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HCV infeksiyonunda tedavinin amaclari

O

[ Viral eradikasyonu saélaiu

* Siroz, dekompanse siroz
* Hepatoseliiler kanser (HSK)
* Ekstrahepatik hastaliklarin gelismesini 6nl
* Mortaliteyi azaltm

-~

EASL. J Hepatol. 2020;.73:1170-218.




Tedavi endikasyonlari

O

HCV nedenli kompanse ve dekompanse kronik karaciger hastaligi olan, tedavi olmak isteyen, tedavi
kontrendikasyonu olmayan, tim tedavi naiv ve deneyimli hastalar tedavi edilmelidir!

Zaman kaybetmeden tedavi baslanmasi gereken hastalar
e |leri fibrozu olan hastalar (Metavir F2 ya da F3) / sirotik hastalar (Metavir F4)

- Dekompanse sirotik hastalar ve anlamli ekstrahepatik tutulumlari olan hastalar dahil -
e Nakil sonrasi niiks yasayan hastalar
e Ko-morbid hastaligi bulunanlar

* Bulastirma riski ylksek olan hastalar Karaciger disi nedenlerle yasam beklentisi kisa olan
= Damar ici madde kullanicilar

hastalara tedavi onerilmez!

= Escinsel erkekler
= Gebe kalmak isteyen kadinlar
= Hemodiyaliz hastalari

= Mahkum hastalar EASL. J Hepatol. 2020;.73:1170-218.




HCV tedavisinin evrimi

Farkl popiilasyonlarda
IFN’siz iyilesme

SMV + SOF (GT1)
Paritaprevir-Ritonavir (PTV-RTV)/
. Ombitasvir (0BV) (GT4) + Dasabuvir
Daclatasvir (DCV) +
A . (DSV) (GT1)
sunaprevir
Daclataont + LG ERI ]
. SOF/ Velpatasvir
Sofosbuvir (SOF) AV G, / (VEF:_)
(Avrupa) (tim genotipler)
R L i i
IFN Cag
19%"‘1%' 2011 2012 2013 2014 2015 2016 2017
----------- ] i |
Simeprevir (SMV) veya SOF 1 Glecaprevir/
interferon (iFN) +IFN (GT1) Grazoprevir/ Pibrentasvir (GLE/PIB)
olmadan iyilesme Elbasvir (GZR/EBR) (tiim genotipler)
ilk onaylanan iFN’suz tedavi: SOF + RBV (GT1,4)

(GT2,3)

AASLD-IDSA. https://www.hcvguidelines.org/treatment-naive. Last update: September 29, 2021.



Pangenotipik antiviraller (1)

O

e GLE/PIB
= GLE: Potent pangenotipik, NS3/4A proteaz inhibitori
= PIB: Potent pangenotipik, NS5A inhibitoru

= GLE/PIB: HCV GT 1-6 infeksiyonlarinda gilinde bir kez, gidalarla 3 tablet, fiks doz kombinasyon
(100/40 mg)

= Orta (Child Pugh B) ve agir (Child Pugh C) karaciger yetmezliginde kullaniimaz

AASLD-IDSA. https://www.hcvguidelines.org/treatment-naive. Last update: September 29, 2021.




Pangenotipik antiviraller (2)

O

e SOF/VEL/VOX
= SOF: Potent pangenotipik, nikleozid polimeraz inhibitoru
= VEL: Potent pangenotipik, NS5A inhibitoru
= VOX: Potent pangenotipik, NS3/4A proteaz inhibitord

= SOF/VEL/VOX: HCV GT 1-6 infeksiyonlarinda glinde bir kez, tek tablet, fiks doz kombinasyon
(400/100/100 mg)

= Orta (Child Pugh B) ve agir (Child Pugh C) karaciger yetmezliginde kullaniimaz

AASLD-IDSA. https://www.hcvguidelines.org/treatment-naive. Last update: September 29, 2021.




