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WHO: 2020 ve 2030 Hedefleri
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Characteristics of direct acting antiviral agents for hepatitis C virus infection

Potency

Barrier to resistance
Potential for drug interactions

Toxicity

Dosing

Comments

Protease inhibitors

High (varies by HCV genotype)

Low (1a <1b)
High

Rash, anemia, 1 bilirubin

daily to three times daily

Later generation protease inhibitors are
expected to have higher barriers to
resistance and he pan-genotype

Nucleos(t)ide polymerase
inhibitors

Moderate-to-high (consistent across HCV

genotypes and subtypes)
High (1a = 1b)
Low

Mitochondrial toxicity, interactions with
HIV antiretrovirals (nucleoside reverse
transcriptase inhibitors) and ribavirin*

daily to twice daily

Single target for binding at the active
site

Non-nucleoside polymerase
inhibitors

Varies by HCV genotype

Very low (1a <1b)
Variable

Variahle

daily to three times daily

Many targets for binding at allosteric
sites

NS5A inhibitors

High (against multiple HCV genotypes)

Low (13 <1b)
Low-to-moderate

Variable

daily

Multiple antiviral mechanisms of action




HCV ilaglari

Structural Domain Nonstructural Domain
1 Protease 1 NS5A 1 Polymerase l
Ribavirin NS3 NS5A NS5B NS5B
(RBV) Protease Replication NUC Non-NUC

Inhibitors Complex Inhibitors Inhibitors
(-previr) Inhibitors (-buvir) (-buvir)

: (-asvir)
Grazoprevir (GZR) Sofosbuvir Dasabuvir
Paritaprevir/Ritonavir Daclatasvir (DCV) (SOF) (DSV)
_ (PTVIRTV) Elbasvir (EBR)
Simeprevir (SMV) Ledipasvir (LDV)

Voxilaprevir (VOX) Ombitasvir (OBV)

Glecaprevir (GLE) Velpatasvir (VEL)
Pibrentasvir (PIB)




HCV llaclar
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Pangenotypic Regimens: GLE/PIB for 8 Wks in Patients

Without Cirrhosis
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*Includes treatment-naive and treatment-experienced patients.
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EXPEDITION-8: High SVR12 for 8-Wk GLE/PIB in
Treatment-Naive Patients With Compensated Cirrhosis

= Based on paradigms used in phase Il
trials, GLE/PIB originally approved in
treatment-naive patients for 8 wks if
no cirrhosis, 12 wks if cirrhosis

On 9/26/2019, FDA expanded
approval of 8-wk GLE/PIB to:

Treatment-naive adults and pediatric
patients 2 12 yrs or weighing > 45 kg
with chronic HCV GT1-6
and compensated cirrhosis!!!

1. GLE/PIB PI. 2. Brown. J Hepatol. 2019;[Epub].
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High SVR12 With SOF/VEL for 12 Wks Across All HCV GTs

SVR12 Rates in Patients With HCV GT1-6 and No or Compensated Cirrhosis!!!
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1. SOF/VEL PI. 2. EASL Guidelines. April 2018. 3. AASLD Guidance. November 2019.




Pangenotypic Regimens: SOF/VEL for 12 Wks

ASTRAL-3"2l: SOF/VEL
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*Graph includes treatment-naive and treatment-experienced patients, with and without cirrhosis.
"Graph includes treatment-naive and treatment-experienced patients. IiE)

1. Feld. NEJM. 2015;373:2599. 2. Foster. NEJM. 2015;373:2608. Slide credit: clinicaloptions.com




~ 99% of HCV Infections Curable With Pangenotypic
Regimens

Feld. NEJM. 2015;373:2599. Foster. NEJM. 2015:373;2608. Zeuzem. NEJM. 2018;378:354. Puoti. J Hepatol. 2018;69:293.
Bourliére. NEJM. 2017;376:2134. Bourliére. Lancet Gastroenterol Hepatol. 2018;3:559. Wyles. EASL 2018. Abstr PS-040.
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Hepatit C Kilavuzlari

