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2016 yilinda tlkemizde yeni direk etkili antiviral tedavilerin
kullanima girmesiyle Hepatit C tedavisinde yeni bir
dénem baslamis oldu. Bu gelismeyle birlikte Viral
Hepatitle Savagim Dernegi (VHSD), Turkiye'de direk etkili
antiviral tedavileri kullanan kronik hepatit C hastalarinin
verilerinin foplanacag bir online veri tabani olusturmus
ve gézlemsel bir galisma kapsaminda veri kaydina
baslamistir. Calisma Istanbul Universitesi-Cerrahpasa,
Cerrahpasa Tip Fakultesi Efik Kurulu tarafindan 22

Subat 2017 tarihinde onay almistir. Ayrica 10 Mayis 2017
tarihinde NCT03145844 numarasi ile clinicaltrials.gov'da
yayinlanmaya baslanmistir. Calismaya 37 merkezden 39
arastirmaci katildi ve bu tarihe kadar 2300'Un Uzerinde
hastanin kaydi yapilmistir. Bu ézelligi ile Glkenin en

genis Hepatit C kohortlarindan bir tanesidir. Calisma
kapsaminda 20'nin Gzerinde bildiri ulusal ve uluslararasi
kongrelerde sunulmustur. HepC kohortu bundan sonra
ileriye déntk olarak &zellikle sirotik olgularda uzun streli
prognozu ve karaciger kanseri gelisimini degerlendirmek
igin hastalari izlemeye devam edecektir. Bu kohort

ile cok sayida genotip 1 disi hastalardaki ve damar
yoluyla ilag kullanicilarindaki tedavilerin etkinlikleri de
ortaya konulmustur. Kohortun ilk adimi olan Glkemiz ve
uluslararasi alanlardaki kongrelerde verilerimizi paylasma
adimini gerceklestirdik. Bundan sonraki hedefimiz
katilimcr merkezlerin de katkilari ile verilerimizi uluslararasi
dergilerde degisik yonleriyle yayinlatmaktir.

VHSD olarak gésterdikleri is birliginden 6tGrG Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegine
(EKMUD), galisamay birlikte koordine ettigimiz Prof.

Dr. Tansu Yamazhan'a, veri kaydi ve kalitesi icin tUm
arastirmacilara, galismanin yUrGtilmesinde glizel bir
calisma sergileyen Sentez CRO nezdinde Ilker Kiirkgl'ye
ve calismaya verdikleri destek igin Gilead Sciencesa
tesekkUr ederim.

Prof. Dr. Fehmi Tabak
VHSD Bagkani




Gilead Sciences, yasami tehdit eden hastaliklara
yonelik yenilikci fedaviler gelistirme ve sunmaya
odakli bir bilim sirketidir. 32 yildir HIV/AIDS,
Hepatit B, Hepatit C, hematoloji, onkoloji ve
sistemik mantar enfeksiyonlari alanlari igin yenilikgi
tedaviler gelistirmeye odaklanarak bu hastaliklarin
Slimcul bir hastalik olmaktan cikip, yénetilebilir
hastaliklara dénGsttrilmesi yolundaki cabalara
yardimci olmaktadir. Bu kapsamda Dulinya Saglik
Orgltli’'nlin de dncelikli hastaliklar arasina aldig

ve 2030 yilina kadar eliminasyon hedefinin
bulundugu Hepatit C hastaligina Gilead Sciences
olarak en yeni tedavileri hastalarin kullanimina
sunmak i¢in adanmiglikla ¢alisiyoruz. GUnUmuzde
gelistirilen yeni tedaviler ile Hepatit C gibi dnemli
bir mortalite ve morbidite nedeni olan bir hastaligin
eliminasyonunun mUdmkudn hale gelmesine
destek olan ekibin igerisinde yer almaktan dolayi
gururluyuz. Ulkemizde de bu hedefe ulasmak icin
Gilead Sciences, meslek 6rgUtleri, hasta dernekleri,
Saglik Bakanligi ve Sosyal Glvenlik Kurumu ile
diyalog halinde galismalarina devam etmektedir. Bu
projenin hayata gegirilmesi sirasinda Viral Hepatitle
Savasim Dernegi ile birlikte bu alana emek vermis
pek cok degerli paydasimiz ile is birligi yaptik ve
Ulkenin en 6nemli calismalarindan birisine destek
sagladik. VHSD ve EKMUD derneklerine, calismaya
katilan tGm kurumlara ve arastirmacilara ayrica
Sentez CRO'ya katkilarindan dolayi tesekkUr ederiz.

Dr. Gékcem f)zgagll
Gilead Medikal Direktor
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EP-145
TURKIYE'DE DIREKT ETKIiLi ANTIVIRAL AJANLARI KULLANAN
KRONIK HEPATIT C HASTALARININ DEMOGRAFiK VE KLINiK
OZELLIKLERi

NEFISE OZTOPRAK CUVALCI', BEHICE KURTARAN?, YUSUF ONLEN?, NAGEHAN DIDEM SARI¢,
0ZGUR GUNALS, SELMA TOSUN¢, HASAN KARSEN?, IFTIHAR KOKSAL®8, HURREM BODUR?,
KENAN HIZEL™, FEHMi TABAK'", TANSU YAMAZHAN'2, HEP-C CALISMA GRUBU

1 ANTALYA EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIGI f
2 CUKUROVA UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BIiLIM DALI
3 MUSTAFA KEMAL UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BiLiM DALI
4 ISTANBUL EG\TIM VE ARASTIRMA HASTANESI, ENFEKSIYON KUNIG\
5 SAMSUN EG\TIM VE ARASTIRMA HASTANESI, ENFEKSIYON KL\NIG\
6 1ZMIR BOZYAKA EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIGI
7 HARRAN UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANABILIM DAL
8 KARADENIZ TEKNIK UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
9 ANKARA NUMUNE EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINiGI
10 GAZI UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
11 ISTANBUL UNIVERSITESI CERRAHPASA TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI

12 EGE UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI

Amac: Viral Hepatitle Savasim Dernegdi (VHSD), Tirkiye'de
direk etkili antiviral tedavileri kullanan kronik hepatit C has-
talarinin (KHC) verilerinin toplanacagi bir online veritabani
olusturmus ve gozlemsel bir calisma kapsaminda veri kay-
dina baslanmistir. Bu bildiri 6zetinde, veritabanina kaydedi-
len hastalarin demografik ve tibbi 6zelliklerinin 6zetlenmesi
amaclanmistir.

Yontem: Nisan 2017 ile Agustos 2017 tarihleri arasinda Tir-
kiye'deki 33 merkez tarafindan 1270 hasta veritabanina kay-
dedilmistir. Girisimsel olmayan gdzlemsel calisma olarak
planlanan bu arastirmaya 18 yasindan biiyik ve direk etkili
antiviral tedavileri kullanan KHC hastalari dahil edilmis-
tir. Calismaya etik kurul onayi alindiktan sonra baslanmis
ve calisma clinicaltrials.gov sistemine kayit ettirilmistir
(NCT03145844).

Bulgular: Veritabanindaki 1270 hastanin; %52.0si (660/1270)
kadindir, ortalama yas 56.7 (SS:14.9) yildir.

Hastalarin %55.2'sine (701/1270) karaciger biyopsisi yapil-
mistir, ortanca (ceyrekler arasi aralik] HAI-Knodell skoru
8.0 (6.0-9.0)'dir ve Ishak fibrozis evresi <2 olan hasta yiizdesi
%42.9'dur (301/701).

En sk godzlenen HCV genotipleri, sirasiyla, GT1
(%86.6,1100/1270; %70.2'si, GT1b, %10.0'u GT1a), GT3 (%6.4,
81/1270) ve GT2'dir (%3.8, 48/1270).

Hastalarin %14.5; iinlinde (184/1270) siroz mevcut iken bu
hastalarin %11.4’tinde (21/184) dekompanze siroz (Child-Pugh
sinifi B-C) mevcuttur.

J

Hastalarin %18.1inde (230/1270) bulas yolu bilinmektedir; en
sik bulas yolu iv ila¢ kullanimi (%40.0, 92/230), kan transfiiz-
yonu (%21.7,50/230] ve herhangi bir cerrahl |slem gecirmedir
(%17.0, 39/230). NN

Hastalarin % 48.0'1 (610/1270) tedavi deneyinﬂidir. Onceki te-
daviler; %89.3 (545/610) peginterferon-ribavirin, %5.2 (32/610)
telaprevir-peginterferon-ribavirin ve %4.4 (27/610) bocepre-
vir-peginterferon-ribavirin seklindedir. Hastalarin %40 6'si
(516/1270) tedavi naiftir.

Hastalarin mevcut tedavileri; paritaprevir/ritonavir/ombi-
tasvirtdasabuvirzribavirin (%42.8, 543/1270), ledipasvir/so-
fosbuvirtribavirin (%36.5, 464/1270) ve sofosbuvir+ribavirin
(%8.3,106/1270) seklindedir.

En sik rapor edilen eslik eden hastaliklar; hipertansiyon
(%27.2, 346/1270), diabetes mellitus (%15.4, 196/1270), kardi-
yovaskiiler hastaliklar (%9.8, 124/1270) ve renal hastaliklardir
(%7.4, 94/1270).

Sonuc: Direk etkili antiviral tedavileri kullanan qunik hepatit
C hastalarinin demografik ve tibbi 'dzellikleri,/TUrkiye'deki en
biylk kayit veritabani kullanilarak, 'dzetlénmi;tjﬁ ‘

*Hep-C calisma grubu [yazarlara llave olarak)

ince N, Esen S, Dokmetas I, Namiduru’ M BatLrel AYildiz IE,
inan D, Zerdali E, Giiner R, Barut S, Karaosmanoglu H, Gul
HC, Sirmatel F, Tiirker K, Duygu F, Siinnetcioglu M, Ozgiines
i, Erben N, Karabay O, Sener A, Senates E, Celebi G, Akbulut
A, Baykam N
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E-Poster Bildiriler

EP-146
TURKIYE'DE KRONiK HEPATIT C HASTALARINDA LEDIPASVIR /
SOFOSBUVIR TEDAVIiSINiN ETKILiLiGi VE GUVENLILiGi

TANSU YAMAZHAN', NEFISE OZTOPRAK CUVALCI2 BEHICE KURTARANS?, YUSUF ONLEN,
NAGEHAN DIDEM SARI®, iILKNUR ESEN YILDIZ¢, DILARA INAN’, ESRA ZERDAL8,
RAHMET GUNER’, SENER BARUT', HAYAT KUMBASAR KARAOSMANOGLU",
FEHMI TABAK'2, HEP-C CALISMA GRUBU

1 EGE UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
2 ANTALYA EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIG]
3 CUKUROVA UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
4 MUSTAFA KEMAL UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
5ISTANBUL EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLIN|GI
6 RTE UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BiLIM DALI
7 AKDENIZ UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BikIM DALI
8 ISTANBUL HASEKI EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON;KLINIG)
9 YILDIRIM BEYAZIT UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI
10 GAZIOSMANPASA UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI/ANA BiLIM DAL
11 BAKIRKOY DR. SADI KONUK EGITIM VE ARAST\RMA HASTANES|, ENFEKSIYON KLINIGI
12 ISTANBUL UNIVERSITESI CERRAHPASA TIP FAKULTESI, ENFEKSIYON H/—\STAUKLAR\ ANA BILIM DALI

Amac: Viral Hepatitle Savasim Dernegi (VHSD), Tirkiye'de
direk etkili antiviral tedavileri kullanan kronik hepatit C has-
talarinin (KHC) verilerinin toplanacagi bir online veritabani
olusturmus ve gozlemsel bir calisma kapsaminda veri kaydi-
na baslanmistir. Bu bildiri 6zetinde, Tirkiye’de KHC hastala-
rinda ledipasvir / sofosbuvir tedavisinin etkililiginin ve giiven-
liliginin degerlendirilmesi amaglanmistir.

Yontem: Nisan 2017 ile Agustos 2017 tarihleri arasinda Tiir-
kiye'deki 33 merkez tarafindan 1270 hasta veritabanina kay-
dedilmistir. Girisimsel olmayan gozlemsel calisma olarak
planlanan bu arastirmaya 18 yasindan biyik ve direk etkili
antiviral tedavileri kullanan KHC hastalari dahil edilmistir.
Etkililik ve glivenlilik sonuclari sadece SVR 12 verisi olan has-
talar icin verilmistir. Calismaya etik kurul onayr alindiktan
sonra baslanmis ve calisma clinicaltrials.gov sistemine kayit
ettirilmistir (NCT03145844).

Bulgular: Veritabanindaki 1270 hastanin %36.5'i (464/1270) le-
dipasvir/sofosbuvir + ribavirin kullanmaktadlr Bu 464 hastanin
%53.7'si (249/464) kadindir ve ortalama yas 60.3(55:13.2) yildir.

Hastalarin %37.1'ine (172/464) karacigjer biyopsisi yapilmis-
tir, ortanca (ceyrekler arasi aralik) HAI-Knodell skoru 8.0
(6.0-10.0)"dir ve Ishak fibrozis evresi <2 olan hasta yizdesi
%37.2"dir (64/172).

En sik gozlenen HCV genotipi GT1'dir (%94.0 (436/464);
%75.9'u, GT1b, %9.1'i GT1a). Hastalarin %21.8 (101/464) siroz
mevcut iken bu hastalarin %18.8'inde (19/101) dekompanze si-
roz (Child-Pugh sinifi B-C) mevcuttur.

Hastalarin %81.0%(376/464) tedavi deneyimlidir. Onceki teda-
viler; %85.6 (322/376) peginterferon-ribavirin, %8.0 (30/376)
telaprevir-peginterferon-ribavirin ve %46.1%(23/376) bocep-
revir-peginterferon-ribavirin seklindedir.

Ledipasvir/sofosbuvir kullanan 464 hastanin  %40.1'inin
(186/464), SVR12 d’ééerlendirmesi yépllr‘hlstlr Bu 186 hastada
ledlpaswr/sofosbuwr oncesi ortanca HCV RNA 1.84x106 kop-
ya/mLdir ve hastalarm %0.5'inin (1/186). HQV viral yuki <50
kopya/de r. Tedavi sonrasi 1. ayda, tedavi sonunda ve tedavi
sonrasi 12. haftada (SVR12) HCV viralyiiki <50 kopya/mL olan
hasta yiizdesi, sirasiyla, %95.2 (140/147), %100 [180/180] ve
%97.8"dir (182/186) (Sekil 1).

Ledipasvir/sofosbuvir 6ncesi ve SVR12'de, 5|raS|yla, ortanca
AST 40.0 U/L ve 21.0 U/L, ortanca ALT 42.0 U/L ve 18.0 U/L,
ortanca INR 1.1 ve 1.0, ortanca trombosit 137500 adet/mL ve
149000 adet/mL dir.

Ledipasvir/sofosbuvir tedavisi basladiktan sonra %13.4
(25/186) hastada 40 advers olay gozlenmistir. En sik gézle-
nen advers olaylar halsizlik (%5.9, 11/186), bas agrisi (%3.2,
6/186), kasinti (%3.2, 6/186), bulanti (%1.6, 3/186), uykusuzluk

(%1.1, 2/186) ve diger (%6.5, 12/186) seklindedir.

Sonuc: Tirkiye kaynakli verilere gore; ileri evre karaciger
hastaligi ve/veya daha 6nceki tedavileri basarisiz olmus has-
talarda dahil olmak tizere KHC hastalarinda ledipasvir/sofos-
buvirribavirin tedavisinin cok etkili ve giivenli oldugu g'ijr[](-w
mustir. Tirkiye'den elde edilmis bu gercek yagam“verileri
diger ulkelerden elde edilmis gercek yasam/vérileri ve daha
onceki klinik calismalarin sonuclari ile be"nzerd@;ﬁ /

*Hep-C calisma grubu [yazarlara ilave olérékl//

ince N, Esen S, Dokmetas |, Namiduru M, BatlrelA Giinal 0,
Tosun S, Karsen H, Koksal |, Bodur H, Hizel K, Gm HC, Sirma-
tel F, Tirker K, Duygu F, Siinnetcioglu M, Ozgunes i, Erben N,
Karabay O, Sener A, Senates E, Celebi G, Akbulut A, Baykam N
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E-Poster Bildiriler

EP-147
TURKIYE’DE TEDAViI DENEYiIMLi KRONiIK HEPATIT C
HASTALARINDA DiREK ETKiLi ANTiVIRAL TEDAVILERIN
ETKILiLiGl VE GUVENLILIiGI
FEHMI TABAK', NEFISE OZTOPRAK CUVALCI?, BEHICE KURTARANS, YUSUF ONLEN¢,

NAGEHAN DIDEM SARI?, SIBEL KAYA", NEVIN iNCE¢, SABAN ESEN’, ILYAS DOKMETASS,
MUSTAFA NAMIDURU?, AYSE BATIREL'’, TANSU YAMAZHAN'™, HEP-C CALISMA GRUBU

1 ISTANBUL UNIVERSITESI CERRAHPASA TIP FAKULTESI, ENFEKSIYON HASTALIKLAR/ANA BILIM DALI
2 ANTALYA EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIGI
3 CUKUROVA UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DAL
4 MUSTAFA KEMAL UNIVERSITESI TIP FAKULTES\ ENFEKSIYON HASTALIKLARI ANA BlLIM DALI
5ISTANBUL EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLIN\G\
6 DUZCE UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BILIM DALI
7 ON DOKUZ MAYIS UNIVERSITESI TIP FAKULTES\ ENFEKSIYON HASTAUKLARI ANA'BILIM DALI
8 SISLI HAMIDIYE ETFAL EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIGI
9 GAZIANTEP UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANABILIN DALI
10 KARTAL DR. LUTFi KIRDAR EGITIM VE ARASTIRMA HASTANESI, ENFEKSIYON KLINIGI
11 EGE UNIVERSITESI TIP FAKULTESI, ENFEKSIYON HASTALIKLARI ANA BlLIM DALI

Amac: Viral Hepatitle Savasim Dernegi (VHSD), Tiirkiye'de
direk etkili antiviral tedavileri kullanan kronik hepatit C has-
talarinin (KHC) verilerinin toplanacagi bir online veritabani
olusturmus ve gézlemsel bir calisma kapsaminda veri kay-
dina baslanmistir. Bu bildiri 6zetinde, Tiirkiye'de tedavi dene-
yimli KHC hastalarinda direk etkili antiviral tedavilerin etkili-
liginin ve givenliliginin degerlendirilmesi amaclanmistir.

Yontem: Nisan 2017 ile Agustos 2017 tarihleri arasinda Tir-
kiye'deki 33 merkez tarafindan 1270 hasta veritabanina kay-
dedilmistir. Girisimsel olmayan godzlemsel calisma olarak
planlanan bu arastirmaya 18 yasindan biiyik ve direk etkili
antiviral tedavileri kullanan KHC hastalari dahil edilmistir.
Etkililik ve giivenlilik sonuclari sadece SVR 12 verisi olan has-
talar icin verilmistir. Calismaya etik kurul onayi alindiktan
sonra baslanmis ve calisma clinicaltrials.gov sistemine kayit
ettirilmistir (NCT03145844). '

Bulgular: Veritabanindaki 1270 hastanin %48.0"1 (610/1270)
daha 6nce KHC icin tedavi almistir. Bu 610 hastanin %58.9'u
(359/610) kadindir ve ortalama yas 59.4 (SS:12.4) yildir.

Hastalarin %37.5'ine (229/610) karaciger biyopsisi yapilmistir,
ortanca (ceyrekler arasi aralik) HAI-Knodell skoru 7.0 (5.0-
9.0)'dir ve Ishak fibrozis evresi <2 olan hasta ylzdesi %52.4'tir
(120/229).

En sik gozlenen HCV genotipi GT1'dir (%92.6 - 565/610; %74.9°'u
GT1b, %10.2'si GT1a). Hastalarin %13.0'inda (79/610) siroz
mevcut iken bu hastalarin %12.7'sinde (10/79) dekompanze
siroz (Child-Pugh sinifi B-C) mevcuttur.

Daha once kullanilan tedaviler; %89.3 (545/610) peginterfe-
ron-ribavirin, %5.2 (32/610) telaprevir-peginterferon-ribavi-
rin ve %é4.4 (27/610) boceprevir-peginterferon-ribavirin sek-
lindedir.

s

Hastalarin mevcut tedavileri; ledipasvir/sofosbuviriribavirin
(%61.6, 376/610), »,péj:itap’revir/ritonavin/ombitasviridasabu—
virtribavirin [%32.1’, 196/610) ve sofosbuvir+ribavirin (%4.9%,
30/610) seklindedir. - \ N

Tedavi deneglimli 610 hastanin %47.7 sinin (29]761@], SVR12 de-
gerlendirmesi yapilmistir. Bu 291 hasta\da'\direk\etkili antivi-
ral tedavisi 6ncesi ortanca HCV RNA 1.62x106\k0pya/ml_'dirve
hastalarin %1.0'nin (3/291) HCV viral yiikii <50 kopya/mL dir.
Tedavi sonrasi 1. ayda, tedavi sonunda ve tedavi sonrasi 12.
haftada (SVR12) HCV viral yiikii <50 kopya/mL olan hasta yiiz-
desi, sirasiyla, %94.9 (187/197), %100 (282/282) vé %99.0°dir
(288/291) (Sekil 1).

Direk etkili antiviral tedavisi 6ncesive SVR12'de, swaélyla; or-
tanca AST 41.0 U/L ve 21.0 U/L, ortanca ALT 41.0 U/L ve 17.8
U/L, ortanca INR 1.0 ve 1.0, ortanca trombosit 164000 adet/
mL ve 168000 adet/mL dir.

Direk etkili antiviral tedavisi basladiktan sonra %14.4 (42/291)
hastada 66 advers olay gozlenmistir. En sik gézlenen advers
olaylar halsizlik (%5.8, 17/291), kasinti (%4.5, 13/291), bas
agrisi (%2.4, 7/291), bulanti (%2.1, 6/291), uykusuzluk (%1.4,
4/291), diger (%6.5, 19/291) seklindedir.

