinin zorluklari

Clinical Intervention n Patients Outcomes SVEI12
trialz
ALLY-1 SOF+DCV 113 Decompensated -Advanced cirrhesis (=000 83%: (Gla 76%; Glb 100%; G3 §3%%) -Overall SVE12: 84% in CTPE, 36% in CTP C -Post-LT (= 33): 84%
(Phaze =RBV for cirrhosis (CTEB/C) (Gla 97%; Glb 90%; G3 91%)
3= 12wk and post-LT, G146
IMEA

Pz o Dekompanse sirozlu hastalarda tim DEA rejimlerinde SVR orani, tim

]

=4

SOLS

= genotiplericin % 87-94 arasinda
* Child C hastalarda veri sinirli; SVR 12 disuk ( yaklasik %50)

S0LA 1=
(Phas o 5 _ oo I0%
.1 * Gergek yasam verilerini iceren ¢alismalarda benzer SVR oranlari e

4 (Phaze  EBV for 12 cirrhoziz (CTPB), G1- whk 30F/VEL (n=90): 36% (Gla 23%:; Glb 88%; G3 30%)

E) or 24 wk &

C-3ALT GRZEBV 30 Decompensated CTP B (n=30): 20% Noncimrhotic contrels in PK analyses amm (z=10): 100% Remark: Lower dozses of GRZ 50 mg/ERV 30 mg were used in
(Phaze for 12 wk cirrhosiz (CTPB), Gl this srigl in CIF B cirrhosis. This regimen Is not recommended for use in patients with decompensated cirvhosiz because of a protease

2= inhibitor in this cambingtion.

CTP: Child-Turcotte—Pugh; DCV: daclatasvir; EBV: elbasvir; FCH: fibrosing cholestatic hepatitis; G: genotype; GRZ: grazoprevir; LDV ledipasvir; LT: liver transplantation; PK: pharmacokinetic;
REV: ribavirin; SMV: simeprevir; S0F: sofosbuvir; SVR: sustained virclogic response; VEL: velpatasvir.



Dekompanse sirozlu hastalarda DEA tedavisinin zorluklari

* KC nakli secenegi mevcut ise; tedavi bireysellestirilmeli ve zamanlamasina karar

verilmeli!
* Basarili HCV tedavisi %20-60 karaciger fonksiyonunda iyilesme ile iliskili
* Bazi hastalar nakil listesinden c¢ikabilir
 Siroz ve kotu yasam kalitesi kaynakli komplikasyonlar; MELD-araf..
* Child C ve MELD >20 hastalarda daha sik

* Devam eden hepatoselliler kanser riski

Ekpanyapong S, et al. United European Gastroenterol J. 2019



i Dekompanse hastalarda zamanlama onemli

[ Patients with chronic HCV infection and cirrhosis ]
I | ]
[ Compenstated cirrhosis [ Decompenstated cirthosis (CTP class B or C) ]
(CTP class A) l

l ( CandidalafoclT D )

MELD 218 ve karaciger nakli 6 aydan kisa siirede
yapilabilecek olanlarin tedavisi nakil sonrasina

ertelenebilir (turkive HepATIT ¢ TANI VE TEDAVI KILAVUZU 2023 )

treatment MELD < 15 l MELD 15-20 ' MELD > 20
and/or LDLT and/or GFR < 30 |
scheduled
l v
" HCV treatment | Mcualt;:s"bmp.(:i:;ry HCV treatment |
before LT e after LT
[ J discussion J
|

HCV treatment; consider delisting if significant

Reassess liver function and MELD 12 weeks after
MELD and quality of life improvement

‘Discussion between risk and benefit of MELD purgatory effect, candidate for the HCV-positive organ and waiting time on the waitiist,
suboptimal SVR rate (e.g. history of DAA failure, genotype 3), and possibility for liver function or quality of life improvement (Data of risk
and benefit refer to Table 4).