1. Diinya Saglik Orgiitii (WHO) (2022)
2. Avrupa Karaciger Calismalari Dernegi (EASL) (2022)

3. Amerikan Karaciger Hastaliklari Arastirma Dernegi ve IDSA(AASLD)
(2023)

4. Hastalik Kontrol ve Onleme Merkezi (CDC)

5. National Institute for Health and Care Excellence (Ulusal Saglik ve
Bakim Mukemmelligi Enstitusu)(NICE)

6. Turkiye Hepatit C Tani Ve Tedavi Kilavuzu (VHSD-TKAD) (2023)



Evolution of HCV Guidelines

AASLDI WHO!?! EASLE!

Last updated Nov 2019 Last updated July 2018 Last updated April 2018

l Treatment is indicated for: l
4 N [, N )

) i All individuals diagnosed i
All patients with acute or . . i & All patients with HCV
) ) ) with HCV infection who are . . .
chronic HCV infection, ) infection, including
) ) 12 yrs of age or older (with i .
except those with short life : treatment-naive patients
. the exception of pregnant e : .
expectancies that cannot be and individuals with prior
. women), regardless of .
remediated treatment failure

disease stage

1. AASLD Guidance. November 2019. 2. WHO Guidelines. July 2018. 3. EASL Guidelines. April 2018.




Evolution of HCV Guidelines

M ETER L

Buitun hastalar tedavi edilebilir

N\ NG 7 N\

1. AASLD Guidance. November 2019. 2. WHO Guidelines. July 2018. 3. EASL Guidelines. April 2018.
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When and in Whom to Initiate HCV Therapy

Goal of Treatment

RECOMMENDED RATING ©

The goal of treatment of HCV-infected persons is to reduce all-cause mortality and liver-related I, A
health adverse consequences, including end-stage liver disease and hepatocellular carcinoma, by
the achievement of virologic cure as evidenced by a sustained virologic response.

Recommendation for When and in Whom to Initiate Treatment

RECOMMENDED RATING O

Treatment is recommended for all patients with acute or chronic HCV infection, except those with a LA
short life expectancy that cannot be remediated by HCV therapy, liver transplantation, or another
directed therapy. Patients with a short life expectancy owing to liver disease should be managed in
consultation with an expert.

HCV Guidance: Recommendations for Testing, Managing, and Treating Hepatitis C | © 2014-2023 AASLD and IDSA v2023.1 Page 1 of 11

. When and in Whom to Initiate HCV Therapy
?AAS LD gm Published on HCV Guidance (httpsZ//www.hcvguidelines.org)




| When and in Whom to Initiate HCV Therapy
?AAS LD g ]]EA Published on HCV Guidance (https://www.hcvguidelines.org)

Table. Factors Associated With Accelerated Fibrosis Progression
Host Viral

Nonmodifiable ¢ Genotype 3
» Coinfection with hepatitis B virus or HIV

« Fibrosis stage

* Inflammation grade

» Older age at time of infection
* Male sex

* Organ transplant

Modifiable

» Alcohol consumption

» Nonalcoholic fatty liver disease
» Obesity

* Insulin resistance

Last reviewed: October 24, 2022




Pretreatment and On-Treatment Monitoring

Recommended Assessmentis Prior to Starting DAA Therapy

RECOMMENDED RATING ©

Staging of hepatic fibrosis is essential prior to HCV treatment (see Testing and Linkage to Care and I,C
see Wh nd in Whom to Tr. =

Assessment of potential drug-drug interactions with concomitant medications is recommended prior
to starting DAA therapy and, when possible, an interacting co-medication should be stopped or
smtched to an altematlve wnth less risk for potential mteractlon dunng HCV treatment- (See Iable of
below or use

) wvith Di ing An and >d 0 O

an onhne resource such as umyecsmLo.f_Lmermemterachn_cbeakec.)

Patients should be educated about the proper administration of DAA medications (eg, dose,
frequency of medicines, food effects, missed doses, adverse events, etc), the crucial importance of
adherence, and the need to inform the healthcare provider about any changes to their medication
regimen.

