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55 Ya§|nda Erkek hasta

Genel Cerrahide
operasyon geciriyor
Onceki yillarda damarici

uyusturucu kullanimi
oykusu var
Preop istenen tetkiklerde
Anti-HCV pozitif
HCV RNA 324 600 IU/mL

HBsAg pozitif
Anti-HIV negatif

HCV/HBV k0|nfek5|yonu




10 olarak tahmin edllmektedlr( ).

e * Turkiye’de yapilan kapsamli bir calisma olan Tuirk

Hepatit Kayit Calismasi (HEP-NET) Projesi verilerine
gore hepatit hastalarinin yaklasik %1’i HCV/HBV ile
koinfektedir (**).

*Tyson GL, et.al. Hepatology. 2013;58(2):538-545.

**Aygen B, et al. Turkiye Klinikleri J Med Sci 2013;33:1245-9.
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HCV/HBV komfekswonu
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s Hepatlt Cve Hepatlt B b|rI|kteI|g|n|n en sik
goruldugu hasta gruplari;

— [V ilac kullanicilari,
— Diyaliz hastalari,
— Organ nakli hastalari,

— Insan immin yetmezlik virisu (HIV) pozitif
hastalar

— Talasemi hastalaridir.
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HCV/HBV komfekswonu
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B © HCV/HBV koinfeksiyonlu ve her iki viriise ait
l  vireminin oldugu hastalarda;

— Hastaligin ilerlemesi T
— Dekompanse karaciger hastaligi T
— HCC riski T




o c HCV- HBV komfekswonlu hastalarda genelllkle
HBV DNA dizeyleri ya dustiktir, ya da tespit B
edilemez.

i © HCV genellikle karacigerdeki kronik hastaligin
B esas sebebidir.
* Hastalar hem HCV, hem de HBV replikasyonu

yonunden test edilmeli, hepatit delta virus
varhgi arastirilmalidir




HCV/HBV koinfeksiyonu o
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o HCV/HBV koinfeksiyonlu hastalarda HCV
B tedavisinin HBV reaktivasyonuna yol actigl
nilinmektedir.

HBV reaktivasyonunun nedeninin, HBV'yi
paskilayan HCV virtsunun tedaviyle ortadan
<aldirilmasi oldugu disunitlmektedir.




Journal of

Hepatology

ELSEVIER Journal of Hepatology 49 ( 2008) 688694

www elsevier.comflocate/jhep

The HEP-NET B/C co-infection trial: A prospective multicenter
study to investigate the efficacy of pegylated interferon-o2b
and ribavirin in patients with HBV/HCYV co-infection

i z’\ndlr_ Potthoff"". Heiner Wedemever! Wulf O. Boecher Thum 1s Berge”
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Interferon doneminde HBV ve HCV koinfeksiyonlu hastalarda
& secilecek tedavi genotipe bagli olarak 24 veya 48 haftalik peglFN ve
ribavirin kombinasyonu idi.

| Bu kombinasyonla orta veya yuksek oranlarda HCV eredikasyonu ve
| HBV stipresyonu rapor edilmisti.

PeglFN ve ribavirin kombinasyonu tedavisiyle baslangicta HBV DNA
dizeyinde disme olmasina ragmen serum HBV-DNA dizeylerinde
rebound ve daha dnce tesbit edilemeyen HBV-DNA diizeylerinde
artan replikasyon rapor edilmistir.




Hepatitis due to Reactivation of Hepatitis B Virus in Endemic ®
Areas Among Patients With Hepatitis C Treated With '
Direct-acting Antiviral Agents

| Cheng Wang,”* Dong Ji,”™" Jing Chen,” Qing Shao ' Bing Li, ' Jialiang Liu,’ ' Vanessa Wu,’
April Wong,” Yudong Wang Xuaoyong Zhang," Lei Lu,” Chris Wong, " Stella Tsang,’
Zheng Zhang " Jian Sun,* Jinlin Hou," Guofeng Chen " and George Lau*>*
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Dlrek etkili ant|V|raI (DEA) ilaglarla tedavi edilen 327 HCV hastasinin onunda (%3.1)
& HBsAg pozitifligi ve 124’Ginde okiilt HBV infeksiyonu(OBI) var.

