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Genotype Distribution of Hepatitis C virus
In the Kocaeli City, Turkey
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HCV replikasyonu

Virus replikasyon sirasinda hiicre
niikleusuna ugramaz

HBYV ve HIV’den farkh olarak tam
eradikasyon bu sayede
gerceklesmektedir



Hangi hasta nasil tedavi edilecek ?

* Naif daha Once tedavi gormemis hasta
* Pegile interferon +ribavirin ile basarisiz

* Telaprevir/boseprevir 1le basarisiz



Yeniler

NS3/4 Proteaz inhibitorleri
-previr
NS5A inhibitorleri
-asvir
NSSB polimeraz inhibitorleri
-buvir



NS3/4 Proteaz inhibitorleri

e Telaprevir
e Boseprevir
e Digerleri

e Asunaprevir

e Grazoprevir

e Simeprevir

e Faldaprevir

e Paritaprevir



NS5A inhibitorleri

NS5A membranla iliskili fosfoprotein olup, virus
yasam siklusunda bulunur
Daklatasvir
L_edipasvir
Ombitasvir
Elbasvir

Biitiin genotiplere etkili, diger DAA 1le sinerjistik



NS3SB polimeraz inhibitorleri

Niikleosid analoglari
—Sofosbuvir

Non-ntikleosid analoglari
» Dasabuvir
 Beklabuvir




HCV NS3 inhibitors resistance mutations in the

telaprevir started Turkish patients with chronic HCV

M. Sayanl, S. C. Akhan2, B. Aygen3, S. Tekin Koruk4, R. Mistik5, N. Demirttrk6, O.

Ural7; 1Kocaeli University, Clinical Laboratory, Kocaeli, IZMIT/TR, 2Kocaeli University, Infectious
Diseases, I1zmit, Kocaeli/TR,3Medical School of Erciyes University, Department of Infectious
Diseases and Clinical Microbiology, Kayseri/TR,4Harran University, Sanliurfa/TR, 5Uludag
University, Bursa/TR, 6Medical School of Kocatepe University, Department of Infectious Diseases
and Clinical Microbiology, Afyon/TR, 7Selcuk University, Konya/TR

Characteristics

Study group

Gender, M/F, n(%)

12 (33%) / 24 (66%)

Age, median (range) 56.6 (25 - 76)
HCV RNA load, median (range), lU/ml 4.2+E7 (33+E2 - 10+E9)
HCV genotype, n(%) 1b; 35(97.2)
la; 1(2.8)
ALT, median (range), U/L 67 (16 - 202)
AST, median (range), U/L 49.7 (8 - 116)
NS3inhibitors resistance, n(%) Telaprevir; 3 (8.3)

Boceprevir; 1(2.8)

NS3 inhibitors resistance mutation Telaprevir
T54S
L1551
1132V

Boceprevir
R109K

NS3 inhibitors resistance mutation T54S;1.9

fold change (fold change cutoff: 1.2) L1551; 4.3 -16.4
1132V; 1.8
R109K; 1.2

Uclii tedaviye baslamadan 36 hastanin %8,3’iinde telaprevir %2,8’inde boseprevir direnci saptandi

Sayan et.al. ICID, 2014; Cape town



Direkt etkili ajanlarin hicbiri tek basina kullanilamyor.
Direnc gelisimi acisindan kotuden iyiye dogru siralarsak
hangisi dogru olur?

A. Telaprevir-Ombitasvir-Sofosbuvir
B. Boseprevir-Sofosbuvir-Ledipasvir
C. Paritaprevir-Dasabuvir-Sofosbuvir
D. Daklatasvir-Dasabuvir-Sofosbuvir



Etkinlik

Direnc Profili

Pangenotipik
etki

Yan etkiler

ilag-ilag
etkilesimleri

Yeni ajanlara genel bakis...