The following laboratory tests are recommended within 6 months prior to starting DAA
therapy:

= Complete blood count (CBC)

= International normalized ratio (INR)

= Hepatic function panel (ie, serum albumin, total and direct bilirubin, alanine aminotransferase
[ALT], aspartate aminotransferase [AST], and alkaline phosphatase levels)

Estimated glomerular filtration rate (eGFR)

The following laboratory tests are recommended any time prior to starting DAA therapy:

= Quantitative HCV RNA (HCV viral load)
= If a nonpangenotypic DAA will be prescribed, then test for HCV genotype and subtype.

HCV Guidance: Recommendations for Testing, Managing, and Treating Hepatitis C | © 2014-2023 AASLD and IDSA v2023.1 Page 1 of 14



Basitlestirilmis tedavi oncesi degerlendirme

Siroz var mi1 ?

FIB-4 > 3.25 veya APRI| > 2

Transient elastografi- Fibroscan stiffness > 12.5 kPa

Klinik siroz bulgulari: Noduler kc ve/veya SM, PLT < 150000/mm?3

Tum ilaglarin gozden gecirilmesi

llac etkilesimi degerlendirilmesi

Laboratuvar

Rutin biyokimya ve hemogram / HCV RNA/ HIV / HBsAg ve AntiHBclgG

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘ "AASLD-IDSA Hepatitis C Guidance Panel. Hepatology. 2023

20




Basitlestirilmis tedavi adaylari

Who is Eligible for Who is Excluded from
Simplified HCV Treatment Algorithm Simplified HCV Treatment Algorithm

Adults with chronic HCV infection, including Adults with chronic HCV infection:
persons living with HIV: Previously received HCV treatment
* Infected with any genotype Hepatitis B surface antigen-positive

» Have not previously received HCV treatment Compensated cirrhosis (Child-Pugh A) with
* Without cirrhosis or with compensated cirrhosis end-stage renal disease (eGFR <30 mL/min/m?)

(Chilc}-Pugb A) as determined by:. Current or prior decompensated cirrhosis, defined
— Liver stiffness >12.5 kPa by FibroScan by Child-Pugh score 27

- FIB4 >3.25
Current pregnancy

— Noninvasive serologic test® :
— Liver biopsy Known or suspected hepatocellular carcinoma

— Liver nodularity or splenomegaly on Prior liver transplantation
imaging
— Platelet count <150,000/mm?

Figure 3. Inclusion and exclusion criteria for simplified HCV treatment algorithm. Abbreviations: eGFR, estimated glomerular filtration rate; FIB-4, fibrosis-4 index for liver
fibrosis; HCV, hepatitis C virus. *Noninvasive serologic tests include HCV FibroSure or enhanced liver fibrosis test. "Child—Pugh score based on presence of ascites, hepatic
encephalopathy, total bilirubin >2.0 mg/dL, albumin <3.5 g/dL, or international normalized ratio >1.7.

4 « CID « Bhattacharya et al




Simplified HCV Treatment* for Treatment-Naive Adults Without
Cirrhosis

Who Is NOT Eligible for Simplified Treatment (Without Cirrhosis)

Patients who have any of the following characteristics:

=2zl Recommended Regimens*

{see HCV guidance fi

* Glecaprevir (300 mg) / pibrentasvir (120 mg) to be taken with food for a duration of 8 weeks
* Sofosbuvir (400 mg) / velpatasvir (100 mg) for a duration of 12 weeks

Who Is Eligibl

Adults with chronic
treatment




HCV Treatment Is Now Simple and Can Be Completed in
8-12 Wks With > 95% Cure Rates

Recommended HCV Regimens for Previously Untreated
Patients Without Cirrhosis and Without Resistance Testing

HCV Genotype Duration  Pills/
6 (Wks) Day

. I

Regimen

1a
Ledipasvir/sofosbuvir .- .-

Elbasvir/grazoprevir

Sofosbuvir/velpatasvir

Glecaprevir/pibrentasvir

AASLD/IDSA. HCV Guidance. 2018.




