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v’ Karin agrisi Kasim 2014’te (~5 ay once) baslamis
v" Dis merkezde HBsAg ve anti-HCV pozitif saptanmis
v’ Hastanemiz gastroenteroloji bélimiine yonlendirilmis

v’ ~ 4 aydir gastroenterolojide takipli. Tedavi baslanmamis
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oluyor

FM: Olagan

1974 yilinda gecirilmis ac
tuberkllozu oykusu+, HT+

HT nedeni ile cantap plus
kullanimi

Sigara eksmoker (30 yildir
kullanmiyor),

Alkol @
Ailede hepatit, HHC oykisu ¢

IN Al TURK KLINiK MiKROBIYOLOJi VE
KLIM' INFEKSIYON HASTALIKLARI DERNEGI



ilk basvurudaki tetkik sonuglari

Laboratuvar parametreleri

WBC Hb  PLT PT INR AST ALT ALP GGT TB/DB T.prot Alb AFP

9.800 15.6 139.000 151 1.3 176 231 145 229 1.8/1.0 6.0 3.3 58

Hepatit serolojisi

HBsAg Anti- HBeAg Anti- Anti- Anti- Anti- Anti- Anti- Anti- Anti-
HBs HBe HBc- HBc- HCV  HDV- HDV- HIV HAV-
IgG

Radyolojik inceleme

Ust-alt abdomen MR: Kc normal biiytikliikte, konturlari diizgiin, parenkim intensitesi homojen, portal ven normal
sinirlarda, asit @

Karaciger biyopsisi
F:3/6 HAI:7/18 (ISHAK)
Endoskopi

Grade 1 6zefagus varisleri, portal hipertansif gastropati
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19.03.2015
HBV-> TDF 245 mg PO

HCV—> Peg IFN a 2b 100 pg/hft SC + Ribavirin 1000 mg/giin PO
baslandi

Ozefagus varisi nedeniyle dideral tb 2*1/2 baslandi.

Hasta intolerasyonu ve trombositopeni nedeniyle 10. glinde
HCV tedavisi kesildi.

01.04.2015

Sof/Ldp icin endikasyon disi ilac kullanima basvuruldu. TITCK
tarafindan onay verilmedi
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15.12.2015-07.07.2016

TDF tedavisi 9. ayinda

Hasta Misir’dan sofosbuvir getirdi

Peg IFN o 2b 100 pg/hft SC + Ribavirin 1000 mg/giin PO +
Sofosbuvir 400 mg/giin PO baslandi

HCV tedavisinin 2. haftasinda trombositopeni nedeniyle Peg IFN a
2b dozu 80 pg/hft’ a diistldi

HCV tedavisi 12 haftaya tamamlandi

Tedavi sonu 4. haftada niiks (HCV-RNA=5,6x10° IU/ml)
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OLGU

19.07.2016-03.01.2017

TDF 16. ayinda

AST/ALT: 73/48

HBsAg + (869)

Anti HBs —

HBV DNA —

HCV RNA: 5,6x10° iu/ml

AN

PrOD baslandi.

Tedavinin 4. haftasinda hastanin
istahi acilmis, kilo almis......>HCV-
RNA negatif, AST/ALT: 18/11

Tedavi sonu HCV-RNA negatif
HBsAg + (49)

Tedavi sonu 12. hafta HCV-RNA
negatif, HBsAg + (4,7)
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25.07.2020-06.01.2022

TDF 60. ayinda

Aktif yakinmasi yok

AST/ALT: 26/18

HBsSAg —

anti-HBs —

HBV DNA-

HCV RNA-

GFR <50 TDF dozu 48 saatte 1
tb olarak duzenlend..

v’ 07.12.2021
v' Hasta ilaci 48 saatte bir

AN

NN XXX

alamadigini ifade etti
TAF’a gecildi

06.01.2022

TAF 1. ay

Aktif yakinma yok
HBsSAg —

anti-HBs —
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e Kronik karaciger hastaliginin baslica nedeni; kronik HBV ve HCV
infeksiyonlari