1. Jenerasyon PI
(Telaprevir,
Boseprevir)

K6t profil

2. Jenerasyon PI
(Simeprevir,
Paritaprevir,
Asunaprevir)

1. Jenerasyon

inh?bSitSE)ﬁeri 2. Jenerasyon NS5B nikleotid NS5B non niikleotid
(Ledipasvir, NS5A inhibitérleri Ar;a'OS'ar.' 'nh'b'tborler'
Ombitasuvir, (Sofosbuvir) (Dasabuvir)

Daklatasvir)

Orta profil ‘

iyi profil



Genotip 1’de NS5A inhibitorlerinin direnc
profilleri

Emergent Resistance-Associated Variants

Q30 L31 H/Q
X X 54X
o v v v v
Ledipasvir
(T/V) (R/H/K/L) (v/m/) (HorN)
. v v v v
Daclatasvir
(T) (E/H/R) (M) (C/H/N)
L v v v v v v v
Ombitasvir
(T) (A/T/V) (E/K/R) (F/V) (Y) (D/P/R) (C/H/N)

Mavi renkte olan mutasyonlar >100 kattan fazla duyarlilikta azalmay1 gostermektedir

Harvoni SmPC, Nov 2014
Daclatasvir SmPC, Sept 2014
Viekirax, Jan 2015
Wong et al, AAC, Dec 2013
Fridell et al, AAC, Sept 2010
Krishnan et al, AAC, Feb 2015 1



Boceprevir

Telaprevir

Simeprevir

Paritaprevir

NS3/4 Proteaz inhibitorlerinin direnc
profilleri
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Bolded type under the amino acid (AA) position number represents the key mutations that are clearly associated with virologic failure and result in a

resistant phenotype. A single asterisk indicates that the majority of mutations seen in HCV GT 1a are 1170F/T substitutions in which | is the consensus

I*v
170
F*A
T*T

170

AA. The majority of mutations seen in HCV GT 1b are V170A/T, in which V is the consensus AA. Double asterisks indicate variants rarely seen in vivo
and of unclear clinical significance. These variants are most frequently seen in combination with other resistance-associated mutations.

Wyles, D. J of Infectious Diseases. 2013; 207(S1): S33-9



58 yasinda kadin hasta

2006 yilinda anti HCV pozitif, ALT ve AST normal
siirlarda olan hastada HCV RNA pozitifti

IL28B CT

Hastada diabetes mellitus tip II vardi; 1.60 boy, 85 kg

HCV RNA pozitif devam eden hastaya
karaciger biyopsisi yapildi






P T, 2Rt ), N T A 2 AT WA
/4 AU . )rf. AN S N BIEE it .._T .
/ ‘. AL Y ¢ *« w&dll *;'I 4l¢( ( ! . e} |
" o 2% B N i \ ; Wa At
v \b/ AGE A ;e K4 . S 4 .vf’ 2 R
b AR N L e P nw.%....»...,”:...z,.,%.
T .J.‘. R SR 5

N P_J_...,‘....,...u..r\s L%
- N -.n.f-.q'.— o.;.\.. '.
v A AT
e P

NS

CEON

3

P ATe b~

)

<

N ¢
X4

oot
e
' f.i...

N



el ol =24 ¥
AP -

.
a4

i

.

| ’ \ L 2 4 v
> =3 L e <
..R! J\Mo”; -

P n\...‘.u‘
Tl Y 4

\«.o w e
o e

v..&fﬂ/ _”n..o(ﬂ.un.c o\,o..ﬁf J.ﬁ“.«l'o/”o‘w ﬁ?? 3,‘» .J. \ ch

' L& @ » "\ > > ot ~ - & -
-. " )A &“0\“0‘?6\&“0‘0‘ . A,M..Q‘k /“ <ol .%‘ H/n ,.\.’AA\ \'LA.. - "’
YU TX g 8 pag o N TR . LR . RO 4 N
D180 7 4o phne's A L4} ivy NS S GO T ) o0 TR O, B
727, ...v.~ y oz n...cu”f..ﬁr.w Ay TR o N mﬂ.w 2 .
3 g o Bl S . e e v\km.[l -4
: ~ >

s.-\. 3\ ; .r o B l",. q-v ,r,.:. “» 3 - |
§50 L &% '\‘JA.Q‘%.&‘ N ,..l(u X M,C.“. o mf.w T o- v,




Biyopsi slaytlar1 hangi evre oldugunu
dusunduruyor?