. Simplified HCV Treatment Algorithm for Treatment-Naive Aduilts With |
?AAS LD ED)SA Published on HCV Guidance (https//www.hcvguidelines.org)

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

Who Is NOT Eligible for Simplified Treatment (With Cirrhosis)
Patients who have any of the following characteristics:

Recommended Regimens*

* Genotype 1-6:
Glecaprevir (300 mg) / pibrentasvir (120 mg) to be taken with food for a duration of 8 weeks

* Genotype 1,2,4,5,0r6
Sofosbuvir (400 mg) / velpatasvir (100 mg) for a duration of 12 weeks
NOTE: Patients with genotype 3 require baseline NS5A resistance-associated substitution (RAS) testing. Those
without YS3H can be treated with 12 weeks of sofosbuvir/velpatasvir. If Y33H is present, see HCV guidance for
treatment recommendations.

* Transient elastography indicating cirrhosis (eg, FibroScan stiffness >12.5 kPa)
= Noninvasive serologic tests above proprietary cutoffs indicating cirrhosis (eg, FibroSure, Enhanced Liver
Fibrosis Test, etc)
= Clinical evidence of cirrhosis (eg, liver nodularity and/or splenomegaly on imaging, platelet count
<150,000/mm”, etc)

* Prior liver biopsy showing cirrhosis




Sirotik hastalar- Kompanse Siroz

AASLD ONERILERI EASL ONERILERI

- Genotip 1-6 - Tedavi naif
- Glekapravir/Pibrentasuvir, - Glekapravir/Pibrentasuvir,
gidalarla birlikte 8 hafta gidalarla birlikte 8 hafta
-Genotip 1, 2,4, 5,6 - Sofosbuvir/velpatasvir, 12 hafta
- Sofosbuvir/velpatasvir, 12 - Tedavi Deneyimli
hafta - Glekapravir/Pibrentasvir,

gidalarla birlikte 12 hafta
- Sofosbuvir/velpatasvir, 12 hafta



Basitlestirilmis EASL / AASLD IDSA / SUT ONERILERI

EASL AASLD SUT

Siroz yok Child A Siroz yok Child A Siroz yok Child A

SOF/VEL 12 SOF/VEL 12w SOF/VEL 12 w Gen 1-6: GLE/PIB 8w SOF/VEL/VOX 8 w SOF/VEL/VOX 12 w

w Veya Veya Veya Gen1,2,4,5,6: SOF/VEL12 w Veya Veya
- GLE/PIB8w  GLE/PIB 8w GLE/PIB 8 w Gen 3: GLE/PIB 8 w GLE/PIB 8 w
g Direnc¢ (Y93H) yok SOF/VEL 12 w

Diren¢ var SOF/VEL/VOX 12 w

SOF/VEL 12 SOF/VEL 12w SOF/VEL/VOX 12 w NS5A* disi NS5A disi
_ Ww\Veya Veya Veya SOF/VEL/VOX 12 w SOF/VEL/VOX 12 w
€ GLE/PIB8w GLE/PIB12w GLE/PIB 16 w Veya Veya
qc>>‘ TtSOF/VEL/VOX+RBV 24 w veya GLE/PIB+SOF+RBV 16 GLE/PIB 8 w GLE/PIB 12w
0] w/24w
|
'S NS5A veya PI**
T SOF/VEL/VOX 12 w
§ Veya

GLE/PIB 16 w***
SOF/VEL/RBV 12 w Veya Gen 1,4,5,6: SOF/LED/RBV 12 w Veya 24 w! Gen 1,4,5,6: SOF/LED/RBV 12 w Veya 24 w™
SOF/VEL 24 w SOF/VEL 12 w Veya 24 w/
*NS5A:Ledipasvir, daclatasvir , ombitasvir, elbasvir, pibrentasvir. tMultipl DAA failure