Sonug: Tirkiye kaynakli verilere gore; KHC haystalar‘mda di-
rek etkili antiviral tedavilerin etkili ve ngenli/ol,du_E)u goril-
mustir. Tirkiye'den elde edilmis bu ge"r“cek yasam verileri
diger ulkelerden elde edilmis gercek yasamA/er|ler| ve daha
onceki klinik calismalarin sonuclari ile benzerdlr

*Hep-C calisma grubu (yazarlara ilave olarak)/ /

Yildiz IE, inan D, Zerdali E, Giiner R, Barut S, Karaosmanoglu H,
Giinal 0, Tosun S, Karsen H, Koksal I, Bodur H, Hizel K, Giil HC,
Sirmatel F, Tiirker K, Duygu F, Siinnetcioglu M, Ozgiines i, Erben
N, Karabay O, Sener A, Senates E, Celebi G, Akbulut A, Baykam N
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$S-028
Direct Acting Antivirals are Effective and Safe in Intravenous Drug Users with Chronic HCV
Infection: First Report from Turkey

Fehmi ]_'abak‘, Behice Kurtaran?, Esra Yerlikaya Zerdali®, Selma Tosun*, Sahan Esen®, Nefise Guvalci (ztoprak®, Kamuran Tiirker”, Nagehan Didem Sar,
Yusuf Onlen’, Tansu Yamazhan™, Kenan Hizel", Hep C Study Group'

"Istanbul University Faculty of Medicine Infectious Diseases Department Istanbul Turkey
“Cukurova University Faculty of Medicine Infectious Diseases Department Adana Turkey
*Haseki Training and Research Hospital Infectious Diseases Department Istanbul Turkey
‘Bozyaka Training and Research Hospital Infectious Diseases Department Izmir Turkey
%19 Mayis University Faculty of Medicine Infectious Diseases Department Samsun Turkey
SAntalya Training and Research Hospital Infectious Diseases Department Antalya Turkey
"Bagcilar Training and Research Hospital Infectious Diseases Department Istanbul Turkey
Sistanbul Training and Research Hospital Infectious Diseases Department Istanbul Turkey
*Mustafa Kemal University Faculty of Medicine Infectious Diseases Department Hatay Turkey
"Ege University Faculty of Medicine Infectious Diseases Department izmir Turkey

"Gazi University Faculty of Medicine Infectious Diseases Department Ankara Turkey

AIM: More than half of the intravenous drug users (IDUs) are infected with hepatitis C infection (HCV) in Turkey and there has been a trend to increase in
the numbers of IDUs. Direct-acting antivirals (DAAs) have been recently reimbursed for HCV treatment. Two big societies VHSD and EKMUD have prepared
database, was analyzed for the efficiency and safety of DAAs for Turkish IDUs.

MATERIALS and METHODS: From 37 centers, 18 years old and above patients planned DAA treatment between April 2017 and September 2018 were
enrolled into the study. Efficiency and safety were evaluated. The study was approved by the Ethics Committee and the study was recorded to www.
clinicaltrials.gov.

RESULTS: Among the 2230 patients, the way of transmission was unknown in 1754 and among the remaining 476, 169 (7.8% of all) were IDUs (159, 94.1%
male; 10, 5.9% female, mean age 31+10 years, range 18-77 years). Genotypes were G3: 80 (47.6%); G1: 54 (32.1%), G2: 17 (10.1%); G4: 16 (9.5%), and
G5: 1 (0.6%). Among G1, 54 were subgenotyped: 30 (55.6%) were G1a and 24 (44.6%) were G1b. Eight (4.8%) patients were cirrhotic; 7 Child-Pugh A, 1
Child-Pugh B-C. In 92 (48%), a liver hiopsy was available: mean histologic activity index (HAI) was 7.5 and fibrosis score was 2.4. HAl was mild (1-6) in 35.9%,
moderate (7-12) in 60.8%, and severe (13-14) in 3.3%. Fibrosis was mild in 54.4%, moderate in 43.3%, and advanced in 2.3%. 19(11.8%) patients were
treatment-experienced (relapse 14, non-responder 5): pegylated-interferon-+ribavirin (PR) in 16 (84.2%), PR+Boceprevir in 2 (10.5%), and PR+Telaprevir
in 1 (%5.3). At baseline, mean viral load was 3.6 x 106 copies/mL and ALT 86 [U/mL, AST 51 [U/mL, albumin 4.4 gr/dL, and prothrombin time 15.9 sec.
Viral response rates at treatment week 4, at the end of treatment and at SVR12 were 87% (47/54), 98.7% (76/77), and 98.6% (71/72) respectively.
At SVR12 mean ALT 18 IU/mL, AST 21 IU/mL, albumin 4.2 g/dL, and prothrombin time 12.4 sec. DAAs were generally well tolerated. On treatment; 11
patients (6.5%) experienced adverse events: insomnia 5 (3.0%), asthenia 4 (2.4%), pruritus 3 (1.8%), headache 2 (1.2%), weight gain 2 (1.2%), and
miscellaneous 5 (3.0%).

CONCLUSION:Comparedtoalloftheotherpatientsinthedatabase, IDUswereyounger (58 +12yearsvs.31+10years,p<0.001) andtherateof male/femalewashigher
(950male-42.6%/1111female-57.4%vs.159male-%94.1/10female-5.9%, p<0.001).Cirrhosisfrequencywaslower (303/2061;14.7%vs.8/169;4.8%,p<0.05).
The majority of genotypes among other patients G1 is 92% and G2 plus G3 are 8%. However among IDUs, rate of G3 is 47.6%, G1: 32.1%, and G2: 10.1%. IDUs
with HCV were shown to younger, higher rate of male gender, and with less severe liver disease. DAAs were found efficacious and safe in this group as well.
*This study was supported by Gilead Sciences llag Ltd. Sti. and not involved to the content of the study/publication; no involvement to the decision to
submit for publication.

Keywords: HCV, IVDU, DAA
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Drugs ¥
Sofosbuvir + Ribavirin
Ledipasvir + Sofosbuvir
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin
Paritaprevir + Ritonavir + Ombitasvir + Ribavirin
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir

Ledipasvir + Sofosbuvir + Ribavirin
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54.9
14.2
13
74
6.8
3.7
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EP-283
Tiirkiye’de Genotip 2 ve 3 Kronik Hepatit C Hastalarinda Direk Etkili Antiviral ilaclarin Etkililigi ve
Giivenirligi

Behice Kurtaran', Figen Sangiil’, Mehmet Cabalak®, Sibel Kaya‘, Nagehan Didem Sar®, Hasan Karsen®, Esra Yerlikaya Zerdali”,
Rahmet Giiner®, Kamuran Tiirker®, Nevin Ince', Fehmi Tabak*, Hep C Study Group*

'Cukurova University Faculty of Medicine Department of Infectious Diseases Adana Turkey
*Antalya Training and Research Hospital Department of Infectious Diseases Antalya Turkey
*Mustafa Kemal University Faculty of Medicine Infectious Diseases Department HatayTurkey
“Istanbul University Faculty of Medicine Infectious Diseases Department Istanbul Turkey
SIstanbul Training and Research Hospital Department of Infectious Diseases Istanbul Turkey
SHarran University Faculty of Medicine Infectious Diseases Department SanlurfaTurkey
"Haseki Training and Research Hospital Department of Infectious Diseases Istanbul Turkey
8ildinm Beyazit University Faculty of Medicine Infectious Diseases Department AnkaraTurkey
*Bagcilar Training and Research Hospital Department of Infectious Diseases Istanbul Turkey
"Djice University Diizce Turkey

GiRS: Ulkemizde genotip 2 ve 3 Kronik Hepatit C (KHC) hastalarina, genotip 1 ile enfekte hastalara gire daha seyrek olarak rastlanmaktadr.
interferon temelli tedavilerde avantajli grubu temsil eden bu hastalar, direk etkili antivirallere (DEA) daha diiiik yamit vermektedir.
VHSD ve EKMUD tarafindan kurulan, DEA kullanan hastalardan olusan veri tabani, genotip 2 ve 3 KHC hastalarinda, DEA ile tedavinin etkililigi
ve giivenirligini belilemek amaciyla analiz edildi.

HASTALAR ve METOD: Bu girisimsel olmayan gdzlem galismasina 37 merkezden 18 yas ve iizeri, Nisan 2017 ile Eyliil 2018 arasinda DEA
tedavisi almig 2230 hasta kaydedildi. Bu hastalardan genotip 2 ve 3 ile enfekte olanlar ilaglarin tedavi sonu yanit (TSY) ve 12. haftadaki yanit
(SVR12) agisindan degerlendirildi.

BULGULAR: Veri tabanina kaydedilen toplam 2230 hastanin 267’si (%12) genotip 2 ya da 3 HCV ile enfekte idi. Hastalarin 73’ kadin (%27), 194'ii
erkekti (%73). Hastalanin ortalamayasi 41,7 +17 (sinirlar 18-84) idi. Toplam 189 hastada (%71) genotip 3; 78 hastada (%29) ise genotip 2 saptand..
Toplam 25 (%9,4) hastada siroz mevcuttu: kompanse siroz (Child-Pugh A): 24; dekompanse siroz (Child-Pugh B-C): 1. Toplam 151 (%57, G3:
107, G2: 44) hastada karaciger biyopsisi meveuttu. Ortalama histolojik aktivite indeksi (HAT) 7,4 ve fibroz skoru 2,4 idi. Hastalarn %37’sinde
HAI hafif (1-6), %59unda orta (7-12) ve %&'iinde siddetli (13-18) idi. Fibroz ise, hastalann %49unda hafif, %47’sinde orta ve %4'iinde
ileri idi. Hastalarin 200°ii (%79) daha dnce tedavi almamis, 57°ii (%21) daha dnce tedavi (pegile interferon-+ribavirin) almigti. Bu hastalarin
%741 niiks, %26’s: ise yanitsizdi. Tedavi baslangicinda viral yiik 5,3x10 kopya/mL idi. Hastalarin 8'i Ledipasvir + Sofosbuvir; 15'i Ledipasvir
+ Sofoshuvir + Ribavirin ve 154’ Sofosbuvir + Ribavirin aldi. ilaglar genel olarak iyi tolere edildi. Ciddi yan etki/ilaci kesmeyi gerektiren
yan etki saptanmadi. SVR12 degerlendirilebilen 134 hastanin aldii ilalara gdre oranlar Tablo 1°de verilmistir. Tedavinin 4. haftasinda yanit
119/147 (%81), TSY 143/144 (%99,3) ve SVR12 128/134 (%95,5) olarak gerceklesti.

SONUG: Tiirkiye’nin en biiyiik HCV genotip 2 ve 3 verisini igeren bu calismada, genotip 3 ile enfekte hasta sayisi, genotip 2'den daha fazladir
(%71’e %29). Erkek hasta orami daha yiiksek (%73), yas ise ortalama 42 yas olarak saptanmistir. Hastalanin yandan fazlasinda karaciger
histolojisi orta-ileri aktivite gdstermekte, fibrozis ise hastalanin yanisinda orta-ileri seviyededir. Bu hasta grubunda sofosbuvir ve ribavirin
iceren rejimlerin %90'in iizerine KVY sagladigi goriilmiistiir. Genotip 2'de elde edilen KVY (%94), genotip 3'teki orana kiyasla daha diisiik
(%96,5) saptanmistir. Sofoshuvir ve ribavirin iceren DEA, iilkemizde genotip 2 ve 3 ile enfekte hastalarda etkili ve giivenli bulunmustur.
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Anahtar Kelimeler: HCV, Genotip, DEA

Tablo.1
ilaglar 63
Ledipasvir + Sofoshuvir 4/4
Ledipasvir + Sofosbuvir + Ribavirin 112
Sofosbuvir + Ribavirin 67/69
Genel 82/85
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SVR12
%100
%91.7
%97

%396.5

G2
7
313
42/45
46/49
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, galismanin analizi, verinin sunumu, bildirinin gdnderimi ile ilgili konulara dah

SVR12
%100
%100
%93.3
%939

Genotip 2 ve 3 ile enfekte hastalarda direk etkili antiviraller ve yanit oranlar
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[stanbul Kartal Dr. Liitfi Kirdar Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Istanbul

8Saglik Bilimleri Universitesi, Samsun Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Samsun
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Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, izmir

2Saglik Bilimleri Universitesi, Ankara Numune Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari Klinik Mikrobiyoloji Klinigi, Ankara

2fstanbul Sultan Abdiilhamid Han Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, istanbul

2Abant Izzet Baysal Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Bolu

#fstanbul Bageilar Egitim ve Arastirma Hastanesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Klinigi, Istanbul

2Saglik Bilimleri Universitesi, Dr. Abdurrahman Yurtaslan Ankara Onkoloji Egitim ve
Arastirma Hastanesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Ankara
2Van Yiziinci Yil Universitesi Dursun Odabasi Tip Merkezi, Enfeksiyon Hastaliklari ve
Klinik Mikrobiyoloji Anabilim Dali, Van

“0smangazi Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Eskisehir

“Sakarya Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Sakarya

#0nsekiz Mart Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Canakkale

»[stanbul Medeniyet Universitesi Tip Fakiiltesi, Ic Hastaliklari Anabilim Dall,
Gastroenteroloji Bilim Dal, Istanbul

Bilent Ecevit Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Zonguldak

S frat Universitesi Firat Tip Merkezi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Klinigi, Elazig

#Hitit Universitesi Corum Erol Olgok Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Anabilim Dali, Corum

sfstanbul Universitesi Cerrahpasa Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dal, Istanbul

Girig: Kronik hepatit C virlisi (HCV) enfeksiyonu, Tirkiye icin énemli
bir saglik sorunudur. Epidemiyoloji ve hasta profili bdlgesel farkhliklar
olusturabilmektedir. Viral Hepatitle Savasim Dernegi ve Enfeksiyon Hastaliklari
ve Klinik Mikrobiyoloji Uzmanlik Dernegi tarafindan, direkt etkili antiviral
(DEA) kullanan hastalarin bilgilerinin girildigi bir veri tabani olusturuldu. Bu
veri tabanina girilen hasta bilgileri, ilkemizdeki HCV enfeksiyonunun profilini
cikarmak amaciyla analiz edildi.

Gerec ve Yontem: Bu girisimsel olmayan gozlem calismasina Tirkiye'nin
degisik bolgelerinden 37 merkez katildi. Veri tabanina, bu merkezlerdeki,
18 vyasin Uzerinde olup DEA tedavi planlanan tiim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta
kaydedildi. Hastalarin demografik, klinik bilgileri, aldiklari tedaviler, tedavilerin
etkililik ve givenlik bilgileri kaydedildi. ilaglarin etkililigi ve gtivenligi, tedavi
sonu yanit ve 12. haftadaki yanit (SVR12) ile degerlendirildi. Degerlendirmede
"intention to treat" analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu
tarafindan onaylandi ve www.clinicaltrials.gov'a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 919'u (%50,9)
kadin, 888'i (0049,1) erkekti. Hastalarin ortalama yasi 56+15 (sinirlar 18-97)
idi. Genotipler siklik sirasina gére, genotip 1: 1547 (085,7); genotip 3: 132
(97,3); genotip 2: 68 (03,8); genotip 4: 53 (%02,9) ve genotip 5: 5 (900,3) olarak
saptandi. Genotip 1 icinde subgenotipi saptanabilen 1450 hastada genotip 1b:
1257 (%86,7) ve genotip 1a: 193 (13,3%) hastada saptandi. Toplam 235 (%13)
hastada siroz mevcuttu: kompanse siroz (Child-Pugh A): 206; dekompanse siroz
(Child-Pugh B-C): 29. Toplam 991 (%055) hastada karaciger biyopsisi mevcuttu.
Ortalama histolojik aktivite indeksi (HA) 7,68 ve fibrozis skoru 2,58 idi.
Hastalarin %35'inde HAI hafif (1-6), %60'inda orta (7-12) ve %5'inde siddetli
(13-18) idi. Fibrozis ise, hastalarin %48'inde hafif, %43'tinde orta ve %9'unda
ileri idi. Tedavi baslangicinda viral yiik 1,49x106 kopya/mL idi. Hastalarin 293'i

(9016) diyabetik idi. Biyokimyasal olarak baslangicta ortalama ALT degeri: 40
IU/mL, AST: 38 1U/mL, albiimin: 4,3 gr/dL ve protrombin zamani: 12,6 sn idi.

Sonug: Ulkemizin genelini yansitabilecek gesitlilik ve 6rneklem biiyiikligtindeki
bu calisma, kronik HCV enfeksiyonu hastalarinin her iki cinsiyete esit dagilmis,
orta-ileri yasta, siklikla genotip 1b ile enfekte olduklarini gdstermektedir.
Hastalarin 2/3'tinde enflamasyon orta ya da siddetli, fibroz ise hastalarin
yarisinda orta ya da ileri idi. Mevcut hasta profili, hastalarin orta-ileri
doéneme gelinceye kadar tani konamadigini ya da etkili tedavi alamadigini,
tani koyma ve tedavi etme imkanlarinin daha etkili kullaniimasi gerektigini
ortaya koymaktadir.

Anahtar Kelimeler: HCV, demografi
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Giris: Diyabetik hastalar, kronik hepatit C virtisii (HCV) enfeksiyonunda tedavisi
zor hasta gruplarindan birini olusturur. Ayrica diyabetle iliskili karaciger
bozukluklari, kronik HCV enfeksiyonuna bagl hasari artirmaktadir. Viral
Hepatitle Savasim Dernegi ve Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Uzmanlik Dernegi tarafindan, direkt etkili antiviral (DEA) kullanan hastalarin
bilgilerinin girildigi bir veri tabani olusturuldu. Bu veri tabanina girilen hasta
bilgileri, tlkemizdeki diyabetik HCV enfeksiyonu olan hastalarda, DEA ile
tedavinin etkililigi ve guivenirligini belirlemek amaciyla analiz edildi.

Gerec ve Yontem: Bu girisimsel olmayan gozlem calismasina Trkiye'nin
degisik bolgelerinden 37 merkez katildi. Veri tabanina, bu merkezlerdeki,
18 vyasin Uzerinde olup DEA tedavi planlanan tiim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta
kaydedildi. Bu hastalardan diyabetik olanlar belirlendi. Hastalarin demografik,
klinik bilgileri, aldiklari tedaviler, tedavilerin etkililik ve glvenlik bilgileri
kaydedildi. llaclarin etkililigi ve giivenligi, tedavi sonu yanit ve 12. haftadaki
yanit (SVR12) ile degerlendirildi. Degerlendirmede "intention to treat"” analizi
kullanildi. Calisma, Cerrahpasa Etik Kurulu tarafindan onaylandi ve www.
clinicaltrials.gov'a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 293'U (9%16,2)
diyabetik idi. Hastalarin 187'si kadin (%064), 106'si erkekti (%36). Hastalarin
ortalama yasi 64+10 (sinirlar 23-86) idi. Genotipler siklik sirasina gére, genotip
1: 275 (%93,9); genotip 2: 8 (%2,7); genotip 3: 6 (%2) ve genotip 4: 4 (%1,4)
olarak saptandi. Genotip 1 iginde subgenotipi saptanabilen 259 hastada
genotip 1b: 243 (%94) ve genotip 1a: 16 (%6) saptandi. Toplam 55 (%19)
hastada siroz meveuttu: kompanse siroz (Child-Pugh A): 47; dekompanse siroz
(Child-Pugh B-C): sekizinci. Toplam 165 (%056) hastada karaciger biyopsisi
meveuttu. Ortalama histolojik aktivite indeksi (HAI) 7,78 ve fibrozis skoru 2,79
idi. Hastalarin 9%32'sinde HAI hafif (1-6), %61'inde orta (7-12) ve %7'sinde
siddetli (13-18) idi. Fibrozis ise, hastalarin %42'sinde hafif, %46'sinda orta
ve %12'sinde ileri idi. Tedavi baslangicinda viral yiik 5,6x106 kopya/mL idi.
Biyokimyasal olarak baslangicta ortalama ALT degeri: 55 IU/mL, AST: 51 U/
mlL, albiimin: 54 gr/dL ve protrombin zamani: 13,1 sn idi. Hastalarin %55'i
tedavi deneyimli (%66 niiks, %36 yanitsiz) idi. Daha énceki tedaviler pegile-
interferon+ ribavirin (PR) (%91), PR + boseprevir (%5) ve PR + telaprevir (904)
idi. Hastalara Tablo 1'de gdrilen ilag kombinasyonlari uygulandi. Tedavinin
dordiincii haftasinda yanit 174/201 (%86,6), tedavi sonunda yanit 221/221
(9%100) ve tedavi bittikten 12 hafta sonra yanit (SVR12) 173/177 (%97,7)

olarak gerceklesti. SVR12 déneminde ortalama ALT degeri: 17 IU/mL, AST: 21
IU[mL, alblimin: 4,2 gr/dL ve protrombin zamani: 12,2 sn idi. Toplam 53 (%18,1)
hastada yan etki goriildii: halsizlik 28 (9010), kasinti 20 (%7), bas agrisi 13 (904),
uykusuzluk 9 (%3), bulanti 9 (%3), kilo alimi 4 (%1), viicut agrisi 3 (%01), anemi
2 (%1), mide agrisi 2 (%1) ve diger 11 (%).

Sonug: Kronik HCV enfeksiyonu olan hastalarda cinsiyet yaklasik olarak esit
dagiimisken (919 kadin-%51, 888 erkek-%49), diyabetik hastalarda kadin
orani daha fazla idi (187 kadin-%64, 106 erkek-%36) (p<0,0001). Tedavi
yaniti diyabetik olmayan hastalardaki kadar yiksek ve yan etki profili de
benzerdi. Mevcut calisma, DEA ilag tedavisinin, HCV ile enfekte diyabetik
hastalar icin de etkili ve gtivenilir oldugunu ortaya koymus oldu.

Anahtar Kelimeler: HCV, geriatri, tedavi

Tablo 1. Diyabetik hastalarin aldigi direkt etkili antiviraller
ilaclar n %
Paritaprevir + ritonavir + ombitasvir + dasabuvir 129 448
Ledipasvir + sofosbuvir 97 337
Ledipasvir + sofosbuvir + ribavirin 35 121
Paritaprevir + ritonavir + ombitasvir + dasabuvir + ribavirin 14 49
Sofosbuvir + ribavirin 9 3,1
Paritaprevir + ritonavir + ombitasvir 3 1
Paritaprevir + ritonavir + ombitasvir + ribavirin 1 0,4

[$S-197]

Hizli Antijen Testlerinin Akiler Antibiyotik Kullanimindaki
Etkisi: Bir Hastane Deneyimi

Dilek Kanyilmaz', ipek Mumcuoglu?, Aliye Bastug?, Pinar Ozcan?,
Hirrem Bodur?