A. Aktivite indeksi 0-3; fibroz yok
B. Aktivite indeksi 3-6; fibroz 1-2
C. Aktivite indeksi 6<; fibroz 3-4

D. Sirotik



ISHAK TARAFINDAN MODIFIYE EDILEN
KNODELL SKORLAMASI

@ﬁ’

PORTAL YANGI

Yok

Bazi yada tiim portal alanlarda hafif
Baz1 yada tum portal alanlarda orta
Tium portal alanlarda orta/belirgin
Tiim portal alanlarda belirgin
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ISHAK TARAFINDAN MODIFIVE EDILEN KN( s(
SKORLAMAS|

NOKTASAL LITiIK NEKROZ, APOPTOZ FOKAL INFLAMASYON
Yok 0

10’luk biiytitmede <2 1
10’luk bliytitmede 2-4 2
10’luk biliytitmede 5-10 3
4
2

10°luk buytiitmede >10

+0=2
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ISHAK TARAFINDAN MODIFIYE EDILEN KN P
SKORLAMASI

PERIPORTAL PERISEPTAL INTERFACE HEPATITIS

Yok

Hafif (fokal birkac¢ portal alanda)

Hafif orta (portal alanlarin ¢ogunda)

Orta (¢cevrede devamli <%50 portal alan yada septada)
Agir (¢cevrede devamli >%50 portal alan yada septada)

NP WDNEFE O
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ISHAK TARAFINDAN MODIFIVE EDILEN KNOf (il
SKORLAMAS|

KONFLUENT NEKROZ

Yok

Fokal

Bazi alanlarda zon 3 nekrozu

Cogu alanda zon 3 nekrozu

Zon 3 nekrozu + seyrek portoportal portosentral kopriiler
Zon 3 nekrozu + ¢ok sayida portoportal portosentral kopriiler
Panasiner multiasiner nekroz
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ISHAK TARAFINDAN MODIFIVE EDILEN KNC[ (S
SKORLAMAS|

FIBROZIS

Yok

Baz portal alanlarda genisleme, ince fibroz septa var/yok
Portal alanlarin cogunda genisleme, ince fibroz septa var/yok
Portal alanlarin ¢ogunda genisleme, tek tiik porto-portal fibrozis
Belirgin porto-portal, porto-sentral fibrozis

Belirgin porto-portal, porto-sentral fibrozis, tek tiikk pseudolobiiller
Belirgin siroz

RO A~AWwWNPEFO




TANI

* Kronik C hepatiti
 GRADE-AKTIVITE INDEKSI 2+0+1+0=3
« STAGE FIBROZIS INDEKSI 1

Prof.Dr.Yesim Giirbiiz’ilin slaytlari

Kocaeli Universitesi Tip Fakiiltesi Patoloji AD



Birinci Tedavi

Hastaya pegile interferon alfa 2a 180ug/hafta ve ribavirin

1200mg baslandi

Tedavinin 3.ayinda HCV RNA negatiflesti




Relaps

48 hafta tedaviy1 sorunsuz kullandi

Tedavi sonu HCV RNA negatifti

Tedav1 bittikten sonraki 3.ay kontroliinde

HCV RNA pozitiflesti




Bu hastaya ikinci kez ayni1 tedavi verilse sansi
ne olur?

* A. %25
* B. %25-50
* C. %50-75

e D. %7/5<



Pegile interferon + ribavirin ikinci tedavi
sonuclari

Fig.1 Study design and results EVE
Refreatment 8 prs = | 5pts

| = — | 12 wk

HCV RNA negative, but

Nonresponders 8 pts SVR negative 19 pts
2wk 48 + 24 wk
- Nonresponders 5 pts
Peg-IFN QW +
ribavirin 1000 mg/day 4wk
70 pts EVR 25 HCV RNA negative Responders +SVER 38 pts
pts 57 pts (32 pts SR)
12 wk 24 wk 48 + 24 wk

EVR: early virologic response; SR: slow responders; SVR: sustained viral response

Akhan SC, et.al, Indian J Pathol Microbiol, 2011




Ikinci Tedavi

Hastaya yeniden ikinci kez tedavi pegile interferon alfa 2 b
150 pg ve ribavirin 1200mg 1le baslandi
Ancak tedavinin birinci ayinda yiiziinde dokiintiilii plak

seklini alan kizariklar basladi

Der1 biyopsisi yapildi



Deri Biyopsisi

MAKROSKOPI : I- Uzerinde 0,2 cm boyutta deri elipsi
bulunan 0,2 cm derinliginde doku parcasi.  1/Y
11- Uzerinde 0,2 cm boyutta deri elipsi bulunan 0,3

cm derinliginde doku pargasi. 1/Y  BG,SCO

TANI : I- ALIN, DERI-PUNCH BIiOPSI: Liken
planus ile uyumlu bulgular.