Tedavi secenekleri

Tedavi secenekleri Genotipler

ZR/EBR* - ; o
SZR/ERR 1,4 * Gunluk tek veya Uc tabletlik rejimler
SOF/LDV 1,4,5,6
SOF/VEL 1 2,3,4,5,6 s * Her genotip icin etkili tedavi secenegi
SOF/VEL/VOX 1,2,3,4,5,6 * RBV icermeyen tedavi secenekleri ile

‘ : %95 veya daha yiksek kir oranlari
GLE/PIB* 1,2,3,4,56
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*Bobrek yetmezligi ve hemodiyaliz hastalarinda onaylanmistir

AASLD-IDSA. https://www.hcvguidelines.org/treatment-naive. Last update: September 29, 2021.
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Tedavi tipi

Genotip la
Genotip 1b
Tedavi-naiv
genotip  Genotip 2
/subtip
temelli i 2
tedavi enotip
Genotip 4

Genotip 5-6
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Testing, Managing, and Treating %%H)S A
Hepatitis C Last update: ll;ft‘(_l.l(;us Diseases Society of America
@ September 29, 2021 )
SOF/VEL GLE/PIB SOF/VEL/VOX GZR/EBR SOF/LDV
8 hafta
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Simplified HCV Treatment Algorithm for Treatment-Naive Adults Without Cirrhosis

WHO IS ELIGIBLE FOR SIMPLIFIED TREATMENT

Adults with chronic hepatilis C (any genolype)
who do pot have cirrhosis
and have not previously received hepatitis C treatment

WHO IS NOT ELIGIBLE FOR SIMPLIFIED TREATMENT

Patents who have any of the following characteristics.
= Prior hepattis C treatment
+ Cirrhosis

HIV or HBsAg positive

Current pregnancy

Known or suspected hepatocellular carcinoma
Prior liver transplantation

PRETREATMENT ASSESSMENT "

« Pretreatment laboratory testing
Within 6 months of initiating treatment.
» Complete blood count (CBC)

» Hepatic function panal (ie, albumin, total and direct bilirubin,
lanine [ALT). and

« Calculate FIB-4 score.
+ Cirrhosis assessment: Liver biopsy is not required. For the
purpese of this guidance, a patient is presumed to have cirrhosis
if they have a FIB-4 score >3.25 or any of the fallowing findings
from a previousty performed test
+ Transient elastegraphy indicating cirhosis
(eq, FibroScan stiffness >12 5 kPa)

+ Noninvasive serologic tests above proprietary cutoffs indicating
cirrhesis (eg. FibroSure, Enhanced Liver Fibrosis Test, etc)

+ Clinical evidence of cirthosis (ag. liver nodularity andlor
splencmegaly on imaging, platelet count <150,000/mm?, etc)

al
aminotransferase [AST))

» Calcudated glomerular filtration rate (eGFR)

Any time prior to starting antiviral therapy:

» Quantitative HCV RNA (HCV viral load)

» HIV antigentantibody test

+ Priot liver biopsy showing cirrhosis » Hepatitis 8 surface antigen
+ Medication reconciliation: Record current medications, inchkading Befare initiating antiviral therapy.
e 1t
ras, and he v » Serum pregt testing and about prag
. drug-drug Drug-drug risks of HCV medication should be offered to women of
interactions can be assessed using the AASLD/IDSA guidance childbearing age.

or the University of Liverpool drug interaction checker.
. IdMlon Educate the patient abom Dloper admmsual-on of
, and pl
- .

I (300 mg)/ (120 mg) Sofosbuvir (400 mg)/ velpatasvir (100 mg) I
| p—— YT T R 7 L 71—
ON-TREATMENT MONITORING
« Inform pabents taking diabetes medication of the potential for for is

+ Inform patents taking warfann of the potential for changes in their status. INR for

anticoagulation i recommended
« No laboratory monitoring is required for other patients,

« Anmn-ps of tel visit may be d if needed. for pabent support, of . andior new
POST-TREATMENT FOLLOW-UP AFTER FOLLOW-UP FOR PATIENTS WHO DO
ASSESSMENT OF CURE (SVR) ACHIEVING VIROLOGIC CURE (SVR) NOT ACHIEVE A VIROLOGIC CURE
+ Assessment of quantitative HCY * Noli lated follow-up is + Patents in whom intial HCV treatment
RNA and a hepatic function panel are for noncirrhotic patients who achieve SVR fais to achieve cure (SVR) should be
recommended 12 weeks or later following « Pabents vith ongoing risk for HCV infecti for bya L In
completion of therapy to confirm HCV ( ;, ,mm:lnuus d,'sg 3“ or MSM L,va::g accordance with AASLDIDSA guidance
RNA is undetectable (virclogic cure) and in unprotected sex) shouid be « Until oceurs, for

fransaminase normafization

+ Assessment for other causes of liver
disease is recommended for patients
with elevated transaminase levels after
achieving SVR

about risk reduction, and tested for HCV
RNA annually and whenever they develop with a hepatic function panel, CBC, and
elevated ALT, AST, or bilirubin. INR is racommended