'Saghk Bilimleri Universitesi, Ankara Numune Egitim ve Arastirma Hastanesi,
Enfeksiyon Kontrol Komitesi, Ankara

2Saghik Bilimleri Universitesi, Ankara Numune Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Ankara

Saghik Bilimleri Universitesi, Ankara Numune Egitim ve Arastirma Hastanesi, Kalite
Birimi, Ankara

Giris: Akut tonsillofarenjit tanisinda etkenin bakteriyel/viral ayriminin
yapilmasi akiler antibiyotik kullanimi (AAK) agisindan oldukga 6nemlidir.
Bakteriyel etkenler arasinda en sik grup A streptokoklar yer almaktadir.
Tanida hizli antijen testlerinin (HAT) kullanilmasiyla birlikte; kanita dayali
olarak tedavi, AAK sadlanmasi, hastalik komplikasyonlarinin 6nlenmesi,
ilag harcamalarinda ve direngli bakteriyel enfeksiyon oranlarinda azalma
saglanmasi hedeflenmektedir. Bu calismada hastanemizde HAT kullaniminin
AAK'ya etkisi arastiriimistir.

Gere¢ ve Yontem: Hastanemiz acil servisine ve polikliniklerine basvuran
hastalardan mikrobiyoloji laboratuvarina gonderilen HAT ve bogaz kilturi
sonuglarl retrospektif degerlendirilmistir. Mikrobiyoloji laboratuvarina
gonderilen bogaz stirtintl drnekleri hizli antijen belirleme kiti (Strep-A Rapid
Test [ Abon Biopharm/Cin) ile calisilmistir. Kiltiir ekimleri %5 koyun kanli
agara yapilmis, 37 °C'de %?5 CO,'li etiivde bir gece inkiibe edilmistir. Ureyen
koloniler MaldiTofMS sistemi ile tiplendirilmistir.

Bulgular: Calismaya dahil edilen bolimlerde 2017 yili icinde istenen
2161 HAT ve 2259 bogaz kiltiiri sonucu degerlendirilmistir. Hastalarin
920,7'sinde (n=447) HAT olumlu, bogaz kiiltirli istenen hastalarin ise
%11,2'sinde (n=254) A grubu B-hemolitik streptokok tiremesi tespit edilmistir.
HAT 6rneklemesi %34,8 oraninda (n=753) cocuk polikliniginden, sonrasinda
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sistemini tutmasi ile olusan ilerleyici bir cocukluk cagi hastaligidir. Hastalik
hizli seyretmekte olup; genellikle belirtiler basladiktan sonra birkac yil iginde
6ltim gerceklesmektedir. Bu calismada SSPE'li hastalarda epidemiyolojik,
klinik ve laboratuvar bulgulari ve tedavi sonrasi olusan degisikliklerin
incelenmesi amagclanmistir.

Gerec ve Yontem: Bu calisma Ocak 1990-Aralik 2016 yillari arasinda Dicle
Universitesi Tip Fakiiltesi, Cocuk Sagligi ve Hastaliklari Anabilim Dali'nda
yapildi. Calismaya yaslari 1-18 yas arasinda olan ve SSPE tanisi konmus 42
hasta retrospektif olarak alindi. Tim olgularin demografik verileri, hastalik
Oykdleri, fizik muayene bulgulari, laboratuvar parametreleri, beyin omurilik
sivisi (BOS) bulgulari, verilen tedaviler, tedavi sonrasi takip ve sonuglara ait
tim veriler kaydedildi.

Bulgular: Hastalarin 959,51 kiz ve %40,5'i erkek, yas ortalamalari
123,7+37,7 ay (36-192 ay) idi. %52,4'line bir doz ve %?16,7'sine iki doz
kizamik agisi yapilmisti. %73,8'i daha dnce kizamik enfeksiyonu gecirmisti.
En sik baslangic semptomlari yirimede dengesizlik, entelektiiel (kognitif/
bilissel) fonksiyonlarda bozulma, ani sicramalar ve konusmada bozukluk
idi. En sik fizik muayene bulgulari kognitif defisit, akinetik mutizm, akinetik
rijit sendrom ve epileptik nobet idi. Calismaya alinan 42 hastanin 36'sinin
klinik evresi evre Uc idi. Hastalarin %95,2'si tedavide isoprinosine ve en az
bir antiepileptik ilag kullanirken, %14,3'U amantadin/ribavirin kullaniyordu.
Hastalarin ortalama takip stresi 63,3+45,4 ay idi. %28,6'si eksitus olurken,
eksitus olan olgular semptomlar basladiktan sonra ortalama 31,6+35,9 ayda
kaybedildi.

Sonug: SSPE tanisi anamnez, fizik muayene, klinik, serum ve BOS'de kizamik
antikor titresinin ylkselmesi, karakteristik elektroensefalogram paterni ve
beyin biyopsisinde panensefalitin gdsterilmesi ile konur. SSSPE yaygin
asilama programina ragmen ulkemiz igin 6nemli bir saglik sorunu olmaya
devam etmektedir. SSPE ¢ok farkli klinik tablolarla karsimiza ¢ikabildigi icin
hastaligin iyi taninmasi cok énemlidir. Kronik ve ilerleyici bir hastalik olan
SSPE'nin hala tedavisi olamamakla beraber mevcut tedaviler hastaligin seyrini
yavaslatmakta ancak tedavi seceneklerinin de artirilmasi gerekmektedir.

Anahtar Kelimeler: Cocuk, kizamik, mortalite, subakut sklerozan panensefalit

[SS-141]
Tiirkiye'de Kronik HCV Enfeksiyonu Olan Geriatrik
Hastalarda Direkt Etkili Antiviral llaglarin Etkililigi ve
Giivenirligi

Ayse Batirel', Nagihan Didem Sari?, Iftihar Kéksal®, Selcuk Kaya?,
Hasan Karsen?, Ferit Kuscu®, Yusuf Onlen®, Nevin ince®, Nefise
Oztoprak Cuvaler’, ilknur Esen Yildiz8, Tansu Yamazhan?®, Selma
Tosun'™, Stikran Kése™, Fatma Sirmatel', Ayhan Akbulut®, Ozguir
Glinal™, Fazilet Duygu', Giiven Celebi'®, Mustafa Namiduru, Dilara
inan'® Rahmet Giiner™, Esra Zerdali?®, Nurcan Baykam?', Hanefi
Cem Gul??, Kamuran Turker”, Kenan Hizel*, Sener Barut?, Oguz
Karabay?, Mahmut Stinnetcioglu?’ Hatun Oztirk Cerik? Ritvan
Karaali? Ebubekir Senates®® Fehmi Tabak®'

'Saglik Bilimleri Universitesi, Kartal Dr. Liitfi Kirdar Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, istanbul

2[stanbul Egitim ve Arastirma Hastanesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Klinigi, istanbul

*Karadeniz Teknik Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Trabzon

“Cukurova Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Adana

*Mustafa Kemal Universitesi, Saghik Uygulama ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Hatay

SDiizce Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Diizce

“Saghk Bilimleri Universitesi, Antalya Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Antalya

¢Recep Tayyip Erdogan Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklar ve Klinik
Mikrobiyoloji Anabilim Dall, Rize

SEge Universitesi Tip Fakiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Anabilim
Dall, izmir

19Saghik Bilimleri Universitesi, [zmir Bozyaka Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, [zmir

"ISaglik Bilimleri Universitesi, izmir Tepecik Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, lzmir

12Abant izzet Baysal Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Bolu

frat Universitesi Tip Fakdiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Elazig

"“Saglik Bilimleri Universitesi, Samsun Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Samsun

15Saghk Bilimleri Universitesi, Dr. Abdurrahman Yurtaslan Ankara Onkoloji Egitim ve
Arastirma Hastanesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Ankara
'5Bilent Ecevit Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Zonguldak

""Gaziantep Universitesi Tip Fakdiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Gaziantep

18Akdeniz Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Antalya

Yildirim Beyazit Universitesi, Ankara Atatirk Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Ankara

2Saghik Bilimleri Universitesi, Haseki Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinidi, Istanbul

21tit Universitesi, Corum Erol Olcok Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Corum

2fstanbul Sultan Abdilhamid Han Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinidi, Istanbul

#Saglik Bilimleri Universitesi, Bageilar Egitim ve Arastirma Hastanesi, Enfeksiyon
Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Istanbul

%Gazi Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Ankara

#Gaziosmanpasa Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Tokat

#Sakarya Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji
Anabilim Dali, Sakarya

2\fan Yiiziincii Yil Universitesi Dursun Odabasi Tip Merkezi, Enfeksiyon Hastaliklari ve
Klinik Mikrobiyoloji Klinigi, Van

#0ndokuz Mayis Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Samsun

“Namik Kemal Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklar ve Klinik
Mikrobiyoloji Anabilim Dali, Tekirdag

“fstanbul Medeniyet Universitesi Tip Fakiiltesi, i¢ Hastaliklari Anabilim Dall,
Gastroenteroloji Bilim Dall, Istanbul

stanbul Universitesi Cerrahpasa Tip Fakiiltesi, Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Anabilim Dali, Istanbul

Giris: Geriatrik hastalar, ileri evre karaciger hastaligi riskinin daha yiiksek
olmasi, eslik eden hastaliklarin daha fazla olmasi ve ilaclara bagli yan etkilerin
daha fazla goriilmesi nedeniyle kronik hepatit C virtisti (HCV) enfeksiyonunda
tedavisi zor bir hasta grubunu temsil etmektedir. Viral Hepatitle Savasim
Dernegi (VHSD) ve Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik
Dernegi (EKMUD) tarafindan, direkt etkili antiviral (DEA) kullanan hastalarin
bilgilerinin girildigi bir veri tabani olusturuldu. Bu veri tabanina girilen hasta
bilgileri, tlkemizdeki geriatrik HCV enfeksiyonu olan hastalarda, DEA ile
tedavinin etkililigi ve giivenirligini belirlemek amaciyla analiz edildi.

Gerec ve Yontem: Bu girisimsel olmayan gozlem calismasina Tiirkiye'nin
degisik bolgelerinden 37 merkez katildi. Veri tabanina, bu merkezlerdeki,
18 vyasin lizerinde olup DEA tedavi planlanan ttim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta
kaydedildi. Bu hastalardan geriatrik (>65 yas) yas grubunda olanlar belirlendi.
Hastalarin demografik, klinik bilgileri, aldiklari tedaviler, tedavilerin etkililik ve
gtivenlik bilgileri kaydedildi. ilaclarin etkililigi ve giivenligi, tedavi sonu yanit
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ve 12. haftadaki yanit (SVR12) ile degerlendirildi. Degerlendirmede “intention
to treat" analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu tarafindan
onaylandi ve www.clinicaltrials.gov'a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 563'i (%031) geriatrik
yas grubunda idi. Hastalarin 356'si kadin (%63), 207'si erkekti (%037). Hastalarin
ortalama yasi 72+5 (sinirlar 66-99) idi. Eslik eden hastaliklar: ki yiiz seksen dokuz
(9%51,3) hastada hipertansiyon, 145 (%25,8) hastada diyabet, 10 (%1,8) hastada
astim ve dokuz (%1,6) hastada KOAH vardi. Genotipler siklik sirasina gére, genotip
1: Bes yiiz yirmi dokuz (%094); genotip 2: On sekiz (%3,2); genotip 3: Dokuz (%1,6),
genotip 4: alti (%1) ve genotip 5: bir (%0,2) olarak saptandi. Genotip 1 icinde
subgenotipi saptanabilen 489 hastada genotip 1b: 456 (%93) ve genotip 1a: 33
(97) hastada saptandi. Toplam 117 (%21) hastada siroz mevcuttu: kompanse
siroz (child-pugh A): 101; dekompanse siroz (child-pugh B-C): On altinci toplam
291 (0052) hastada karaciger biyopsisi mevcuttu. Ortalama histolojik aktivite
indeksi (HAI) 8,17 ve fibrozis skoru 2,82 idi. Hastalarin %28'inde HAI hafif (1-6),
%64'Uinde orta (7-12) ve %8'inde siddetli (13-18) idi. Fibrozis ise, hastalarin
%42'sinde hafif, %44'linde orta ve %/14'linde ileri idi. Daha dnce 274 (%048,7)
hasta tedavi almisti (%66 niiks, %36 yanitsiz). Bu tedaviler 254 (%93) hastada
pegile-interferon+ribavirin (PR), 11 (%4) hastada PR + telaprevir ve dokuz
(903) hastada PR + boseprevir idi. Tedavi baslangicinda viral yik 5x106 kopya/
mL idi. Biyokimyasal olarak baslangicta ortalama ALT degeri: 46 IU/mL, AST: 47
IU/mL, albtimin: 546 gr/dL ve protrombin zamani: 14,3 sn idi. Hastalara Tablo
1'de gosterilen DEA ilaglar uygulandi. Virolojik yanit; tedavinin birinci ayinda
305/366 (%83), tedavi sonunda 395/398 (%099), SVR12 ise 312/318 (%98) oldu.
Biyokimyasal olarak SVR12 déneminde ortalama ALT degeri: 17 1U/mL, AST: 20
[U/mL, albiimin: 4,34 gr/dL ve protrombin zamani: 12,8 sn oldu. Toplam 121
(%21,5) hastada yan etki gortld: halsizlik: 54 (%), kasinti: 47 (%), bas agrisi: 15
(%), uykusuzluk: 13 (%), bulanti: 22 (%), kilo alimi: 5 (%), viicut agrisi: 6 (%) ve
diger: 30 (%).

Sonug: Geriatrik hastalarda sirotik hasta orani (117/563, %21), veri
tabanindaki tiim diger hastalara kiyasla (235/1807, %13) daha fazla idi
(p<0,001). Veri tabanindaki tiim hastalarda cinsiyet yaklasik olarak esit
dagiimisken (919 kadin-%51, 888 erkek-9%49), geriatrik hastalarda kadin
orani daha fazla idi (356 kadin-%63, 207 erkek-%37) (p<0,001). Bu bulgular
geriatrik yas grubundaki HCV hastalarinda sirozun daha sik oldugunu ve
kadin cinsiyetin 6ne gectigini gostermektedir. Ulkemizde geriatrik hasta
grubunda da direkt etkili antiviral ile yapilan kronik HCV enfeksiyonu etkili
ve glivenli bulunmustur.

Anahtar Kelimeler: HCV, geriatri, tedavi

Tablo 1. Geriatrik HCV hastalarina uygulanan direkt etkili antiviral
ilaglar

ilaglar n %
Paritaprevir + ritonavir + ombitasvir + dasabuvir 230 429
Ledipasvir + sofosbuvir 197 36,7
Ledipasvir + sofosbuvir + ribavirin 48 9,0
Paritaprevir + ritonavir + ombitasvir + dasabuvir + ribavirin 37 69
Sofosbuvir + ribavirin 18 3.4
Paritaprevir + ritonavir + ombitasvir + ribavirin 4 0,7
Paritaprevir + ritonavir + ombitasvir 2 04

[8S-142]

Hantaviriis Olgulari ve Risk Faktorleri, Tiirkiye'den Bir Ornek

Selda Sahan', Ahmet Safran? Berna Sezgin', Fehminaz Temel',
Yasemin Cosgun?®, Ali Géktepe', Irfan Sencan*

"Halk Saglhgr Genel Midiirliiga, Saglik Tehditleri Erken Uyari ve Cevap Dairesi
Baskanligi, Ankara

’Halk Saghgr Genel Miiddrligu, Zoonotik ve Vektorel Hastaliklar Dairesi Baskanlig,
Ankara

*Halk Saghgr Genel Mudirligd, Mikrobiyoloji Referans Laboratuvarlari ve Biyolojik
Urdinler Dairesi Baskanligi, Ankara

“Saglik Bilimleri Universitesi, Diskapi Yildinm Beyazit Egitim ve Arastirma Hastanesi,
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Klinigi, Ankara

Giris: Diizce il Saglik Muidiirligii tarafindan Saglik Bakanligi'na 24.04.2017'de
Diizce Universitesi'nde yatan bir hastanin hantaviriis siiphesi ile 8ldigt
bildirilmistir. Yapilan incelemede, Ocak 2017'den itibaren Diizce'de 8
hantavirlis olgusu saptandigi, dlen olguyla birlikte altisinin Kirik kdytinden
oldugu ogrenilmistir. Arastirma, bu orman kdylinde hantavirlis olgu
sayisindaki artisin nedenlerinin, risk faktérlerinin, kaynak, bulas yolunun
bulunmasi, kontrol &nlemlerinin alinmasi amaciyla yapilmistir.

Gere¢ ve Yontem: Salgin incelemesi, Kirik kdylinde, 26-29 Nisan 2017
tarihinde yapilmistir. Hantavirlis agisindan risk altinda oldugu distiniilen
orman iscisi, ormanla temasi olan diger kisiler ve sikayeti olan orman iscilerinin
yakinlari olan 135 kisiye anket uygulanmis, son iki ay icinde hastalikla ilgili
sikayeti olan 74 kisinin tamamindan ve sikayeti olmayan 29 kisiden kan érnegi
alinmistir. Hantavirs ile iliskili olabilecek herhangi bir semptomu olanlar
“stipheli olgu” olarak kabul edilmis, enfeksiyon asemptomatik olabileceginden
yakinlari da calismaya dahil edilmistir. Salginda serolojik testlerde IgM/IgG
veya her ikisinde de olumluluk saptananlar olgu, seronegatifler saglam olarak
kabul edilmistir. Serum 6rnekleri imminofloresan antikor, imminoblot ile
IgM, 1gG varhgi, nested PCR yontemi ile hantavirlis RNA varligi acisindan
test edilmistir. Analizlerde ki-kare testi, tahmini rélatif risk (TRR), %95 GA
kullaniimistir. Cevresel inceleme icin mahalle ¢esmesi ve sebekeden dokuz su
6rnegdi alinmistir.

Bulgular: Kan alinan 103 kisiden 14'Uniun serolojisi olumlu bulunmustur.
Seropozitiflik %13,6'dir ve tespit edilen viriis tipi Puumala'dir. Serolojisi olumlu
hastalarin tlimu erkek olup, 12'si ormancilikla ugrasmaktadir. Seropozitivite;
erkekler, orman iscileri, ormanda calisan ve avlananlarda yiiksektir. Kéyde
evlerin cogunda kanalizasyon cukurunun olmadigi, yollarin céple dolu
oldugu, kéyde son bir yilda rodent popilasyonunun arttigi saptanmistir.
Su numunelerinde bakiye klor dlctimleri sifir olup, mikrobiyolojik acidan da
uygunsuzluk bulunmustur.

Sonug: Salginda riskli bir grup olan orman iscileri etkilenmistir ve buna
artan rodent popiilasyonunun neden oldugu distiniimustir. Kdyde daha
dnce hi¢ olgu goriilmemesine ragmen, 2017 yilinda hantavirlis olgularinda
kiimelenme tespit edilmistir. Sayilari arttigi 6grenilen rodent popiilasyonu
icin 6nlemlerin alinmasina ve bélgede rodent calismalarina ihtiyac vardir.

Anahtar Kelimeler: Hantavirlis, Puumala viris, rodent
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Variation of Liver Tissue Trace Element Concentrations
During Hepatitis B Virus Treatment

Memduh Sahin

University of Health Sciences, [stanbul Sisli Hamidiye Etfal Training and Research
Hospital, Clinic of Gastroenterology, Istanbul

Introduction: Approximately 350-400 million people in the world have
HBsAg positivity. In the international guidelines, the permanent suppression
of replication in chronic hepatitis B virus (HBV) infection therapy is reported
as the primary therapeutic goal. Trace elements play an important role in
liver diseases. The aim of our study is to determine some trace element
concentrations in the liver during HBV treatment periods.

Materials and Methods: The measurement of 11 trace elements
(manganese, lead, nickel, chromium, cadmium, iron, copper, zinc, silver,
cobalt and aluminium) was carried out by the method of inductively
coupled plasma mass spectrometry in liver biopsy materials (before starting
treatment and at the sixth month of the treatment period).

Results: There was an increase in zinc and copper concentrations in liver
materials observed at six months of treatment compared to the pre-
treatment values (the median zinc value was 48.05 ug/g before treatment
and 74.9 pg/g at six months after initial treatment, p=0.035; median copper
was 2.82 pg/g before treatment and 5.31 pg/g after six months, p=0.002).
General estimations indicated that zinc (p=0.002), iron (p=0.0244), copper
(p=0.0003) and aluminium (p=0.0239) values may be effective in HAI
changes. Only iron levels could be effective on the changes caused by fibrosis
(p=0.0002).

Conclusion: Liver tissue zinc and copper levels increased in parallel with the
improvement of inflammation in antiviral-treated HBV patients. In addition,
the levels of zinc and copper in the liver tissue can be useful markers for liver
tissue damage detection.

Keywords: Hepatitis B, trace elements

Table 1. The change of liver trace elements before and six months of
hepatitis B treatment

Liver Before treatment 6" month of p
concentrate n=20 hepatitis B treatment

Kglg n=20

Cr (min-max) 0.84(0.09-3.83) 0.66 (0.26-6.60) 0.696
Mn (min-max) 2.32(0.22-27.60) 1.88 (0.56-27.20) 0.852
Fe (min-max) 112.50 (13.20-5985.0) 149.50 (23.30-994.00) 0940
Co (min-max) 0.025 (0.002-0.200) 0.024 (0.010-0.191) 0.615
Ni (min-max) 0.80 (0.09-4.94) 0.65(0.22-7.85) 0.654
Cu (min-max) 2.82 (0.01-17.80) 5.31(0.64-134.00) 0.002
Zn (min-max) 48.05 (2.40-143.20) 74.90 (29.80-621.70) 0.035
Ag (min-max) 0.059 (0.009-0.144) 0.048 (0.013-0.506) 0.765
Cd (min-max) 0.228 (0.009-4.811) 0.395 (0.90-6.135) 0.263
Pb (min-max) 0.015 (0.001-0.080) 0.100 (0.001-0.270) 0.864
Al (min-max) 32.00 (5.49-103.00) 22.45 (6.91-381.00) 0.478
Cr: Cromium, Mn: Manganese, Fe: Iron, Co: Cobalt, Ni: Nickel, Cu: Cupper, Zn: Zink, Cd:
Cadmium, Pb: Lead, Al: Alimunium, *The results of trace elements are given in terms of median
and minimum-maximum values

—

Figure 1. Variation of zinc and copper during hepatitis B treatment periods
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Girig: Kronik hepatit C virlisi (HCV) enfeksiyonu, Tirkiye icin énemli
bir saglik sorunudur. Epidemiyoloji ve hasta profili bdlgesel farkhliklar
olusturabilmektedir. Viral Hepatitle Savasim Dernegi ve Enfeksiyon Hastaliklari
ve Klinik Mikrobiyoloji Uzmanlik Dernedi tarafindan, direkt etkili antiviral
(DEA) kullanan hastalarin bilgilerinin girildigi bir veri tabani olusturuldu. Bu
veri tabanina girilen hasta bilgileri, lkemizdeki HCV enfeksiyonunun profilini
cikarmak amaciyla analiz edildi.