HBV reaktivasyonu tedavi sliresince ve tedaviden sonraki 12 hafta boyunca dnce 2
i haftalik, sonra aylik seri HBsAg ve HBV DNA testleriyle arastirildi.

HBsAg pozitif 10 hastanin Gg¢tinde (%30) hepatit bulgulari saptandi.Hepsi HBV
reaktivasyonu ile ilgiliydi.

HBsAg negatif 7 hastada hepatit bulgulari saptandi. Bunlarin ticiinde OBI vard,,
dérdiinde OBI Yoktu. (Dérdii bitkisel Girtin, ikisi alkol iliskili, birinde neden yok).
Hicbirinde HBV reaktivasyonu saptanmamis

Bu calisma DEA tedavi 6ncesi HBsAg pozitif olan hastalarda hepatik alevlenmenin
anlamli olarak yuksek oldugunu ortaya koydu(P<0.001).




Gastroenterology 2018;154:989-997 .

Efficacy of Ledipasvir and Sofosbuvir Treatment of HCV Infection ®
in Patients Coinfected With HBV

Chun-Jen Liu,"”* Wan-Long Chuang,® I-Shyan Sheen,® Horng-Yuan Wang,” Chi-Yi Chen,’
Kuo-Chih Tseng,® Ting-Tsung Chang,” Benedetta Massetto,” Jenny C. Yang,® Chohee Yun,®
Steven J. Knox,® Anu Osinusi,8 Gregory Camus,” Deyuan Jiang,® Diana M. Brainard,®

John G. McHutchison,® Tsung-Hui Hu,” You-Chun Hsu,'” Gin-Ho Lo,'" Chi- Jen Chu,'?
Jyh -Jou Chen 'S Cheng -Yuan Peng 4 Ron Nan Chlen 15 and Pei-Jer Chen

j Tayvanda 111 HCV/HBV koinfeksiyonlu hasta sofosbuvir ve
ledipasvir ile tedavi edilmis ve tamaminda KVY elde edilmistir.

¥ Bu hastalarin 2/3 tinde HBV DNA diizeylerinde artis olmus, ancak
belirti ve bulguya rastlanmamistir.

Sadece 5 hastada ALT diizeylerinde 2 kattan fazla artis olmus ve 2
olguda HBV tedavisine baslanmistir.




55 Ya§|nda Erkek hasta |

Genel Cerrahide
operasyon geciriyor.

Preop istenen
tetkiklerde;

— Anti-HCV pozitif,
— HBsAg pozitif,

— Anti-HIV negatif
— Anti-HBe pozitif

o HCV RNA 324 600 1U/mL

HBV-DNA 120 IU/mL
Genotip 1b

Fibrozis 2/6 (ishak), HAI:7
ALT 89 (3-35 U/L)

AST 92 (3-35 U/L)
Anti-Delta: Negatif

Otoimmun hepatit icin
istenen markirlari
negatif(ANA, ASMA,
Anti-LKM 1)




B © HBV/HCV Koinfeksiyonlu hastalarda, karaciger §
hastaligindan sorumlu viral aktivite HCV-RNA
ve HBV-DNA o6lcimleriyle belirlenir.

i ° Eger HCV-RNA tespit edilebilir ise HCV tedavisi g&&
B vyapimaldir.
 Eger HBV-DNA tespit edilebilir ise , tedavi
B HBV-DNA ve ALT diizeylerine gére yapilmalidir. §
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— HBsAg (+), HBeAg (-)
TS e HBV-DNA 120 IU/mL
ALT 89 (3-35 U/L)
HBeAg-negative A,ST 92_ (3-35 .U/ L) :
Fibrozis 2/6 (Ishak), HAI:7

' I

ALT SULN* ALT >ULN but <2XULN* ALT 22XULN®

~ HBV DNA 22000 IU/mL = HBV DNA 22000 IU/mL
8 HBV DNA 22000 IU/mL .
N LBV DNA <2000 [U/mL - HBV DNA <2000 IU/mL -0
-~ HBV DNA <2000 IU/mL

Recommendations:

Do not treat. Monitor with ALT and HBV DNA levels every 3-6 months and HBsAg annually.

