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OLGU

19.11.2014 ‘te poliklinikten basvuran erkek hasta
65 yas, 63 kg

Sik: Karin agrisi

Ozgecmis: 22 yasinda sarilik gecirme

Ek hastalik: 1974 vilinda gecirilmis akciger Tbc, HT
Sigara: son 30 yildir kullanmiyor

Alkol kullanimi yok
Operasyon, dis tedavi dykusu yok



Laborotuvar (ilk basvuru)

HBs Ag (+), Anti HBs (-), HBs Ag: 286 IU/ml

Anti Hbc Ig M (-), Anti Hbc Ig G (+)
Hbe Ag (+), Anti Hbe (+)

Anti HCV (+), Anti HAV Ig G (+)

Anti HIV (-)

HBV DNA: 3.4X1076 IU/ml, HBV Genotip D

HCV RNA: 2.2x1074 IU/ml, HCV Genotip1b 0




Laborotuvar (ilk basvuru)

AST: 176 U/L
ALT: 231 U/L
ALP: 145 U/L
GGT: 229 U/L
AFP: 58

»Whbc: 9800/mm?3

»Hgb: 15.6 mg/dI

> Plt: 139000/mm?3

Thbil: 1.8

Direk bil: 1

>Pt: 15.1
> Aptt: 29.3

»>INR: 1.3

19 Kasim 2014



Radyoloji ve Patoloji

Ozofago-gastro-duodenoskopi raporu: Grade 1 6zofagus
varisleri, portal hipertansif gastropati

Kontrastl Toraks Tomografi: Sol akciger apikoposterior
pleroparankimal kalinlasmalar, parankimal dlizensiz
kalsifikasyonlar, plevral kasifik kalinlasma, milimetrik
subplevral kalsifik noddil

Ust abdomen MR: En bliytigii sagda 13 mm, solda 17 mm
olmak Gzere her iki bobrekte kontrastlanmanin izlenmedigi
kortikal basit kistler

Karaciger Biyopsi: HAI: 7/18 F:3/6



Table 3. Approved HCV drugs in the European Union in 2015.

Product Presentation Pﬂaﬂlugy
PeglFN-aZa jon for iniacfi ining 1 a weeklv subcutaneous Injection of 180 pg
reduction needed)

PeglFN-02b ubcutaneous injection of 1.5 pg/

Peg temin edilemedi nse reduction needed)
Ribavirin Ca In the moming and 3 in the

evening if body weight <75 kg
and J in the

Sofosbuvir )
Simeprevir ing)
Daclatasvir )
Sofosbuvir/ledipasvir Tablets containing 400 mg of sofosbuvir and 90 mg of - Ong tablet once daily (moring)

ledipasvir
Paritapreviriombitasvi/ ~ Tablets containing 75 mg of pantaprevir, 125mg of  Two tablets once daily (morning)
ritonavir ombitasvir and 50 mq of ritonavir
Dasabuvir Tablets containing 250 mg of dasabuvir One tablet twice daily (morning and evening)




Klinik Seyir

- trEET =T mRTRTTTTTTTTTT )T O TTWHC O ThCTRREARTTIETTTC

IFN/RBV-Iliskili Hematolojik
Y an Etkiler

Notropeni
Trombositopeni
Anemi

Yan Etkiler
Trombositopeni (60.000)
Halsizlik, eklem agrisi

e 9 AY TENOFOVIRLE MONOTERAPIYE DEVAM EDILIYOR

17 Nisan 2015



Tedavi baslangici

Laborotuvar

WBC | HBG PLT AST ALT ALP GGT
19.03.2015 |5100 [ |14.6 120.000 JJ| 123 112 204 278
30.03.2015 [3500 J§|13.1 60.000 §| 142 105 a1
Tedavi kesiliyor
17.04.2015 | 8000 | 14.2 127.000 |90 84 176 169




Laborotuvar

« 9 AY TENOFOVIR MONOTERAPISi ALTINDAKi LABOROTUVAR DEGERLERI

AST ALT ALP GGT T.BiL/D. AFP Hbe Ag | Anti HBV
BiL Hbe Ag | DNA

Tenofovir 1. | 90 34 176 169 1/0.6 86 borderli + 1.2x1073
ay ne
Tenofovir 3. | 79 71 203 254 0.7/0.5 72 1.7X1072
ay
Tenofovir 6. | 64 53 114 134 09/0.6 66 - + NEGATIF
ay
Tenofovir 9. | 57 51 113 106

