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Tedavi Uzerine etkili faktorler

» Genotip

» Viral yik (<6 milyon 1U/mL, <800,000 IU/mL)
> ¥ag

> ek

> Cinsiyet

> 1288

> Onceki tedaviye yanit

» Uyum

» Hastaligin agirligi (fibroz)

» Metabolik sendrom !
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Farkl sinif kombinasyon iceren HCV ilaclari

PHARMACEUTICAL

DRUG GENERIC NAME CONMPANY
ledipasvir/sofosbuvir Gilead Sciences
- Technit ombitasvir/paritaprevir/ritonavir AbbVie
- ombitasvir/paritaprevir/ritonavir and AbbVie
dasabuvir
’ Zanat elbasvir/grazoprevir Merck
e ART_-492 + ART- N/A AbbVie
E ‘ , - daclatasvir/asunaprevir/beclabuvir Bristol-Myers Squibb
E ‘ 7 sofosbuvir/velpatasvir Gilead Sciences



HCV yada HCV/HIV Kompanze sirotik naif yada peglFN+RBV'ne yanitsiz

olanlarda
(EASL 2015)
Patients PeglFN-q, PeglFN-a, Sofosbuvir Sofosbuvir Ritonavir-boosted  Ritonavir-boosted Sofosbuvir Sofosbuvir and
RBV and RBV and and RBV and ledipasvir  paritaprevir, ombit-  paritaprevir, and  and simeprevir daclatasvir
sofosbuvir simeprevir asvir and dasabuvir ombitasvir
Genotype 12 wk with :
1a 12 wk (treat- RBV, or 24 25 W WY
12 wk P X No J No RBV, or24 wk RBV, or 24 wk
Genotype e iy REY . without RBV  without RBV
1b or null re- if negative 12 wk with RBV !
spanders) predictors of
response
Genctype 12 wk No 16-20 wk No No No No i
2 RBV
Genotype 24 wk with
3 12 wk No No No No No No RBY
12 wk with
12 wk (treat- RBYV, or 24
Genoty r:eel;t.r;:rl‘sl)eo‘::'r :;\\/\":)'102\1; IAwicwin A2/ Wy
¢ pe 12 wk o4 vi i No s No 24 wkwith RBV ~ RBV, or24wk RBV, or 24 wk
P : ) without RBY  without RBV
or null re- if negative
sponders) predictors of
response
12 wk with
RBYV, or 24
wk without
12 wk with
Ganatype 12 wk No No pEN, e No No No RBV, or 24 wk
Sor6 wk with RBV ¢
: without RBY
if negative
predictors of
response




DAA tedavisi basarisiz olan HCV yada HCV/HIV naif yada peglFN+RBV'ne yanitsizlarda
(EASL 2015)

Failed treatment

Genotype

Sofosbuvir and
ledipasvir

Ritonavir-boosted

paritaprevir, ombitaswvir

and dasabuvir

Ritonavir-boosted
paritaprevir, and
ombitasvir

Sofosbuvir and
simeprewvir

Sofosbuvir and
daciatasvir

PegliFN-a, RBV and
either telaprevir or
boceprevir

Sofosbuvir alone,
in combination with
RBV or in combina-
tion with Peg!FN-a

and RBV

PegiFN-a. RBV and
simeprevir

PegiFN-a, RBV and
daclatasvir

Sofosbuvir and
simeprevir

Genotype 1

Genotype 1

Genotype 2 or 3

Genotype 4

Genotype Sor 6

Genotype 1or 4

Genotype 1

Genotype 2 or 3

Genotype 4

Genotype S or 6

Genotype 1 or 4

12 wk with RBV

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

No

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis
12 wk with RBV or

24 wk with RBV if
F3 or cirrhosis

No

No

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis
12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

No

12 wk with RBV or 24
wk with RBV if F3 or

cirrhosis

No

No

No

No

12 wk with RBV
or 24 wk with
RBV if F3 or
cirrhosis

No

No

No

No

No

12 wk with RBV
ar 24 wk with
RBV if F3 or

cirrhosis

No

12 wk with RBV
or 24 wk with
RBV if F3 or
cirrhosis

No

No

12 wk with RBV
or 24 wk with
RBV if F3 or

curhosis

No
12 wk with RBV
or 24 wk with
RBV if F3 or

cirrhosis

No

12 wk with RBV

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 weeks with
RBV or 24 weeks
with RBV if F3 or

cirrhosis
12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 wk with RBV or

24 wk with RBV if
F3 or cirrhosis

No

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

No

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis
12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis




DAA tedavisi basarisiz olan HCV yada HCV/HIV naif yada peglFN+RBV'ne yanitsizlarda

2

(EASL 2015)

Failed treatment

Sofosbuvir and
daclatasvir

or

Sofosbuvir and
ledipasvir

Ritonavir-boosted
paritaprevir,
ombitasvir and
dasabuvir

Ritonavir-boosted
paritaprevir and
ombitasvir

Genotype

Genotype 1

Genotype 2
or3

Genotype 4

Genotype 5
or6

Genotype 1

Genotype 4

Sofosbuvir and
ledipasvir

No

No

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

12 wk with RBV or
24 wk with RBV if
F3 or cirrhosis

Ritonavir-boosted
paritaprevir,
ombitasvir and
dasabuvir

No

No

No

No

No

No

Ritonavir-boosted
paritaprevir, and
ombitasvir

No

No

No

Sofesbuvir and
simeprevir

12 wk with RBV
or 24 wk with
RBVifF3 or
cirrhosis

No

12 wk with RBV
or 24 wk with
RBV if F3 or
cirrhosis

No

12 wk with RBV
or 24 wk with
RBV if F3 or
cirrhosis
12 wk with RBV
or 24 wk with
RBV if F3 or
cirrhosis

Sofoesbuvir and daclatasvir

No

12 wk with RBV or 24 wk
with RBV if F3 or cirrhosis

No

12 wk with RBV or 24 wk
with RBV if F3 or cirrhosis

12 wk with RBV or 24 wk
with RBV if F3 or cirrhosis

12 wk with RBV or 24 wk
with RBV if F3 or cirrhosis
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Elbasvir/grazoprevir

v’ Siroz varligi etkinligini degistirmiyor
v’ Baslangictaki RAV, GT1a olgularinda kalici yaniti etkiliyor (%58 vs %99)

v' GT1a olgularinda baslangicta direnc testi dnerilmekte

v’ 28,30, 31, 93 aa pozisyonlarinda polimorfizm varsa tedavi 16 haftaya uzatilmali +RBV




Ledipasvir/sofosbuvir

v’ Siroz varhgi tedavi yanitini etkilemiyor

v’ Sirotik olgularda 8 hafta dnerilMemekte...




Paritaprevir/ritonavir/ombitasvir + dasabuvir

v' PEG-IFN/RBV yanitsizlarda 12 haftalik tedaviyle basari orani
%95’ten %89’a dismekte
v’ Siroz olgularinda kalici yanit %92

v' Dekompanze sirozda kontrendike

v’ Sirotiklerde ilk ay haftalik KCFT izlenmeli




Simeprevir + sofosbuvir

v' GT1a ve Q80K mutasyonunda 12 haftalik tedaviyle kalici yanit %74

v’ Sirotiklerde 24 haftazRBV olabilir yada kullanilmamal




Daklatasvir + sofosbuvir

v’ Sirotik olgularda stire belirsiz

v' +RBV 24 hafta 6nerilmekte...




Daklatasvir + asunaprevir (aas/d kilavuzunda yok !)

24 haftalik tedavi sonrasi;

v’ Interferon kullanmamislarda %87.4
v’ interferon yanitsizlarda %80.5

v Siroz varhg1 yaniti etkilemiyor (%90.9 vs %84)

v’ Istenmeyen etki: KCFT yuiksekligi !..




Naiv Sirotik HCV GT1 Hastalar:

AASLD 2016
ilk secenek LDV/SOF, 12 h PROD, 12 h
GZA+ ELB, 12 h LDV/SOF, 12 h
GZA+ ELB, 12 h
Alternatif PROD +RBV, 24 h SMV+SOF£RBV, 24 h

SMV+SOF+RBV, 24 h
DAC+SOF+RBV, 24 h

GZA+ ELB+RBV, 16 h

DAC+SOF%RBYV, 24 h



Genotype 3 Treatment-naive Patients with
*- Recommended

Recommended regimens are listed in groups by level of evidence, then
DAC+SOF£RBV, 24 h alphabetically

Daily daclatasvir (60 mg*) plus sofosbuvir (400 mg) for 24 weeks with or
without weight-based RBV is a Recommended regimen for treatment-naive
patients with HCV genotype 3 infection who have

Rating: Class lla, Level C

SO F+ R BV+ Peg| F N’ 12 h Daily sofosbuvir (400 mg) and weight-based RBV plus weekly PEG-IFN for 12
weeks is a Recommended regimen for treatment-naive patients with HCV
genotype 3 infection who have and who are eligible to
receive PEG-IFN.