* Koinfeksiyon, ayni konakta birden fazla mikroorganizmanin varligi

* HBV-HCV koinfeksiyonu, monoinfeksiyondan daha karmasik, daha ciddi
seyirli
 HBV ve HCV’nin hepatositlerdeki yasam doénguleri tamamen farkl

* HBV, hepatosit nikleusunda cogalan DNA virlsu
* HCV, hepatosit sitoplazmasinda cogalan RNA virlsu

* Her ikisi de RNA replikatif ara maddelere sahiptir ve koinfekte hiicrelerde
etkilesime girerek degisken viral ekspresyona ve serolojik yapilara yol
acabilir.
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Epidemiyoloji

Dinyada 296 milyon kisinin HBV, 58 milyon kisinin ise HCV ile infekte
oldugu tahmin edilmekte

https://www.who.int/news-room/fact-sheets/detail/hepatitis-b

https://www.who.int/news-room/fact-sheets/detail/hepatitis-c

HBV ve HCV koinfeksiyonu, her iki virusun bulas yollari ve risk gruplarinin
benzer olmasi nedeniyle nadir degil

Koinfeksiyon prevalansi bolgelere gore % 1-18 arasi degismekte

Iran ve Japonya’da prevalans yiiksek

Zarebska-Michaluk D, Flisiak R, Flisiak-Jackiewicz, M. Management of hepatitis B and hepatitis C coinfection: an expert review. Expert Review of

Anti-Infective Therapy, 2020: 1-11.
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https://www.who.int/news-room/fact-sheets/detail/hepatitis-b
https://www.who.int/news-room/fact-sheets/detail/hepatitis-c

Epidemiyoloji

v' HBV-HCV koinfeksiyonunun sik géraldigi hasta gruplari;
i. IVila¢ kullanicilari

ii. Hemodiyaliz hastalari

iii. Homoseksuel erkekler

iv. Cezaevinde kalanlar

v. HIVile yasayan bireyler

vi. Solid organ alicilari

vii. B talasemi tasiyicilari

viii. Sosyo ekonomik diuzeyi disuk-orta bolgede yasayanlar
ix. Saglik calisanlari

v Caccamo G, Saffioti F, Raimondo G. Hepatitis B virus and hepatitis C virus dual infection. World J Gastroenterol. 2014; 20(40): 14559-67.

U KLIM' TURK KLINIK MIKROBIYOLOJI VE

INFEKSIYON HASTALIKLARI DERNEGI



Klinik Tablolar

HBV ve HCV’nin
ayni anda akut koinfeksiyon

hepatit tablosuna
neden olmasi

HCV

. : Kronik infeksiyon
siperinfeksiyonu

Kronik Hepatit B ve C
tablosunun birarada

bulunmasi
Kronik Hepatit B
hastasinda akut HCV
infeksiyonunun

gelismesi
HBV Okult HBV

siperinfeksiyonu infeksiyonu
Kronik Hepatit C

Kronik Hepatit C hastasinda gizli HBV
hastasinda akut HBV infeksiyonu gelismesi

infeksiyonunun
gelismesi
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Akut HCV/HBV koinfeksiyonu

Cok nadir, genellikle IV ilag bagimlilarinda

Akut koinfeksiyonda HBsAg’ nin saptanmasi gecikebilir ve HBs
antijenemisi monoinfeksiyona kiyasla daha kisa strebilir.

Kroniklesme orani monoinfeksiyonla benzer

Bazi hastalarda bifazik ALT yuksekligi

Akut infeksiyon sonrasi her iki virusta spontan klirens gelisebilir.

Konstantinou D, Deutsch M. The spectrum of HBV/HCV coinfection: epidemiology, clinical characteristics, viral interactions and
management. Annals of Gastroenterology 2015; 28: 221-8.
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HCV super infeksiyonu

Koinfeksiyon gelisimindeki en yaygin mekanizma

Konstantinou D, Deutsch M. The spectrum of HBV/HCV coinfection: epidemiology, clinical characteristics, viral interactions and management. Ann Gastroenterol
2015; 28: 221-8.