Gerec ve Yontem: Bu girisimsel olmayan gozlem calismasina Tirkiye'nin
degisik bolgelerinden 37 merkez katildi. Veri tabanina, bu merkezlerdeki,
18 vyasin (zerinde olup DEA tedavi planlanan tiim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta
kaydedildi. Hastalarin demografik, klinik bilgileri, aldiklari tedaviler, tedavilerin
etkililik ve gtivenlik bilgileri kaydedildi. ilaglarin etkililigi ve gtivenligi, tedavi
sonu yanit ve 12. haftadaki yanit (SVR12) ile degerlendirildi. Degerlendirmede
"intention to treat" analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu
tarafindan onaylandi ve www.clinicaltrials.gov'a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 919'u (9%50,9)
kadin, 888'i (0049,1) erkekti. Hastalarin ortalama yasi 56+15 (sinirlar 18-97)
idi. Genotipler siklik sirasina gére, genotip 1: 1547 (085,7); genotip 3: 132
(9%7,3); genotip 2: 68 (903,8); genotip 4: 53 (%02,9) ve genotip 5: 5 (900,3) olarak
saptandi. Genotip 1 icinde subgenotipi saptanabilen 1450 hastada genotip 1b:
1257 (%86,7) ve genotip 1a: 193 (13,3%) hastada saptandi. Toplam 235 (%013)
hastada siroz mevcuttu: kompanse siroz (Child-Pugh A): 206; dekompanse siroz
(Child-Pugh B-C): 29. Toplam 991 (%055) hastada karaciger biyopsisi mevcuttu.
Ortalama histolojik aktivite indeksi (HAI) 7,68 ve fibrozis skoru 2,58 idi.
Hastalarin 9%35'inde HAI hafif (1-6), %60'Inda orta (7-12) ve %5'inde siddetli
(13-18) idi. Fibrozis ise, hastalarin %48'inde hafif, %43'tinde orta ve %9'unda
ileri idi. Tedavi baslangicinda viral yiik 1,49x106 kopya/mL idi. Hastalarin 293'i

(9016) diyabetik idi. Biyokimyasal olarak baslangicta ortalama ALT degeri: 40
IU/mL, AST: 38 1U/mL, albiimin: 4,3 gr/dL ve protrombin zamani: 12,6 sn idi.

Sonug: Ulkemizin genelini yansitabilecek gesitlilik ve 6rneklem biyiikligtindeki
bu calisma, kronik HCV enfeksiyonu hastalarinin her iki cinsiyete esit dagilmis,
orta-ileri yasta, siklikla genotip 1b ile enfekte olduklarini gdstermektedir.
Hastalarin 2/3'tinde enflamasyon orta ya da siddetli, fibroz ise hastalarin
yarisinda orta ya da ileri idi. Mevcut hasta profili, hastalarin orta-ileri
déneme gelinceye kadar tani konamadigini ya da etkili tedavi alamadigini,
tani koyma ve tedavi etme imkanlarinin daha etkili kullaniimasi gerektigini
ortaya koymaktadir.

Anahtar Kelimeler: HCV, demografi
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TURKIYE’DE iLERI EVRE KRONiK HEPATIT C HASTALARINDA DIiREK ETKiLi ANTiVIiRAL iLAGLARIN
ETKILILIGI

Tasova Y, Yamazhan T, Esen S, Oztoprak NC, Onlen Y, Sari ND, Yildiz iE, inan D, Zerdali EY, Kayaaslan B, Barut S,
Kumbasar HK, Kaya S, ince N, Dékmetas i, Namiduru M, Batirel A, Giinal O, Coskuner SA, Karsen H, Kéksal i,
Akinci E, Tosun GG, Gul HC, Sirmatel F, Turker K, Duygu F, Stinnetgioglu M, Erben N, Karabay O, Sener A,
Senates E, Celebi G, Tartar AS, Baykam N, Aslihan U, Sarigil F, Yoruk G, Tabak F ve HEP-C Calisma Grubu

Giris: ileri evre kronik hepatit C viriisii (HCV) enfeksiyonu, karacigerle iliskili komplikasyonlar agisindan yiiksek
riskli grubu temsil etmektedir. Tedavi agisindan oncelikli olmakla birlikte tedavisi zor bir grubu olusturmaktadir.
Viral Hepatitle Savasim Dernegi (VHSD) ve Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi
(EKMUD) tarafindan, direk etkili antiviral (DEA) kullanan hastalarin bilgilerinin girildigi bir veri tabani
olusturuldu. Bu veri tabanina girilen hasta bilgileri, ileri evre kronik HCV enfeksiyonunda DEA ilaglarin etkililigini
belirlemek amaciyla analiz edildi.

Hastalar ve Metod: Bu girisimsel olmayan gézlem ¢alismasina Tirkiye'nin degisik bolgelerinden 37 merkez
katildi. Veri tabanina, bu merkezlerdeki, 18 yasin Gzerinde olup DEA tedavi planlanan tiim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta kaydedildi. Hastalarin demografik,
klinik bilgileri, aldiklari tedaviler, tedavilerin etkililik ve glivenlik bilgileri kaydedildi. Karaciger hastaliginin
evresi, klinik, radyolojik ve histolojik olarak belirlendi. Siroz evresi Child-Pugh siniflamasina gore yapildi.
ilaglarin etkililigi ve giivenligi, tedavi sonu yanit ve 12. haftadaki yanit (SVR12) ile degerlendirildi.
Degerlendirmede “intention to treat” analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu tarafindan onaylandi ve
www.clinicaltrials.gov’a kaydedildi (NCT03145844).

Bulgular: Toplam 1807 hastanin 238’i (%13) sirotikti. Bu hastalarin 118’i (%49,6) erkek, 120si (%50,4) kadin,
ortalama yas 64,7+10,7 idi. Bu hastalardan 206’s1 (%86,5) kompanse siroz (Child-Pugh A), 32'si (%13,5) ise
dekompanse siroz (Child-Pugh B-C) idi. En sik olarak genotip 1 saptandi: 215 (% 90,3). Bunu genotip 2
(9, %3,8), genotip 3 (9, %3,8), genotip 4 (3, %1,3) ve genotip 5 (1, %0,4) izledi. Tedavi baslangicinda viral yiik
4,11x10° kopya/mL idi. Baglangic degerleri; ALT 50 1U/L, AST 51 IU/L, albumin 3,9 g/dL ve protrombin 13,5 sn
idi. Onceki tedavi bilgisi girilmis 228 hastanin; 117’si daha énce tedavi almamis (naiv), 111’i ise daha énce
degisik tedaviler almisti: pegile-interferon+ribavirin (PR) (97, %89), PR+Boseprevir (8, %7) ve PR+Telaprevir
(4,%4). Tedavi alan hastalar, 64 (%58) niiks etmis ve 47 (%42) yanitsiz hastadan olusmaktaydi. Hastalarin
aldiklari DEA tedavi Tablo 1’de gorilmektedir.

Tedavi sonrasinda (SVR12) laboratuvar degerleri; ALT 23 IU/L, AST 28 IU/L, albumin 4,18 g/dL ve protrombin
12,7 sn oldu.

Tedavinin 4. haftasinda viral yanit %85 (147/173), tedavi sonunda viral yanit %100 (188/188) ve kalici viral
yanit (SVR12) %98 (150/153) olarak gergeklesti.

DEA tedavisi iyi tolere edildi. Toplam 53 (%22,3) hastada 88 yan etki bildirildi. Yan etkiler halsizlik (21, %9),
kasinti (20, %8), bulanti (11, %5), uykusuzluk (9, %4), bas agrisi (7, %3), herpes labialis aktivasyonu (5, %2)
anemi (3, %1) ve diger (12, %5) idi.

Sonug: DEA tedavisi, sirotik hastalarda da yuksek bir viral yanit saglamakta ve iyi tolere edilmektedir. Hastanin
sirozunun kompanse ya da dekompanse olmasi ve daha 6nceden tedavi alip almamasi (almigsa niiks ya da
yanitsiz olmasi) viral yaniti etkilememektedir. Bu tedavilerin ileri karaciger hastaligi olan hastalardaki
glvenligini belirlemek igin uzun streli izlem gereklidir.
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Tablo 1. Ileri Evre Kronik HCV Enfeksiyonu Olan Hastalarin Aldiklart DEA Tedaviler

Sofosbuvir + Ledipasvir
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir 53 24

Sofosbuvir + Ledipasvir + Ribavirin 37 16

Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin

9 4
Sofosbuvir + Ribavirin 9 4
3 1

Paritaprevir + Ritonavir + Ombitasvir + Ribavirin
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TURKiYE’'DE DAMAR iGi iLAC KULLANAN KRONiK HCV ENFEKSiYONU HASTALARINDA DIiREK ETKiLi
ANTIVIiRAL iLACLARIN ETKILiLiGi VE GUVENIRLIGI

Kurtaran B, Zerdali EY, Tosun S, Esen S, Oztoprak NC, Tiirker K, Sari ND, Onlen Y, Yamazhan T, Hizel K, Karsen H,
Kaya S, Batirel A, Tasova Y, Ulu A, Tabak F ve HEP-C Calisma Grubu

Giris: Damar ici ilag (Dii) kullanan hastalar, hepatit C viriisii (HCV) bulasi agisindan yiiksek risk tasirlar. Bu
hastalarin tedavisi, bulagi engelleme agisindan da 6nemlidir. Viral Hepatitle Savasim Dernegi (VHSD) ve
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi (EKMUD) tarafindan, direk etkili antiviral (DEA)
kullanan hastalarin bilgilerinin girildigi bir veri tabani olusturuldu. Bu veri tabanina girilen hasta bilgileri,
tilkemizdeki Dii kullanan ve HCV enfeksiyonu olan hastalarda, DEA ile tedavinin etkililigi ve giivenirligini
belirlemek amaciyla analiz edildi.

Hastalar ve Metod: Bu girisimsel olmayan gdzlem ¢alismasina Tirkiye'nin degisik bolgelerinden 37 merkez
katildi. Veri tabanina, bu merkezlerdeki, 18 yasin tizerinde olup DEA tedavi planlanan tim kronik HCV hastalari
girildi. Nisan 2017 ile Subat 2018 arasinda, veri tabanina toplam 1807 hasta kaydedildi. Bu hastalar iginde Dii
kullananlar belirlendi. Hastalarin demografik, klinik bilgileri, aldiklari tedaviler, tedavilerin etkililik ve gtivenlik
bilgileri kaydedildi. ilaglarin etkililigi ve giivenligi, tedavi sonu yanit ve 12. haftadaki yanit (SVR12) ile
degerlendirildi. Degerlendirmede “intention to treat” analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu
tarafindan onaylandi ve www.clinicaltrials.gov’a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 1434’tinde bulas yolu bilinmiyordu. Bulas yolu bilinen
373 hastanin 123’iinde (toplamin %6,8’i) Dii kullanimi vardi. Hastalarin 114’0 (%93) erkek, 9'u (%7) kadindi.
Hastalarin ortalama yasi 34113 (sinirlar 18-77) idi. Genotipler siklik sirasina gore, genotip 1: 49 (%40); genotip
3:47 (%38), genotip 2: 14 (%12); genotip 4: 11 (%9) ve genotip 5: 1 (%1) olarak saptandi. Genotip 1 iginde
subgenotipi saptanabilen 46 hastada genotip 1b: 23 (%50) ve genotip 1a: 23 (%50) olarak saptandi.

Toplam 7 (%6) hastada siroz mevcuttu: kompanse siroz (Child-Pugh A): 6; dekompanse siroz (Child-Pugh B-C):
1. Hastalarin 78’inde (%63) karaciger biyopsisi mevcuttu. Ortalama histolojik aktivite indeksi (HAI) 7,70 ve
fibrozis skoru 2,46 idi. Hastalarin %31’inde HAI hafif (1-6), %66’sinda orta (7-12) ve %3’linde siddetli (13-18) idi.
Fibrozis ise, hastalarin %48’inde hafif, %49’unda orta ve %3’linde ileri idi.

Daha 6nce 17 (%14) hasta tedavi almisti (13 niiks, 4 yanitsiz). Bu tedaviler 14 (%82) hastada pegile-
interferon+ribavirin (PR), 2 (%12) hastada PR+Boseprevir ve 1 (%6) hastada PR+Telaprevir idi. Tedavi
baslangicinda viral yiik 3,9x10° kopya/mL idi. Biyokimyasal olarak baslangicta ortalama ALT degeri 84 IU/ml,
AST 52 1U/ml, albiimin 4,34 gr/dl ve protrombin zamani 12,8 sn idi.

Hastalara Tablo 1’de gésterilen DEA ilaglar uygulandi. Virolojik yanit; tedavinin 1. ayinda 39/43 (%90,7), tedavi
sonunda 65/65 (%100), SVR12 ise 55/56 (%98) oldu. Biyokimyasal olarak SVR12 déneminde ortalama ALT
degeri 22 1U/ml, AST 23 IU/ml, albiimin 4,38 gr/dl ve protrombin zamani 12,3 sn oldu. Toplam 9 (%7,3) hastada
yan etki gorilda: kasinti: 3 (%2,4), uykusuzluk: 3 (%2,4), halsizlik: 2 (%1,6), bas agrisi: 2 (%1,6), kilo alimi: 2
(%1,6) ve diger: 4 (%3,3).

Sonug: Veri tabanindaki hastalarin tiimiine kiyasla, Dii kullanan hastalar, daha geng (56 +15‘e karsilik 3413,
p<0,00001) ve erkeklerin daha fazla oldugu (919 kadin-%51, 888 erkek-%49’e karsilik, 9 kadin-%7, 114 erkek-
%93, p<0,00001) bir hasta grubunu olusturuyordu. Bu daha geng hasta grubunda siroz hasta orani da daha
dusuktii (235/1807; %13’e karsilik 7/123; %6, p<0,05). Veri tabanindaki hastalarin timiinde genotip 1 %86
(cogunlugu 1b), genotip 2 ve 3 ise %11 olarak saptanirken; Dii kullanan hastalarda genotip 1 oraninin %40’a
indigi, genotip 3 (%38) ve genotip 2’nin (%12) olgularin yarisini olusturdugu gorildi. Ayrica genotip 1 iginde 1a
oraninin da artarak 1b ile esit sayida oldugu gozlendi. Direk etkili antiviral tedavisi; erkek cinsiyet agirlikli, geng
ve daha erken evre kronik HCV enfeksiyonuna sahip Dii kullanan hasta grubunda da etkili ve giivenli
bulunmustur.
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Tablo 1. Damar I¢i Ila¢ Kullanan HCV Hastalarina Uygulanan Direk Etkili Antiviral Ilaclar

Sofosbuvir + Ribavirin 58 495
Ledipasvir + Sofosbuvir 18 154
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir i 12,0

Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin 14 12,0

Paritaprevir + Ritonavir + Ombitasvir + Ribavirin 9 7,7

Ledipasvir + Sofosbuvir + Ribavirin 4 3,4
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DIREK ETKiLi ANTiVIRALLERIN TEDAVi DENEYiMLi KRONiK HCV ENFEKSiYONU HASTALARINDA
ETKILiLiGi VE GUVENLiGi: COK MERKEZLi HEP-C CALISMASININ SONUGLARI

Sari ND, Tasova Y, Kaya S, Oztoprak NC, Onlen Y, Batirel A, Esen S, Yamazhan T, ince N, Kose S, Yildiz IE, Zerdali
EY, Karaali R, Kdksal i, Giinal O, Karsen H, inan D, Coskuner SA, Kayaaslan B, Namiduru M, Sirmatel F, Giil HC,
Sener A, Barut S, Duygu F, Tartar AS, Karabay O, Turker K, Celebi G, Senates E, Erben N, Sinnetgioglu M, Tosun
GG, Kumbasar HK, Baykam N, Giindiiz A, Akinci E, Yoriik G, inal AS, User U, Tabak F ve HEP-C Calisma Grubu

Giris: Onceden tedavi almis ve kalici viral yanit elde edilememis olan hastalar, kronik hepatit C viriisii (HCV)
enfeksiyonu tedavisi igin zor hasta grubunu temsil etmektedir. Direk etkili antiviral ilaglar (DEA) HCV
tedavisinde yuksek tedavi basarisi saglamakta ve emniyetli ilaglar olarak gbziikmektedir. Ancak DEA tedauvisi
olmak, 6zellikle ayni gruptan bir diger DEA’nin etkililigini azaltabilmektedir. Viral Hepatitle Savagim Dernegi
(VHSD) ve Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Uzmanlik Dernegi (EKMUD) tarafindan, direk etkili
antiviral (DEA) kullanan hastalarin bilgilerinin girildigi bir veri tabani olusturuldu. Bu veri tabanina girilen hasta
bilgileri, Direk etkili antivirallerin tedavi deneyimli kronik HCV enfeksiyonu olan hastalarda etkililigi ve
glvenligini saptamak amaciyla analiz edildi.

Hastalar ve Metod: Turkiye'nin degisik bolgelerinden 37 merkezin katildigi bu girisimsel olmayan gézlem
¢alismasina 18 yasin lzerinde olup DEA tedavi planlanan tiim kronik HCV hastalari girildi. Nisan 2017 ile Subat
2018 arasinda, veri tabanina toplam 1807 hasta kaydedildi. Hastalarin demografik, klinik bilgileri, aldiklari
tedaviler, tedavilerin etkililik ve giivenlik bilgileri kaydedildi. ilaglarin etkililigi ve giivenligi, tedavi sonu yanit ve
12. haftadaki yanit (SVR12) ile degerlendirildi. Veri tabanindaki 6nceden tedavi almis hastalar ayrilarak analiz
edildi. Degerlendirmede “intention to treat” analizi kullanildi. Calisma, Cerrahpasa Etik Kurulu tarafindan
onaylandi ve www.clinicaltrials.gov’a kaydedildi (NCT03145844).

Bulgular: Veri tabanina kaydedilen toplam 1807 hastanin 787’si (%43,5) 6nceden tedavi almis hastalardi. Bu
hastalarin 457’si (%58) kadin, 330 (%42) erkekti. Hastalarin ortalama yasi 59,5 +12,3 (sinirlar 21-85) idi.
Hastalarin %640 niiks ve %36’s1 yanitsiz hasta idi. Hastalar daha 6nce Pegile-interferon+ribavirin (PR) ile tedavi
edilmisti. Genotipler siklik sirasina gore, genotip 1: 726 (%92); genotip 2: 23 (%3); genotip 3: 23 (%3); genotip
4:14 (%1,9) ve genotip 5: 1 (%0,1) olarak saptandi. Genotip 1 iginde 669 hastada genotip 1b: 596 (%89) ve
genotip la: 73 (%11) hastada saptandi.

Toplam 110 (%) hastada siroz mevcuttu: kompanse siroz (Child-Pugh A): 95; dekompanse siroz (Child-Pugh B-
C): 15. Toplam 296 (%38) hastada karaciger biyopsisi mevcuttu. Ortalama histolojik aktivite indeksi (HAI) 7,9 ve
fibrozis skoru 2,6 idi. Hastalarin %40’ inda HAI hafif (1-6), %54 tinde orta (7-12) ve %6’sinda siddetli (13-18) idi.
Fibrozis ise, hastalarin %32’sinde hafif, %42’sinde orta ve %26’sinda ileri idi. Biyokimyasal olarak baslangicta
ortalama ALT degeri 51 IU/ml, AST 49 IU/ml ve protrombin zamani 13,45 sn idi. Hastalara Tablo 1’de gosterilen
DEA kombinasyonlari baslandi

Tedavinin 4. haftasinda viral yanit %80,8 (433/536), tedavi sonunda %99,4 (665/669) ve tedavi sonrasi 12.
haftada (SVR12) %97,8 (543/555) olarak gergeklesti. SVR12 elde edildiginde ortalama ALT degeri 19 IU/ml, AST
22 IU/ml ve protrombin zamani 12,12 sn idi. Toplam 158 (%20,1) hastada yan etki gérildu: halsizlik: 77 (%10),
kasinti: 53 (%7), bas agrisi: 33 (%4), bulanti: 26 (%3), uykusuzluk: 24 (%3), herpes labialis aktivasyonu: 14 (%2),
kilo alma: 11 (%1), kas agrisi: 11 (%1), anemi: 4 (%0,5), istahsizlik: 3 (%0,4), diger: 28 (%4).

Sonug: DEA ilaglar, 6nceden pegile interferon+ ribavirin tedavisi almis ve tedavi basarisi elde edilememis (niiks
ya da yanitsiz) hastalarda da giivenli ve yiiksek derecede etkilidir. Onceki tedavide telaprevir ya da boseprevir
olmasi da DEA basarisini etkilememektedir.
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Background: Worldwide, more than 3.8 million new cases of hep-
atitis C virus (HCV) infection is reported annually. Understanding of
the HCV genome and proteins has enabled efforts to improve efficacy
and tolerability of HCV treatment. The present study was aimed to
identify the circulating genotypes and subtypes of HCV by sequence
analysis of the NS5B region among the HCV infected population
from Bangladesh.

Method: The study patients were selected from anti-HCV positive
patients who provided blood at the Department of Virology, BSMMU
from July 2015 to June 2016 for HCV RNA quantification. After
HCV viral load quantification, Out of 150 HCV RNA positive sam-
ples, 36 specimens were randomly selected and tested for NS5B gene
amplification by One Step RT-PCR. A total of 36 readable partial
sequences of the NS5B gene were found, and subsequently used for
genotyping of circulating HCV by NCBI Genotyping tool.

