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idemiyoloji

n kisi HBV tasiyicisi
t1 pasifik bolgesinde yasamakta
k 170 milyon kiside

Chu Cj. J Gastroenterol Hepatol 2008
Potthoff A. Expert Opin Pharmacother 2010 Sci 2013




oidemiyoloji

ilyon koinfekte hasta oldugu

%5-7 sinde HCV pozitifligi

anlarin %2-10'unda HBV pozitifligine
stir.

Chu C;j. J Gastroenterol Hepatol 2008
. Expert Opin Pharmacother 2010 Sci 2013




TABLE 1: Characteristics of 99 pafients coinfected with
hepatitis B virus/hepatitis C virus.

The mean age, years® 40.9+21.7

Distribution of patients n (%)

Central Anafolian Region 343
Southeastern Region 313
Black Sea Region 192
Agean Region 1041
Marmara Region 51
Risk factors n (%)
Surgical procedure+dental the rapy 20(20.2)
Dental therapy 15(15.2)
Surgical procedurs 14(14.1)
Hemodialysis 6 (6.1)
Blood transfusion 5(5.1)
Surgical procedure+ blood transfusion 2(2.0)
Dental therapy+blood tran sfusion 2(2.0)
Surgical procedure+dental therapy+blood transfusion 1 (1.0)
Not found 34 (34.3)
Mean ALT level, IUL* 70.9+49.1
Virological characteristics
HCV RNA positivity n (%) 43(43.4%)
Median (minimum-maximum) 0(50-2.18x107)

HCV RNA level, IU/mL

HEV DNA positivity n (%) 56 (56.6%)
Median 2.50x102
(minimum-maximum) (12-1.70:108)

HEV DNA level, IU/mL
HEV DNA and HCV BNA positivity n (%) 8(8.1)

Sex, female/ male n (3%) 43 (43 .4) 56 (56.6)
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The Prevalence and Mustafa Kemal GELEN,
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Epidemiological Characteristics of Seima TOSUN
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Coinfection in Turkey Fehmi TABAK:

.Bu calisma lilkemizde HBV/HCV
koinfeksiyon sikligini arastiran en
kapsamli ¢calismadir.

.HBV/HCV koinfeksiyon orani HBV
veya HCV monoinfeksiyon
oranlarindan yuksek degildir.

.Ulkemizde prevelans yaklasik
974/100.000 olarak bulunmustur.

.HCV RNA ve HBV DNA’nin birlikte
pozitif oldugu hastalarda
(%87,5’inde) HCV infeksiyonu baskin
bulunmustur.



Klinik

da (gorulme sikligi cok az)
eksiyondan daha kisa sirmekte

monoinfeksiyonla benzer
edebilen tablolar mevcut

tinou D.Ann Gastroenterol 2015; 28 (2): 221-228




Klinik

ddilesmekte
sI HCV RNA negatiflesmesi gosterilmistir.
Liaw YF. Am J Gastroenterol 2000;95:2978-2980.

hastalarda fulminan hepatit riskini artirabilecegi

Sagnelli E. Hepatology 2002;36:1285-1291.



Klinik

sI HBeAg serokonversiyonu ve hatta HBsAg

dan aktif kr. HBV infeksiyonuna kiyasla daha riskli

Liaw YF. Gastroenterology 2004 Apr;126(4):1024-9

dir olmakla beraber risk artmaktadir.
Wu JC. Hepatology 1994,;19:836-840.



Klinik

olanlarda daha sik oranda

maktadir.

2). Occult Hepatitis B. The Lancet infectious diseases, 2(8) 479-486




eksiyonuna Giincel Yaklasim

infeksiyonu olmayan hastalar gibi

avi edilirler.
Turkiye Viral Hepatitler l . e .
nik B hepatiti icin tedavi kriterlerini

| | sllayanlarda HBV icin antiviral tedavi
2017 | '
' (”‘ Best lanur.

tedavisi baslanmayanlarda HCV
avisi sirasinda HBV reaktivasyonu riskine
I HBV DNA monitorizasyonu yapllir.

infeksiyonu icin tedavi endikasyonu
stugunda tedaviye baslanir.



feksiyonuna Giincel Yaklasim

irise yonelik tedavi uygulanmalidir.

stalarda Direkt Etkili Ajanlarla (DEA)
r hasta KHB icin tedavi olcltlerini
z)id analogu tedaviye eklenir.

naktif tasiyicilarda DEA’lar ile Nukleot(z)id
anir ve DEA tedavisinin bitiminden 12
dilir.