If ALT SULN, monitor ALT and HBV DNA every 3 months for 1 year, then every 6 months.
If ALT elevated, exclude other causes of ALT elevation and assess disease severity with non-invasive tests and/or liver
biopsy. If staging indicates 2F2 or 2A3, treat. If persistent ALT >ULN with HBV DNA 22000 IU/mL, treat, especially if age >40.

19 to 25 U/L for ferales. An upper limit of normal for ALT of 35

*The upper limits of normal for ALT in healthy adults is reported to be 29 to 33 U/L for males ona
U/L for moles ond 25 UAL for femoles is recommended to guide manogement decisions




5 Bir virGstn tedavisi, digerinin aktivitesinde
degisikliklere yol acgabilir.

B * Bu nedenle tedavi esnasinda ve tedaviden
sonra virus aktivitesinin takibi onemlidir
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Sirozu olan veya HBV tedavisini karsilayan HBV-HCV koinfeksiyonlu
hastalarda, HBV icin antiviral tedavi DEA ilaclarla birlikte
baslanmalidir.

HBV reaktivasyonu saptandiginda HBV icin antiviral tedavi
baslanmasi dnerilir.

HBV icin kullanilan antiviral ilaglar ile HCV icin kullanilan DEA ilaglar
arasinda bilinen bir etkilesim s6z konusu degildir.

Entecavir, TDF ve TAF tercih edilen antivirallerdir.




B © HBV- HCV komfekswonlu hastalar HCVmono '
enfekte hastalarla ayni anti-HCV rejimiyleve B
ayni kurallarla tedavi edilmelidir(B1).

HBV-HCV koinfeksiyonlu hastalar HBV tedavisi §&&
icin standart kriterlere uyuyorsa EASL 2017 ‘
Hepatit B tedavi rehberine uygun olarak
nikleozid/nukleotid analoglariyla tedavi
edilmelidirler(Al).




 HBeAg negatif, HBV DNA <2000 IU/ml olan
i hastalarda 6-12 ay ara ile ALT tayini ve 2-3 yilda bir
HBV DNA ve karaciger fibroz tayini icin takibe
alinmalidir.

Kompanse ve dekompanse sirozu olan hastalarda ALT =
duzeyine bakilmaksizin herhangi bir HBV DNA duzeyi

var ise antiviral tedavi baslanmalidir(Evidence level |,
grade of recommendation 1).
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| © HBsAg pozitif hastalar anti-
HCV tedavisi suresince ve ,
te d aVi ta mamlandlktan en az , EASL Recommendations on Treatment of Hepatitis C 2018*
12 hafta sonrasina kadar SRR R e e
profilaktik olarak - R

Patients with HBV-HCV coinfection should be treated

N u kleOZ|d/n u k|e0t|d ana Iogla 1 with the same anti-HCV regimens, following the same

rules as HCV monoinfected patients (B1).

Ile tEdaVI edllmelldlrler(Bl)' = Patients coinfected with HCV and HBV fulfilling the stan-

dard criteria for HBV treatment should receive nucle-
oside/nucleotide analogue treatment according to the
EASL 2017 Clinical Practice Guidelines on the manage-

Eée r H BV tedaV|S| keS||d |yse : ment of hepatitis B virus infection (A1).
ayl | k Olarak ta k|p Patients who are HBs antigen-positive should receive

nucleoside/nucleotide analogue prophylaxis at least

ed | | me I |d | rl er. . until week 12 post anti-HCV therapy and be monitored
monthly if HBV treatment is stopped (B1).

Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY
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HCV'yi tedavi et ‘
HBV virls aktivitesinin takibi E

HCV'yi tedavi et

Anti-HCV tedavisi suiresince
ve tedavi tamamlandiktan
en az 12 hafta sonrasina
kadar profilaktik olarak
nikleozid/nukleotid
analoglar ile tedavi
verilmelidir.
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Ende et al. Journal of Medical Case Reports (2015) 9:164
DOl 10.1186/513256-015-0630-8

-. CASE REPORT Open Access
59 yasinda, kadin hasta, Kronik Hepatit C

Daha 6nce Standart interferon / ribavirin tedavisi almis, niiks etmis
Burkitt lenfomasi 6ykusu var, 2 yildir remisyonda

Genotip 1b, ALT:168, AST:235, Fibroz:2/4

HBsAg: negatif, Anti-HIV: negatif

Alexander R. Ende’, Nina H. Kim? Matthew M. Yeh®, Jason Ha r[::w:-r] and Charles S. Landis'"




B - HBsAg (-)
Anti-HBs(-)
HBV DNA negatif

Anti-HBc pozitif

8 ay once yapilan karaciger biyopsisinin
immunohistokimyasal boyamasinda HBV
ylzey ve kor antijeni negatif bulunmus.




i Hastaya 12 hafta stireyle Sofosbuvir /
B Simeprevir ve ribavirin tedavisi baglanmis




HCV RNA < 12 IU/mL

AST 38 U/L

ALT 31 U/L
Anemi nedeniyle bu vizitte ribavirin kesiliyor.