11- BACAK, DERI-PUNCH BIOPSI:
Ortohiperkeratoz, epidermiste incelme, perivaskiiler
nonspesifik kronik yangi




HCV + Ekstrahepatik Bulgular

HCV 1le iliskili ekstrahepatik bulgular 1990 yillarin basinda ilk

kez tamimlanmis

Kronik hepatit C hastalarinin %40-75’1 en az bir ekstrahepatik

bulgu gostermektedir




HCV + Ekstrahepatik Bulgular

Mekanizmasi:

Ekstrahepatik doku hiicrelerinin HCV tarafindan
direkt infekte edildigi dogrulanmis bir bilgi
olmakla beraber;

cogu ektrahepatik bulgunun immiinite ile
iliskili mekanizmalara (lenfoproliferatif veya

otoimmiin) sekonder oldugu diistiniilmektedir




Kronik HCV iInfeksiyonu

* Humoral immiin sistemin regiilasyonunu monoklonal ve
poliklonal otoantikorlarin kronik antijenik stimulasyon ile

artmasina yol acarak bozar

* Ant1 HCV IgG ve HCV lipoprotein kompleksleri B hiicre
stiperantijenler1 gibi rol alip, romatoid faktor benzer aktivite

ile birlikte non HCV reaktif IgM sentezini indiikler



Kronik HCV infeksiyonu

* Bu otoantikorlar viicutta sirkiilasyona karisan

immunkompleksler olusturur

* Kigiik ve orta boy damarlarda birikerek kompleman

aktivasyonuna yol acarak ekstrahepatik hasar meydana

Naturad
OV -apecific

Artibhoches # /ﬂ\

getirir




Asagidakilerden hangisi beklenen ekstrahepatik
olusum degildir?

* A. Mikst kriyoglobulinemi
* B. Aplastik anemi
e C. Korneal ulser

* D. Depresyon



ST T T T T T T T T T e, - o
Clinical and Developimental Immunologoy
Wolurme 2012, Article I 740138, 9 pages
Aoi:10.1155/2012/7401 38

Review Article
Morphologic Features of Extrahepatic Manifestations of
Hepatitis C Virus Infection

Huaibin Wi. Ko, Juamn €. Hermandez-Prera, Hongfa Ahua, Stevernn H. Dilkoman,
Harleen K. Sidhwu, Stephen C. Ward, and Swamn IN. Thung

1. Mikst kriyoglobulinemi 3. Bobrekteki lezyonlar

Membranoz glomeriilonefrit

2. Derideki lezyonlar Diyabetik nefropati

Porfiria cutanea tarda 4. Hematolojik bulgular

: B hiicreli non Hodgkin lenfoma
Lichen planus

Nekrolitik acral eritem 5. Otoimmiin/Inflamatuvar

Tip 2 Diabetes Mellitus
Sialadenit/Sicca Sendrom

Otoimmiin Tiroidit




Lichen planus

Genel popiilasyonda da otoimmiinite 1le 1liskili olarak oldukca sik goriilen
bir deri lezyonudur

HCYV ile infekte kisilerde %16-55’e gore %1-2 gibi oldukga farkli siklikta
gorulmektedir

Extrahepatic Manifestations
Associated with HCV

Hematologic : Ocular
Mixed cryglobulinemia? =X Cormneal ulcer?
Aplastic anemia? B Uveitis?
mwm::\ s b-:a:’ell lymphoma® Ve P\ Vascular
’ B . Necrotizing vasculitis®

¥
Dermatologic 4 av ko Polyarteritis nodosa?

Porphyria cutanea tarda’
Lichen planus?
o Neuromuscular?
% tia? 9 Rt Weakness / myalgia
vasculiti L Peripheral neuropathy
Renal 2 A Arthritis / arthralgia

Glomerulonephritis?® N [ .
Nephrotic syndrome2 | { Autoimmune Phenomena?
3 5

CREST syndrome
Endocrine

' )
Hypothyroidism? N 2 Neuropsychiatric
Diabetes mellitus?® e L Depression’

'NIH. NIH Consens State Sci Statements. 2002:19(3):1-48. ?Sene et al. Metab Brain Dis. 2004:19(3-4):357-381.
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Ikinci kez karaciger biyopsisi yapildi
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Biyopsi slaytlar1 hangi evre oldugunu
dusunduruyor?