HBc IgG pozitif hastalar ise DEA tedavisi

e HBV DNA izlemi yapilir.



JOURMAL OF

Clinical Practice Guidelines %%;EASL HEPATOLOGY

Clrocs Mlark

EASL 2017 Clinical Practice Guidelines on the management
of hepatitis B virus imfectiomn™

European Association for the Study of the Liver™

Kronik HBV infeksiyonu
olan hastalarda, HCV
s Treatment of HETI." 1.-'..'i|J1 djrthtlwaLiing anlivira!.t; .{DM..L;] kOI nfe kSIVO nu da ha

may cause reactivation of HBV. Patients fulfilling the §|ddEt|| ka raC|ger haSta | |g|

standard criteria for HBV treatment should receive

['-:ﬂnl.r::flrm:nl (Evidence level 1T, grade of recommenda- ve d 3 h a fa 7 | a H CC
s HBsAg-positive patients undergoing DAA therapy ge||§|m|ne y0| aga b|||r,

should be considered for concomitant NA prophylaxis
until week 12 post DAA, and monitored closely
(Evidence level [1-2, grade of recommendation 2).

HCV co-infected patients
Recomme ndation s

» HBsAg-negative, anti-HBe posiive pabients undergaing
DAA should be monitored and tested for HBV reactiva-
tion in case of ALT devation (Evidence level 11, grade
of recommendation 1),




Ozel Konaklarda ve Ozel Durumlarda Kronik Hepatit Yonetimi:
Turk Klinik Mikrobiyoloji ve Infeksiyon Hastahiklari Dernegi Viral
Hepatit Calisma Grubu Uzlasi Raporu

NManagement of Chronic Hepatitis in Special Hosts and Special Situations: A Consensus
Report of the Study Growup for Viral Hepatitis of the Turkish Society of Clinical
Nicrobiology and Infectious Diseases

lgularda HBV reaktivasyonunun

mptif olarak NA'nin da baslanmasinin
infekte hastalarda standard IFN ya da
kombinasyonunun kalici yanit saglama

stalardan farkli bulunmamistir.

lgularda tedavi bu virusa yonelik

In tek basina ya da IFN’larla kullanildig
ardir.



Ozel Konaklarda ve Ozel Durumlarda Kronik Hepatit Yonetimi:
Turk Klinik Mikrobiyoloji ve Infeksiyon Hastahiklari Dernegi Viral
Hepatit Calisma Grubu Uzlasi Raporu

NManagement of Chronic Hepatitis in Special Hosts and Special Situations: A Consensus
Report of the Study Growup for Viral Hepatitis of the Turkish Society of Clinical
Nicrobiology and Infectious Diseases

kte olgularda baskin virus belirlenmeli
e verilmelidir.

epatit tablosundan HCV sorumludur ve
infeksiyonu tedavi edilmelidir.