ALT 2380 U/L,
AST 2790 U/L,
Total bilirubin 8.3mg/dL

NR 1.8

CV RNA Negatif

BsAg pozitif

BV DNA 35,000,000 IU/mL.




vapiliyor
i °© Konfluent nekroz, portal ve lobuler
inflamasyon ve yogun periportal ve

periselltler fibroz bulgulariyla siddetli hepatit
saptaniyor.
e Immunohistokimyasal boyama ile karaciger
§ dokusunda HBV yiizey antijeni ve kor antijeni
gosteriliyor.
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Hastaya 3.cl glinde tenofovir tedavisi a§lan|§ |

Tedaviye ragmen INR yukselmesiyle birlikte ansefalopati ortaya ¢cikmis

Hasta yogun bakima alinmis

Hastaneye basvurusundan sonra 10.glinde karaciger transplantasyonu
yapilmis

Transplantasyondan 1 hafta sonra evine taburcu edilmis,

Transplantasyonda alinan karacigerin patolojisinde lenfoma bulgusu
saptanmamis.

HCV RNA transplantasyon sonrasi 12.ve 24.haftada negatif bulunmus.

Tenofovir tedavisiyle HBV baskilanmasi devam etmis
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i Hepatit C nedeniyle DEA ilac tedavisi alan ve
Bl izole hepatit B kor antikoru pozitif olan

hastalarda siddetli hepatit B reaktivasyonu
olabilecegi unutulmamalidir.

Ende AR, et al. Journal of Medical Case Reports 2015




EASL Recommendations on Treatment of — &8
Hepatitis C 2018
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. DEA ilaclarla HCV tedavisi alacak olan

hastalarda HBsAg, anti-HBc ve anti-HBs
antikorlarina bakilmalidir.




EASL Recommendations on Treatment of — &8
Hepatltls C 2018

iy o HBsAg negatif, anti- HBc p02|t|f hastalarda .
HCV tedavisi esnasinda veya sonrasinda serum
ALT dizeylerine bakilmali, ALT normallesmesi &
yok veya yukselme var ise HBsAg ve HBV
testleri tekrarlanmalidir.

. Anti-HBs ve anti-HBc antikoru pozitif
hastalarda serum ALT duzeyleri moniterize
edilmelidir




iy o HBsAg negatif, anti- HBc p02|t|f kronlk HCV
infeksiyonlu hastalarda, HCV RNA
duzeylerinde disme veya HCV RNA negatifligi
elde edilmesine ragmen, ALT dizeylerinde

disme olmamasi veya yukselmesi halinde
HBsAg ve HBV-DNA takibi,

HBV reaktivasyonu saptandiginda HBV icin
antiviral tedavi baslanmasi onerilir.




HEPATOLOGY FaasiD

Original Article

Evaluation of hepatitis B reactivation among 62,920 veterans
treated with oral hepatitis C antivirals

Pamela S. Belperio, TroyA Shahoumian, LqrryA Mole, Lisa |. Backus i

HBV/HCV kmfekswonu prevalan5| %1 4 buunmu$

§ Dokuz hastada HBV reaktivasyonu* gelismis .

Bu hastalarin sekizinde HBsAg pozitif, birinde izole anti-
HBc pozitifligi mevcutmus.

HBV reaktivasyonu gorulen hastalardan sadece ikisinde

normalin iki katini gecen ALT yuksekligi saptanmis.