+ Advise patients to avoid excess alcohol use.  « Advise patients 1o avold excess alcohol use.

disease progression every & 1o 12 months

Y trestend wckibeg he b pakeshs wih artvoss, cante fund
1 Shay of Lo D Soely ol Anac

Pan BIDSA
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- Basitlestirilmis
tedavi -

Simplified HCV Treatment Algorithm for Treatment-Naive Adults With Compensated Cirrhosis

WHO IS NOT ELIGIBLE FOR SIMPLIFIED TREATMENT

Patients who have any of the following characterstics:

+ Current or prior episode of decompensaled cirthosis,
defined as Crild-Turcotte-Pugh (CTP) score 27 (ascites.
hepatic encephatopathy, total bilirubin >2.0 mg/dL
albumin £3.5 g/dL. or INR 21.7)

+ Prior hepatits C treatment

+ End-stage renal disease (ie, eGFR <30 mLimin/m?)

‘eckn

Ut Prtints wid Froond| bpasnint

HIV or HBsAg positive

« Current pregnancy

Known or suspacted hepatocellular cascinoma
« Price liver transplantation

om MV )

PRETREATMENT ASSESSMENT *

+ Calculate FIB-4 score, Within 3 months of initiating
+ Calculate CTP score: Patients with a CTP score 27 » Compiete bloed count (CBC)
{ie, CTP B or C) have decompensated cirhosis and this + International normalized ratio (INR)
impli his » Hepatic function panel (ie, albumin, total and direct bdirubin, alanine
* Ultrasound of the liver (conducted vithin the prior 6 months) [ALT), and [AST)
Evaluate to exclude HCC and subclinical ascites » Caleulated glomerulas fitration rate (eGFR)
* Medication nconcl!lmon Record current 2 Any time prior o starting antiviral therapy
including ter drugs and » O HCV RNA (HCV viral load)
. drug-drug » HIV antigen/antibody test
Drug-drug interactions can be asssssed using the AASLD/IDSA » Hepatitis 8 surface antigen
guidance or the University of Liverpool drug interaction checker.

» HCV genotypa (if treating with sofosbuvirivelpatasvir)
« Education: Educate the patient about proper administration of
i , and of rei

WHO IS ELIGIBLE FOR SIMPLIFIED TREATMENT

= Adults with chronic hepatitis C {any genotype} who have compensated
cirrhosis (Child-Pugh A) and have pot previously received hepatitis C treatment
« Liver biopsy is not required. For the purpose of this guidance, a patient is
presumed to have crrhosss Il they have a FIB-4 score >3.25 or any of the
foliowing findings from a previously performed test
» Transient elastography indicating cirrhosis (eg. FibroScan stifiness >12 5 kPa)
» Noninvasive serologic tests above proprietary cutoffs indicating cirhosis
(eg. FibroSure, Enhanced Liver Fibrosis Test, etc)
» Clinscal evidence of cirhasis (eg, liver nodularity andlor splenomegaly
an magng, platelet count <150,000/mm’, etc)
+ Prior fiver biopsy showing cirrhosis

Befare initiating antiviral therapy
» Serum pregr testing and g about risks of
+ Pretreatment laboratory testing (see next column) HCV medication should be offered o wnen of chcldbeanng age.

RECOMMENDED REGIMENS® ON-TREATMENT MONITORING

I Genotype 1-6: « Providers may order blood tests to monitor for kiver Injury during treatment because hepatic
(12 | {eg, jaundice, etc) occurs rarely among patients with cirrhosis receiving HCV
I token with food for a duration of B weeks antiviral treatment.
I + Patients should see a speciakst if they develop worsening liver blood tests (eg, bilirubin, AST,
Genotype 1,2, 4,5 or6: I ALT. etc); jaundics, ascites. or encephalopathy; or new liver-related symptoms.
I Sofosbuvir (400 mg)/ velpatasvir (100 mg) ® « inform patients taking diabetes medication of the potential far sympiomate hypoglycemia
I for a duration of 12 weeks ypogly is
NDTE Patients wih genctype 3 require b-w';" I + Inform patients taking warfarin of the potential for changes in their anticoagulation status.
I hﬁmg Theze YE3H can be veated with 12 INR for L4
I weeks of sofosbuvinvelpatasvir. I YA3H is present,