edavi sonrasinda olgularin, diger
Isindan izlenmesi sturdurulmelidir.
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HBW reactivation in patients with HCW./HBW cirrhosis on
treatment with direct-acting antivirals
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Anecdotal reports suggest that patients with chironic hepatitis C wirus (HCW) hepatitis
and owert or occult hepatitis B wirus (HBW) coinfection may reactivate HEW wihesm HCOW
iz suppressad or cleared by direct-actng antivirals [(DAss) We asscessad the prewva-—
lence of owvert or previous HEBEW coinfection and the risk of HEWV reactivaton im pa-
tients with HOCW cirrffuosis treataed with DA This was a retrogpective cohort of 103
consecutive patients with HCW cirrhvosis treated with DAdcsE. Serum HOW-RBMA and
HEW-DMA werse tested at wesehks 4. 8 and 12 of DAAs therapy and at wesek 12 of fol-
lowr—-up. At the start of DAAs, eight patients (7. 73] were HEsAg positive HBaAg neg—
ative with undetectable HEW-DMA and low lewvels of guantitative HBsAg (Ffowasr om
nudcleos{tlide analogues [NUCs] and four imactive carriers), 37 patients (35.46%6) had
markers of prewvicus HBW infection [25 anti-HBc positive, 12 anti-HBoc//anti-HBs posi—
tiwva) and 59 (S5 73) had mo evidemnce of HEW infection. Sicty-sewen patients (O-=F.356)
weare HOW-RMA negative at week 4 and 8 (94.2%%) aschiewvad sustained wirckosgicsl
response. Al four HEsSAg-positive patients treated with NLUCs remained HEW-DRA
megative, but three of four untreated patients showed an ncreass in HBWY-DMA of 2-3
log without a biochemical flare and achieved HBW-D'MNA suppression wihen givem
MUCs. During or after DAAS, by conventional assay, HEW-DMA remained not detact—
akble im all 27 anti-HBc-positive patients but in three of them (B _1%) HBW-DMN&A be-—
came detectable with a highly sensitive PCR. HBW reactivation is liksely ©o occur im
untreated HEBEWVW/HCWV-comfected cirrhotic patients when they undergo HOWV oreat-
mant with DAS s Pre-emptive therapy with MNMUCs schowld be considerad in this set—
ting. Anti-HBc-positive patients rarely reasctivate HBW without clinical or wirokgical
outComes._

KEYWORDS
HEW/HCW comfection, HBW-DHN A neactivation, nuclecc(thde analopues therapy, previowus HBW

Enfection. sustained virclocical nesponse

Time of TABLE 5 Rate of flares of ALT and HEV-DNA sccording the
NUC wirclogical status
qHBsAg (IU/mL) DAA therapy NUC therapy ~ therapy
88 OBV/PTV/r+DSVARBVH12 wk N ALT HE
D5V ; .
TPTV/r k12w o 3] %)
043 SOF/LDV+RBV 12 wk No
HE e picesitivs [B ots) O] 337 5%)"
18 SOF/LDV:24 wk No
HE:z A ner art-HEBs pos/neg 0|0} I (BIRF
007 SOFRBYX14 wk e : ani-HBe pas (37 piz)
65 OBV/PTV/r+DSVHRBY 12 wk Entecavir 12 mo HE:zAz nep art-HB: pas/neg o] oo
125 SOF/LDV:x24 w Entecavir B4 mo anti-HBc nax (59 pe)
1y SOF+RBY 14wk Entecair 36mo our pati=nts were vet treated with WUC before start DAAs therapy.
SOF /DCL+REV»*24 wk Entecavir 36mo SHEW-DMA waz detected by highly sersitive PORL
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HBV/HCV co-infection is associated with a high level of HCV
spontaneous clearance among drug users and blood donors in
China

H. Xiong™" | X Rong™@ | M. Wang™" | R Xu'? | K Huang™ | Q. Liao™® |
J.Huang™® | J.Chen'? | C.Li% | X.Tang® | Z Shan'? | M.Zhang® | K. Nelson® |
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Living area
Guangdang 595 (48 102 (8224) A5 QAIES0137) 834 (424 145( 42 50) 24 0Aa5s04a5-112)
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Marttal status
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Univesity 15 12.14) 2161811 495 (5507 1445530
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N0 22 ALEN 41 (3304) 10T 1140
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ww] 81290 12(9.50) 19 1 - - = -
=1 403 (8402 112 (90:32) 152(081284) = = = =
HEV infectin
e a5 (1213 A iA83F) 138E-22 AA0(4441031) 23018 15{548 2.55E-4 3.25(1.47-631)
A14 (8787 4 (5141) i 1239 (2815 249030 1

S E-Liyyew



<2000 IU/mlL (86)
22000 U/mL (79)

45(5412)
39(4588)

Co-inf
HCV cleared HCV deared
Factors N=85 N=&0
qHBzAz
<200 IU/mL {78) 45(5294) 33(55.00)
=200 IU/mlL {67) 40 (47.06) 27 (45.00)
HEV DNA