Result: The majority of 31 (86.1%) study population were infected
with genotype 3, while only 5 (13.9%) were infected with genotype 1.
Subtype 3b was the most prevalent (42%) in the study population,
followed by subtype 3a (39%), 1b (11%), 3g (5%) and la (3%). No
other genotypes and subtypes were detected in this study. Phyloge-
netic analysis of Bangladeshi HCV sequences revealed that
circulating strains clustered closely with strains from Pakistan, China,
Thailand, Malaysia, Indonesia, Germany, USA, and Canada. All these
countries share migration of people for immigration purpose, working
aboard and one or two drug trafficking routes, which indicates that
Bangladeshi HCV strains are being circulated through these routes.
Conclusion: The study revealed that two genotypes with 5 different
HCV subtypes are presently circulating among HCV infected popu-
lation of Bangladesh, and this information may aid clinicians towards
better management of HCV patients.

HCV-7

Serum miRNA expression profile reveals a novel prognostic panel
for HCV patients

Mohd Aejaz Habeeb', Sandeep K Vishwakarma', Rahamathulla
SyedI, Safwaan Habeeb', Aleem Ahmed Khan'

!Centre for Liver Research & Diagnostics, India

Background: Currently the primary HCV diagnosis is based on the
HCV antibody detection followed by the HCV-RNA quantification
and HCV genotyping. These approaches can help to identify the HCV
infection along with the liver function test (LFT). However, the sub-
population of HCV-antibody positive cases that are negative for viral
copies can’t be discriminated with normal individuals which may lead
to chronic, cirrhosis or HCC, as well as viral relapse status can’t be
calculated based on these methods. Hence, there is a need to identify
more appropriate prognostic/diagnostic panel for HCV is highly
required. In this present study, the unique prognostic panel of three
selected miRNAs (miRNA-122, miRNA-21 and miRNA-181a) in
combination with viral load was developed with multi-level approach
to give valuable information for the assessment of disease status,
therapeutic response and relapse in HCV patients.

Method: The expression of selected circulatory miRNAs was quan-
tified in 25 healthy controls and 184 HCV patients with viral load
>1,00,000 copies/ml (>1 Lakh copies/ml), before, during the treat-
ment and after 6 months follow-up after treatment and further
compared with the serum biochemical changes and hematological
parameters.

Result: Different categories of naive HCV patients showed signifi-
cantly high expression level of miRNA-122 (>2.0 fold, p<0.001) in
chronic patients as compared to the healthy subjects whereas miRNA-
181a showed gradual decrease in expression levels with increasing the

@ Springer

chronicity of the disease. In addition, miRNA-21 was significantly
higher in HCC patients as compared to the healthy subjects and other
category of HCV patients. miRNA-122 was showed significantly
down regulated (p<0.001) expression levels during the each treatment
regimen, whereas the expression levels of miRNA-181a got signifi-
cantly enhanced with increasing the treatment duration (p<0.001).
There was no significant miRNA variation was found after 6 months
follow up cases when compared with the treated groups of both the
genotypes.

Conclusion: Differential expression of miRNA-122 provides a direct
measure for HCV quantification in both the genotypes before and
during combination therapy and can be used as a prominent diag-
nostics as well as prognostic marker to develop better therapeutic
strategies.

HCV-8

Effectiveness and safety of direct-acting antiviral therapies
in treatment-experienced chronic hepatitis C infection patients
in Turkey

Fehmi Tabak", Tansu Yamazhan®, Behice Kurtaran®, Saban
EsenI", Nefise Oztoprak Cuvalci®, Yusuf Onlen®, Gulsen Yoruk®,
Ilknur Esen Yildiz'!, Dilara Inan? Esra Yerlikaya Zerdali’,
Rahmet Guner“, Sener Baruts, Hayat Kumbasar

Karaosmanoglu'?, Fehmi Tabak', Hepatitis C Study Group'?

stanbul University Medical School, Turkey; °Ondokuz Mayis
University Medical School, Turkey; ''RTE University Medical
School, Turkey; 12Gadi Konuk Research and Training Hospital,
Turkey; 13Turkey, Turkey; MYildirim Beyazit University Medical
School, Turkey; *Akdeniz University Medical School, Turkey;
3Antalya Research and Training Hospital, Turkey; “Cukurova
University Medical School, Turkey; *Ege University Medical School,
Turkey; ®Gaziosmanpasa University Medical School, Turkey;
"Haseki Research and Training Hospital, Turkey; ®Istanbul Research
and Training Hospital, Turkey; “Mustafa Kemal University Medical
School, Turkey

Background: Turkish Viral Hepatitis Society (VHSD) and Infectious
Diseases and Clinical Microbiology Specialty Society (EKMUD)
created an online database and collect data of patients with chronic
hepatitis C (CHC) patients using direct-acting antiviral therapies
(DAA) in Turkey. This abstract aims to evaluate effectiveness and
safety of DAA in treatment-experienced chronic hepatitis C infection
patients in Turkey.

Method: Between April 2017 and October 2017, 36 centres from
Turkey recorded 1500 patients to the database. Patients >18 years
with CHC under direct-acting antiviral therapies were enrolled in this
non-interventional observational study. Efficacy and safety results are
only given for the patients with SVR12 data. The study was approved
by the ethics committee and registered to clinicaltrials.gov
(NCT03145844).

Result: Of the 1500 patients; 48.2% (723/1500) were treatment
experienced. Of those, 57.8% (418/723) were female and mean age
was 59.1 (SD:12.4) years. The most common HCV genotype was
GT1 (92.8%, 671/723; of those 81.4% GTIb, 10.1% GT1a). 14.5%
(105/723) had cirrhosis whereas 13.3% (14/105) had decompensated
cirrhosis (Child-Pugh B-C). Liver biopsy was performed for 39.7%
(287/723) and the median HAI-Knodell score was 8 (IQR:6-10)
whereas 94.1% (270/287) had Ishak fibrosis stage >1.

As previous treatment, 89.9% (650/723) had used peginterferon/rib-
avirin, 4.8% (35/723) peginterferon/ribavirin plus telaprevir and 4.0%
(29/723) peginterferon/ribavirin plus boceprevir.
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Current  treatments  were  ledipasvir/sofosbuvirzribavirin
(60.2%,435/723),  paritaprevir/ritonavir/ombitasvir+dasabuvirsrib-
avirin (33.5%,242/723) and sofosbuvir+ribavirin (5.1%,37/723). Of
the 723 treatment experienced patients; 52.6% (380/723) had an
SVR12 evaluation.

Before DAA and at SVR12; median AST was 40.2 U/L and 21.0
U/L, median ALT was 49.0 U/L and 17.0 U/L, median INR was 1.03
and 1.01, median platelet was 170000 count/mL and 179000 count/
mL, respectively. Before DAA median HCV RNA was 1.45x106
copies/mL and 0.3% (1/380) had HCV viral load <I2IU/mL. At
month 1, treatment end and 12 weeks after treatment end (SVR12);
85.3% (209/245), 99.5% (364/366) and 98.2% (373/380) had HCV
viral load <12 TU/mL, respectively (Figure 1).

After DAA had been started; 23.4% (89/380) patients experienced
175 adverse events, reported adverse events were asthenia (10.8%,41/
380), pruritus (8.4%,32/380), insomnia (5.5%,21/380), headache
(5.3%,20/380), nausea (3.9%,15/380) and others (12.1%,46/380).
Conclusion: DAA are effective and safe treatment for HCV infection
among treatment-experienced patients. The results from a real-life
setting in Turkey are similar to those from real-life settings in other
countries and previous clinical trials.

*Hep-C Study Group

Kaya S, Ince N, Gunduz A, Namiduru M, Batirel A, Giinal O, Cos-
kuner SA, Karsen H, Koksal I, Akinci E, Tosun GG, Giil HC,
Sirmatel F, Tiirker K, Duygu F, Siinnetcioglu M, Erben N, Karabay
O, Sener A, Senates E, Celebi G, Akbulut A, Baykam N

L
i
T o
f
§ o
}
x A
. L]
Frva i e T T ol Y
ra e e -
HCV-9

Cholesterol metabolism in the presence of biliary insufficiency
in patients with long-term chronic hepatitis ¢

Muborakhkhon Abdug’appor Qizi Rozikova', Saidrakhim
Nodirovich Lukmonov'

'Tashkent Medical Academy, Uzbekistan

Background: To study the cholesterol metabolism in patients with
chronic hepatitis C with a low replicative level of viral bodies and
biliary insufficiency with a duration of disease more than 5 years
(CHO).

Method: 28 patients with CHC were examined, the diagnosis was
serologically verified by ELISA test, and the PCR method. The study
was carried out on the basis of the Scientific Research Center for the
Study of the Liver and Biliary tract. The mean age was 38 £ 7. The
duration of the disease since the diagnosis of hepatitis was more than
5 years. Diagnosis of biliary insufficiency was carried out by the
method of gradual chromatic duodenal sounding. All patients also
underwent a study of biochemical blood indices with mandatory
examination of liver samples, lipid spectrum and bile acids.

Result: In patients with CHC, violations of the biochemical compo-
sition of bile were detected, namely: in the vesicular and hepatic
portions of bile, the concentration of cholic acid was significantly
decreased and the cholate-cholesterol coefficient was lowered. When
calculating the total production rate of the components released into
the duodenum one hour after the administration of the stimulus, a
significant decrease in the rate of cholic acid, cholate-cholesterol and
phospholipid-cholesterol coefficients was also found. When studying
lipid metabolism in patients with diagnosed biliary insufficiency, a
biochemical blood test revealed an increase in the level of cholesterol,
and amounted to 7.3 £+ 2.4 mmol / 1 (p <0.5). The level of blood
cholesterol was elevated in 21 patients (75% of cases).

Conclusion: Cholesterol metabolism in long-term CHC patients is
impaired at all stages of its metabolism, and in 75% hypercholes-
terolemia is diagnosed.

HCV-10

Daclatasvir and reduced-dose sofosbuvir: a safe, effective
and pangenotypic treatment for hepatitis C in patients with eGFR

Rakesh Aggarwal', Dharmendra Singh Bhadauria', Anupma
Kaul", Prashant VermaZ, Mayank Mehrotra®, Amit Gupta', Raj

Kumar Sharma’, Praveer Rai', Rakesh Aggarwal1

'Sanjay Gandhi Postgraduate Institute of Medical Sciences (SGPGI),
India; “Ram Manohar Lohia Institute of Medical Sciences, India;
3Regency Hospital, India

Background: Sofosbuvir is a key agent for HCV treatment. It is not
recommended for patients with chronic kidney disease (CKD) and
estimated glomerular filtration rate (eGFR) <30 mL/min. We report
real-life experience of treating a cohort of CKD patients with eGFR
<30 mL/min using daclatasvir and half-daily dose of sofosbuvir.
Method: Adults patients who (i) had eGFR<30 ml/min and
detectable HCV RNA and (ii) were treated with interferon and rib-
avirin free, DAA based regimens were included. All patients were
treated with daily doses of daclatasvir 60 mg and sofosbuvir 200 mg.
The planned duration of treatment was 12 weeks, except for 24 weeks
in those with either clinical evidence of cirrhosis or on immunosup-
pressive drugs. The end-points of the study were: (i) 12 weeks of
follow-up after treatment completion, (ii) treatment discontinuation,
or (iii) death or loss to follow-up. Liver cirrhosis was diagnosed if the
patient had either gastroesophageal varices at endoscopy or ascites
with serum-ascites albumin gradient more than 1.1 g/dL, with addi-
tional supporting clinical and/or biochemical features. Liver stiffness,
measured using transient elastography, was not taken into consider-
ation for the diagnosis of cirrhosis. Virological response was assessed
by measuring serum HCV RNA concentration after 4 weeks of
treatment (rapid virological response [RVR]), at the end of the
scheduled 12 or 24 weeks of treatment (end-of-treatment response
[ETR]) and 12 weeks after stopping treatment (sustained virological
response [SVRI12]).

Result: Thirty-six (88%) among 41 included patients (median [range]
age: 48 [19-75] years; 25 [61%] male; genotype 1/3/4 were 17/ 22/2;
cirrhosis 5) completed the treatment, two discontinued and three died
during treatment. On an intention-to-treat basis, HCV RNA were
undetectable at 4 weeks of treatment, treatment completion and after
12 weeks of follow-up in 40/41 (97.6%), 37/41 (90.2%) and 37/41
(90.2%), respectively. None of the patients had a relapse.
Conclusion: Daclatasvir and half-daily dose of sofosbuvir was safe
and effective against genotype 1 and 3 HCV infection in patients with
eGFR <30 ml/min. This combination was could be a pangenotypic
treatment option for such patients.
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Daclatasvir and previr cc tion therapy for patients

with chronic hepatitis C virus genotype 1b infection in real world

Byung Seok Kim', Byoung Kuk Jang3, Jung Gil Park®, Se Young
Jang®, Jeong Il Suh”

!Catholic University of Daegu School of Medicine, Korea, Republic
of; *Dongguk University College of Medicine, Korea, Republic of;
3Keimyung University School of Medicine, Korea, Republic of;
4Kyungpook National University School of Medicine, Korea,
Republic of; *Yeungnam University College of Medicine, Korea,
Republic of

Background: In previous clinical studies, daclatasvir (DCV) and
asunaprevir (ASV) combination therapy showed both high rate of
sustained virologic response (SVR) and low rate of serious adverse
events. We evaluated the efficacy and safety of DCV and ASV
combination therapy for patients with chronic hepatitis C virus (HCV)
genotype 1b infection in real world.

Method: A total of 278 patients (184 treatment-naive patients) with
chronic HCV genotype 1b infection, who received DCV and ASV
combination therapy, were enrolled from five institutes in Daegu and
Gyeongsangbuk-do area. We evaluated the rates of rapid virologic
response (RVR), end-of-treatment response (ETR), and SVR at 12

@ Springer

weeks after completion of treatment (SVR12). And we also investi-
gated rate of adverse events and predictive factors of SVR12 failure.
Result: The mean age was 59.5+10.6 years, and 140 patients (50.2%)
were men. Seventy-seven patients (27.6%) had liver cirrhosis. Base-
line nonstructural protein SA (NS5A) sequences were available from
268 patients. Pretreatment NSS5A resistance-associated variants
(RAVs) were present in 6 (2.1%) patients. The RVR rate was 96.6%
(258/267), and ETR rate was 95.2% (223/232). Overall SVRI12 rate
was 91.6% (197/215). Adverse events occurred in 17 patients (7.9%).
Six patients discontinued treatment due to elevation of liver enzymes
(n=4) and severe nausea (n=2). Among them, 4 patients achieved
SVR12. Other adverse events included fatigue, headache, diarrhea,
dizziness, loss of appetite, skin rash, and mild dyspnea. In a univariate
analysis, statistical significant predictive factor of SVR12 failure was
not shown.

Conclusion: DCV and ASV combination therapy provided high rates
of RVR, ETR, SVRI12 in chronic HCV genotype 1b infection patients
in real world. DCV and ASV combination therapy was well tolerated
without serious adverse events.

HCV-21

Effectiveness and safety of direct-acting antiviral therapies
in chronic hepatitis C infection patients with diabetes mellitus
in Turkey

Fehmi Tabak', Gulsen Yoruk'®, Nevin Ince’, Behice Kurtaran®,
Mustafa Namidurum, Nefise Oztoprak Cuvalci® , Yusuf On]enlg,
Ilknur Esen Yildiz*', Dilara Inan?, Esra Yerlikaya Zerdali',
Sener Barut'!, Sibel Kaya', Saban Esen’, Ayse Batirel'®, Seher
Ayten Coskuner®, Iftihar Koksal'’, Hanefi Cem Gulu, Kamuran
Turker®, Ebubekir Senates'?, Ayhan Akbulut®, Nurcan
Baykam‘s, Tansu Yamazhans, Fehmi Tabak'

"Istanbul University Medical School, Turkey; '°Gaziantep University
Medical School, Turkey; ''Gaziosmanpasa University Medical
School, Turkey; 12Goztepe Research and Training Hospital, Turkey;
3Gulhane Research and Training Hospital, Turkey; '“Haseki
Research and Training Hospital, Turkey; '*Hitit University Medical
School, Turkey; '%Istanbul Research and Training Hospital, Turkey;
"Karadeniz Teknik University Medical School, Turkey; '®Kartal
Research and Training Hospital, Turkey; '*Mustafa Kemal University
Medical School, Turkey; 2 Akdeniz University Medical School,
Turkey; 2°Ondokuz Mayis University Medical School, Turkey; >'RTE
University Medical School, Turkey; *Antalya Research and Training
Hospital, Turkey; “Bagcilar Research and Training Hospital, Turkey;
5Bozyaka Research and Training Hospital, Turkey; ®Cukurova
University Medical School, Turkey; 'Duzce University Medical
School, Turkey; ®Ege University Medical School, Turkey; °Firat
University Medical School, Turkey

Background: Turkish Viral Hepatitis Society (VHSD) and Infectious
Diseases and Clinical Microbiology Specialty Society (EKMUD)
created an online database and collect data of patients with chronic
hepatitis C (CHC) patients using direct-acting antiviral therapies
(DAA) in Turkey. This abstract aims to evaluate effectiveness and
safety of DAA in chronic hepatitis C infection patients with diabetes
mellitus in Turkey.

Method: Between April 2017 and October 2017, 36 centres from
Turkey recorded 1500 patients to the database. Patients >18 years
with CHC under direct-acting antiviral therapies were enrolled in this
non-interventional observational study. Efficacy and safety results are
only given for the patients with SVR12 data. The study was approved
by ethics committee and registered to clinicaltrials.gov
(NCT03145844).
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Result: Of the 1500 patients; 16.8% (252/1500) were diabetic. Of
those, 64.7% (163/252) were female and mean age was 63.8 (SD:9.8)
years. The most common HCV genotype was GT1 (95.2%, 240/252;
of those 87.9% GT1b, 6.7% GTla). 17.1% (43/252) had cirrhosis
whereas 11.6% (5/43) had decompensated cirrhosis (Child-Pugh
B-C). Liver biopsy was performed for 56.7% (143/252) and the
median HAI-Knodell score was 8 (IQR:6-10) whereas 98.6% (141/
143) had Ishak fibrosis stage >1.

Of the patients, 56.3% (142/252) were treatment experienced and
90.1% (128/142) had used peginterferon/ribavirin, 4.9% (7/142)
peginterferon/ribavirin plus boceprevir and 4.9% (7/142) peginter-
feron/ribavirin plus telaprevir. Current treatments were paritaprevir/
ritonavir/ombitasvirt-dasabuvir£ribavirin = (48.8%,123/252), ledi-
pasvir/sofosbuvirzribavirin (44.0%, 111/252), sofosbuvir+ribavirin
(3.2%, 8/252).

Of the 252 diabetic patients; 42.1% (106/252) had an SVRI2
evaluation. Before DAA and at SVR12; median AST was 41.0 U/L
and 20.3 U/L, median ALT was 49.0 U/L and 17.0 U/L, median INR
was 1.04 and 1.00, median platelet was 171000 count/mL and 179000
count/mL, respectively. Before DAA, median HCV RNA was
1.93x106 copies/mL At month 1, treatment end and 12 weeks after
treatment end (SVR12); 88.9% (56/63), 100% (100/100) and 97.2%
(103/106) had HCV viral load <12 IU/mL, respectively (Figure 1).
After DAA had been started; 27.4% (29/106) patients experienced 48
adverse events, reported adverse events were asthenia (12.3%,13/
106), pruritus (8.5%,9/106), headache (7.5%,8/106), nausea (3.8%,4/
106), insomnia (3.8%,4/106), and others (9.4%,10/106).
Conclusion: DAA are effective and safe treatment for HCV infection
among diabetic patients. The results from a real-life setting in Turkey
are similar to those from real-life settings in other countries and
previous clinical trials.
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Impact of sustained virological response on indirect serum bio-
markers of fibrosis in chronic hepatitis C patients

Anup S. Nair"
!Calicut Govt Medical College, India

Background: Novel direct antiviral agents (DAA) targeting hepatitis
C virus (HCV) have revolutionized the treatment of chronic hepatitis
C infection (CHC). Rates of sustained virological response (SVR) to
treatment have drastically improved since introduction of DAA. We
examined the changes in the non invasive indirect serum biomarkers
of fibrosis scores, FIB -4 and APRI after DAA treatment of CHC.

Method: In an ongoing clinical prospective study, till date 30 patients
completed the study. All those patients with chronic hepatitis or
compensated cirrhosis of liver received Sofosbuvir 400 mg and
Daclatasvir 60 mg for 12 weeks and those with decompensated

cirrhosis of liver had it for 24 weeks. FIB -4 and APRI scores were
calculated prior to the treatment and after achieving SVR.

Result: 30 patients (22M: 8F) with a mean age of 47+8 years were
included, of which 13 (43.3%) had cirrhosis of liver. Of the 13 Cir-
rhotic patients 9, 3, and 1 were in CTP A, B and C stage respectively.
Among the total patients 23(76.7%), 5(16.7%), 2(6.7%) were geno-
type 3,1 and 4 respectively. Median Viral load was: 499801 1U/ml
(range: 2.4x 10 3 -7.1x 108). Overall ETR and SVR were 100% in
patients across the genotype. Median FIB -4 and APRI values sig-
nificantly decreased from 2.54 (IQR 1.65 -4.43) and 1.10 (IQR 0.65 -
2.43) to 1.80 (IQR 1.23 -2.84, p < 0.001) and 0.43 (IQR 0.3 -0.79, p <
0.001), respectively

Conclusion: Patients with SVR after DAA therapy showed significant
regression of validated fibrosis scores FIB -4 and APRI. Whether this
indicates a regression of fibrosis or merely resolution of chronic liver
inflammation needs long term follow up.