**P|: Boceprevir, Telaprevir, Paritaprevir, Grazoprevir, Glecaprevir ***Sadece SB onayi ile 'RBV intoleran veya SOF veya NS5A inh ted failure 26




SUT ONERILERI

SUT
Siroz yok Child A
SOF/VEL/VOX 8 w SOF/VEL/VOX 12 w
Veya Veya
GLE/PIB 8 w GLE/PIB 8 w

Dekompanse siroz
Gen 1,4,5,6: SOF/LED/RBV 12 w Veya 24 w™"



2023 AASLD-IDSA Hepatitis C Guidance « CID

Hepatitis C Guidance 2023 Update: American Association
for the Study of Liver Diseases

Table 1.

Recommendations for Initial Treatment of Hepatitis C Virus-infected Adults

Classificanon

Racommended

Genotype
Treatment-nave without crrthosis 1-8
or with compensated cirrhosts
Glecaprevir/pibrentaswr
Sofosbuvitivelpatasvir

HRegimen
Bwk

12 wk

Sotosbuvir/velpatasvir « Alternative
weight-based nbavirn

Sofosbuvit/valpataswir/
voalaprevir

Ahlternative

Duration Rating

| A*

|, A¥

Caveats and Other Considerations

For genotype 3 infection with compensated curhosis, NSBA RAS
1asting is recommended. If baseline NSSA RAS YO3H is presant,
add weight-based ribavirin or choose another recommended
regimen

Not racommended lor genotype 6e infection if subtype s known.

Applicable 10 patients without carhosis who are ot kving with human
immunodeficiency virus and whase HCV RNA is <6 million IU/mL

For genctype 1a infection, NSBA RAS testing s recommendead, If
basobne BASs are present (e, substitutions at anwno atid positions
28, 30, 31, or 93), another recommended reamen should be used

Applicable to genotype 3 infection with compensated cirrhosis and
baseline NS5a Y93 RAS.

Applicable to genotype 3 infection with compensated cirhosis and
baselne NS5a Y23 RAS

Sofosbuvir/velpataswr +
weight-basad ribavirin
SolosbivikAeloatasd

Ledipasvir/sofosbuwir +
wemt.basod nbavirin

Low initial dose of nbavirin (800 mgl is recommended for patients
with CTP class C cirrthosis, increase as loleratad.

Low initial dosa of ribavirin (600 ma) is recommended for patients
with CTP class C cirrhosis; increase as tolerated.




Follow-Up After Achieving Virologic Cure (SVR)

¢ Ulirasound surveliance for HOG (with or without alpha-fetoprotesn testing) every & months s recommended for
patents with ciirhosts in accordance with AASLD gudances
. mwmmwmnwmwmmmm

pacial hypertensive tleading in cirthosis.

* Patients with ongoing risk jor HCV infection (eg, infravencus crug use or MSM angaging in unprotected ses)
should be counsaled about resk reduction, and tasted for HCV RNA annually and whanaver thay develop slevated
ALY, AST, or bilirubin.

¢ Patients should abstain from alcohol 10 avoid progression of iver Giasase

Follow-Up for Patients Who Do Not Achieve a Virologic Cure

* Pationts in whom mitial HCV treatment tads to achseve cure (SVR) should be evaluated for retreatment by a
apecialist, in accordance with AASLDADSA gudance.

* Ulirasound surveillance for hepatocefiular carcinoma (with or without alpha-foloproten fasting) every § months is
recommended 1or patients with cithosls, In accordance with

o Assasamoent 10r deease progression every 6 10 12 months with a hepalic function panel, CBC, creatinine. and INR
Is recommeonded.

o Patients should abstain from alcohol 10 avosd progression of iver Gsease

*More detalled descriptions of the pationt evaluation proooss and antivirals wsed for HCV eatment can be found here.
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21,7, Patients with a Child-Pugh score 27 (e, Child-Pugh B or C) have decompensaled cirrhosis; this simpiified
|epproach s not recommended for patiants with decompensaled crhosis,