A. Aktivite indeksi 0-3; fibroz yok
B. Aktivite indeksi 3-6; fibroz 1-2
C. Aktivite indeksi 6<; fibroz 3-4

D. Sirotik



ISHAK TARAFINDAN MODIFIYE EDILEN
KNODELL SKORLAMASI

@ﬁ’

PORTAL YANGI

Yok

Bazi yada tiim portal alanlarda hafif
Bazi yada tim portal alanlarda orta
Tiim portal alanlarda orta/belirgin
Tiim portal alanlarda belirgin
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ISHAK TARAFINDAN MODIFIVE EDILEN KN( s(
SKORLAMAS|

NOKTASAL LITIK NEKROZ, APOPTOZ FOKAL INFLAMASYON

Yok 0
10’1luk biiylitmede <2 1
10’1luk biiylitmede 2-4 2
10°luk buytiitmede 5-10 3
10’1luk biiylitmede >10 4
3+3=6
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ISHAK TARAFINDAN MODIFIYE EDILEN KN V
SKORLAMASI

PERIPORTAL PERISEPTAL INTERFACE HEPATITIS

Yok

Hafif (fokal birkag portal alanda)

Hafif orta (portal alanlarin gogunda)

Orta (cevrede devamh <2050 portal alan yada septada)
Agir (¢cevrede devamli >%50 portal alan yada septada)

Ol WNEF O
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ISHAK TARAFINDAN MODIFIVE EDILEN KNOf (il
SKORLAMAS|

KONFLUENT NEKROZ

Yok

Fokal

Bazi alanlarda zon 3 nekrozu

Cogu alanda zon 3 nekrozu

Zon 3 nekrozu + seyrek portoportal portosentral kopriiler
Zon 3 nekrozu + ¢ok sayida portoportal portosentral kopriiler
Panasiner multiasiner nekroz

OO WNIFIO

+1=10
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ISHAK TARAFINDAN MODIFIVE EDILEN KNC[ (S
SKORLAMAS|

FIBROZIS

Yok

Baziportal alanlarda genisleme, ince fibroz septa var/yok
Portal alanlarin cogunda genisleme, ince fibroz septa var/yok
Portal alanlarin ¢ogunda genisleme, tek tiik porto-portal fibrozis
Belirgin porto-portal, porto-sentral fibrozis

Belirgin porto-portal, porto-sentral fibrozis, tek tiikk pseudolobiiller
Belirgin siroz
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* Kronik C hepatiti
 GRADE-AKTIVITE INDEKSI 3+3+3+1=10
« STAGE FIBROZIiS INDEKSI 4



JOURMNAL OF VIRAL HEPATITIS

Journal of Viral Hepatitis, 2012, 19, 677684 doi:10.1111/jvh.1 2003
REVIEW

Does 1IL2 8B genotyping still have a role in the era of direct-
acting antiviral therapy for chronic hepatitis C infection?

v i L1 : i 1 / rp ] Y 1.2.3
l. A. Holmes, P. V. Desmond and A. ]. 1 1’1{)I11DS{)1'1 'Department of Gastroenterology, St. Vincent's Hospital,
University of Melbowrne, Fitzroy, Victoria. Australia; 2 Victorian Infectious Diseases Reference Laboratory, North Melbouwrne, Vic., Australia; and

*Department of Gastroenterology. Duke University Medical Center, Duke Clinical Research Institute. Durham. NC, USA

Received July 2012; accepted for publication July 2012

2009 yilinin sonlarinda Genome-Wide Association Studies (GWAS) IL28B geninin bolgesinde

genetik varyantlar saptadilar
Pegile interferon ve ribavirin cevabi ile siki 1ligkili id1
Iyi cevap geni varsa “SVR” 2-3 kat artmaktaydi

2011 yilinda “Direct Acting Antivirals” (DAA) ile birlikte SVR neredeyse ikiye katlandi ve

interferonsuz tedaviler konusulmaya baslandi

Bu durumda DAA ile liglii tedavide veya interferonsuz tedavilerde IL28B nasil yer alacak?