Visit may be
see HCV guidance for treatment andlor new
-

POST-TREATMENT FOLLOW-UP AFTER FOLLOW-UP FOR PATIENTS WHO DO
ASSESSMENT OF CURE (SVR) ACHIEVING VIROLOGIC CURE (SVR) NOT ACHIEVE A VIROLOGIC CURE

* Assessment of quantitative HCV RNA » Ultrasound survelllance for HCC (with or without = Patients in whom Inital HCV treatment
and a hepatic function panel are alpha-fetoprotein testing) every 6 months is fads to achieve cure (SVR) should be
recommended 12 weeks of later following  recommended for patients with cirhosis in evaluated for retreatment by a specialist,
ccompleton of therapy to confirm accordance mmAASLD guidance. in accordance with AASLDVIDSA guidancs.
HCV RNA s undetectable (virclogee + Upper for oL for
cure) and transaminase normalization varices is recommended in accordance with carcnoma (with or without alpha-

, if needed, for patient support,

In-pe or

« Assassment for other causes of AASLD guidancs on portal hypertensive fetoprotein testing) every § months is
Iver disease is recommended for bieeding in cirrhosis recommended for patients with cirhesis,
patients with el_ava_tad transaminase « Patients with ongoing risk tor HCV ﬁmn in accordance with AASLD guidance.
levels after achieving SVR (eg, IV drug use or MSN eng: . for disease

sex) should be counseled sbout nsk (educbcn
and tested for HCV RNA annually anxd whenever
they develop elevated ALT, AST, or belirubin
Patients should abstain from alcohol to avoid
progression of liver disease

ort ' BIDSA

every 6 to 12 months Mlh 3 hepatic
function panel. CBC, creatirene, and
INR is recommended.

Patients should abstain from alcohol o
avoid progression of lver disease.
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Journal of Hepatology 2020 vol. 73 | 1170-1218
EASL recommendations on treatment of hepatitis C:
Final update of the series

European Association for the Study of the Liver’

IR EV M SOF/VEL GLE/PIB SOF/VEL/VOX GZR/EBR T e

deneyimi infekte veya HCV-HIV
ko-infekte 18 yas
lizeri erigkinler ile 12-

8 hafta 17 yas arasi
Genotip 1a, 1b, adolesanlar
2,4,5and 6 TN
KS (CP A)
TD
Genotip 12 hafta
/subtip TN 8 hafta
temelli NS D 12 hafta
tedavi Genotip 3
TN 8-12 hafta 12 hafta
KS (CP A) TD 16 hafta
TN Bilinmiyor 12 hafta
Subtip 1l, 4r, NS
3b, 3g, 6u, 6V veya ™
dogal olarak herhangi
N KS (CP A) —
RAS bulunduran D
subtipler

TN :Tedavi naiv, TD :Tedavi deneyimli (Peg-iFN+RBV, Peg-iFN+RBV+SOF, SOF+RBV kullanan hastalar), RBV: Ribavirin, KS:kompanse sirotik, CP-A: Child Pugh A
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Practice Guidelines |;)'-' OF HEPATOLOGY

Journal of Hepatology 2020 vol. 73 1 1170-1218

EASL recommendations on treatment of hepatitis C:
Final update of the series

European Association for the Study of the Liver’ ©

- Basitlestirilmis tedavi -

Tedavi tipi* Onceki SOF/VEL GLE/PIB SOF/VEL/VOX

tedavi
deneyimi

Basitlestirilmis Tim Siroz yok TN
tedavi: Genotip  genotipler
ve subtip tayini

yapilmaz Kompanse TN

siro

1D

----------------------

GZR/EBR

* HCV ile mono-infekte veya HCV-HIV ko-infekte 18 yas lizeri erigkinler ile 12-17 yas arasi adélesanlar

TN: Tedavi naiv, TD: Tedavi deneyimli (Peg-iFN+RBV, Peg-iFN+RBV+SOF, SOF+RBV kullanan hastalar)
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TEBLIG

Sosval Guvenlik Kurumu Baskanligindan:

SOSYAL GUVENLIK KURUMU SAGLIK UYGULAMA TEBLIGINDE
DEGISIKLIK YAPILMASINA DAIR TEBLIG




Naiv hastalarda tedavi

O

Kompanse sirotik Dekompanse sirotik

(Child Pugh A) (Child Pugh B,C)*
Tedavi secenekleri

GLE/PIB 8 hafta 8 hafta .