* Chilks-Pugh score based on prasence of ascites, hepatic encephalopathy, total bilirubin »2.0 mg/dL, albumin 3.5 g/dL ||

HOV Ouwtance Reconwmendatons Y Tesang. Maragang and Trmatng Hapatms C | © 2014 2000 AASLD arvt (DSA w228 | Pagedota



TURKIYE HEPATIT C
TANI VE TEDAVI
KILAVUZU

2023

Tiirk Karaciger Arastirmalan Dernegi Viral Hepatitle Savagim Dernegi

Bu kilavuz Turk Karaciger Aragtirmalan Dernegi (TKAD) ve Viral Hepatitle Savagim Dernegi (VHSD)
tarafindan ortakiaga hazirlanmigtir.

Degerli Meslektaglarimiz,

Kilavuzlar; hastaliklarin tam ve tedavilerinin yonetiminde hem bizlere, hem de geri 6deme ve
onaylanma streglerinde resmi otoritelere yol gostericidir. Tirk Karaciger Arastirmalan Dernegi ve
Viral Hepatitle Savasim Dernegi'nin ig birligi ile Viral Hepatit B, D ve C; Tani ve Tedavi Rehberlerinin
ilki 2015 yilinda hazirlanmusti. Takiben 2017'de ve 2019'da giincellemeler yapildi. Ulkemizde
karaciger saghgini tehdit eden en dnemli risk faktérlerinden olan viral hepatitler, ayni zamanda
bilim alanimizin en dinamik konulannin baginda gelmektedir. Dolayis ile degisen tani ve tedavi
bilgilerine gore kilavuzlarin gincellenmesi ihtiyac ortadadir.

Bu kilavuz, eski kilavuzlarimiz esas alinarak, uluslararas derneklerin kilavuzlan gdzden gegirilerek,
giincel kaliteli yayinlar temel alarak olusturulmustur. Kilavuza esas alinan yayinlar ilaglarin kayit
caligmalan, A sinif dergilerde yayinlanmig gergek yasam verileri, sistematik gozden gecirme ve
meta-analizlerdir. Her iki dernegin temsilcileri ortak mesai ile bu kilavuzu gelistirmiglerdir.

“Turkiye Viral Hepatit Tani ve Tedavi Kilavuzu 2023"in hepimize yararl olmasini dileriz.

Saygi ve sevgilerimizle

TKAD Yénetim Kurulu VHSD Yonetim Kurulu

Prof.Dr. Ulus Akarca

Prof.Dr. Nurcan Baykam
Prof.Dr. Rahmet Giiner
Prof.Dr. Fulya Giingar

Prof.Dr. Ramazan ldilman
Prof.Dr. Zeki Karasu

Prof.Dr, Sabahattin Kaymakoglu
Prof.Dr. iftihar Koksal

Prof.Dr. Fehmi Tabak

Prof.Dr. Tansu Yamazhan




Hepatit C tedavisi endikasyonlari

« Terminal donem kanser hastalari hari¢ HCV RNA pozitif saptanan herkes hepatit C tedavisi almalidir. Beklenen
yasam suresi <1 yil olan hastalara tedavi verilmesi uygun degildir. Dekompanse siroz hastalari icin; MELD 218 ve
karaciger nakli 6 aydan kisa siirede yapilabilecek olanlarin tedavisi nakil sonrasina ertelenebilir.

- Dekompanse hastalara proteaz inhibitorll tedaviler verilmemelidir. Ciddi ilag etkilesimlerine dikkat edilmelidir.

- Gebelikte DEA tedavisi kontrendikedir. Tedavi verilen tretken ¢agdaki kadinlar hamile kalmamalari konusunda
uyariimahdir.

+ 12 yasindan kuguk ¢cocuklarda ruhsatlandiriimis DEA tedavisi yoksa tedavileri 12 yasa kadar ertelenebilir. Ancak

bulastiricilik riski gz 6ntine alinarak 12 yastan kiiclik hastalarda DEA tedavisi icin TC Saglik Bakanligina
endikasyon disi ilag basvurusu yapilabilir.