Ekpanyapong S, et al. United European Gastroenterol J. 2019

* Nakil bekleme
sureleri uzun

e Kadavradan nakil
orani dusuk




Dekompanse sirozlu hastalarda DEA tedavisinin zorluklari

Giincel tedavi onerileri; SOF + ledipasvir /velpatasvir * ribavirin
Pl ve NS5A inhibitéri kombinasyonu bu populasyonda etkilidir

* Guvenlik endiseleri nedeniyle AASLD kilavuzlarinda onerilmemektedir
Ribavirin etkisi calismalarda tartismal

* Anemi gorulme sikligi ve ciddiyeti artabilir

MELD>14, Genotip 3; tedavi sirasinda dekompansasyon riski daha yutksek

KVY saglanmasi ile; mortalite riskinde diisus kompanse hastalara gore daha az...

Pearlman BL.Dig Dis Sci. 2024
Pabjan P;2022. 6. https://doi.org/ 10.3390/v14010096



B T Genotip 2, 3 dekompanse i¢in oneri ?

Giincellendi

Kronik Hepatit C Tedavisi
I¢in Yapilan Degisiklikler TURKIYE HEPATIT C

TANI VE TEDAVI
KILAVUZU

01.06.2022 2023

Kronik hepatit C icin tedavi kurallarina degisiklikler getirildi. Bu konu ile ilgili 4.2.13.3.2.A_1 ve
4.2.13.3.2.A.2 bentlerindeki degisiklikler asagida tzetlenmistir.

1. Tedavi deneyimsiz, naif nonsirotik hastalar icin genotip bakilmadan Glekaprevir/Pibrentasvir ya da i 1 i
Sofosbuvir/ Ve)llpatasvirr'Voksilapretvir 8 htafta v:rili?. = g : ¥ ‘/ SOfOS b UV| r/Ve I pata SVI r Ve rl I e m eyece k
ise genotip bakilmall

2_ Tedavi deneyimsiz, naif kompanse sirotik (Child-Pugh A) hastalar icin Glekaprevir/Pibrentasvir 8 hafta ya da
Sofosbuvir/ Velpatasvir/Voksilaprevir 12 hafta verilir.

3. Tedavi deneyimsiz naif dekompanse sirotik hastalarda (Child-Pugh B veya C) genotip bakilarak; GT1a, Gtlb, ‘/ H aSta ge nOti p 3 ile e nfe kte ise na ki I
GT 4, 5 ve 6 olan hastalara Sofosbuvir/Ledipasvir + Ribavirin 12 hafta verilir. . . . .

. olabilecek hastalarda tedavinin nakil
sonrasina ertelenmesi daha uygundur

4_ Tedavi deneyimli hastalarda;

a. Daha 6nce NS5 A inhibitéri olan ilaclar haricindeki ilaclar ile tedavi deneyimli, nonsirotik hastalarda
tedavi suresi Sofosbuvir/Velpatasvir/Voxilaprevir ile toplam 12 hafta ya da Glekaprevir/Pibrentasvir ile

toplam 8 hafradr v" Nakil olamayacak hastalarda delil

b. Daha 6nce NS5A inhibitéri olan ilaclar haricindeki ilaclar ile tedavi deneyimli, kompanse sirotik
hastalarda tedavi suresi Scfosbuvir/Velpatasvir/Voxilaprevir ile toplam 12 hafta ya da ~
Glekaprevir/Pibrentasvir ile toplam 12 haftadir. O I Mamasina ra g men

c. Daha 6nce NS5A inhibitori veya proteaz inhibitdri olan ilaclar ile tedavi deneyimi olan, nonsirotik veya

kompanse sirotik hastalarda tedavi stresi Sofosbuvir/Velpatasvir/Voxilaprevir ile toplam 12 hafta ya da . o o . o o
Saglik Bakanliginca hasta bazinda verilen ilag kullanim onayi ile mimkin olacak sekilde 1 SOfOSb uvi r/ LEd I paSV| r + Rl baV| rin
Glekaprevir/Pibrentasvir+Ribavirin veya Glekaprevir/Pibrentasvir ile toplam 16 haftadir.

d. Daha 6nce NS5A inhibitori veya proteaz inhibitdri olan ilaclar ile tedavi deneyimi olan dekompanse 24 h afta

sirotik Genotip la,lb, 4, 5, 6 hastalarda Sofosbuvir/Ledipasvir+Ribavirin ile tedavi suresi toplam 24
haftadir.