Vertikal bulasa bagli HBV infeksiyonunun yiksek endemik oldugu Asya-Pasifik
ulkelerinde daha sik

Kronik HBV infeksiyonu olanlarda, HCV super infeksiyonu gelistiginde akut
donemde fulminan hepatit, uzun dénemde ise Kc-S ve HCC riski artmakta
Diger taraftan bu hastalarda hem HBeAg hem HBsAg klirensi gorulebilir
Koinfekte hastalarda yillik HBsAg serokonversiyon insidansi, HBV monoinfekte
bireylere kiyasla daha yuksek

Zarebska-Michaluk D, Flisiak R, Flisiak-Jackiewicz, M. Management of hepatitis B and hepatitis C coinfection: an expert review. Expert Review of Anti-Infective
Therapy, 2020: 1-11.
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HBV slUper infeksiyonu

v Nadir gorulmekte

v Kronik HCV infeksiyonu olan hastalarda, HBV sliper infeksiyonu
gelismesinin, siddetli hepatit ile iliskili olabilecegi ve sirozu
olanlarda ise hepatik yetmezlik riskini artirabilecegi ile ilgili
calismalar mevcut

v Liaw YF, Yeh CT, Tsai SL. Impact of acute hepatitis B virus superinfection on chronic hepatitis C virus infection. Am J Gastroenterol.
2000;95(10):2978-80.

v' Bir hastada HBV stiper infeksiyonu ile birlikte HCV-RNA klirensi
bildirilmis

v Wietzke P, Schott P, Braun F, et al. Clearance of HCV RNA in chronic hepatitis C virus-infected patients during acute hepatitis B
virus superinfection. Liver. 1999;19(4):348-53.
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Okult HBV infeksiyonu

v Kronik HCV infeksiyonu olanlarda izole anti-HBc-IgG pozitifligi
%30-50 arasi bildirilmekte olup okult hepatit B prevalansi
bilinmemekte

v Okult HBV infeksiyonu varhginin ilerleyici karaciger hastahgi,
HCC gelisim riskini ve kc iliskili 6lim oranini arttirdigi

vurgulanmakta

v Zarebska-Michaluk D, Flisiak R, Flisiak-Jackiewicz, M. Management of hepatitis B and hepatitis C coinfection: an expert review. Expert Review of
Anti-Infective Therapy, 2020: 1-11.
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Serolojik profiller

HBV/HCV koinfeksiyonunda dort patern bulunabilir:

kodominant,
HCV baskin,

HBV baskin
Nonreplikatif

Serologic patterns in coinfection

Codominant HCV dominant HBYV dominant Neither replicative
HCV/Occult HBV HCV/Overt HBV

++ HCV RNA +++ HCV RNA +++ HCV RNA — HCV RNA — HCV RNA

++ HBV DNA — HBV DNA + HBV DNA +++ HBV DNA — HBV DNA

+ Anti-HCV Ab + Anti-HCV Ab + Anti-HCV Ab + Anti-HCV Ab + Anti-HCV Ab

+ HBsAg — HBsAg + HBsAg + HBsAg — HBsAg

+ Anti-HBc + Anti-HBc + Anti-HBc + Anti-HBc + Anti-HBc

+ Anti-HBs + Anti-HBs + Anti-HBs + Anti-HBs + Anti-HBs

Abbreviations: Ab, antibody; HBc, hepatitis B core protein; HBs, hepatitis B surface protein; HBsAg,

hepatitis B surface antigen; HBV, hepatitis B virus; HCV, hepatitis B virus.
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Serolojik profiller

Bu profiller stabil degil ve zamanla degisebilir

Kodominant bireyler koinfekte hastalarin cok kiicik bolimuinu
olusturur

Kodominantlarda Kc-S, HCC ve hepatik yetmezlik cok daha fazla
HBV baskin koinfeksiyon daha az (Asya-Pasifik tlkeleri)

En sik gérilen HCV baskin koinfeksiyon

Zarebska-Michaluk D, Flisiak R, Flisiak-Jackiewicz, M. Management of hepatitis B and hepatitis C coinfection: an expert review. Expert Review of
Anti-Infective Therapy, 2020: 1-11.