Hepatit C icin taranmasi gerekenler

Risk gruplari taranmalidir.

Damar i¢ci madde kullananlar,
Hemodiyaliz hastalari,

Ortak kapali alanlarda yasayanlar
(hapishane, kres, bakimevi, askeri kogus
vb.),

1996’dan once kan ve kan Uranu alanlar,
2000 yilindan once ameliyat 6ykusu olanlar
Aile ici temas riski olanlar,

Ko-enfeksiyon varligi (HBV, HIV),
Anti-HCV pozitif annelerin ¢ocuklari,

Sik kan ve kan uruanu transfizyonu olanlar,

Riskli cinsel davranis dykusu olanlar
(Escinsel/biseksuel erkekler, ¢oklu cinsel
partner, seks iscileri)

Karaciger hastalari
- Butdn kronik karaciger hastalari
« Transaminaz yuksekligi olanlar

Saglik kuruluglarina bas vuran butiin hastalara riskli
davraniglari yoksa en az bir kere anti-HCV tayini
yapilmalidir. Riskli davranisi devam eden hastalar daha
once tedavi alsalar bile hepatit C agisindan 6 ayda bir
degerlendirilmelidirler.



HEPATIT C TEDAVI ONERILERI
GENOTIP BAKILMADAN YAPILABILECEK TEDAVILER

» Daha once tedavi almamis veya interferonlu tedavi almus, siroz olmayan veya kompanse
siroz olan hastalar

o Sofosbuvir/Velpatasvir/Voksilaprevir 8 hafta (8) {Sirozlarda 12 hafta)
» Glekaprevir/Pibrentasvir 8 hafta (9,10,11)
o Sofosbuvir/Velpatasvir 12 hafta (8.12.13)
» Daha once sadece NS3/4A polimeraz inhibitori deneyimi olan hastalar
e Glekaprevir/Pibrentasvir 12 hafta (14)
o Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta (15)
» Daha once NS5A inhibitoru tedavisi almag, siroz olmayan veya kompanse siroz olan
hastalar
o Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta (14,15)
» Birden fazla NSSA inhibitorG tedavisi kullanmis ve cevapsiz olan hastalar
o Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta (Polaris-1 ve -4 hst %40"1 {15))

» Glecaprevir/Pibrentasvir'e cevapsiz hastalar
o Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta (16)




HEPATIT C TEDAVI ONERILERI

- GENOTIP BAKILMADAN YAPILABILECEK TEDAVILER

- Daha once tedavi almamis veya interferonlu tedavi almig, siroz olmayan veya kompanse siroz
olan hastalar

- Sofosbuvir/Velpatasvir/Voksilaprevir (VOSEVI) 8 hafta
- Glekaprevir/Pibrentasvir (MAVIRET) 8 hafta
- Sofosbuvir/Velpatasvir (EPCLUSA) 12 hafta
- Daha once sadece NS3/4A polimeraz inhibitoru deneyimi olan hastalar
- Glekaprevir/Pibrentasvir 12 hafta
- Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta
- Daha once NS5A inhibitoru tedavisi almig, siroz olmayan veya kompanse siroz olan hastalar
- Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta

> Birden fazla NS5A inhibitoru tedavisi kullanmis ve cevapsiz olan hastalar

- Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta
> Glecaprevir/Pibrentasvir’e cevapsiz hastalar

- Sofosbuvir/Velpatasvir/Voksilaprevir 12 hafta



 Nisan 2023 itibariyle lilkemizde ruhsatli olan ilaglar :

- Maviret: Glekaprevir 100 mg/Pibrentasvir 40 mg bilesik tablet (Gunde 3)

« Vosevi: Sofosbuvir 400 mg/Velpatasvir 100 mg/Voksilaprevir 100 mg bilesik tablet
- Harvoni: Ledipasvir 90 mg/Sofosbuvir 400 mg bilesik tablet