ay




HCV tedavisinde kose taslari

FDA Onaylari

1991  IFN alfa-2b

1996 IFN alfa-2a

1997  “consensus” IFN

1998 IFN alfa-2b ve Ribavirin

2001 PeglFN alfa-2b ve Ribavirin
2002 PeglFN alfa-2a ve Ribavirin

2011 DAA I (Boceprevir ve Telaprevir)
2013 DAA Il (SOFOSBUVIR ve Simeprevir)

2014 SOFOSBUVIR+Ledipasvir

2014  PARITAPREVIR+ritonavir+OMBITASVIR ve DASABUVIR (ProD)
2015 SOFOSBUVIR+DACLATASVIR

2015+ IFN’suz TEDAVILER;DAHA ETKILi, DAHA KISA SUREL|
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"NEUTRINO galismasi: GT1 hastalarda KVY 12 orani %90 (12 hafta SOF+PEG-IFN+RBV)

Adapted from Strader DB, et al. Hepatology 2004:39:1147-71; INCIVEK [Pl]. Cambridge, MA: Vertex Pharmaceuticals, 2013;
VICTRELIS [Pl]. Whitehouse Stafion, NJ: Merck & Co, 2014; Jacobson |, et al. EASL 2013. Amsterdam. Poster #1425; Manns M,
et al. EASL 2013. Amsterdam. The Netherlands. Oral #1413; Lawitz E, et al. APASL 2013. Singapore. Oral #LB-02.



HepAtolye Ill: Hepatit C Virusu Infeksiyonunun Tedavisinde Yeni
Antiviraller (4-6 Aralik 2015, istanbul)’in Ardindan

After a Workshop on the Novel Antivirals for Treatment of Hepatitis C Virus Infection
(4-6 December 2015, Istanbul)

Suda Tekin', Bilgehan Aygen?, Mehtap Aydin?, Funda Simsek*, HepAtolye Ill Duzenleme Kurulu

Tablo 6. Hepatit C Virusu Genotip 1 veya 4 Infeksiyonu Olan Sirotik Olmayan Tedavi Naif veya PeglFN + RBV Deneyimli
Hastalarda Tedavi Onerileri*

HCV Genotip
1a 1b 4

SOF + PeglFN/RBYV 12 hafta 12 hafta
SMV + PeglFN/RBV 12 hafta (naif veya relaps) 12 hafta (naif veya relaps)

24 hafta (parsiyel/ “null”) 24 hafta (parsiyel/ “null”)
LDV/SOF 8-12 hafta’ 12 hafta
OBV/PTV-RTV + DSV 12 hafta (+ RBY) 12 hafta Onerilmiyor
OBV/PTV-RTV Onerilmiyor 12 hafta (+ RBV)
SOF + SMV 12 hafta 12 hafta
SOF + DCV 12 hafta 12 hafta

*Kaynak 13 ve 14'ten uyarlanmistir. "Tedavi naif, sirotik olmayan ve bazal HCV RNA duzeyi < 6 milyon [Ufml olan hastalarda 8 hafta verilebilir
(6zellikle F3 fibroz hastalarinda). PeglFN: Pegile interferon, RBV: Ribavirin, LDV: Ledipasvir, SOF: Sofosbuvir, OBV: Ombitasvir, PTV: Paritaprevir,
RTV: Ritonavir, DSV: Dasabuvir, SMV: Simeprevir, DCV: Daklatasvir.



Initial Treatment Box. Summary of Recommendations for Patients Who are Initiating Therapy
for HCV Infection or Who Experienced Relapse after Prior PEG/RBV Therapy, by HCV

Genotype

Genotype Recommended Alemative HOT Recommended

1 IFM eligible: SOF + FEGRBEWV IFM eligible: SNV x 12 weaeks + TR + PEGIRBY x 24 or 48 weeks
® 12 weeks PEGREV x 24 weaks® RGET)

IFM ineligible: SOF + SM\' + RBWV IFH ineligible: 50F + REW BOC + PEG/RBV x 28 or 4B waeks
® 12 weeks ® 24 weeks RGET)H

FPEGREW x 48 weaks

Monotherapy with PEG, REBY, ar a
DOAA Do not ireal decompensated
cirrhosis with PEG or SN

S50F + RBV x 12 weaks FPEGREW »x 24 weaks

Monotherapy with PEG, RBY, ar a
DAaA

Any regimean with TVR, BOC, or SV
S50F + RBV x 24 weaks S0F + PEGIRBV x 12 wesks PEGREWV x 24-48 weaks