Mavilla MG, Wu GY. HBV-HCV Coinfection: Viral Interactions, Management, and Viral Reactivation. Journal of Clinical and Translational Hepatology
2018;6(3):296-305
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Patogenez

v' HCV kor proteini HBV polimeraz ile
komplex olusturarak inaktive eder

v" Mikro RNA 122 HBV replikasyonunu
inhibe ederken, HCV replikasyonunu
stimule eder

v' HCV, IFN genini uyararak HBV Uzerinde
antiviral etki olusumunu indukler

4 Mavilla MG, Wu GY. HBV-HCV Coinfection: Viral Interactions, Management, and Viral
Reactivation. Journal of Clinical and Translational Hepatology 2018;6(3):296-305




Tedavi

Yakin zamanda edinilmis veya kronik HCV infeksiyonu olan,
Tedavi naiv veya tedavi deneyimli tum hastalar gecikmeden tedavi
edilmelidir.

AN

Asagida belirtilen hastalar dncelikle tedavi edilmelidir;

— Fibrozu ylksek hastalar

— Siroz ve dekompanse sirozu olanlar

— Ekstra hepatik bulgulari olanlar(HCV-related mixed cryoglobulinaemia, HCV immune complex-related nephropathy ve
non-Hodgkin B cell lymphoma)

— Karaciger nakli sonrasi niiks edenler

— HBV e Hiv koinfeksiyonu olanlar

— Diyabetik hastalar
— Bulastirma riski yuksek hastalar(MSM vb.)

\\\\

ENEAN \\

v EASL recommendations on treatment of hepatitis C: Final update of the series. Journal of Hepatology 2020 vol. 73; 1170-1218
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EASL recommendations on treatment

Final update of the serie

European Association for the Study of t

Treatment of chronic hepatitis C in patie
coinfection

Recommendations

Patients coinfected with HCV and HBV s
for HIV if their HIV status is unknown (A
Patients coinfected with HCV and HBV s

with the same anti-HCV regimens, follo
rules as HCV-monoinfected patients (A1)
Patients coinfected with HCV and HB
standard criteria for HBV treatment

nucleoside/nucleotide analogue treatmel
the EASL 2017 Clinical Practice Guideling
agement of hepatitis B virus infection (A
Patients who are HBs antigen-positive
nucleoside/nucleotide analogue prophyla

week 12 post anti-HCV therapy and
monthly if HBV treatment is stopped (B1
In patients who are HBs antigen-negati
antibody-positive, serum ALT levels sh
tored monthly to detect possible reactiva

HCV pozitifligi saptanan hastalar HBV acisindan taranmali
HCV icin DAA baslanmali

HBYV tedavisi icin standart kriterleri karsilayan HCV ve HBV ile
koinfekte olan hastalar, HBV icin uygun nikleozid / nikleotid
analog tedavisi almali

HBV tedauvisi kriterlerini karsilamayanlara profilaktik HBV tedavisi
CENERINEN

DAA tedavisi sonrasinda HBV tedavisine 12 hafta daha devam
edilmeli

ya da aylik HBV DNA takibi yapilmali tedaviden sonra 24 hafta
daha takibe devam edilmeli

HBV DNA >1000 ya da 10 katlik artis olursa HBV tedavisi
CENERINEN

lines of virus-eradicated patients by DAA
or HCC occurrence and HBV reactivation

atements and recommendations
BV and HCV co-infected patients
A in Asia-Pacificregion

> DAA treatment, HBsAg should be exam-
demic areas of HBV infection (A-7).

psitive patients wirth advanced fibrosis,
evious HCC, pre-emptive nucleos(t)ide

nt should be started to prevent HBV reac-

itive patients without advanced fibro-
or previous HCC history, pre-emptive
analog treatment is effective for HBV
, or close monitoring should be recom-

> DAA treatment and through 24 weeks
/). Stopping should follow APASL HBV

rative patients who are positive for anti-

izole anti-HBc pozitif hastalarda, olasi reaktivasyonu saptamak icin SRt ERERINIER SR B RL AT

serum ALT seviyeleri aylik olarak izlenmeli

ALT alevlenmesi oldugunda HBsAg ve HBV-DNA istenmeli

ests are observed during DAA treatment
, HCV RNA, HBsAg and HBV DNA
ined. Nucleos(t)ide analogs should be

HBYV reactivation (B-1).