Rating: Class I, Level A

E

* The dose of daclatasvir may need to increase or decrease when used

concomitantly with cytochrome P450 3A/4 inducers and inhibitors, respectively.
Please refer to the prescribing information and the section on

ALTERNAT| F: for patients on antiretoviral therapy.
SOF+RBV, 24 h

Genotype 3 Treatment-naive Patients with or without Cirrhosis* - Alternative

Daily sofosbuvir (400 mg) and weight-based RBV for 24 weeks is an Alternative
regimen for treatment-naive patients with HCV genotype 3 infection,
regardless of cirrhosis status, who are daclatasvir and IFN ineligible.

Rating: Class |, Level A



Genotype 4 Treatment-naive Patients with
*- Recommended

Recommended regimens are listed in groups by level of evidence, then
alphabetically.

Daily fixed-dose combination of paritaprevir (150 mg)/ritonavir (100 mg)/

ombitasvir (25 mg) and weight-based RBV for 12 weeks is a Recommended

regimen for treatment-naive patients with HCV genotype 4 infection,
PROD+RBYV, 12 h o "

Rating: Class I, Level B

Daily fixed-dose combination of elbasvir (50 mg)/grazoprevir (100 mg) for

GZA+ELB. 12 h 12 weeks is a Recommended regimen for treatment-naive patients with
, HCV genotype 4 infection with
Rating: Class lla, Level B

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) for
12 weeks is a Recommended regimen for treatment-naive patients with
HCV genotype 4 infection, with

LDV/SO F, 12 h Rating: Class lla, Level B

" Please see statement on FDA regarding the use of PrOD or PrO in
patients with cirrhosis.

ALTERN AT| F: Genotype 4 Treatment-naive Patients with or without Cirrhosis* -

Alternative
SOF+RBV+PeglFN, 12 h

Daily sofosbuvir (400 mg) and weight-based RBV plus weekly PEG-IFN for
12 weeks is an Alternative regimen for treatment-naive patients with HCV
genotype 4 infection who are IFN eligible, regardless of cirrhosis status.
Rating: Class Il, Level B



Tedavi deneyimli sirotik HCV GT1 hastalar

AASLD 2016
GT1a GT1b GT1a/b
GT1a/b GT1a/b
GZA/ELB, 12 h GZA/ELB, 12 h LDV/SOF + RBV, 24 h  LDV/SOF+RBV, 12 h Direnc testi
LDV/SOF, 24 h LDV/SOF, 24 h LDV/SOF, 24 h ve
LDV/SOF+RBV, 12h  LDV/SOF+RBV, 12 h DCV+SOF+RBY, 24 h +RBV, 24 h

ALTERNATIF;

PROD+RBV, 24 h
GZA/ELB+RBV, 16 h
DAC+SOF+RBV, 24 h

SIM+SOF+RBV, 24 h

PROD, 12 h

ALTERNATIF:
DAC+SOF+RBV, 24 h

SIM+SOF+RBV, 24 h

GZA/ELB+RBV, 12 h



Tedavi deneyimli sirotiklerde dnerilen rejimler

AASLD 2016
Genotip 3 Genotip 4
PEG-IFN/RBV yada PEG-IFN/RBV
SOF+RBV

GRA/ELB, 12 h (ted. Sirasinda kirilma ise;
SOF+RBV+PegIFN, 12 H

+RBV, 16 h)
DAC+SOF+RBV, 24 h

LED+SOF+RBV, 12 h

LED+SOF, 24 h




Tum rejimler genel olarak;

v" TUm rejimlerin givenlik profili iyi 2

Siroz olan ve olmayanlarda erken tedavi sonlandirma; %2 ve %1.
v’ Istenmeyen etkiler en sik RBV ile...
v' NS3 proteaz inhibitor (paritaprevir, simeprevir, grazoprevir) rejimlerinde

KCFT yuksekligi acisindan daha dikkatli olunmali

v’ Tedavi dncesi, simeprevir icin Q80K, GRA/ELB icin RAV bakilmasi...




Tum rejimlerde izlem;

v Tedavinin 4. haftasinda
» Tam kan
» Kreatinin, GFR
» KCFT (6z.le GZR/EBR) > 10 kat artis yada klinik bulgular olursa
sonlandiriimal
v" PROD alanlarda 2 ve 4. haftada KCFT
v HCV RNA: 4. ve 12. hafta, tedavi sonu ve 24 hafta sonrasinda énerilmekte

v Direnc acisindan izleme gerek yok
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Tedavi sonlandirma durumlari

4. haftada HCV RNA pozitif = 6. haftada yinele;

- 1 log artis var = sonlandir

—> artis yok ama pozitif > ??