HCV-23

Oral direct acting antivirals (DAAs) therapy of patients (n=261)
with chronic HCV genotype 3 infection — real life Myanmar
experience

Si Thu Sein Win', Khin Maung Win?, Naomi Khaing Than
Hlaing3, Aung Hlaing Bwa', Khin Aye Wint Han', Su Su Htar',
Soe Thiha Maungl, Soe Thu Aungl, Lei Yin Wine!, Wint Wah
Ko', Moe Pwint Oo'

"Yangon GI and Liver Center, Myanmar; “Honorary Professor,
Myanmar; 3Professor, Myanmar

Background: Genotype 3 has emerged as the most difficult-to-cure
genotype being associated with lower sustained virologic response at
post-treatment week 12 (SVRI12) rates, a more accelerated fibrosis
progression and the strongest predictor for the occurrence of HCC.
Therefore, in the era of DAAs, we retrospectively assessed the
treatment outcome and safety of all-oral sofosbuvir (SOF) based
regimens for treatment of HCV genotype 3 infections in a real life
setting in Myanmar.

Method: This open-label retrospective cohort study was conducted at
the Yangon GI and Liver Center in Yangon, Myanmar between
December 2015 and September 2017 as an investigator-initiated
study.

The primary end point was SVRI2. According to the published
international guidelines, choice of DAAs and duration of therapy
were determined by degree of fibrosis and + previous treatment.
However, in Myanmar, it heavily depends on the availability of
DAAs and financial status of the patients. Virologic analyses were
performed at the baseline, week 4, week 8, week 12, week 24 and
SVR 12 of treatment.

Result: Overall, 261 patients with HCV genotype 3 infection received
treatment of all-oral DAAs therapy. Patients with mean age of 51
years (range 17 — 81), 32% men, 68% lady, 88.5% treatment naive,
11.5% treatment experience and 67% with cirrhosis. The mean
baseline viral load prior to start treatment was 3.6 million IU/mL
(between 8,011 and 176,389,223).

SVR 12 was achieved in 246/261 (94%) patients. Analysis of the
subtypes revealed 3 b was majority - 176 out of 261 (67%) and
genotype subtype 3 a - 60 out of 261 (23%) with SVR rates of 93%
and 98.3% respectively. Subtyping was not available in 25 patients
(10%) achieving 96% SVR12.

A trend towards a poorer response rate was noted in patients with
high body mass index (BMI > 25) — 89% (85/96) SVR as compared
to 98% (161/165) in BMI < 25 group. Analysis of SVR12 in patient
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EFFICIENCY AND SAFETY OF DIRECT-ACTING
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PATIENTS: REAL-LIFE DATA FROM TURKEY
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"Department of Infectious Diseases, Cukurova University Medical Faculty, Adana, Turkey, “Department of
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of Infectious Diseases and Clinical Microbiology, 19 Mayis University Faculty of Medicine, Samsun,
Turkey, *Department of Infectious Diseases and Clinical Microbiology, Antalya Training and Research
Hospital, Antalya, Turkey, *Department of Infectious Diseases and Clinical Microbiology, Mustafa Kemal
University Medical Faculty, Hatay, Turkey, *Department of Infectious Diseases and Clinical Microbiology,
Istanbul Training and Research Hospital, Istanbul, Turkey, "Department of Infectious Diseases,

RTE University Faculty of Medicine, Rize, Turkey, *Department of Infectious Diseases and Clinical
Microbiology, Akdeniz University Medical Faculty, Antalya, Turkey, *Department of Infectious Diseases
and Clinical Microbiology, Haseki Training and Research Hospital, Istanbul, Turkey, "*Department of
infectious Diseases and Clinical Microbiology, Yildirim Beyazit University Abdurrahman Yurtaslan
Training and Research Hospital, Ankara, Turkey, ""Department of Infectious Diseases and Clinical
Microbiology, Gaziosmanpasa University Faculty of Medicine, Tokat, Turkey, "2Department of Infectious
Diseases and Clinical Microbiology, Sadi Konuk Training and Research Hospital, Istanbul, Turkey,
Department of Infectious Diseases and Clinical Microbiology, Istanbul University Cerrahpasa Medical
Faculty, Istanbul, Turkey, *Department of Infectious Diseases and Clinical Microbiology, Diizce Training
and Research Hospital, Diizce, Turkey, "*Department of Infectious Diseases and Clinical Microbiology, Sisli
Hamideye Etfal Training and Research Hospital, Istanbul, Turkey, "“Department of Infectious Diseases
and (linical Microbiology, Gaziantep University Medical Faculty, Gaziantep, Turkey, ""Department of
Infectious Diseases and Clinical Microbiology, Kartal Training and Research Hospital, istanbul, Turkey,
"éDepartment of Infectious Diseases and Clinical Microbiology, Samsun State Hospital, Samsun, Turkey,
“Department of Infectious Diseases and Clinical Microbiology, Bozyaka Training and Research Hospital,
[zmir, Turkey, *Department of Infectious Diseases and Clinical Microbiology, Harran University Medical
Faculty, Sanhurfa, Turkey, “'Department of Infectious Diseases and Clinical Microbiology, KATU University
Medical Faculty, Trabzon, Turkey

Background: Anti-HCV treatment in cirrhotic patients was less effective than
in noncirrhotic patients in pre-direct-acting antiviral (DAA) era. In cirrhotics, a
significant increase in the incidence of liver-related events, including mortality, is
likely in the following years. The development and approval of several DAAs in
recent years has revolutionized antiviral therapy especially for cirrhotic patients.
Turkish Viral Hepatitis Society (VHSD) and Infectious Diseases and Clinical
Microbiology Specialty Society (EKMUD) created an online database and collect
data of patients with chronic hepatitis C (CHC) patients using in Turkey. We
aimed to evaluate effectiveness and safety of DAA in cirrhotic CHC patients.

Methods: Between April 2017 and January 2018, 37 centers from Turkey recorded
1807 patients to the database. The centers well represented the country. Patients
>18 years with CHC under DAAs were enrolled in this non-interventional
observational study. Demographics, clinical information, DAAs used, efficiency
and safety information were recorded Efficiency and safety results are given for
the patients with 12 weeks after end of treatment (SVR12) data. The study was
approved by ethics committee and registered to clinicaltrials.gov (NCT03145844).
Results: Among the 1807 patients; 238 (13%) were cirrhotic. Of those, 118
(49.6%) were male and mean age was 64.7+10.7 years. Among cirrhotics, 206
(86.5%) were compensated (Child-Pugh A) and 32 were (13.5%) decompensated
(Child-Pugh B-C). The most common HCV genotype was G1: 215 (90.3%;
among G1 93% G1b, 7% Gla), followed by G2 (9, 3.8%), G3 (9, 3.8%), G4
(3, 1.3%), G5 (1, 0.4%).

Previous treatment information was available for 228 patients: 111 out of the
patients (49%) were treatment-experienced (64, 58% relapser and 47, 42%
non-responder): 89% had used peginterferon/ribavirin, 8% peginterferon/
ribavirin+boceprevir and 4% peginterferon/ribavirin+telaprevir.

Baseline viral load was 4.11 x106 copies/mL. Baseline laboratory studies were
ALT 50 IU/L, AST 51 IU/L, albumin 3.9 g/dL, and prothrombin time 13.5 sec.
DAASs given to the patients are shown in Table 1. Viral responses at treatment
week 4, at the end of treatment and at SVR12 were 85% (147/173), 100%
(188/188), and 98% (150/153) respectively (Figure 1). Laboratory studies at
SVR 12 were ALT 23 IU/L, AST 28 IU/L, albumin 4.18 g/dL, and prothrombin
time 12.7 sec.

DAAs were generally well tolerated. On treatment; 53 patients (22.3%)
experienced 88 adverse events: asthenia (9%), pruritus (8%), nausea (5%),
insomnia (4%), headache (3%), herpes labialis activation (2%), anemia (15),
and miscellaneous (5%).

Conclusion: Real-life data show that HCV treatment with DAA is highly
efficacious and safe in cirrhotic patients as well. Being decompensated or
decompensated, treatment-naive or previously treated (relapse or non-responder)
do not seem to affect the response rate.

*This study was supported by Gilead Sciences Ilag Led. Sti. (Istanbul, Turkey)
for the editorial/translation/technical support in the preparation of this poster.
Gilead Sciences Ilag Ltd. $ti. was not involved to the content of the study/
publication; no involvement to the decision to submit for publication.

Keywords: Cirrhotic, HCV, DAA
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Figure 1. Virologic response rates on treatment week 4 (W4), end of treatment (EoT),
and 12 weeks after the end of treatment (SVR12) (cut-off point <12 1U/mL)

Table 1: Direct-Acting Antivirals Used in the Treatment of Cirrhotic Patients

DAA n %
Sofosbuvir + Ledipasvir 115 51
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir 53 24
Sofosbuvir + Ledipasvir + Ribavirin 37 16
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin 9 4
Sofosbuvir + Ribavirin 9 4
Paritaprevir + Ritonavir + Ombitasvir + Ribavirin 3 1
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SAFE IN INTRAVENOUS DRUG USERS WITH CHRONIC
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Hospital, Istanbul, Turkey, *Department of Infectious Diseases, Istanbul Training and Research Hospital,
Istanbul, Turkey, °Department of Infectious Diseases, Mustafa Kemal University Hospital, Hatay, Turkey,
"Department of Infectious Diseases and Clinical Microbiology, Ege University Medical Faculty, Izmir,
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Ankara, Turkey, Department of Infectious Diseases and Clinical Microbiology, Harran University Medical
Faculty, Sanlurfa, Turkey, *Department of infectious Diseases and Clinical Microbiology, Istanbul Kartal
Training and Research Hospital, Istanbul, Turkey

Introduction: More than half of the injection drug users (IDUs) are infected
with hepatitis C infection (HCV) in Turkey. Direct-acting antivirals (DAAs) have
been recently reimbursed for HCV treatment. Two big societies of the country,
Viral Hepatitis Society and Infectious Diseases and Clinical Microbiology
Specialty Society have prepared to database for HCV patients treated with DAAs.
The information was analyzed for the efficiency and safety of DAAs for Turkish
IDUs.

Methods: Between April 2017 and January 2018, 37 centers recorded 1807
patients. All patients >18 years with CHC under DAAs were enrolled in this
non-interventional observational study. IDUs were determined. Demographics,
clinical information, DAAs used, efficiency and safety information were recorded.
The study was approved by ethics committee and registered to clinicaltrials.gov.

Results: Among 1807 patients, the way of transmission was determined in 373,
123 of them (6.8% of all) were IDUs (114, 93% male; 9, 7% female, mean age
34113 years). Genotypes were G1: 49 (40%; G1b 50%, G1a50%); G3:47 (38%),
G2:14 (12%); G4: 11 (9%), and G5: 1 (1%). 7 (6%) patients were cirrhotic. In
78 (63%), a liver biopsy was available: mean histologic activity index was 7.70;
mild in 31%, moderate 66%, severe 3% and fibrosis score was 2.46; mild in
48%, moderate 49%, and advanced 3%. 16 patients were treatment-experienced
(relapse 12, non-responder 4). Baseline viral load was 3.9x106 copies/mL.Viral
responses at treatment week 4, at the end of treatment and at SVR12 were 90.7%
(39/43), 100% (65/65), and 98% (55/56) respectively. DAAs were generally well
tolerated; 9 patients (7.3%) experienced adverse events.

Conclusion: Compared to all HCV patients, IDUs were younger (56 vs.34 years,
p<0.00001) and the rate of male/female was higher (49%/51% vs. 93% /7%,
p<0.00001). Cirrhosis frequency was lower (13% vs. 6%, p<0.05). In all patients
is G1 is 86% and G2 plus G3 are 11%. However among IDUs, rate of G1
is 40%, G3: 38%, and G2: 12%. IDUs with HCV were shown to younger,
higher rate of male gender, and with less severe liver disease. DAAs were found
efficacious and safe in this group as well.

*This study was supported by Gilead Sciences Ilag Ltd. Sti. (Istanbul, Turkey)
for the editorial/translation/technical support in the preparation of this poster.
Gilead Sciences Ila¢ Led. Sti. was not involved to the content of the study/
publication; no involvement to the decision to submit for publication.

Keywords: HCV, DAA, IDU

Table 1: Direct acting antivirals used in HCV patients using intravenous drug

DAA n %

Sofosbuvir + Ribavirin 58 49.5
Ledipasvir + Sofosbuvir 18 154
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir 14 120
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin 14 12.0
Paritaprevir + Ritonavir + Ombitasvir + Ribavirin 9 7.7
Ledipasvir + Sofosbuvir + Ribavirin 4 34

S-005

A COMPARISON OF RISK SCORE MODELS TO PREDICT
THE RISK OF HCC IN CHRONIC HEPATITIS B PATIENTS
INTHAILAND

Thanachote Kamalapirat', Kesinee Yingcharoen?, Teerapat Ungtrakul’,
Kamonwan Soonklang?, Jiraporn Dechma?, Pitchayachuda Chunnuan?,
Pattama Kusuman?, Charinthip Pothijaroen?, Jantarika Tawpa?

"Faculty of Medicine and Public Health, HRH Princess Chulabhorn College of Medical Science, Chulabhorn
Royal Academy, *Chulabhorn Hospital, HRH Princess Chulabhorn College of Medical Science, Chulabhorn
Royal Academy

Background: Chronic hepatitis B, a major risk factor for cirrhosis and
hepatocellular carcinoma(HCC), is endemic in Thailand. Currently, there is no
tool for predicting the accurate risk of HCC in chronic hepatitis B patients. The
aim of this study was to compare among previously developed risk score models
and identify the most accurate risk score to predict the risk of HCC in chronic
hepatitis B patients in Thailand.

Materials-Methods: A retrospective cohort study including 2,208 chronic
hepatitis B patients from the Screening for Hepatocellular Carcinoma Program
at Chulabhorn hospital during July 2010-September 2017. The baseline
characteristics, laboratory and radiologic data of chronic hepatitis B patients
during their initial visit were obtained and calculated for the GAG-HCC, CU-
HCC and REACH-B scores. We performed receiver operating curve(ROC) for
cach score and compared the AUROC using chi-squared test.

Results: Of 2,208 chronic hepatitis B patients, one-fifth was HBeAg positive(377,
17.1%) and almost all the populations was non-cirrhotic(2,148, 97.1%). Nearly
twenty percent of our populations was prescribed nucleos(t)ides analogues(434,
19.7%). After 6 years follow-up, 20 patients(9.05%) developed HCC. GAG-
HCC, CU-HCC and REACH-B scores identified 44(1.99%), 65(2.94%) and
800(36.23%) high risk patients based on cut-off values at the initial visit. The
sensitivity of GAG-HCC, CU-HCC and REACH-B scores were 25%, 35% and
85%, respectively. The specificity of GAG-HCC, CU-HCC and REACH-B
scores were 98.22%, 97.35% and 64.21%, respectively. The AUROC for GAG-
HCC is 0.80(95% ClI, 0.69- 0.91), CU-HCC is 0.73(95% CI, 0.60- 0.85) and
REACH-B is 0.79(95% CI, 0.67- 0.91). Chi-squared test performed between
the three AUROC:s showed no difference between the three scores (p = 0.154).
Conclusion: There is no significant difference between the three risk score models
in predicting the risk of developing hepatocellular carcinoma in Thai population.
Additional variables such as anti-viral medications could be considered to develop
an improved score model more relevant to the Thai population.

Keywords: Hepatocellular carcinoma, chronic hepaitis B, cirrhosis, screening
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Figure 1. Comparison of Receiver Operating Characteristic Curves
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Background: Advanced age is an unfavorable determinant affecting liver-related
outcomes. Direct-acting antivirals (DAAs) have been recently reimbursed for
HCYV treatment in Turkey and HCV patients including elderly are being treated.
Viral Hepatitis Society and Infectious Diseases and Clinical Microbiology
Specialty Society have prepared to database for patients treated with DAAs.
The information was analyzed for the efficiency and safety of DAAs in geriatric
patients.

Methods: Between April 2017 and January 2018, 37 centers recorded 1807
patients. All patients >18 years with CHC under DAAs were enrolled in this
non-interventional observational study. The patients in geriatric age (>65 years)
were determined. Demographics, clinical information, DAAs used, efficiency and
safety information were recorded. The study was approved by ethics committee
and registered to clinicaltrials.gov.

Results: Among 1807 patients, 563 (31%) were in geriatric age: 356 (63%)
female, mean age 7245 years. Comorbid conditions:hypertension 51%, diabetes
26%, asthma 2%, and COPD 2%. Genotypes were G1:529 (94%; G1b:93%,
Gla:7%); G2:18 (3.2%); G3:9 (1.6%), G4:6 (1%), and G5:1 (0.2%). 117
(%21) were cirrhotic: 101 compensated and 16 decompensated. Liver biopsy
was available in 291 patients. Mean histologic activity index was 8.17; mild
in 28%, moderate 64%, and severe 8%. and fibrosis score was 2.82; mild in
43%, moderate 44%, and advanced 14%. 274 patients (49%) were treatment-
experienced (relapser 66%, non-responder 34%). Baseline viral load was 5x106
copies/mL. DAAs given to the patients are shown in Table 1. Viral responses at
weekd4, at end of treatment and at SVR12 were 83% (305/366), 99% (395/398),
and 98% (312/318) respectively. DAAs were generally well tolerated: 121
patients (21.5%) experienced adverse events.

Conclusion: The rate of cirrhotics in geriatric patients (21%) was more frequent
than all HCV patients (13%) (p<0.001). Female gender was more frequent in
geriatric population (51% vs. 63%, p<0.001). The findings show that cirrhosis
and female gender are more frequent in geriatric HCV patients in the country.
DAAs are efficacious and safe in older HCV patients as well.

*This study was supported by Gilead Sciences Ilag Led. Sti. (Istanbul, Turkey)
for the editorial/translation/technical support in the preparation of this poster.
Gilead Sciences Ilag Led. Sti. was not involved to the content of the study/
publication; no involvement to the decision to submit for publication.

Keywords: Geriatric, DAA, HCV

Table 1: Direct-Acting Antivirals Used in the Treatment of Geriatric Patients

DAA n %
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir 230 429
Ledipasvir + Sofosbuvir 197 36.7
Ledipasvir + Sofosbuvir + Ribavirin 48 9.0
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin 37 6.9
Sofosbuvir + Ribavirin 18 34
Paritaprevir + Ritonavir + Ombitasvir + Ribavirin 4 0.7
Paritaprevir + Ritonavir + Ombitasvir 2 04
S-007

THE ROLES OF CIRCULATING CELL FREE
MITOCHONDRIAL DNA IN ALCOHOLIC LIVER DISEASES
Nazli Begum Ozturk', Elena Palma?, Antonio Riva?, Shilpa Chokshi?

"Istanbul University, Istanbul Faculty of Medicine, Istanbul, Turkey, *King’s College London, The Institute
of Hepatology, Foundation for Liver Research, UK

Introduction: The pathogenesis of alcoholic liver disease (ALD) is poorly
characterized, however several recent studies point to a major role of
mitochondria in this process. Alcohol treatment causes mitochondrial DNA
(mtDNA) damage, lipid accumulation and oxidative stress. mtDNA is highly
susceptible to mutagenesis and as a defense mechanism mitochondria increase
their DNA copy numbers to mitigate the negative effects resulting from the high
rates of mutations in their genomes. Molecular characterization of circulating
cell free DNA (cfDNA) offers unique potentials like innovative insights into the
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process of rapid and accurate identification, resistant genetic alterations and a
real time monitoring of treatment responses.

Our study aims to quantify mtDNA in different groups including: primary
cultured liver slices in presence or absence of different concentrations of ethanol
for different durations of time; alcoholic patients who do not present liver
disease; patients with ALD in different stages and as well as health controls.

Material&Method: The primary cultured liver slices treated with 50 mM, 100
mM, 250 mM ethanol and the control group with no ethanol treatment, for 24
and 72 hours. The supernatants collected after the treatment. Plasma samples for
alcoholic patients who do not present liver disease were collected the first day
of admission and the second day after detox. Plasma samples for patients with
different stages of ALD collected from the clinic.

Cell free DNA was extracted from plasma and supernatant samples with using
the Qiagen QIAamp DNA Mini Kit. cfDNA was quantified using NanoDrop.
Amplification of mtDNA was performed by droplet digital PCR (ddPCR). PCR
primers and fluorogenic probes (FAM and HEX) for regions of ND1 and ND4
were synthesised.

Results: The average total ng of DNA in supernatant samples from primary
cultured slices treated with 0 mM, 50 mM, 100 mM and 250 mM were
increased as the ethanol concentration increases in 72 hours treatment group.
Total average ng of cfDNA values for each concentration: 461, 512, 526, 584,
respectively. Comparison between 24 hours treatment vs 72 hours treatment was
not significantly different, except control groups (p=0.04). Total average ng of
<fDNA in alcoholic patients at the admission of the hospital and after 2 days
of detox were 512,5 vs 365, respectively and there was a significant difference
(p= 0.04). The fDNA samples were further analyzed in the ddPCR to detect
mitochondrial copy number and mutations.

Discussion: The average total ng of fDNA was much higher as the ethanol
concentration and duration increases in the primary cultured liver slices.
Along with that, the abstinence of alcohol for 2 days in alcoholic patients
caused significantly decrease of the cfDNA in the plasma. To purther examine
of mtDNA copy number and mutations we are analyzing the samples in the
ddPCCR, and preliminary data suggests the copy number and mutations are
much higher as the concentration and duration of ethanol increases. Patients
with different stages of ALD will be compared clinically with mtDNA changes
including healty controls in our next studies.

Keywords: cell free DNA, mitochondrial DNA, alcoholic liver diseases
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SYMPTOMS OF LIVER CYST DISEASE;
SINGLE-CENTERED STUDY
Aysun Kartal Caliskan, Zeynep Ellik, Gzgiin Omer Asiller, Necati Grmeci

Department of Gastroeterology, Ankara University, Ankara, Turkey

Aim: Echinococcosis (hydatidosis) is a parasitic and zoonotic disease of humans.
It can be seen in every age and every organ. Hydatid cyst is asymptomatic in 40-
60% of cases and minor or major complications may be seen in the remaining
cases. Cyst size, localization and cyst’s neighboring organs are helpful in predicting
possible complications. Clinical findings in hydatid cyst may vary depending on
the size and location of the cyst, the pressure of neighboring organs, vascular
structures and the relation between the bile ducts. In addition, patients may
also present with complications following cyst rupture, symptoms due to cyst
infection.

We evaluated the symptoms of patients who were diagnosed hydatid cyst in
Ankara University Medical School, Department of Gastroenterology.
Material-Method: Five hundred and thirty-three patients who were recently

diagnosed as hydatid cyst in various organs were evaluated in terms of symptoms
scale (Table 1).