SOF/LDV+RBV 12 hafta

* HCV genotip 1a, 1b, 4, 5, 6 ile infekte hastalarda




Tedavi deneyimli hastalarda yeniden tedavi

O

Kompanse sirotik Dekompanse sirotik
(Child Pugh A) (Child Pugh B,C)

NS5A harici tedavi deneyimli
hastalar

GLE/PIB 8 hafta 12 hafta

Kompanse sirotik Dekompanse sirotik
(Child Pugh A) (Child Pugh B,C)**

NS5A veya proteaz inhibitoru
tedavi deneyimi olan hastalar

GLE/PIB veya GLE/PIB+... 16 hafta* 16 hafta*

* Rapor onayi ile, ** HCV genotip 1a, 1b, 4, 5, 6 ile infekte hastalarda




Maviret kisa liriin bilgisi

O

GT1 GT2 GT3 GT5 GT6
Sirotik Kompanse Sirotik Kompanse Sirotik Kompanse Sirotik Kompanse Sirotik Kompanse Sirotik Kompanse
Olmayan Sirotik Olmayan Sirotik olmayan Sirotik Olmayan Sirotik olmayan Sirotik Olmayan Sirotik
edavi Naif Hastalar 8 HAFTA
NSSA® inhibitortl disinda R 12 8 12 16 8 12 8 12 8 12
herhangi bir tedavi

NS5A* inhibitoru iceren

herhangi bir tedavi 16 HAFTA

deneyimi olan hastalar

Maviret kisa iiriin bilgisi




/ Tiirkiye’de tedavide
< ne kadar yol aldik?
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Sofosbuvir Plus Ledipasvir Treatment in Patients with
Hepatitis C Genotype 4d Infection who Previously
Failed to Achieve Sustained Virological Response with
Telaprevir or Boceprevir Combination Therapies

Aygen B, Yildiz O'*, Gokahmetoglu S, Taheri S3

Table 1: The demographic characteristics and treatment outcomes of the patients

Characteristics Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 Patient 6 Patient 7 Patient 8 Patient 9 Patient 10°
Age (years) 57 46 39 52 27 64 56 61 55 62
Gender F M M F E F M F 2 F
Prior type of
response
Null Null Nulltesponse Null Partial Null
PeglFN/RBV Null response Relapse Null response | Null response
response response response response response
VR or BOC/ Rl Bl Null response | Null response Nall Bl Relapse |Null response Null response ROk
PeglFN/RBV | _response response P P response response P o P response
Base"’(‘fuﬁ_'f tovel 40 29 32 27 25 15 35 43 57 63
Base'"zleuﬁ_s)” level 37 25 30 22 24 14 29 a8 68 80
Viral load at
. 3.653.,928 2.784.848 17,900.000 10.900,000 1.630.000 3,860,000 1,730,000 15,600,000 12,190,215 1,160,000
baseline (IU/mL)
Liver biopsy™
Necroinflammatin 10 3 5 6 3 7 10
score
Fibrosis score 1 1 1
IL28B rs12979860
C/T gene CT CT TT CT CT CT CT Tr TT CT
polymorphism
On-treatment and post-treatment virologic responses (HCV RNA <15 IU/mL)
At week 4 Negative Negative Negative Negative Positive Positive Negative Positive Positive Positive
At week 8 Negative Negative Negative Negative Negative Negative Negative Negative Negative Negative
Negative Negative Negative Negative Negative Negative Negative : - )
At week 12 (ETR) (ETR) (ETR) (ETR) (ETR) (ETR) (ETR) Negative Negative Negative
At week 24 Negative Negative Negative Negative Negative Negative Negative Negative Negative Negative
(SVR) (SVR) (SVR) (SVR) (SVR) (SVR) (SVR) (ETR) (ETR) (ETR)
Negative Negative Negative
Atwesk 36 (SVR) (SVR) (SVR)
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ORIGINAL ARTICLE

Low recurrence rate of hepatocellular carcinoma following
ledipasvir and sofosbuvir treatment in a real-world chronic
hepatitis C patients cohort

Ramazan Idilman? | Mehmet Demir? | Murat Aladag® | Cihan Erol? | Bilger Cavus® |
Raim lliaz® | Hayrettin Koklu® | Yilmaz Cakaloglu’ | Memduh Sahin® | Galip Ersoz® |
iftihar Koksal’® | Zeki Karasu® | Meric Ozgenel?? | ilker Turan® | Feyza Gunduz!? |

Huseyin Ataseven™ | Meral Akdogan®® | Murat Kiyici'’® | Aydin Seref Koksal'® |
Sila Akhan'’ | Fulya Gunsar® | Fehmi Tabak'® | Sabahattin Kaymakoglu® |
Ulus S Akarca® | Early Access Program (EAP) Study Group?