KLINIK MIKROBIYOLOJIVE
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? A ASI.D % Test, Evaluate, Monitor
EASL recommendations on treatment of hepatitis C: Published on HCV Guidance (https:/wwwhcvguidelines.org)
Final update of the series

Recommendation for When and in Whom to Initiate Treatment

European Association for the Study of the Liver*

I RECOMMENDED NG @

; — —— ; v Akut HCV infeksiyonu olan

« Patients with recently acquired de novo hepatitis C should Treatment s recommended for allpatients with acute or chronic HCV infection, except those with a ,A . )
be treated with the combination of sofosbuvir and vel- short e expectancy that cannot be remediated by HCV therapy,lver ransplantaion, or another hastalar DAA ile tedavi
patasvir or with the combination of glecaprevir and directed therapy. Patients with a shortlfe expectancy owing to liver disease should be managed in edilmeli

: : ltation with an expert.
pibrentasvir for 8 weeks (B1). consu pel

e SVR should be assessed 12 and 24 weeks after treatment,
because late relapses have been reported (B2). [HEPATOLOGY =AASLD | v . .

e There is no indication for antiviral therapy as post- PRACTICE GUIDANCE | neratorocy. vor. e7. No. 4, 2018 Akut HBV mfelfswonu_
exposure prophylaxis in the absence of documented Update on Prevention, Diagnosis, and genelde tedavi gerektirmez
HCV transmission (B1). Treatment of Chronic Hepatitis B:

AAdSLD 2018 Hepf:iltit’ils‘ B Guidafl:lce
Guidance Statements for Treatment of Patients v ST, .
With Acute Symptomatic Hepatitis B Uzamis ciddi hepatlk
etmezligi olan ( TB>3
EASL 2017 Clinical Practice Guideli h 1. Antiviral treatment is indicated for only those y 8 ( _'.
hica’ ractice Lul€lines on tie management patients with acute hepatitis B who have acute INR>1.5, ensefalopati, asit)
of hepatitis B virus infection 3 .
liver failure or who have a protracted, severe hastalar entekavir. TDF ya
European Association for the Study of the Liver* course, as indicated by total bilirubin >3 mg/dL . . ! . )
Acute hepatitis B (or direct bilirubin >1.5 mg/dL), international da TAF ile tedavi edilmeli
Recommendations normalized ratio >1.5, encephalopathy, or ascites.
2. Entecavir, TDF, or TAF are the preferred antivi-
ral drugs.
e More than 95% of adults with acute HBV hepatitis do not . .
require specific treatment, because they will fully e Treatment should be continued until HBsAg
recover spontaneously (Evidence level 1I-2, grade of clearance is confirmed or indefinitely in those
recommendation 1). who undergo liver transplantation.
e Only patients with severe acute hepatitis B, charac- Peg-IFN is contraindicated.
terised by coagulopathy or protracted course, should 3. For those diagnosed with CHB by failing to clear
z‘c?)rtlr(eé\t:c(lie‘:lvg‘:hlg\grIr:iIZ‘,:Ogr:Zlc(li: :)effirizl;)hn‘:,;reg::;gfr;t)a- HBSAg aﬁcr 6 to 12 mo.nth.s ’ OngOlng ma{?)age- ‘URK KLINiK MiKROBIYOLOJi VE
ment should follow the guidelines for CHB. \FEKSIYON HASTALIKLARI DERNEG|




Tedavi

Table 3. Proposed strategies for the treatment of patients with HCV/HBV co-infection.

HCV RNA Positivity HBV DNA Level Treatment Goals Proposed Strategies Remarks

HBV reactivation is a concern.
Prophylactic or therapeutic NUC per regional guidelines.