*HBV Reaktivasyonu: HBV DNA titresinde > 3 log artis veya negatif olan HBsAg antijeninin
pozitiflesmesi
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HEPATOLOGY Ao

Original Article
Hepatitis B reactivation in hepatitis B and C coinfected patients
treated with antiviral agents: A systematic review and meta-

analysis

1, Cheng Wang, Jing Chen, DongJi, Yudong Wang, Vanes

13 February 2017 | https://doi.org/10.1002/hep.29109

. Maore -




Calismaya HCV icin Interferon veya DEA tedavisi kullanan
779 HCV/HBV komfekSIyonIu hasta dabhil ed|Im|§

Bu calismanin sonucu;

g * HBV reaktivasyonu DEA kullananlarda, interferon kullananlardan
daha sik gortlmektedir ve daha siddetli seyretmektedir.

DEA kullananlarda, interferon kullananlardan daha kisa sire icinde
reaktivasyon gelismektedir.

HBV reaktivasyonu oktlt hepatit B li hastalarda daha az siklikla
gorulmektedir

Kronik HCV tedavisi HBV reaktivasyonundan etkilenmemektedir
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Annals of Intermal Medicine ORIGINAL RESEARCH |

| Hepatitis B Virus Reactivation Associated With Direct-Acting Antiviral
Therapy for Chronic Hepatitis C Virus

8 A Review of Cases Reported to the U.S. Food and Drug Administration Adverse Event
Reporting System

Susan J. Bersoff-Matcha, MD; Kelly Cao, PharmD; Mihaela Jason, PharmD; Adebola Ajao, PhD;

# 5. Chrlstopher Jones, FharmD MS, MPH Tamra Meyer PhD MPH; and Allen Brlnker MD MS _
*FDA’ in istenmeyen etki bildirim sistemine 22 Ka5|m 2013 ve 15 Ek|m
e 2016 tarihleri arasi DEA ilag kullanan hastalarda 29 HBV-R rapor

N edilmis.

- *Reaktivasyon genellikle 4-8 haftadan sonra goriulmius.
2 hasta 6lmus ve bir hasta karaciger nakline gitmis

8l *Reaktive olan hastalarin tedavi 6ncesi HBV degerleri;
* Dokuzunda HBV viral yuk ve HBsAg pozitifligi
*Yedisinde HBsAg pozitif Viral yuk yok

*Uclinde HBsAg negatif, Viral yiik yok

*Diger 10 hastanin markirlari belirtilmemis



U.S.Food and D Admini i -~ ~
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FDA Drug Safety Communication: FDA warns about the risk of hepatitis B reactivating in
some patients treated with direct-acting antivirals for hepatitis C

Safety Announcement

[10-04-2016] The U.S. Food and Drug Administration (FDA) is warning about the risk of
hepatitis B virus (HBV) becoming an active infection again in any patient who has a current or
previous infection with HBV and is treated with certain direct-acting antiviral (DAA) medicines
for hepatitis C virus. In a few cases, HBV reactivation in patients treated with DAA medicines
resulted in serious liver problems or death.

As a result, we are requiringla Boxed Warning] our most prominent warning, about the risk of

HBV reactivation to be added to the drug labels of these DA As directing health care
professionals to screen and monitor for HBV in all patients receiving DAA treatment. This
warning will also be included in the patient information leaflet or Medication Guides for these
medicines.




Harvoni

ledipasvir/sofosbuvir

Black Box Warnings @

Hepatitis B Reactivation

reported in HCV/HBY co-infected pts on or those who completed HCV direct-acting antiviral tx
whao were not on anti-HBY tx, incl. cases resulting in fulminant hepatitis, hepatic failure, and
death; screen all pts for HBV infection before initial t; monitor for hepatitis flare or sfsx HEV
reactivation during tx and after DJ/C; initiate anti-HBV tx if needed
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READ THIS FOR SAFE AND EFFECTIVE USE OF YOUR MEDICINE
PART III: PATIENT MEDICATION INFORMATION
MAVIRET
glecaprevir/pibrentasvir tablets
Read this carefully before you start taking JAVIRET and each time you get a refill. This leaflet

1 a summary and will not tell you everythigll about this drug. Talk to your healthcare

professional about your medical condition §d treatment and ask 1f there 1s any new information
about MAVIRET.

Serious Warnings and Precautions

Hepatitis B activity (e.g., inflamed liver) may increase when taking antiviral drugs like
MAVIRET, sometimes leading to liver failure and death. (See the “To help avoid side
effects...” section, Hepatitis B Reactivation.)
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