Monotherapy with PEG, RBY, ar a
DAaA

Any regimean with TVR, BOC, or ShW

IFM eligible: SOF + PEGRBW SMV x 12 weaks + PEGIREW FEGREV x 48 weaks

12 weeks 24-48 week
" " = Monaotherapy with FEG, REV, or a
IFN ineligible: SOF + REV DAA

24 weeks
* Any regimen with TVR or BOC

S50F + PEGIREYV x 12 weeks PEGREV x 48 weaks Monotherapy with PEG, REY, ar a
DAA

Any regimen with TVR or BOC

Downloaded from www.hcvguidelines.org on 2014



http://www.hcvguidelines.org/
http://www.hcvguidelines.org/
http://www.hcvguidelines.org/
http://www.hcvguidelines.org/
http://www.hcvguidelines.org/

Laborotuvar

e 15.12.2015 ‘te (tenofovir tedavisinin 9. ayinda) 3 ay streyle Peg
IFN-alfa 2b 100 mg + Ribavirin 1000 mg + Sofosbuvir 400 mg
tedavisi baslandi.

AST ALT ALP GGT T.BiL/D.B | AFP HCV RNA
iL
Tedavinin | 33 25 113 106 0.6/0.3 NEGATIF
1. ay
Tedavinin | 32 24 90 0.8/0.2 NEGATIF
2. ay
Tedavinin | 32 26 126 86 0.6/0.1 NEGATIF

3. ay




WBC HGB PLT
Tedavi 6ncesi | 6500 15.3 111.000
19.11.2015
Tedavinin 1. | 4000 15.3 64.000
haftasi
Tedavinin 1. 3900 13.4 76.000
ayl
Tedavinin 2. 3500 12.4 67.000
ayl
Tedavinin 3. | 2400 11.4 62.000
ayl
Tedavi sonu | 5400 12 118.000
1. ay
Tedavi sonu | 4900 14 43.000
2. ay
05.05.2016
16.08.2016 11800 14.5 119.000

Bir hafta sonra Peg

l IFN alfa 2b dozu 80

mg’a dusurultyor

HCV RNA: +

mmm) Hepatit C niiks

07.04.2016

) )



Darw. 2017 Apr 20,25(1):11. doi: 10.1186/s401959-017-0177-x.

Combination of sofosbuvir, pegylated-interferon and ribavirin for treatment of hepatitis C virus
genotype 1 infection: a systematic review and meta-analysis.

Dolatimehr F23* Karimi-Sari H'2**, Rezaee-Zavareh MS'2-3* Alavian SM?-3* Behnava B%** Gholami-Fesharaki M®, Sharafi H5- " 8.

# Author information

Abstract

BACKGROUND: Hepatitis C virus (HCV) infection is an important cause of chronic liver disease which has been affected 3% of world's
population. Some studies have shown that adding Sofosbuvir (SOF), an HCW polymerase inhibitor to the conventional therapy of
Pegylated-interferon (PeglFN) plus Ribavirin (RBV) can increase the rate of sustained virologic response (SVR) among HCV-infected
patients. This study was conducted to determine the effect of combination therapy with PeglFN and RBV plus SOF for chronic hepatitis
C genotype 1 infection using systematic review with meta-analysis.

METHODS: In this study, electronic databases including PubMed, Scopus, Science Direct, and Web of Science were comprehensively
searched using appropriate strategies containing all related keywords of "hepatitis C", "PeglFN", "RBV" and "SOF". Studies assessed
the efficacy of combination therapy with PeglFN and RBY plus SOF for chronic hepatitis C genotype 1 infection were included in the
meta-analysis.

RESULTS: After screening of 757 records, we included five articles with total sample size of 411 to the meta-analysis. Based on the
fixed-effect model (x 2=5.29, P=0.26 and 12 = 24.4%), pooled SVR rate for treatment regimen of PegIFN and RBV plus SOF was
calculated as 88.54% (95% CIl=85.77%-91.32%).

CONCLUSIONS: Combination therapy with PeglFN and RBW plus SOF results in high treatment response in patients with HCV
genotype 1 infection.

KEYWORD S: Hepatitis C: Meta-analysis; Pegylated-interferon: Ribavirin: Sofosbuvir



T.BiL/D.Bi | HBV HCV RNA
AST ALT | ALP GGT |AFP |L DNA
Tedavi sonu 1. ay 5.6X1075
32 28 133 50 13 0.5/0.1 Negatif | IU/ML
Tedavi sonu 2. ay | 96 64 131 186 0.8/0.5
Hbs ag: 869
Tedavi sonu 3. ay 0.8/0.5

DIRENSC BAKALIM

MI??