Detectable <2000 IU/mL Cure of HCV infection DaA Prophylactic NUC is suggested in co-infected patients with
advanced fibrosis or cirrhosis.
HBV reactivation is a concern. Per regional guidelines for
Cure of HCV infection; DAA ™ treatment of chronic hepatitis B.
Detectable >2000 IU/mL evaluating control of HBV Or AASLD, APASL and EASL have different recommendations
replication DAA + NUC about prophylactic NUC. Prophylactic NUC is suggested in
co-infected patients with advanced fibrosis or cirrhosis.

Undetectable >2000 IU/mL Control of HBV replication NUC or peglFN Per regional guidelines for treatment of chronic hepatitis B.
Undetectable <2000 IU/mL None Clinical observation Per regional guidelines for treatment of chronic hepatitis B.

PeglFN, peginterferon; NUC, nucleos(t)ide analogue; DAA, direct acting anti-viral; HCV, hepatitis C virus; HBV, hepatitis B virus. * Data from large multicenter clinical trial.

v Ailede HSK/Siroz olan veya ekstrahepatik belirtileri bulanan hastalar
v ALT seviyesine bakilmaksizin saptanabilir HBVDNA seviyesi olan kompanse/dekompanse sirotik hastalar

v' HbeAg +/- kronik hepatit B hastalari (Faz Il ve 1V)
v' HBeAg + surekli normal ALT ve yiiksek HBV-DNA seviyeleri > 30 yas Uzeri hastalar

v Shih YF, Liu CJ. Hepatitis C Virus and Hepatitis B Virus Co-Infection. Viruses. 2020; 12: 741

v EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection KL|M| ﬁqﬂf&gﬁg&%&ﬁmﬁg\é&Eci



Tedavi

SPECIAL ARTICLE | 1 EPATOLOGY, VOL._. 71, NO. 3. 2020

Guidance for IDDDesign and Endpoints of
Clinical Trials inmn Chronic Flepatitis B——
Report From thhe 2019 EAST. —AAST I>
FIBYV ITreatment Endpoints Conference

Markus Cornberg 0 .72 Anna Suk-Fong Lok, Norah A. Terraule 0 .5 and Fabicn Zoulim® 7, the 2019 EASI.-AASLI> HBV
¥ Eaad 3 P Faculey

EASL 2017 [5] AASLD 2018 [4] APASL 2015 [7]

HBsAg loss HBsAg loss HBsAg loss
“Discontinuation of NAs in selected “In patients without liver cirrhosis
non-cirrhotic HBeAg-negative patients who ... treatment can be withdrawn
have achieved long-term (3 years) ) after treatment for at least 2 years
virological suppression under NA(s) may with undetectable HBV DNA
be considered if close post-NA monitoring documented on three separate
can be guaranteed” occasions, 6 months apart”

v Non sirotik HBeAg pozitif hastalarda HBeAg serokonversiyonu saglandiktan sonra 1 yil daha tedaviye devam
edilip tedavi kesilebilir
v Non sirotik HBeAg negatif hastalarda, yakin takip sartiyla, HBsAg kaybi saglananan, HBV DNA 2-3 yildir

saptanamaz diizeyde olan hastalarda tedavi kesilebilir
v’ Sirotik hastalarda tedavinin kesilmesi 6nerilmememekte




Tedavi

Table 1. Potential interactions between regimens administered for HBV and
HCV infection according to ‘hep drug interactions’ web-based instrument of
liverpool university [90].

EBR/  OBV/PTV/r/ GLE/ SOF/  SOF/  SOF/VEL/

GZR DSV PIB LDV VEL VOX RBV
ETV NI NI NI NI NI NI NI
LMV NI NI NI NI NI NI P
PeglFNa2a Pl NI Pl Pl Pl Pl NI
TAF NI Pl NI NI NI NI P
TDF NI NI NI Pl Pl Pl Pl

NI - no interactions; Pl — potential interactions.

v Zarebska-Michaluk D, Flisiak R, Flisiak-Jackiewicz, M. Management of hepatitis B and hepatitis C coinfection: an expert review. Expert Review of Anti-Infective Therapy, 2020: 1-11.
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Tesekkurler....
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