We evaluated the relationship among symptoms scale and physical examination,
size, location and number of the cyst. We classified size of the cysts as <4 cm
(group 1), 4-8 cm(group 2), and >8 cm(group 3) in diameter.

We used SPSS for windows 11.5 programme. All nominal variables compared
with Chi-Square Test for statistical significant (p=0.05).

RESULT: The patients consisted of 198 (37.1%) male and 335 (62.9%) female
with a mean age 45.93 + 16.29 (the youngest 6, the oldest 84)years old. Four
Hundred and sixty-one patients were symptomatic and most common symptom
was abdominal pain (n:237,44.5%). Most of patients suffer gastric acidity
and burning (n:111), gas (n:101), bloating (n:97), Seventy-two patients were
asymptomatic. According to size of the cysts, Group 1, 2 and 3 were consist of
68, 14, 411 patients respectively. There is no significant among cyst localization,
cyst size, cyst type, cyst count, physical signs and symptoms.

Conclusion: Although there are no correlation among cyst localization, cyst
size, cyst type, cyst count, physical signs and symptoms, hydatid cyst should be
treated due to high morbidity and mortality.

Keywords: Hydatid Cyst, Symptoms, Complication

Table 1. Symptoms Frequencies

Y Count
Abdominal pain 237
Acidity-burn m
Gas 101
Fatigue 99
Bloating 97
Non-Abdominal pain 72
Cough 63
Regurgitation 55
Pruritus 48
Nausea 24
Jaundice 2
Total Symptomatic Case 461
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A PROFILE OF PATIENTS WITH CHRONIC HEPATITIS C
INFECTION: REAL-LIFE DATA FROM TURKEY
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Background: Chronic hepatitis C virus (HCV) infection is a challenging
health care problem in Turkey with an approximately 1% of prevalence. The
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epidemiology and patient profiles show regional differences in the country.
The recent approval and reimbursement of the direct-acting antivirals (DAAs)
provided effective treatment for a large group of chronic HCV infection. Two
big medical societies of the country,

Turkish Viral Hepatitis Society (VHSD) and Infectious Diseases and Clinical
Microbiology Specialty Society (EKMUD) created an online database and collect
data of patients with chronic hepatitis C (CHC) patients using in Turkey. We
aimed to evaluate patient characteristics

Patients and Methods: Between April 2017 and January 2018, 37 centers from
Turkey recorded 1807 patients to the database. The centers well represented the
country. All patients older than 18 years with CHC under DAAs were enrolled in
this non-interventional observational study. Demographics, clinical information,
DAAs used, efficiency and safety information were recorded. Efficiency and safety
results are given for the patients with 12 weeks after end of treatment (SVR12)
data. An intention-to-treat analysis was performed. The study was approved by
ethics committee and registered to clinicaltrials.gov (NCT03145844).

Results: Among the 1807 patients; 919 (50.9%) were female and mean age was
56 +15 years (range: 18-97) years. idi 64.7+10.7 years. The most common HCV
genotype was G1: 1547 (85.7%), followed by G3: 132 (7.3%), G2:68 (3.8%),
G4:53 (2.9%), and G5:5 (0.3%). Among G1, 86.7% was G1b and 13.3% was
Gla. Cirrhosis was detected in 235 (13%) and 206 (86.5%) were compensated
(Child-Pugh A) and 32 were (13.5%) decompensated (Child-Pugh B-C). Liver
biopsy was available in 991 (55%); mean histologic activity index (HAI) was
7.68 and fibrosis score was 2.58. HAI was mild (1-6) in 35%, moderate (7-12)
in 60%, and severe (13-18) in 5%. Fibrosis was mild in 48%, moderate in 43%,
and advanced in 9%. Among the patients, 293 (16) were diabetic. Baseline viral
load was 4.11 x106 copies/mL.

Baseline laboratory studies were as follows: ALT 40 IU/mL, AST 38 IU/mL,
albumin 4.3 gr/dL, and prothrombin time 12.6 sec.

Conclusion: The study results which represent the HCV patient’s profile in the
country show that HCV patients are almost evenly distributed to both genders,
in middle to advanced ages and infected with genotype 1b. Liver inflammation is
moderate to severe in 2/3 of the patients, and fibrosis is moderate to advanced in
almost half of the patients. Current patient profile suggests that the patients with
HCV cannot be diagnosed or treated early. Diagnostic and therapeutic strategies
should be effectively used for management of the patients in an early stage.

*This study was supported by Gilead Sciences Ilag Ltd. Sti. (Istanbul, Turkey)
for the editorial/translation/technical support in the preparation of this poster.
Gilead Sciences Ila¢ Led. Sti. was not involved to the content of the study/
publication; no involvement to the decision to submit for publication.

Keywords: DAA, Real-life, HCV
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FAILURE OF DELTA HEPATITIS SCREENING IN ENDEMIC
AREAS OF TURKEY

Muhammed Ali Ayvaz, Ahmet Cumhur Diilger

Giresun University, Department of Gastroenterology, Giresun

Aim: Hepatitis D virus (HDV) is a satellite RNA virus with a small 1.7-kb
genome that causes hepatic cirrhosis as well as hepatocellular carcinoma. HDV
infection is estimated to affect 5% (20 million) of subjects with chronic hepatitis
B virus (HBV) infection worldwide. So, information on patient data is essential
in managing chronic hepatitis delta virus (HDV) virus infection. Both antt HDV
immunglobulin and HDV RNA assays are simple, non-invasive Methods for
assessing of the presence of HDV infection. The burden of lack of awareness and
sociodemographic characteristics of for HDV infection in Turkey is unknown.

Methods: 2557 patientsdata (mean age 40.6+14.7 years) were collected from
Turkish patients over a 6-year period from 2012-2018 and were analysed whether
the subjects with hepatitis B infection tested for HDV infection as part of routine

clinical care in Yuzuncuyil University Hospital in Van city. All HBsAg-positive
adults at enrollment were screened for total anti-HDV and HDV RNA.

Results: Of 2557adults screened, 1653 (64.6%) were male. 1144 (44.7%) of
them were resident in the city center. Of 2557adults screened, 1453 (44.7%) were
not tested for HDV infection. Of 1104 subjects tested for HDV, 169 (15.3%)
were anti-HDV positive. Prevalence of anti-HDV positivity was similar in men
and women (P>0.005). Serum ALT or AST levels were also similar between
HDV positive and negative participants (P>0.005). Subjects not screened for
HDV infection were younger than older counterparts (P<0.001)

Conclusion: HDV coinfection was frequent among adults in this Turkish HBV
cohort. Otherhand, this study demonstrates the increasing proportion of HBV
infections was not screened for HDV infection in eastern part of Turkey probably
due to lack of awareness. Mass screening programmes are needed to reduce the
risk of HDV infection in eastern part of Turkey.

Keywords: hepatitis delta viriis, hdv-infection, hee, hdv-screening, turkey
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NECK CIRCUMFERENCE IS A NOVEL
ANTHROPOMETRIC MARKER FOR NON ALCOHOLIC
FATTY LIVER DISEASE

Tolga Dogan', Kadir Ozturk?, Serhat Celikkanat®, Musa Baris Aykan', Gurhan Taskin',
Ahmet Uygun?

"Department of Internal Medicine, Gulhane School of Medicine, Ankara, Turkey, “Department of
Gastroenterology, Gulhane School of Medicine, Ankara, Turkey, *Department of Radiology, Gulhane
School of Medicine, Ankara, Turkey

Introduction: Ectopic fat accumulation is one of the mechanisms responsible
for systemic metabolic complications, which may result in hypertension,
atherosclerosis, type 2 diabetes, and non-alcoholic fatty liver disease (NAFLD).
In recent years, observational studies have shown that upper-body adipose
tissue may confer additional risk factors for cardiovascular disease (CVD) and
metabolic dysfunctions. Neck circumference (NC), as a novel and simple tool
of upper-body subcutaneous distribution, was defined as a promising marker of
CVD and Metabolic syndrome (MetS). The aim of the present study was to test
the association of neck circumference with subclinical atherosclerosis and liver
fibrosis as well as with MetS-related factors (blood lipids, fasting and 2 h post-
load glucose, blood pressure). We also aimed to assess the correlation among the
different anthropometric indices in patients with biopsy-proven NAFLD.

Methods: A total of 78 patients with biopsy-proven NAFLD who had no known
CVD risk factors and 26 healthy controls were enrolled in this cross-sectional
study. All anthropometric parameters (weight, height, BMI, WC, NC) were
measured using a tape measure by a trained investigator in a standing position.
Carotid intima-media thickness (CIMT) and carotid-femoral pulse wave velocity
(cf-PWV) which are the gold standard for evaluation of atherosclerosis were
measured in all participants.

Results: NAFLD patients were divided into two groups according to the
presence of fibrosis in liver biopsy. BMI and WC levels were higher in the
NAFLD patients than controls, however there was no different between NAFLD
subgroups. NC levels were higher in the NALFD patients with fibrosis than
both NAFLD patients without fibrosis and controls. NC levels were positively
correlated with CIMT and cf-PWV (P<0.05).

Conclusion: High NC may be a better anthropometric indicator for fibrosis than
BMI and WC in patients with NAFLD. Moreover, NC measurement can be
used as a novel marker in assessment of atherosclerosis

Keywords: Neck circumference, non alcoholic fatty liver disease, atherosclerosis
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Background and Aims: Currently available therapeutic options for
patients infected with genotype 3 HCV are based on sofosbuvir. Aim
of the study is analysis of treatment available for those patients in
Poland at the beginning of interferon-free era and evaluation of
efficacy and safety of different therapeutic options administered in
real world setting.

Method: We analysed data of HCV genotype 3 infected patients who
started antiviral therapy after 1 July 2015 and completed before 31
December 2016. Patients were assigned to treatment regimen based
on the physician discretion.

Results: A total of 198 patients were enrolled to the analysis. 57.6% of
them had liver cirrhosis and 46% were treatment-experienced. 60.8%
of study cohort presented comorbidities and 61.3% were treated with
concomitant medications. 50% of patients were assigned to SOF +
PegIFNa + RBV, 9% to PeglIFNa + RBV, 36% received SOF + RBV and 5%
SOF + DCV + RBV. Cirrhotic patients were assigned more frequently to
IFN-free regimens. Overall, the sustained virological response
achieved 84% patients in intent-to-treat analysis (ITT) and 87% in
modified ITT. For SOF + PegIFNa + RBV or SOF + DCV +RBV regimens
SVR rate reached 94% and 100% respectively, whereas two other
therapeutic options demonstrated efficacy below 80%. SVR rate in
non-cirrhotics was higher compared to cirrhotics irrespective of
regimen. There was no difference of adverse events prevalence in
respect to interferon administration (51% vs 54%) with the most
common weakness/fatique and anemia related to RBV.

Conclusion: We confirmed effectiveness and safety of the sofosbuvir-
based treatment in real-world cohort of patients with chronic HCV
genotype 3 infection. Most notably we demonstrate good tolerability
and high efficacy of SOF + PegIFNa + RBV regimen which are compar-
able to DCV + SOF + RBV.

THU-373

Naturally occurring drug resitance substitutions in the NS5A and
NS5B regions in Hepatitis C virus genotype 2 and response to
sofosbuvir plus ribavirin therapy

K. Hayashi, M. Ishigami, Y. Ishizu, T. Kazuya, T. Honda, Y. Hirooka,

H. Goto. Nagoya University, Gastroenterology and Hepatology, Nagoya,
Japan

Email: kazuh@med.nagoya-u.ac.jp

Background and Aims: Interferon (IFN) free therapy has improved
sustained virological response (SVR) and decreased adverse events
compared than IFN based therapy. However, IFN free therapy has
resistance associated amino acid substitution (RAS) in the target
regions and preexisting these RAS reduces the SVR rate. Majority of
these reports about association between RAS and SVR were
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investigated among patients infected with HCV genotype
1. However, little was known about association between RAS and
effect on response to Sofosbuvir (SOF) plus ribavirin (RBV) therapy in
patients with genotype 2. Although SOF plus RBV combination
therapy has been recently replaced by the new regimen as SOF plus
velpatasvir combination in Europe and USA, SOF and RBV combin-
ation therapy was still standard care for patients with HCV genotype
2 in Japan. The aim of this study was to investigate the prevalence of
RAS in NS5A and NS5B regions and association between RAS and SVR
to SOF and RBV combination therapy in patients with genotype 2.
Method: One hundred sixty five patients with chronic hepatitis C
genotype 2 were enrolled. Patients received SOF once day plus weight
dose RBV for 12 weeks. HCV was genotyped by direct sequencing of
the 5’-untranslated region and/or NS5B region. Identification of RAS
in the NS5A and NS5B regions was detected by direct sequencing at
pretreatment.

Results: NS5A RAS T24A (n=8), L31M (n = 100), and C92S/Y (n=2) in
genotype 2a and T24A (n=1), L31M (n=38), and C92S/Y (n=24) in
genotype 2b were detected at pretreatment. NS5B RAS M298V/I (n =
3) in genotype 2a and M298V/I (n=10) in genotype 2b and were
detected. NS5A Y93H and NS5B S282T which are lead to a high level
resistance to NS5A and NS5B inhibitors respectively were not found.
One hundred thirty of 136 (95.6%) patients showed a SVR. RAS at
baseline was not related to SVR on univariate analysis. There were no
significant differences in other factors related to SVR, including age,
sex, aspartate aminotransferase, alanine aminotransferase, platelet
count, HCV genotype, and HCV viral load. We compared the
alignment of the amino acid sequence of NS5A and NS5B region at
baseline and at the time of relapse in patient with non-SVR but RAS
did not emerged after failure to treatment.

Conclusion: The naturally occurring RAS such as T24A (5%), L31M
(83.6%), C92S[Y (3.6%) in NS5A and M298V/I (7.9%) in NS5B were
found in patients with HCV genotype 2. The presence of RAS in NS5A
and NS5B region at pretreatment was not associated with response to
SOF plus RBV combination in patients with HCV genotype 2. No RAS
in NS5A and NS5B region emerged in patients who fail to SOF plus
RBV combination therapy.
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Effectiveness and safety of direct-acting antiviral therapies in
chronic hepatitis C infections patients with cirrhosis in Turkey
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Email: fehmitabak@yahoo.com

Background and Aims: Turkish Viral Hepatitis Society (VHSD) and
Infectious Diseases and Clinical Microbiology Specialty Society
(EKMUD) created an online database and collect data of patients
with chronic hepatitis C (CHC) patients using direct-acting antiviral
therapies (DAA) in Turkey. This abstract aims to evaluate effectiveness
and safety of DAA in chronic hepatitis C infection patients with
cirrhosis in Turkey.
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Method: Between April 2017 and October 2017, 36 centres from
Turkey recorded 1500 patients to the database. Patients >18 years
with CHC under direct-acting antiviral therapies were enrolled in this
non-interventional observational study. Efficacy and safety results
are only given for the patients with SVR12 data. The study was
approved by ethics committee and registered to clinicaltrials.gov
(NCT03145844)

Results: Of the 1500 patients; 13.7% (205/1500) were cirrhotic. Of
those, 51.2% (105/205) were female and mean age was 64.2 (SD:10.9)
years. The most common HCV genotype was GT1 (90.7%, 186/205; of
those 86.6% GT1b, 7.0% GT1a). 87.3% (179/205) had compensated
cirrhosis whereas 11.2% (23/205) had decompensated cirrhosis
(Child-Pugh B-C).

Of the patients 51.2% (105/205) were treatment experienced and
86.7% (91/105) had used peginterferon/ribavirin, 6.7% (7/105)
peginterferon/ribavirin plus boceprevir and 2.9% (3/105) peginter-
feron/ribavirin plus telaprevir. Current treatments were ledipasvir/
sofosbuvir # ribavirin (60.5%, 124/205), paritaprevir/ritonavir/ombi-
tasvir + dasabuvir * ribavirin (27.8%, 57/205) and sofosbuvir + riba-
virin (3.9%,8/205).

Of the 205 cirrhotic patients; 48.8% (100/205) had an SVR12
evaluation. Before DAA and at SVR12; median AST was 52.0 and
22.4 U/l, median ALT was 49.0 and 19.0 U/l, median INR was 1.10 and
1.10, median platelet was 119,000 count/mL and 122,500 count/mL,
respectively. Before DAA, median HCV RNA was 1.49 x 106 copies/mL.
At month 1, treatment end and 12 weeks after treatment end
(SVR12); 92.1% (70/76),100% (99/99) and 97% (97/100) had HCV viral
load <12 IU/ml, respectively (Figure). After DAA had been started; 25%
(25/100) patients experienced 44 adverse events, reported adverse
events were pruritus (10%, 10/100), asthenia (7%, 7/100), headache
(4%, 4/100), nausea (4%, 4/100), insomnia (3%, 3/100), and others
(14%, 14/100).
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Figure: HCV RNA viral load negativity (cut-off point <12 [U/mL) over time.

Conclusion: DAA are effective and safe treatment for HCV infection
among cirrhotic patients. The results from a real-life setting in Turkey
are similar to those from real-life settings in other countries and
previous clinical trials.

*Hep-C Study Group

Yildiz IE, inan D, Zerdali E, Giiner R, Barut S, Karaosmanoglu H, Giinal
0, Tosun S, Karsen H, Koksal I, Bodur H, Hizel K, Giil HC, Sirmatel F
Tiirker K, Duygu F, Siinnetcioglu M, Ozgiines I, Karabay O, Sener A,
Senates E, Celebi G, Akbulut A, Baykam N
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Prevalence of baseline NS5A resistance associated substitutions in
a real world cohort of veterans with chronic genotype 1 HCV
infection

N. Oliver', S. Levy?, EJ. Cartwright'. 'Atlanta Veterans Affairs Medical
Center, Infectious Diseases, Decatur, United States; *Atlanta VA Medical
Center, Internal Medicine, Decatur, United States

Email: oliver.nora@gmail.com
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Background and Aims: Data examining prevalence of Hepatitis C
virus (HCV) NS5A resistance-associated substitutions (RAS) are
limited to clinical trial cohorts. The aim of this study is to characterize
the prevalence of baseline and pre-treatment NS5A RAS in a real
world veterans cohort.

Method: This retrospective chart review examined 793 veterans with
chronic HCV from the Atlanta Veterans Affairs Medical Center from
March 16, 2016 to present. A convenience sample of 415 patients with
HCV genotypes 1a, 1b, or 3 was analyzed. These patients underwent
baseline/pre-treatment NS5A RAS testing at the Public Health
Reference laboratory (PHRL) in Palo Alto, CA. PHRL uses RT-PCR and
population-based sequencing to determine the HCV NS5A gene
amino acid sequence. Mixtures are scored at positions where the
minority population is 20% or more. Demographic information
included sex, age, and race. Other clinical information included HIV
status, pre-treatment HCV viral load, any prior HCV treatment, and
pre-treatment fibrosis-4 (FIB-4) score. Cirrhosis (including F3, F4
stages) designation was based on clinical information, radiology, FIB-
4 score, and/or transient elastography results. NS5A RAS testing
detailed the presence of signature NS5A mutations at the Y93, L31,
M28, and Q30 codon positions. Descriptive analysis was performed
with Microsoft Excel (2010, version 14.6.5).

Results: The cohort included 415 veterans (Table). The average age
was 63 years, and the majority was men (99%), African American
(79.5%), and HIV negative (92%). Most patients were infected with
HCV genotype 1a (87.4%), and cirrhosis was present in 33% of
patients. Most patients were HCV treatment naive (84%), and of those
with prior therapy, interferon-based therapy was the main regimen
(9%). Baseline NS5A signature RAS were found 21.4% (89) of the total
cohort. In patients with genotype 1a infections, NS5A signature RAS
were found in 80 (22%) patients. The most common NS5A RAS in the
total cohort and in genotype 1a patients was at the M28 codon (7.4%
and 8.2%, respectively). In the genotype 1b group, RAS were mostly at
the L31 position (10%). In treatment naive patients, NS5A RAS were
found at the Y93 (10, 2.8%), M28 (25, 7%), Q30 (10, 2.8%), and L31 (9,
2.5%) positions. Of the patients with prior treatment, NS5A RAS were
at positions Q30 (12, 18.4%), Y93 (10, 15.4%), L31 (7, 10.7%), and M28
(6,9%).In 137 patients with cirrhosis, NS5A RAS were at positions Y93
(10, 7%), Q30 (12, 9%), L31 (6, 4%), and M28 (8, 6%). 74% of patients
with cirrhosis were treatment naive.

Conclusion: In this real world cohort, veterans with chronic HCV
commonly had NS5A RAS on baseline testing. Our study found
signature NS5A RAS that often confer significant resistances to
standard, first-line DAA therapy in 20% of patients tested at baseline,
which could impact treatment success. Limitations include single
center location and homogenous study population.

THU-376

Efficacy and safety of sofosbuvir-containing regimen for Korean
patients with chronic hepatitis C virus infection: A retrospective,
nationwide, real-world study

S.-H. Jeong', E.S. Jang', K.-A. Kim?, LH. Kim?, W.J. Chung®. 'Seoul
National University Bundang Hospital; ’Inje University Ilsan Paik
Hospital; >*Chonbuk National University Hopital; “Keimyung

University Hospital

Email: jsh@snubh.org

Background and Aims: Sofosbuvir-based therapy (SOF-regimen)
had been widely used for chronic hepatitis C virus (HCV) infected
patients since Jan 2016 in Korea. This study aimed to describe a real-
world efficacy and safety of SOF-regimen in South Korea.

Method: A total of 541 patients with chronic HCV infection who
started SOF-regimen were consecutively enrolled from 7 tertiary
hospitals during Jan 2016 ~ Dec 2016. Retrospective analysis on the
end-of-treatment response (ETR), sustained virological response
(SVR), and adverse events was performed.

Results: Mean age of enrolled patients was 61.2 (SD 11.3) y.o., 222
(41.6%) were males. The patients with genotype (GT) 1, 2, and 3 were
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DNA negativity reached 100%, and still negative end of
10th year.

CONCLUSONS: As a result, based on our study findings
gradual increase in the ratio of both HBsAg loss and
anti-HBs seroconversion within the 10 years follow-up,
the combination antiviral therapy of PEG-INF alpha 2a
plus entecavir seems to provide a long lasting efficacy
in cases chronic HBV.