Olgu-3; Tedavi deneyimsiz, nonsirotik, genotip 3, ivdu; GLE/PIB

Genotip 3

«Genotype 3-hepatitis C virus last line of defense*»

Tedavi deneyimli ve sirozlu hastalarda daha diistik KVY oranlari

NS5A polimorfizmleri (A30K ve Y93H );

* Mevcut NS5A inhibitorlerine direng ve tedaviye daha distk yanit oranlari ile iliskili
Hizl fibroz progresyonu, siddetli steatoz prevalansi ve daha ytiksek HCC insidansi

Damar ici madde kullanicilarinda yiuksek oranda

Michaluk DZ. World J Gastroenterol. 2021




THE LANCET
Gastroenterology & Hepatology

ARTICLES | VOLUME 4, ISSUE 2, P127-134, FEBRUARY 01, 2019

Sofosbuvir-velpatasvir for treatment of chronic hepatitis C virus infection
in Asia: a single-arm, open-label, phase 3 trial

Prof Lai Wei, MD T . Prof Seng Gee Lim, MD .2 T B . QingXie, MD - Prof Kinh Nguyen Vin, MD

38 bolgeden; 375 hasta
Genotip 1-6 tedavi deneyimsiz/deneyimli, nonsirotik /kompanse sirotik
SOF/VEL 12 hafta stre ile; KVY % 97

Genotip 3b, 42 hastanin tiimiinde NS5A direng substitlisyonlari
e KVY : %76

 Sirotik olmayan grupta % 89; sirotiklerde % 50

Tedavi yetersizligi genotip 3 alt tipleri ile iliskili olabilir



ENDURANCE-3:
Tedavi deneyimsiz, sirozsuz genotip 3
GLE/PIB etkinlik, giivenlik calismasi

Table 59. SVR12 in Genotype 3-infected Patients by Baseline Polymorphisms in NS3 or NS5A
G/P SOF + DCV
W12 WeeksGLE/PIB 12 WeeksSOF +DCV @ 8 Weeks GLE/PIB A oF r oo
SVR12, n/N (36) N=221/222* N=110
95 97 g5 NS53 polymorphisms
% With any 32/33 (97) ND 19/22 (86)
10, (93-98) (93-99.9) (91-98) _ Withoutany  185/188(98) | ND  128/131(98)
T MNS5A polymorphisms
With any 41/43 (95) 20/21 (95) 39/43 (91)
80 _Withoutany = 177/179(99) 89/89 (100)  108/110 (98)
With A3O0K 9/10 (90)t 5/5 (100) 12/16 (75)
60 Without A30K ] 209/212 (99) ) 104/105 (99) ) 135/137 (99)
7 -0,4% Non-inferiority of With Y93H 10/11 (91)1 7/8 (88) s/5 (100)
(-5.4to0 4.6) 2 Y ___WithoutY93H = 208/211(99)  102/102(100)  142/148(96)
40 * GLE/PIB 12 weeks vs NS3+NS5A polymorphisms 6/7 (86) ND 5/7 (71)
SDF - Dcv 12 weeks n = number of patie_nts with SWR12 with the inl:lil:_atecl pol'yl_'nurphis.m relative to sul:!tvpe-_speciﬁl: reference sequence; N
total number of patients with sequence data awvailable (patients that prematurely discontinued treatment or were lost to
EG [ ] GLEfPlB S WEEkS Vs follow-up not include_d in analysis); DCV, daclataswir; G/P, coformulated glecaprevir and pibrentaswvir; SOF, sofosbuwir; MDD,
"1 sequence not determined
GLEIP'B 12 Weeks Amino acid positions included in the analysis: 155, 156, 166, 168 in N53; 24, 28, 20, 31, 58, 92, 93 in N55A
*221 or 222 sequences were awailable for NS3 or NS5A, respectively
0 | tSingle patient with virologic breakthrough had A30K and ¥93H at baseline

* NS5A; A30K mutasyonlu hastalarda KVY12; % 75 (12/16)

* Mutasyon olmayanlarda; % 99 (135/137)



PA/—\SLD Genotip 3 tedavi nerileri

» Tedavi deneyimsiz, siroz olmayan/kompanse siroz
* Glekaprevir/pibrentasvir; 8 hafta