TABLE 1 Baseline characteristics of all

HCV-positive patients

n (%)
Age (y, median, range)

Gender (M/F)

® 175 hastanin 156’si SOF/LDV, 19’u SORF/IED#+sRBY HCV RNA level (log,q 1U/mL)
Median serum ALT level (range, U/L)

® Ortalama takip suresi 22.1 ay HCV genotype®

° KVY12: %86 (iTT) - %98.3 (PP) SRR REE
Genotype 1

%79.9 ve karaciger nakli olanlarda %L, /)ty pe 4

Median Child-Pugh class
Child-Pugh class A/B/C
Median MELD score

Antiviral treatment experience

Liver transplant recipients

200

62 (27-84)
22/108 (46/54)
5.94

65 (41-106)

162 (84.4)
20 (10.4)

Tedavi deneyim durumu ve Child Pugh.siniflar. grasinda KVY12 agisindan anlamli fark yok (CP- @%/%96?, 4 CP-B %82.1, CP-

3(1.6)

116 (58)

8 (5-14)

66/74/60 (33/37/30)
16 (6-29)

48 (24%)




- Original article

European Journal of Gastroenterology & Hepatology

2019 Apr;31(4):534-539.

Effectiveness of fixed-dose combination of
paritaprevir, ritonavir, ombitasvir, and dasabuvir In
patients with chronic hepatitis C virus infection and
chronic kidney diseases: real-life experiences

Necati Ormeci®, Orhan Sezgin®, Ridvan Karaali®, Bilgehan Aygen®, Dilara Turan® Serkan Yaras®, ilknur Erdem®?,

Orhan Yildiz®, Fatih Karakaya?®, Kenan Ates® and Ozgin O. Asiller®

Table 1. Characteristics of patients
n (%)
Sex (female—male count) 44 (58.66)—-31 (41.33)
Genotype 1a 7 (9.33)
Genotype 1b 58 (77.33)
Genotype 4 10 (13.33)
Number of treatments experienced 9 (12)
PEG-a2a 7 (9.33)
PEG-a2b 1 (1.83)
IFN-2a 1 (1.33)
Number of treatments naive 66 (88)
CKD stage [GFR (ml/min/1.73 m?)]
Stage 2 (60—-89) 12 (16)
Stage 3a (45-59) 1 (1.3)
Stage 3b (30-44) 1 (1.3)
Stage 4 (15-29) 13 (173)
Stage 5 (< 15) 49 (65.3)
Liver cirrhosis (CPT-A) 7 (9.3)
Kidney transplantation 4 (5.3)
Hemodialysis 53 (70.6)
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Fig. 2. There were no significant differences among glomerular filtration rates
(GFRs) at baseline, end of treatment, and follow-up (P=0.22, 0.69, 0.17,

respectively).



KLIMIK-VHCG
- Turkiye’de KHC'li hastalarda DEA tedavi sonuclarinin
degerlendirildigi gercek yasam verisi ¢calismalari -
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 * 34 merkez 1414 hasta
O * Sofosbuvirli kombinasyon tedavisi: 552

| - PTV-RTV+OBV * DSV + RBV tedavisi: 862
~ ° GLE/PIB galismasi: 16 merkez, 385 hasta
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ORIGINAL ARTICLE LIVER

Real-world efficacy, safety, and clinical outcomes of
ombitasvir/paritaprevir/ritonavir * dasabuvir * ribavirin
combination therapy in patients with hepatitis C virus
genotype 1 or 4 infection: The Turkey experience experience

Bilgehan Aygen’ 2, Nese Demirtiirk? 9, orhan Yildiz' (2, Mustafa Kemal Celen?® 3, ithami Celik* i'l:":v‘?,r§ener Baruts (9, Onur Ural® ©, N
Ayse Batirel” .2, Re;it Mistik® 2, Funda Simsek?® 2, Ali Asan™ ), Giilden Ers6z' .2, Nesrin Tiirker'? {2, Hiiseyin Bilgin™ =), Sami Kinikli'* (2,
Faruk Karakecili'® "=/, G6kmen Zararsiz'® "=/, The Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology and Infectious
Diseases™