Naif hastada tedavi protokoliu

Hangisine ikili pegile interferon + ribavirin ?
Hangisine tg¢li pegile interferon + ribavirin + telaprevir ?
IL28B CC ise ikili tedavi yetebilir, ama siire 48 hafta; ticlii

tedavide daha fazla yan etki ve belki de etkinlik ile 24 haftada
tedavi bitebilir

IDEAL calismasinda F3-4 fibrozu olan CC genine sahip
hastalarda “SVR” %41



L2688

Telaprevir ve boseprevir genotip 1 mono infekte hastalar 1¢in

onay almis durumda; diger genotipler ikili tedaviye devam
IL28B genotip 1 ve 4 1¢in tedavi sonucunu ongorebiliyor

Genotip 2 ve 3 daha fazla interferon duyarli olduklari i¢in

IL28B sonuclari cevapla daha az iliskili bulunmus

Ancak eger genotip 2veya 3 olup, yavas cevaph 1se IL28B gene
1se yarayabiliyor



Original Article Gastroenterol Res. 2014;7(5-6):123-130

Impact of Interleukin 28B Genotype on the Virological
Responses in Chronic Hepatitis C Treatment

Bilgehan Aygen?, Orhan Yildiz P, Sila Akhan®, Ozgur Gunal®, Serpil Taheri?, Gokmen Zararsiz®,
Murat Sayanf, Aydin Rustemoglug, Elif Sargin Altinokf

Table 3. Distribution of IL28B rs12979860 C/T Genotypes and Alleles in Patients With Sustained Virologic Response and Non-
Responder

IL.28B SVR (n = 83), n (%0) Non-response (n = 103), n (%0) P OR (95% CI)
1512979860 alleles C 98 (59) 34 (41) < 0.001 -
T 68 (41) 122 (59) = 0.001
rs12979860 genotypes e 28 (66.7) 14 (33.3) 0.001 1
CT 42 (42.9) 56 (57.1) 0.38 (0.18 - 0.80)
TT 13 (28.3) 33(71.7) 0.20 (0.08 - 0.49)
SVR: sustained virologic response; OR: odds ratio; Cl: confidence interval.
Table 4. Relationship Between IL28B Genotype and Response to Treatment Rates
Variables, n (%0) C/C (n=42) C/T (n = 98) T/T (n = 46) P
RVR 23 (54.8) 39 (41.9)2 18 (39.1) 0.216
cEVR 37 (88.1) 57 (58.2) 22 (47.8) = 0.001
EVR (cEVR + pEVR) 41 (97.6) TL(72.4) 29 (63.0) < 0.001
ETR 38 (90.5) 61 (62.2) 26 (56.5) 0.001
SVR 28 (66.7) 42 (42.9) 13 (28.3) 0.001
Relapse 11 (26.2) 20 (20.4) 14 (30.4) 0.400
PR 1(2.4) 8(8.2) 3(6.5) 0.443
NR 1(2.4) 25 (25.5) 16 (34.8) 0.001
Breakthrough 1(2.4) 3(3.1) 0(0.0) 0.495
RVR: rapid virological response; cEVR: complete early virological response; EVR: early virological response; pEVR: partial early virological re-
sponse; ETR: end-of-treatment response; SVR: sustained virological response; PR: partial response; NR: null response. 2Five patients were not
evaluated for RVR.




Uciincii Tedavi

HCV RNA (lU/mL) 580 000 negatif negatif negatif negatif
ALT 41 16 16 13 17
AST 44 22 20 19 22
Albimin/globulin 1.04 1.06 1.2 1.19 1.53
Alfa feto protein  11.5 11.6 7 8.4 9.9

Daklatasvir+Asunaprevir 24 hafta
Daklinza 1x 60 mg /giin
Sunvepra 2x 100 mg /giin



Daklatasvir + Asunaprevir

 Daklatasvir+Asunaprevir kombinasyonu ilk olarak
Japonya’da ve diger genotip 1 b hastalarinin ¢ok
oldugu Kore ve Tayvan’da onaylanmistir

» Avrupa’da Daklatasvir+Sofosbuvir kombinasyonu
olarak kullanilabilmektedir



All-Oral Dual Therapy with Daclatasvir and
Asunaprevir in Patients with Genotype 1B Infection:
Phase 3 Study Results

* Cift kor, plasebo kontrolli, cok merkezli randomize faz
3 HALLMARK DUAL CALISMASI

 PEGINF+RBV’e cevapsiz, kismi cevapli, tolere edemeyen, +/- Siroz
ve naif hastalar; 24 hafta veya plasebo ile eslestirilmis 12 hafta

e Ileri fibrozlu 77 hastada SVR12 %73

PEGIFN+ Naif (n=203) | Cevapsiz Kismi Tolere
1{:3V} (n=119) cevapl edemeyen
(n=84) (n=235)