» Sofosbuvir/velpatasvir; 12 hafta

 Kompanse sirozlu genotip 3 enfeksiyonu icin NS5A RAS testi onerilir
* NS5A RAS Y93H olan hastalar i¢in;
» Sofosbuvir/velpatasvir +RBV; 12 hafta

» Sofosbuvir/Velpatasvir/Voxilaprevir ; 12 hafta

e Tedavi basarisizliklarinda yeniden tedavi

* SOF/VEL/VOX (POLARIS-1; (NS5A deneyimli) yeniden tedavi ¢calismasi)

* Genotip 3a; %5 (4/83) SOF/VEL/VOX ile niks ( sirotik, bazal RAS mevcut)



Olgu-4-5; Tedavi deneyimsiz, nonsirotik, genotip 1a; GLE/PIB — SOF/VEL/VOX

Genotip 1a (3, ve 4); erkek cinsiyet, parenteral bulas, HIV, HBV koenfeksiyonu
Proteaz inhibitorleri direnciyle iliskili NS3 polimorfizmleri tasiyan varyantlar

POLARIS-2 calismasi (tedavi naiv; genotip 3 siroz haric)
* Non sirotik /sirozlu hastalarda KVY oranlari diger genotiplerden diisiik (%92/% 90)

* Genotip 1 a etkisi

Pangenotipik rejimlerle sorun géorinmuyor

 Basitlestirilmis tedavi; SOF/VEL/VOX 8 hafta???

D’Aliberti et al.NS3 Variability in Treatment-Naive HCV-G1la Carriers Intervirology 2018
Kartashev V, et al. HCV genotype distribution in selected West European, Russian and Israeli regions. J Clin Virol. 2016



Olgu 6,7; Mikst genotip

Genel populasyonda siklik %5-10

Mevcut genotipleme
 Ulkemizde cok merkezli bir calismada % 1.8; GT 1b+4; GT1a+ 1b yontemleri, karigik
enfeksiyonlarin
e Damar ici uyusturucu kullananlarda % 14-39 saptanmasinda bfm
sinirliliklara sahip
g
* Pangenotipik rejimlerle basarili tedavi olabilir!

e Calismalarda hasta gruplarinda tedavi deneyimli hasta sayisi az!

* Tedavi deneyimli, minor genotip 3'e sahip ve kompanse sirozlu

hastalarda tedavi sonuclar tizerindeki etkisi anlamli olabilir

Cunningham EB, et al. Mixed HCV Infection and Reinfection in People Who Inject Drugs—Impact on Therapy. Nat. Rev. Gastroenterol.2015
Kilah C, et al.Clin Lab 2019; Ding YJ et al. Pangenotypic direct-acting antiviral agents for mixed genotype hepatitis C infection.) Gastroenterol Hepatol. 2021
Echeverria N,et al. Mixed Infections Unravel Novel HCV Inter-Genotypic Recombinant Forms within the Conserved IRES Region. Viruses. 2024




Olgu 8; Ko-enfeksiyonlu Hasta

HCV&HIV

HIV enfeksiyonu fibrozis ve siroza gidisi hizlandirir

HIV-positive

P =0.04

Percent with Cirrhosis
3

HIV-negative

L A O L L, T T B
0 5 10 15 20 25 30

HCV Duration (year<)

HCV monoenfeksiyonu ile benzer KVY oranlari; tedavi yaklasimi ayni

HIV ilaglari ile potansiyel etkilesim sorunul!

Minimal izlem yaklasimi giivenli ( MINMON calismasi)

» Uyum sorunu olmayan
» HIV RNA baskil hastalar

» Genc hasta ve ivdu sayisi yeterli degil!!

Hepatik toksisite
> GLE/PIB; Elvitegravir/Kobisistat
» SOF/VEL/VOX; Darunavir / Ritonavir

Elvitegravir/Kobisistat

» TDF’li rejimlerde renal izlem!

https://www.hepatitisc.uw.edu/go/key-populations



HCV&HBYV

HCV'nin kaybi ile HBV reaktivasyonu gelisebilir (%25 ile %87,5)