Turk J Gastroenterol 2020; 31(4): 305-17
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Figure 2. Efficacy of ombitasvir paritaprevir ritonavir + dasabuvir +
ribavirin at different time points during treatment and 12 weeks after

treatment.
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p=1.000 5 1.000
120 — 120 , 23S = =2a1e
100 100 100 100 100 100
100 100 -
— 80 2 80
& 3
= 60 = 60
= ==
A 36 = Non-cirrhotic . iGi = Non-cirrhotic
© Compensated cirrhotic  Compensated cirrhotic
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ABSTRACT

Objective: Objective: Ornbitasvir/paritaprevir/ritonavir (OMV/PTV/r) + ribavirin (RBV)

combination improved the efficacy, safety, and tolerability of the treatment of chronic Corresponding Author:
hepatitis C virus (HCV) genotype 4 infection. We described the effectiveness and safety of Bilgehan Aygen

OMV/PTV/r + RBV therapy in patients with genotype 4 infection.

Materials and Methods: In this prospective cohort study, HCV genotype 4-infected
patients treated with OMV/PTV/r + RBV (n=55) who were registered in a national database
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Figure 1: Virological responses according to genotypes
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Figure 3. Virological responses according to treatment options




KLIMIK — VHCG: GLE/PIB tedavisi gercek yasam verileri

O

~~~~~
v .

- *16 merkez, 385 hasta (260 erkek, 125 kadin), yas ortalamasi 48 yil
* Tedavi naiv: 363 hasta

* Tedavi deneyimli: 22 hasta
+ IFN+RBV tedavisi: 15
* PTV-RTV/OBVxDSV+RBYV tedavisi: 4
* SOF+RBV: 2
* SOF/LDV: 1




HCV genotip dagilimi

O

e Genotip 1: 224
= GT 1a: 63, GT 1b: 148, GT la+1b: 3, alt tipleme yapilmayan: 10

e Genotip 2: 35
x GT 2b: 5, alt tipleme yapilmayan: 30

e Genotip 3: 100
= GT 3a: 6, alt tipleme yapilmayan: 94

e Genotip 4: 23
= GT 4a: 33, GT 4c: 2, GT 4d: 2 alt tipleme yapilmayan: 16

e Genotip 6: 2
* Genotip 1b+6: 1




Hastalarin APRI skorlari ve risk faktorleri

O

APRI skorlan
e Skor 1: 114 Risk faktorleri
e Skor 2: 105 e Damar ici madde kullanimi: 87
e Skor 3: 134 « GT3:39,GT1:32,GT2:8,GT4:6,GT6:2
e Skor 4: 16 * Hemodiyaliz uygulamasi: 21
e Skor 5: 16 * Ek olarak 7 hastada HBV ko-infeksiyon




Virolojik yanit sonuglari

O

* Erken virolojik yanit: %93.8 (255/272)

= Test yapilan 272, test yapilmayan 113

e Tedavi sonu virolojik yanit: %99.1 (320/323)

= Test yapilan 323, test yapilmayan 62

e Kalici virolojik yanit: %100 (188/188)

= Test yapilan 272, test yapilmayan 113




Kontrol vizitlerine basvuru sayilari

O

e Birinci ay kontroliine (birinci vizit) gelenler: 272/385

» Tedavi sonu kontroliine (ikinci vizit) gelenler: 323/385
» Tedavi bittikten 12 ay hafta sonra kontrole (liclinci vizit) gelenler: 188/385

e Birinci vizite gelmeyen hastalar: 113

e Birinci ve ikinci vizite gelmeyen hastalar: 34 Seadloan sl
> PANDEMISININ
e Birinci, ikinci ve Gg¢uncu vizite gelmeyen hastalar: 34 ETKILERI!

e Birinci vizite gelen, ikinci ve tclnci vizite gelmeyen hastalar: 28

e Birinci ve ikinci vizite gelen, lclinci vizite gelmeyen hastalar: 95




Istenmeyen etkiler

O

e 354 hastada yan etki yok, 31 (%8.1) hastada var

= Sik gorulen yan etkiler:
e Kasinti: 10 hasta
e Halsizlik, yorgunluk: 9 hasta

e Bas agrisi: 4 hasta

Yan etkiler nedeniyle tedavi kesilme zorunlulugu olan
e Bulanti-kusma: 4 hasta y &

hasta yok!

e Hallsinasyon: 3 hasta

o Oksiiriik: 2 hasta

* Mide agrisi/dispepsi: 2 hasta
e Uykusuzluk: 2 hasta

o istahsizlik, bas dénmesi, balgam cikarma, kabus gérme, miyalji, bacaklarda sislik, dokiintii ve osteoartrit
gibi yan etkiler birer hasta