Keywords: PEG INF, Entecavir, hepatitis B, SVR.

Table-HBs-AntiHBs seroconversion with Entecavir-
PEG-INF 2a therapy

HBV Anti
. HBs e
- Negative A Lose - Positivity
DNA 8 HBs
Time Rati  Percentage Rati Percentage Rati Percentage
o (%) o (%) o (%)
1 25/2 92.5 7/27  25.92 5/2 18.5
year 7 7
2 25/2 92.5 7/27  25.92 5/2 18.5
year 7 7
3 26/2 96.2 8/27  29.6 6/2 22.2
year 7 7
4 2712 100 9/27 333 " 25.9
year 7 7
7 2712 100 9/27 333 8/2 29.6
year 7 7
8 2712 100 9/27 333 8/2 29.6
year 7 7
oye 272 44 9/27 333 82 196
ar 7 7

Table-HBs-AntiHBs seroconversion with Entecavir-
PEG-INF 2a therapy
HBV- . HBsA Anti -
RNA Negative Lose _HBs Positivity
Tim . Percentage( . Percentag Rati  Percentag
e Ratio %) Ratio e (%) ° e (%)
1 25/2 92.5 7/27  25.92 5/27 185
year 7
2 25/2 92.5 7/27  25.92 5/27 185
year 7
3 26/2 96.2 8/27  29.6 6/27 222
year 7
4 27/2
/ 100 9/27 333 7/27 259
year 7

27

Y 2712 100 9/27 333 8/27  29.6
year 7
8 27/2 100 9/27 333 8/27  29.6
year 7
10 2712 100 9/27 333 8/27  29.6
year 7

PP-30 - DIRECT-ACTING ANTIVIRAL ARE SAFE AND
EFFECTIVE IN CIRRHOTIC HEPATITIS C INFECTION
PATIENTS: REAL-LIFE DATA FROM TURKEY

Fehmi Tabak?, Nefise Oztoprak Cuvalc?, Behice
Kurtaran®, Yusuf Onlen®, Nagehan Didem Sari®>, Nevin
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BACKGROUND: Anti-HCV treatment in cirrhotic
patients was less effective than in noncirrhotic patients
in pre-direct-acting antiviral (DAA) era. In cirrhotics, a
significant increase in the incidence of liver-related
events, including mortality, is likely in the following
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years. The development and approval of several DAAs
in recent years has revolutionized antiviral therapy
especially for cirrhotic patients.

Turkish Viral Hepatitis Society (VHSD) and Infectious
Diseases and Clinical Microbiology Specialty Society
(EKMUD) created an online database and collect data
of patients with chronic hepatitis C (CHC) patients using
in Turkey. We aimed to evaluate effectiveness and
safety of DAA in cirrhotic CHC patients.

METHODS: Between April 2017 and January 2018, 36
centers from Turkey recorded 1776 patients to the
database. The centers well represented the country.
Patients >18 years with CHC under DAAs were enrolled
in this non-interventional observational study. Efficacy
and safety results are given for the patients with 12
weeks after end of treatment (SVR12) data. The study
was approved by ethics committee and registered to
clinicaltrials.gov (NCT03145844).

RESULTS: Among the 1776 patients; 234 (13.2%) were
cirrhotic. Of those, 117 (50%) were female and mean
age was 64.7+10.6 years. The most common HCV
genotype was GT1 (89.9%, 208/234; of those 93%
GT1b, 7% GT1la). 88% (206/234) had compensated
cirrhosis and 12% (28/234) had decompensated
cirrhosis (Child-Pugh B-C). Of the patients 46%
(108/234) were treatment-experienced: 90% had used
peginterferon/ribavirin, 7%
peginterferon/ribavirin+boceprevir and 3%
peginterferon/ribavirin+telaprevir. Current treatments
were ledipasvir/ sofosbuvirtribavirin (67%),
paritaprevir/ritonavir/ombitasvirtdasabuvirt ribavirin
(29%) and sofosbuvir+ribavirin (4%).

Of the 234 cirrhotic patients; 129 had an SVR12
evaluation. Baseline and at SVR12; median ALT was 48
U/L and 19 U/L, median INR 1.1 and 1.2, median
platelet 118000 /mL and 123300 /mL respectively.
Before DAA, median HCV RNA was 6.49x106
copies/mL. On treatment week 4, end of treatment and
SVR12; 85.9% (140/163), 100% (178/178) and 97.7%
(126/129) had HCV viral load <12 IU/mL, respectively
(Figure 1). On treatment; 27% (52/196) experienced 98
adverse events: pruritus (10%), asthenia (10%), nausea
(6%), insomnia (5%), headache (4%), and
miscellaneous (16%).

CONCLUSION: Real-life data show that HCV treatment
with DAA is highly effective and safe in cirrhotic
patients as well.

*Hep-C Study Group: Yildiz iE, inan D, Zerdali E, Giiner
R, Barut S, Karaosmanoglu H, Giinal O, Tosun S, Karsen
H, Koksal i, Bodur H, Hizel K, Giil HC, Sirmatel F, Tiirker

28

K, Duygu F, Siinnetcioglu M, Ozgiines i, Karabay O,
Sener A, Senates E, Celebi G, Akbulut A, Baykam N

Keywords: Cirrhotic hepatitis, real life, Direct-Acting
Antiviral.
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PP-31 - CAN WE MAKE IT WITHOUT
POSTTRANSPLANT ANTIBIOTIC PROPYLAXIS FOR
OPPORTUNISTIC INFECTIONS IN LIVER RECIPIENTS?

Liitfi Soylu, G6khan Kabagam, Sedat Karademir

Gliven Hospital Dept Of Gastroenterology And Liver
Transplantation

AIM: Varying durations of posttransplant antifungal
and PCP prophylaxis are commonly used in liver
transplantation (LT). Over the last two decades, due to
better understanding of liver allograft rejection, less
aggressive immunosuppression has been given
following LT. As the intensity of immunosupression
reduced, the need for antifungal and PCP prophylaxis
may be open to revisiting. Here, we aimed to
investigate the posttransplant prevalence of
oppurtunistic infections (fungal, pneumocystis jirovecii
and others) in our non-prophylaxis adult LT recipients.
MATERIAL: Between January 2013 and June 2017,
clinical and microbiological data of 99 adult LT
recipients were retrospectively reviewed. The median
follow-up time was 22,5 months (range 3-63,5
months). Eightysix percent of LT were from living
related donors. The mean preTx MELD score was 19,2
+5,5. A low-dose tacrolimus based protocol with early
withrawal of steroid and MMF were used. Twenty-two
(%22,2) recipients were treated with bolus steroids (2
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Efficiency and Safety of Direct Acting Antivirals in Chronic Hepatitis C
Patients Infected with Genotype 2 and 3 in Turkey
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sMustafa Kemal University Faculty of Medicine Infectious Diseases Department, Hatay, Turkey. sIstanbul University Faculty of Medicine Infectious Diseases Department, Istanbul, Turkey. slstanbul
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Background and Aims: Genotypes 2 and 3 chronic hepatitis C (CHC) patients are less
frequently seen than genotype 1 in Turkey. While these genotypes have had favorable
treatment outcomes with interferon-based regimens, response rates are lower with direct
acting antivirals (DAAs).

We aimed to evaluate efficiency and safety of DAAs in CHC patients infected with
genotype 2 and 3.

Method: Between April 2017 and September 2018, 37 centers recorded 2230 patients. All
patients >18 years with CHC under DAAs were enrolled in this observational study.
Those infected with genotype 2 and 3 were analyzed for end of treatment response (EoTR)
and response at week 12 (SVR12).

Results: Among 2230 patients recorded into the database; 267 (12%) were infected with
genotype 2 or 3, 73 (27%) were female and mean age was 41.7+17 years (range 18-84
years). The genotypes were 3 in 189 (71%) and 2 in 78 (29%). 25 (9.4%) had cirrhosis;
24 had compensated (Child-Pugh A) and 1 had decompensated (Child-Pugh B-C)
cirrhosis.

Liver biopsy was available in 151 (57%, G3: 107, G2: 44) patients; mean histologic
activity index (HAI) was 7.4 and fibrosis score was 2.4. HAI was mild (1-6) in 37%,
moderate (7-12) in 59%, and severe (13-18) in 4%. Fibrosis was mild in 49%, moderate
in 47%, and advanced in 4%.

While 200 (79%) patients were treatment-naive, 57 (21%) were previously treated with
pegylated interferon-+ribavirin: 74% relapse and 26% non-responder. Baseline viral load
was 5.3x10° copies/mL. Ledipasvir + Sofosbuvir, Ledipasvir + Sofosbuvir + Ribavirin
and Sofosbuvir + Ribavirin were given to 8, 15, and 154 patients, respectively. The drugs
were tolerated well. Severe adverse events were not reported. SVR was evaluated in 134
patients, shown in Table 1. Response rate at week 4 was 119/147 (81%), EoTR 143/144
(%99.3%) and SVR12 128/134 (95.5%).

Conclusion: This study represents the largest study of genotypes 2 and 3 CHC in Turkey.
Genotype 3 is much commoner than genotype 2 (71% vs 29%). Rate of male gender was
higher (73%) and mean age was 42 years. Liver histology showed moderate to higher
activity in more than half of the patients and fibrosis was moderate to severe in half.
Sofosbuvir and ribavirin containing regimens provided a SVR of more than 90%. The
response rate in genotype 2 (94%) was lower than that in genotype 3 (96.5%). DAAs
containing sofosbuvir and ribavirin have found efficient and safe among genotype 2 and
3 CHC patients in Turkey.

*This study was supported by Gilead Sciences ilag Ltd. Sti. (Istanbul, Turkey). Company was not involved to the content
of the study/publication; no involvement to the decision to submit for publication.

Figure: Table 1. Direct Acting Antivirals and Response Rates in Patients Infected with
Genotype 2 and 3 Chronic Hepatitis C

Drugs G3 SVR12 | G2 SVR12
Ledipasvir + Sofosbuvir 4/4 100% 1/1 100%
Ledipasvir + Sofosbuvir + Ribavirin | 11/12 | 91.7% 3/3 100%
Sofosbuvir + Ribavirin 67/69 | 97% 42/45 193.3%
Overall 82/85 |96.5% | 46/49 | 93.9%
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BACKGROUND:

Anti-HCV treatment in cirrhotic patients was less effective than in noncirrhotic patients in pre-direct-acting antiviral
(DAA) era. In cirrhotics, a significant increase in the incidence of liver-related events, including mortality, is likely in
the following years. The development and approval of several DAAs in recent years has revolutionized antiviral
therapy especially for cirrhotic patients. Two societies in Turkey created an online database and collect data of patients
with chronic hepatitis C (CHC) patients using in Turkey. We aimed to evaluate effectiveness and

safety of DAA in cirrhotic CHC patients.

METHODS:

37 centers from Turkey recorded 1807 patients to the database. The centers well represented the country. Patients >18
years with CHC under DAAs were enrolled in this noninterventional observational study. Demographics, clinical
information, DAAs used, efficiency and safety information were recorded Efficiency and safety results are given for
the patients with 12 weeks after end of treatment (SVR12) data. The study was approved by ethics committee and
registered to clinicaltrials.gov.

RESULTS:

Among the 1807 patients; 238 (13%) were cirrhotic. Of those, 118 (49.6%) were male and mean age was 64.7+10.7
years. Among cirrhotics, 206 (86.5%) were compensated (Child-Pugh A) and 32 were (13.5%) decompensated (Child-
Pugh B-C). The most common HCV genotype was G1: 215 (90.3%; among G1 93% G1b, 7% Gla), followed by G2
(9, 3.8%), G3 (9, 3.8%), G4 (3, 1.3%), G5 (1, 0.4%). Previous treatment information was available for 228 patients:
111 out of the patients (49%) were treatment-experienced (64, 58% relapser and 47, 42% non-responder): 89% had
used peginterferon/ribavirin, 8% peginterferon/ribavirin+boceprevir and 4% peginterferon/ribavirint+telaprevir.
Baseline viral load was 4.11 x106 copies/mL. Baseline laboratory studies were ALT 50 IU/L, AST 51 IU/L, albumin
3.9 g/dL, and prothrombin time 13.5 sec. DA As given to the patients are shown in Table 1. Viral responses at treatment
week 4, at the end of treatment and at SVR12 were 85% (147/173), 100% (188/188), and 98% (150/153) respectively
(Figure 1). Laboratory studies at SVR 12 were ALT 23 IU/L, AST 28 IU/L, albumin 4.18 g/dL, and prothrombin time
12.7 sec. DAAs were generally well tolerated. On treatment; 53 patients (22.3%) experienced 88 adverse events:
asthenia (9%), pruritus (8%), nausea (5%), insomnia (4%), headache (3%), herpes labialis activation (2%), anemia
(15), and miscellaneous (5%).

CONCLUSION:

Real-life data show that HCV treatment with DAA is highly efficacious and safe in cirrhotic patients as well. Being
decompensated or decompensated, treatment-naive or previously treated (relapse or non-responder) do not seem to
affect the response rate. *This study was supported by Gilead Sciences, was not involved to the content of the
study/publication; no involvement to the decision to submit for publication.
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*This study was supported by Gilead Sciences, was not involved to the content of the study/publication; no
involvement to the decision to submit for publication.

Figuee 1

wr
or
o
~r
wr
we Y S

VRO Mp0nSs raes O DIRGITWT Saad £ (WE) S0 OF PRy (E0 7 ) AN 17 S0aks 200 W oNT OF Taatmany [SYSITLZ) 10008 poat « 12 A )

Table 1

DaA n %
SOV + Lodpadwvie 15 &
Pertageavy « NEcnove « OBt « Dasabny 80 M
SClostuvr « Ledioasvir « Ribevien X 14

Fertagravy » Ricnave «» Orhitasvw » Dasabuvy « RDavin & &
SCROSTUVY + RLavin 2 3

ORI & MICOANT + OMDIERGW « NDaven s 1

Dvect-Acarg Arduvats Lsad it Tioatraert o Cvhosx Paterey

51




() GILEAD

Bu poster TASL-AASLD 2019 kongresine poster sunumu olarak kabul edilmistir.

Direct acting antivirals are effective and safe in intravenous drug users with chronic
HCYV Preview of your abstract file infection: First report from Turkey

Fehmi Tabak;, Behic; Kurtaran,, Esra Zerdalis, Selma Tosung, Saban Esens, Nefie Cuvalci Oztopraké, Kamuran Tiirker;, Nagehan
Didem Sarig, Yusuf Onleno, Tansu Yamazhan;,

Kenan Hizel 1, Hepcturkey Study Group,

{Istanbul University Faculty of Medicine Infectious Diseases Department, Istanbul, Turkey
»Cukurova University Faculty of Medicine Infectious Diseases Department, Adana, Turkey
sHaseki Training and Research Hospital Infectious Diseases Department, Ankara, Turkey
4Bozyaka Training and Research Hospital Infectious Diseases Department, {zmir, Turkey
519 May1s University Faculty of Medicine Infectious Diseases Department, Samsun, Turkey
sAntalya Training and Research Hospital Infectious Diseases Department, Antalya, Turkey
;sBagcilar Training and Research Hospital Infectious Diseases Department, istanbul, Turkey
sistanbul Training and Research Hospital Infectious Diseases Department, Istanbul, Turkey
9Mustafa Kemal University Faculty of Medicine Infectious Diseases Department, Hatay, Turkey
10Ege University Faculty of Medicine Infectious Diseases Department, izmir, Turkey

11Gazi University Faculty of Medicine Infectious Diseases Department, Ankara, Turkey

Background and Aims

More than half of the intravenous drug users (IDUs) are infected with hepatitis C infection (HCV) in Turkey
and there has been a trend to increase in the numbers of IDUs. Direct-acting antivirals (DAAs) have been
recently reimbursed for HCV treatment. We analyzed for the efficiency and safety of DAAs for Turkish
IDUs.

Method
From 37 centers, 18 years old and above patients planned DAA treatment between April 2017 and
September 2018 were enrolled into the study.

Results

Among the 2230 patients, the way of transmission was unknown in 1754 and among the remaining 476,
169 (7.8% of all) were IDUs (159, 94.1% male, mean age 31+10years). Genotypes were G3: 80 (47.6%),
G1: 54 (32.1%), G2: 17 (10.1%), G4: 16 (9.5%), and G5: 1 (0.6%). Among G1, 54 were subgenotyped: 30
(55.6%) were Gla and 24(44.6%) were G1b. Eight (4.8%) patients were cirrhotic; 7 Child-Pugh A, 1 Child-
Pugh B-C. In 92 (48%), a liver biopsy was available: mean histologic activity index (HAI) was 7.5 and
fibrosis score was 2.4. HAI was mild (1-6) in 35.9%, moderate (7-12) in 60.8%, and severe (13-14) in 3.3%.
Fibrosis was mild in 54.4%, moderate in 43.3%, and advanced in 2.3%. 19(11.8%) patients were treatment—
experienced (relapse 14, non-responder 5): pegylated-interferontribavirin (PR) in 16 (84.2%),
PR+Boceprevir in 2 (10.5%), and PR+Telaprevir in 1 (%5.3). Viral response rates at treatment week 4, at
the end of treatment and at SVR12 were 87% (47/54), 98.7% (76/77), and 98.6% (71/72) respectively. At
SVR12 mean ALT 18 IU/mL, AST 21 IU/mL, albumin 4.2 g/dL, and prothrombin time 12.4 sec. DAAs
were generally well tolerated. On treatment; 11 patients (6.5%) experienced adverse events: insomnia 5
(3.0%), asthenia 4 (2.4%), pruritus 3 (1.8%), headache 2 (1.2%), weight gain 2 (1.2%), and miscellaneous
5 (3.0%).

Conclusion

Compared to all of the other patients in the database, IDUs were younger (58+12 years vs. 31+10 years,
p<0.001) and the rate of male/female was higher (950 male- 42.6%/1111 female-57.4% vs.159 male-
%94.1/10 female-5.9%, p<0.001). Cirrhosis frequency was lower (303/2061; 14.7% vs.8/169; 4.8%,
p<0.05). The majority of genotypes among other patients G1 is 92% and G2 plus G3 are 8%. However
among IDUS, rate of G3 is 47.6%, G1: 32.1%, and G2: 10.1%. IDUs with HCV were shown to younger,
higher rate of male gender, and with less severe liver disease. DA As were found efficacious and safe in this
group.
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Table 1.
Drugs n %
Sofosbuvir + Ribavirin 89 59.4
Ledipasvir + Sofosbuvir 23 14.2
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir + Ribavirin 21 13
Paritaprevir + Ritonavir + Ombitasvir + Ribavirin 12 7.4
Paritaprevir + Ritonavir + Ombitasvir + Dasabuvir 11 6.8
Ledipasvir + Sofosbuvir + Ribavirin 6 3.7

Direct acting antivirals used in HCV patients using intravenous drug
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Background and Aims: Genotypes 2 and 3 chronic hepatitis C (CHC) patients are less frequently seen than
genotype 1 in Turkey. While these genotypes have had favorable treatment outcomes with interferon-based
regimens, response rates are lower with direct acting antivirals (DAAs). We aimed to evaluate efficiency and
safety of DAAs in CHC patients infected with genotype 2 and 3.

METHOD

Between April 2017 and September 2018, 37 centers recorded 2230 patients. All patients >18 years with CHC
under DAAs were enrolled in this observational study. Those infected with genotype 2 and 3 were analyzed for
end of treatment response (EoTR) and response at week 12 (SVR12).

RESULTS

Among 2230 patients recorded into the database; 267 (12%) were infected with genotype 2 or 3, 73 (27%) were
female and mean age was 41.7+17 years (range 18-84 years). The genotypes were 3 in 189 (71%) and 2 in 78
(29%). 25 (9.4%) had cirrhosis; 24 had compensated (Child-Pugh A) and 1 had decompensated (Child-Pugh B-C)
cirrhosis. Liver biopsy was available in 151 (57%, G3: 107, G2: 44) patients; mean histologic activity index (HAI)
was 7.4 and fibrosis score was 2.4. HAI was mild (1-6) in 37%, moderate (7- 12) in 59%, and severe (13-18) in
4%. Fibrosis was mild in 49%, moderate in 47%, and advanced in 4%. While 200 (79%) patients were treatment-
naive, 57 (21%) were previously treated with pegylated interferon+ribavirin: 74% relapse and 26% non-responder.
Baseline viral load was 5.3x106 copies/mL. Ledipasvir + Sofosbuvir, Ledipasvir + Sofosbuvir + Ribavirin and
Sofosbuvir + Ribavirin were given to 8, 15, and 154 patients, respectively. The drugs were tolerated well. Severe
adverse events were not reported. SVR was evaluated in 134 patients, shown in Table 1. Response rate at week 4
was 119/147 (81%), EoTR 143/144 (%99.3%) and SVR12 128/134 (95.5%).

CONCLUSION

This study represents the largest study of genotypes 2 and 3 CHC in Turkey. Genotype 3 is much commoner than
genotype 2 (71% vs 29%). Rate of male gender was higher (73%) and mean age was 42 years. Liver histology
showed moderate to higher activity in more than half of the patients and fibrosis was moderate to severe in half.
Sofosbuvir and ribavirin containing regimens provided a SVR of more than 90%. The response rate in genotype 2
(94%) was lower than that in genotype 3 (96.5%). DAAs containing sofosbuvir and ribavirin have found efficient
and safe among genotype 2 and 3 CHC patients in Turkey.

Keywords: HCV, Genotype 2, Genotype 3

*This study was supported by Gilead Sciences Ilag Ltd. Sti. (Istanbul, Turkey). Company was not involved to the content of the
study/publication; no involvement to the decision to submit for publication.

Table 1.
Drugs G3 SVR12 G2 SVR12
Ledipasvir + Sofosbuvir 4/4 100% 1/1 100%
Ledipasvir + Sofosbuvir + Ribavirin 11/12 91.7% 3/3 100%
Sofosbuvir + Ribavirin 67/69 97% 42/45 93.3%
Overall 82/85 96.5% 46/49 93.9%

Direct Acting Antivirals and Response Rates in Patients Infected with Genotype 2 and 3 Chronic Hepatitis C




(¢) GILEAD



2017-2018-2019
Bildiri Kitapcigi

TURKEY

(¢J GILEAD

HCVITK/19-03//1292