Hepatit C nuks
07.04.2016




Oneriler

1. DEA ilaclar asla tek basina kullaniimamalidir.

Sofosbuvir/Peg-IFN/RBV tedavisinde

2. Gy qnce

*Viral kirilma yok

*Tedavi basarisizligi olan hastalarda
direnc gosterilmemis

Buti M et al. J Hepatol 2015;63:1511-1522

g0z Onun

Kronik Hepatit C Virusu infeksivonunun Yonetimi: Tiirk Klinik Mikrobiyoloji ve infeksiyon Hastaliklari Dernegi
Viral Hepatit Calisma Grubu Uzlasi Raporu-2017 Glncellemesi



http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin
http://www.klimikdergisi.org/tr/makale/1110/104/Tam-Metin

T.BiL/D.Bi | HBV HCV RNA

AST ALT ALP GGT AFP L DNA
Tedavi sonu 1. ay 5.6X1075
32 28 133 50 13 0.5/0.1 Negatif | IU/ML
Tedavi sonu 2. ay |96 64 131 186 0.8/0.5
Hbs ag: 869
Tedavi sonu 3. ay |73 48 146 199 0.8/0.5

Ombitasvir/Paritaprevir/Ritonavir
+
Dasabuvir
19.07.2016

Hepatit C niliks
07.04.2016




Tablo 18. Daha Once Kullarmilan llag Rejimine wvae HCOW Genotipine Gdre Yeniden Tedawvi Onerileri

Daha

Oncelki

Tedawi

SOF+RBW 1

weEya
SOF+

PeglFM+

RBW

—

Genotip

SOF/MLDW

+RBEW sirotik

almayam 12

hafta, sirotik

24 hafta

SOF/NVEL

+RBW sirotik
olmanan 12
hafta, sirotilk
24 hafta

T T

PTW-RTWS

PTW-RTW/S

OB+ DSW oBw

+RBEW
sirotik
almasyam
12 hafra,
sirotik
24 hafta

H angr

GRZ/EBW

+RBEY sirotik
olmaryan we
HICW R
=800 000 10y
il alam

12 hafra;
sirotik
almanyan we
HCW R,
=80 0
Il olam
weaya sirotik
24 hafta

SOF+DCW

+RBW siro
almanyam -~
haifta, siro
24 hafta

SUT’a gore Kr. Hepatit C Genotip 1b non sirotik ve kompanse sirotik Child Pugh A [

iro

iro
=]

iro

tedavisinde Ombitasvir+Paritaprevir+Ritonavir+Dasabuvir ile 12 haftalik tedavi -
00 ang iro
oneriliyor o
iro
b
hafta, sirotlik halfta, sirotik olmianyan HCW RLA Falta, siro
24 hafta 24 hafta 12 hafta, =800 000 Ly 24 hafta
sirotik mill olam 12
24 hafta hafta; sirotik
almayan we
HCW RiAa
=50 OO0
MWmnl olan
wera Sirotik
24 hafta
5 waya & +RBEW sirotik +RBW sirctik Hawnir Harsar Harwir +RBW siro
olrmayam 12 olrmansan 12 alrmmanyan ©
hafta, sirotik hafta, sirotilk hafta, siro

24 hafta

24 hafra

24 hafta



Tedaviye uyumlu
Kendini iyi hissediyor
Bazen kasinti sik. var

T.BiL/D | HCV RNA
AST |ALT |ALP |GGT |.BiL
19.07.2016 Tenofovir + 8.3 X1015
viekirax exviera | 73 48 146 | 199 |0.8/0.5 |IU/ML
16.08.2016 Tenofovir + 18 11 115 |50 3.4/1.7 | Negatif
viekirax exviera
19.09.2016 Tenofovir + 19 12 122 26 0.9/0.4
viekirax exviera
17.10.2016 Tenofovir + 21 13 147 24 0.6/0.2 | Negatif

viekirax exviera




e Viekirax exviera ile 3 aylik tedavi bitimi hastanin
kasintisi geciyor

* Tedavi sonu 12.haftada HCV RNA negatif

 KVY elde edildi.

Hasta halen tenofovir
* Mayis 2017 kullanmakta

HBV DNA(-) , HCV RNA(-)




Laborotuvar (son basvuru)

04.05.2017

*AST:22
HBs Ag:1.16 ALT: 20
Anti HBs: 0.88 *AFP: 4.09

: *T.p:7.6

Whc: 8080 Al s
Hgb:14.8 *BUN: 18.4
PIt: 146.000 *Kreatn:1

*PT: 14.4 sn

*APTT: 27.9 sn
°INR: 1.04



TESEKKURLER
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