GLE/PIB diger Tiirkiye gercek yasam verileri

Konya Egitim ve Arastirma

Genotip 2 ve 3 ile infekte, c T CHIEN d
Hastanesi Mart 2019-Ocak ey e Tedavi siiresi 8 hafta KVY orani %99.2 (126/127) edavi kesiimesine neden
2020" non” sirotik 127 hasta

olan yan etki yok

68 olgu (genotip 1b: 42,
Siileyman Demirel genotip 1 a: 15, genotip 3: 5 Tedavi kesilmesine neden
Universitesi 2018-20192 6, genotip 2: 3, genotip 4 : 12 g L TR AT olan yan etki yok
2hasta

wer: “Non” sirotik 25 ol
Tepecik Egitim ve Arastirma on” sirotik 25 olgu

Hastanesi 2019-20213 (genotip 1b: 15, genotip 3: Tedavi siiresi 8 hafta KVY orani %96 (24/25)

Yan etki yok
5, genotip 1a: 3

H 0, ’ .
Dicle Universitesi Tip Genotip 1 (%89’u genotip

L 1b) ile infekte, 19 hasta GLE/PIB KVY orani %100 (19/19)
4
LUl (%63 tedavi deneyimli)

Yan etki yok

J
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* Hastalarin cogunda tedavi ile kiir elde edilebilir
...kUr suirecin son asamasidir!




Eliminasyon adimlari

O
& 2 c

Etkili tedavilerle Ulusal ve uluslararasi Ozel gruplarda

- i ur . ..
hastalarin bliyuk ce llavuzlar tarafindan mikroeliminas-yon

bolimiinde kir elde te Onerilenen test ve stratejileri
edilir rn tedavi et yaklasimlar
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Glo] olarak HCV eliminasyonu
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WHO. Guidelines for the care and treatment of persons diagnosed with chronic hepatitis C virus infection. Accessed November 17,2020. Kattakuzhy S, et al. Ann Intern Med. 2017;167:311. Lazarus JV. Semin Liver
Dis. 2018;38:181.
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addressing hepatitis C in Turkey
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Fig. 1 The hepatitis C cascade of care, including the total number of viremic infections, the number of diagnosed patients, and the number of
patients treated and cured, in Turkey in 2017




Total Infected Cases (Viremic) — Turkey
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Fig. 2 Total infected cases, liver-related deaths, prevalent HCC and prevalent decompensated cirrhosis in Turkey, 2015-2030




Research Article ) JOURNAL
Viral Hepatitis | Comt e OF HEPATOLOGY

Journal of Hepatology 2021 vol. 74 | 31-36

Impact of COVID-19 on global HCV elimination efforts
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® COVID-19 pandemisi bircok hepatit

eliminasyon programinin yavaslamasina veya
tamamen durmasina neden olmustur

® Hepatit tani ve tedavisinde bir yillik bir
gecikme, 2030'a kadar klresel olarak HCV ile

iliskili

2020-2030
HSK insidansi
2020-2030
® 44.800 ek karaciger kanseri ve 72.300 ek Viremik inf.

olimle sonuglanabilir

HCV programlamasinda bir yillik gecikmenin kiiresel etkisi
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Degisen HCV epidemiyolojisi ve eliminasyon?

O

CrossMark

9+§gg§ ® Global change in hepatitis C virus prevalence and cascade of
care between 2015 and 2020: a modelling study

Lancet Gastroenterol Hepatol

The Polaris Observatory HCV Collaborators *

2022;7:396-415
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Prevalance (viraemic)

Ulkeler ve bolgelerde viremik HCV infeksiyonu prevalansi
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mm S e T
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Prevalent (viraemic) New infections Cured Deaths Prevalent (viraemic)
infections (chronic) (all cause and infections
liver related)
Beginning of 2015 2015-19 Beginning of 2020

2015-2020 arasinda viremik HCV infeksiyonunun prevalansindaki degisim
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