SVR12 %

Viral 4 13 0 9
alevlenme %

Ciddi yan 6 5 0 7
etki %



Daclatasvir + Asunaprevir + Beclabuvir £ Ribavirin for
Chronic HCV Genotype 1-Infected Treatment-Naive

Patients
cevaplari, n(%) (n =80) (n=86) 75mg+RBV (n = 21)
Tedavinin 4.haftasi 80 (100) 82 (95.3) 21 (100)
Tedavinin 12.haftas 75 (93.8) 78 (90.7) 17 (81.0)
SVR 12.hafta 71 (88.8) 77 (89.5) 18 (85.7)
Viral alevlenme 2 (2.5) 3 (3.5) 1(4.8)
Relaps 4 (5.0) 2(2.3) 0

Toplam 187 naif (sirotik hastalar %10) HCV hastasinin dahil oldugu ¢alismada giinde 1ki kez
beklabuvir dozundan ve ribavirin eklenip eklenmemesinden bagimsiz genotip 1 hastalarda 12 hafta
kullanilabilir olarak goriilmektedir

Everson GT, et al. Liver Int. 2015



Drug-Induced Immunoallergic Hepatitis DuringCombination Therapy

With Daclatasvir and Asunaprevir
Yohei Fujii, Yoshihito Uchida, and Satoshi Mochid

Hastada 15.glinde ates, dokiintii, idrar renginde koyulasma sarilik gelismis;
ALT normal, HCV RNA 50 IU/mL’e diismiis saptanirken

Eozinofili ile ALT ve CRP yiikselmeye baslamis
29.giinde ates, yiizde 6dem ve lenfadenopati goriilmiis

36. giinde biyopsi yapilmis: a focal lobular necrosis accompanied by
inflammatory infiltrates of eosinophils, lymphocytes, and plasma cells in
the hepatic lobules and portal areas

Prednisolon baslaninca diizelmis
Bizim hastada yan etki gozlenmedi
Kalici viral yanit elde edildi



Randomized Comparison of Daclatasvir + Asunaprevir versus
Telaprevir + Peginterferon/Ribavirin in Japanese HCV Patients wiromitsu

Kumada, Fumitaka Suzuki, Yoshiyuki Suzuki, Joji Toyota, Yoshiyasu Karino, Kazuaki Chayama, Yoshiiku Kawakami, Shigetoshi Fujiyama,
Takayoshi Ito, Yoshito Itoh, Etsuko Tamura, Tomoko Ueki, Hiroki Ishikawa, Wenhua Hu, Fiona McPhee, Misti Linaberry, and Eric Hughes

n % Tedavi naif DCV+ASV | Tedavi naif TVR+PEGINF/RBV | Relaps DCV+ASV
(n=119) (n=111) (n=22)

Ortalama HCV RNA 6.84 (0.58) 6.76 (0.75) 7.01(0.50)
log,,(1U/mL) (SD)

>800 000 94.1 88.3 100
IL28B rs12979860

genotip

CC 66.4 66.7 72.7
CT 31.9 28.8 13.6
TT 0.8 3.6

SVR 12 89.1 62.2 95.5
HCV RNA negatiflesmesi 82.4 68.5 86.4
4.hafta

Fibrotest

FO-1 60.5 46.8 63.6
F2-3 26.9 36.0 27.3

F4 5.0 11.7 4.5
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Retreatment of Chronic Hepatitis C Infection with Telaprevir:
Preliminary Results in Turkey

Bilgehan Aygen!, Orhan Yildiz!, Sila Akhan?, Mustafa Kemal Celen®, Onur Ural®, Siida Tekin Koruk?,
Siikran Kose®, Fatime Korkmaz’, Ziya Kuruiiziim®, Nazan Tuna®, Serpil Taher1!?, Murat Sayan®',
Nazlim Aktug Demir*, Sua Stmer®*, Elif Sargin Altinok?