- Zepatier: Grazoprevir 100 mg/Elbasvir 50 mg bilesik tablet (24.09.2022 tarihinde askiya
alinmigtir)

« Viekirax: Ombitasvir 12,5 mg/Paritaprevir 75 mg/Ritonavir 50 mg bilesik tablet

- Exviera: Dasabuvir 250 mg

- Haziran 2022 itibariyle SGK Odemesi yapilan ilaglar:
- Maviret: Glekaprevir/Pibrentasvir
- Harvoni: Ledipasvir/Sofosbuvir

« Vosevi: Sofosbuvir/Velpatasvir/Voksilaprevir



Tedavi Sirasinda Takip

Tedaviler kisa sdreli oldugu ve tedavi sonucunu erken predikte edecek bir gosterge
tanimlanmadigl icin KVY elde edilene kadar HCV RNA takibi yapiimasina gerek yoktur. Ancak
hastalann tedavi uyumu son derecede onemlidir. Bu amacla hastalarla strekli irtibat halinde
olunmasi gerekir. Hastalann ilag uyumu konusunda telefonla aranmasi tavsiye edilir. Asagidaki
durumlarda hastalann kontrol edilmesi ve gerekirse test yapiimas: gerekir:

1. llag uyumsuziugundan siddetie kuskulanildiginda 2-4 hafta sonra gérisme saglanmalidir.

2. Ribavirin kullanan hastalar yash ve anemikse tedavinin ikinc haftasinda, degilse en geg
dorduncd haftasinda hemogram bakimahdir.

3. Hasta HBsAg pozitif olup antiviral tedavi verilmediyse 4 haftada bir ALT ve gerekirse HBV
DNA bakilmahdir.

4. Oral antidiyabetik kullanan hastalar yakin seker takibinde olmalidir,

5. Kumadin kullanan hastalarda INR takibi ssklastinimalder. Tercihan 2 haftada bir
yapimaldir.



Akut hepatit C tedavisi

Akut C hepatiti olan hasta bulastincilik riski yuksek bir hasta veya saghk ¢cahisani ise mutiaka
hemen tedavi edilmelidir. Bugun icin 8 haftadan kisa tedavilerin etkisine dair yeterli delil
olmadig icin kronik hepatitte oldugu gibi 8 haftalik tedawvi tavsiye edilmektedir (37, 38).

e Sofosbuvir/Ledipasvir 8 hafta
o Sofosbuvir/Velpatasvir 8 hafta
e Glekaprevir/Pibrentasvir 8 hafta

Bati dlkelerinde akut C hepatiti hemen hemen daima hastalig: bulastirma riski yuksek olan
damar igi madde bagimhlarinda ve erkek erkege cinsel iliskiye girenlerde goruldGgu icin akut C
hepatitinin tanundiginda hemen tedavi edilmesi tavsiye edilmektedir. Ayrica kendi kendine
hastahgmn iyilesmesinin beklendigi durumlarda hastalarin bir kismi takipten kagabilmektedir. Bu

sebeple akut C hepatitli hastalann kendi kendine iyilegme beklenmeden tedavi edilmesi tavsiye
edilmektedir.




Cocuklarda hepatit C tedavisi

e 12-17 yas aras: cocuklar erigkinlerle ayn: doz ve surede tedavi edilmelidir.
o Sofosbuvir/Velpatasvir 400/100 mg tek doz 12 hafta
o Glekaprevir/Pibrentasvir 300/120 mg tek doz 8 hafta
e 3-11yas cocukiar
o Sofosbuvir/Velpatasvir (yurtdisinda 150/37.5 oral pellet formu vardir)

* 217 kg ise yanm tablet 12 hafta

* <17 kgise 150/37.5 mg (3/8 tablet) 12 hafta
o Glekaprevir/Pibrentasvir (yurtdisinda 50/20 mg saseleri vardir)

*»  30-44 kg ise 250/100 mg 8 hafta

*  20-29 kg ise 200/80 mg 8 hafta

*  12-19 kb ise 150/60 mg 8 hafta



Tesekkurlerimle..