* Tedavi kriterlerine uygun hastalarda Hepatit B tedavisi baslanmalidir

» DEA tedavisine baslanirken (veya oncesinde) yapiimalidir

 Uzman onerisi; 4 hafta 6nce baslamalidir

Hbsag+ tedavi endikasyonu olmayan hastalar; Reaktivasyon riski

EASL SUT ?? AASLD/IDSA
v" HCV tedavisinden sonra en az v' Profilaksi baslanmasi veya HBV DNA izlemi
12 hafta profilaksi v" HCV tdv sonrasi en az 12 hafta devami
v’ Anti HBc pozitif hastalarda aylik v' Anti HBc +; aylik ALT/AST> 2 kat; HBV DNA
ALT izlemi v' 10 kat artis veya >1000 IU/ml HBV tedavisi




Tedavi basarisizligi / Reenfeksiyon

« Onceki rejimde tedavi basarisizhgi ; KVY12 saglanamayan hastalar

* KVY12 elde edilen virolojik niks gelisen hastalar

* HCV ile yeniden enfekte olan hastalar

. . . . * Fibroz duizeyi, 6nceki tedavi rejimi
» Daha once sofosbuvir iceren DAA rejimi ile veya | i j
* Tedavi suiresi optimizasyonu
basarisiz hastalarda;
* RBV eklenmesi

» Genotipleme (Genotip 3 etkisi) — e
e Uclii veya dortlu rejimler...

> Tedaviye rehberlik etmesi igin direng testi 6ner _ Tedavinin bireysellestirilmesi..



» Aktif HCC'li hastalarin daha kotu tedavi yanitina sahip olup olmadigi tartismalidir
e Kuratif HCC tedavi sansi olan,nonsirotik veya kompanse hastalarda HCC tedavisi

tamamlanana kadar ertelenmelidir

Aktif HCC’li hastalar

* Nakil bekleyen hastalarda vaka bazli karar verilmelidir

100
90
80
70
60
50
40
30
20
10

SVR rate (%)

———

92.693.7 97.3

92.1
85.5

73.1

M Jietal”
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M Huang et al.””

oII

Non-HCC

Curative HCC

Active HCC

Huang CF, Clin Mol Hepatol. 2020



Yiksek riskli populilasyonlarda re-enfeksiyon

Damar i¢i uyusturucu kullanimi * Etkin mikroeliminasyon programlari gerekli

v Erkeklerle Seks Yapan Erkekler * Teshis,tedavi, tedavi uyumu, gelecekteki

v’ Ceza infaz Kurumundaki Kisiler

enfeksiyonlari onleyecek egitim ve zarar

Diyaliz hastalari azaltma gibi stratejilerinin uygulanabilmesi

¥ Hiperendemik bélgeler eliminasyon hedefi icin 6nemli

v HIV ile yasayanlar..
* Tedavi sonrasi yillik izlem gerekliligi

https://www.cdc.gov/hepatit/statistics/2020surveillance/hepatit-c.htm
Huang CF, et al; HCV Microelimination for High-risk Special Populations. Journal of Infect.Dis; 2023



https://www.cdc.gov/hepatit/statistics/2020surveillance/hepatit-c.htm

[
HCC surveyansi

Hepatocellular carcinoma and hepatitis C virus treatments: The
bold and the beautiful

Walaa Abdelhamed® | Mohamed El-Kassas®

Hepatit C iliskili sirotik hastalarda HCC gelisimi; %1-4 /yil Riski artiran faktorler
> lilerlemis fibrozis veya siroz
DEA tedavinin faydali ve koruyucu etkisi kanitlandi > Diyabet
> lleriyas
Virolojik baskilama/tedaviye ragmen karaciger sirozu olan > Erkek cinsiyet
» Etanol kullanimi
kisiler HCC riski altindadir ve izlenmelidir > Yiiksek GGT, AFP

Sirozlu hastalarda erken evre tespit ve tedavi; hayatta kalmanin iyilesmesiyle iliskili

Singal AGHCC surveillance improves early detection, curative treatment receipt, and survival in patients with cirrhosis: a meta-analysis. J Hepatol. 2022



HCV Elimination

Negotiate lower drug prices Task sharing
Remove prescriber restrictions Primary care HCV treatment
Broaden insurance coverage Telehealth

- -

- ~ > -
e

{ Patient navigation —
- Point of care diagnostics
Co-located services

-

Engagement

Integrated behavioral &
medical models of care :

Screening in harm
reduction settings
Community &
peer support

Sabrimiz i¢in tesekkiirler...
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