TABLE 3. Adverse events during the overall treatment period

Adverse events no. (%) Adverse events no. (%)
Fatigue 90 (81.1) Psychiatric disorders
Headache 87 (78.4) Depression® 25(22.5)
Malaise 79 (71.2) Anxiety 12 (10.8)
Pyrexia 209 (26.1) Insomnia 2(8.1)
Weight loss® 17 (15.3) Mood impairment 7(6.3)
TABLE 2. Treatment re sponses Cough 14 (12.6) Emotional lability 32T
Gastrointestinal disorders Decrease in laboratory value
RVR EVR eRVER. 24% week Anorexia 87 (78.4) Hemoglobin®
n'total n/total n/total of treatment Dyspeptic complaints 48 (43.2) To 8.5 to =10 g/dL 62 (55.9)
Patients (%s) (%) (%) n/'total (%) Nausea 45 (40.5) To <8.5 g/dL 27 (24.3)
] Stomachache 29 (26.1) Neutrophil
Relapse (n=80) 69/80 (86.3) 73/80(91.3) 67/80(83.8) 71/80(88.8) — 24216) To 500 to <750/t 16.6)
Null response 14/25 (56) 14/25 (56) 12/25(48) 14/25 (56) Vomiting 21(18.9) To <500/mm™ 2(1.8)
(Il=:-.'5) Dry mouth 15 (13.5) Platelet count
Partial response 3/6 (50} 5/6 L833) 3/6 (50) 4/6 (66_,} Constipation 16 (14.4) To 25.000 to <50.000 mm>* 2(8.1)
(11=6:I Dysgeusia 9(8.1) To <25.000 mm®™ 2(1.8)
Anorectal problems Other adverse events
P 0.002 <0.001 <0.001 <0.001 Discomfort 28(25.2) Hypothyroidism! 2(1.8)
RVR: rapid virological response: EVR: early virological response; eRVR: extended Hemorrhoid 25(22.5) Infection® 2(18)
rapid virological response Pruritus 23 (20.7) Reason for discontinuation
Hemorrhage 17 (15.3) Anorectal problems 327
Skin and subcutancous tissue disorders Excessive nausea, vomiting 32T
Pruritus 70 (63.0) Major depression 1(1.8)
Dry skin 67 (60.4) Severe rash 1(1.8)
Rash 53 (47.7) Upper gastrointestinal bleeding (Mallory—Weiss) 1(1.8)
Mild 35 (66.0) Hemoptysis 1(1.8)
Moderate 16 (30.2) Constitutional symptoms 1(1.8)

Severe 1(1.8)




Retreatment of Chronic Hepatitis C Infection with Telaprevir:

Preliminary Results in Turkey

Bilgehan Aygen, Orhan Yildiz, Sila Akhan, Mustafa Kemal Celen, Onur Ural, Siida Tekin Koruk, Siikran K&se, Fatime Korkmaz,
Ziya Kuruiiziim, Nazan Tuna, Serpil Taheri, Murat Sayan, Nazlim Aktug Demir, Sua Siimer, Elif Sargin Altinok

Relaps n=80 86.3 91.3 83.8 88.8
Cevapsiz n=25 56 56 48 56
Kismi cevaplin=6 50 83.3 50 66.7

p 0.002 <0.001 <0.001 <0.001



Improvement of liver function parameters in advanced
HCV-associated liver cirrhosis by IFN-free antiviral therapies

K. Deterding, C. Honer zu Siederdissen, K. Port, P. Solbach, L. Sollik, J. Kirschner, C. Mix, J. Cornberg, D. Worzala,H. Mix, M. P.
Manns, M. Cornberg, H. Wedemeyer

80 ileri evre HCYV ile iliskili karaciger sirozu (34’1 Child B/C; 42’sinde
trombositler 90000>

Interferonsuz tedavi

— sofosbuvir/ribavirin(n = 56),

— sofosbuvir/simeprevir +/- ribavirin (n = 15)

— sofosbuvir/daklatasvir +/- ribavirin (n = 9)
HCV genotip 1 (n = 50); HCV genotip 2 (n = 4); genotip 3 (n = 24);genotip 4 (n=2)
Hastalarin ¢ogunda karaciger fonksiyon parametrelerinde albumin, bilirubin,
kolinesteraz ve protrombin zamani da dahil genotipden bagimsiz olarak diizelme
gorilmiis
MELD skorlar1 tedavi sonrasi 12 haftaya kadar % 44’iinde iyilesme olarak ama
%15’inde kotiilesme olarak saptanmis

SVR %63 hastada elde edilmis

Karaciger nakil ihtiyacinda belirgin azalma
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