20(33.33
40(66.67)

u Nono-HCY infscted
B Nono-HIY infected

+ Nolrdected

¥ HEVMCV co-nfucted

® HCV spontanecus clearsd
» MHY spontanecus cloarsd

Chroaic infected
Pvalue OR {95%CI)
81 104 (0.77-1.41)
1
o 1

145(1.09-195)

FIGURE 2 (&)Spontaneous HEW
clearance rates between HCW mona-
infectivn and HEVYHCY co-infection in
male and female drug users and blood
donors. "p<0.05. |B} Distribution of HBY
infacted or not for 2ach ILZ2EB penctype
plott=d by spontansous HCV clearance
rate Bars repressnt the total perosntaps
of HCV spontansous clearance for the
protective allelss (TT} and nonprotective
alledes [CT/GGL The numbers in the

bars indicats the percsntape of HCW
spontaneous clearance for mono-HEY
infection and HBVYHCY co-infection for
each allele

FIGURE 1 HBV/HCV co-infectad drug
userz and blood donors prezented a high
rate of HCV zpontansous clearance, (A)
Virological characteristics of 1918 drug
users included in thiz study. (B) Virclogical
characteristics of 1526 HCV-infected bload
donors included in thiz study

TABLE 2 Factors aszociated with HCV
spontaneous clearance among HBV/HCV
co-infaction drug users
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No Evidence of Reactivation of
Hepatitis B Virus Among Patients
Treated With Ledipasvir-Sofosbuvir
for Hepatitis C Virus Infection

Mark 5. Sulkowski,' Wan-Long Chuang? Jia-Horng Kao) Jenny C. Yang,” Bing Gao,”
Diana M. Brainard,’ Kwang-Hyub Han,® and Edward Gane®

"Johns Hopkins University School of Medicine, Baltimone, Maryland; “Kaohsiung Medical
University Hospital, and *Mational Taiwan University College of Medicine and Hospital, Taiped,
Taiwan; *Gilead Sciences, Foster City, Califomia; “Yonsei University College of Medicine, Seoul,
South Koma; and "New Zealand Liver Transplant Unit, Auckland City Hospital

Postmarketing cases of hcpatitis B virus (HBV) reactivation
during hepatitis C treatment have been reported. We analyzed
serum samples from patients in a clinical trial of ledipasvir-
sofosbuvir in Taiwan and Korea. Of the 173 patients enrolled,
103 (60%) had been previously infected with HBV. None
showed evidence of HBV reactivation.

Table 1. Baseline Demographics and Disease Chamcteristics

Patients Megative

Patients Positive for for HEcAD

Characteristic HBcAL (n= 103] (n =70}
Age, y, median (range) b8 [36-75] 52 (20-74)
Male sex 43 [42) 33 47
Race

Korean E1 (50] 40 (B7)

Tahwanese 51 [50) 29 (41}

Chinese 0 11}

Tamwanese-Chinese 11} o
HCW genotype

1 101 0

1a B (8} 4 (6

1b 44 (91] 66 (9]
Cirrhosis

Mo B4 (82] 63 (90

Yes 19 01E8] 700
HCW RMNA, log; s IUfmL, 6.8 (3.7=74) 69 (5.2=7 6]

median (rangea)
ALT, LWL

Mean (S0 B6 (B0 9] 68 (43.1)

Median (rarge) BE (11-619) BB (13-1849]
HCVW trestrment experience

Maive 49 (48] 37 (53

Previously treated B4 (52) 33 40

[iata are presented a5 Mo. (%) unless othensdse indicated.

Abbrevigtions: ALT, alanine aminatransferase; HBcAD, hepatitis B core antibody; HCW,
hepatitis C wirus; 50, standard deniation.
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Sustained Hepatitis C Virus Clearance and Increased
Hepatitis B Surface Antigen Seroclearance in Patients
With Dual Chronic Hepatitis C and B During

Postireatment Follow-Up

Patients dually infected with hepatds C virus (HCV)/hepatitis B virus (HBV) have a higher
risk of developing advanced liver disease or hepatocellular caradnoma compared with monoin-
feaed padents. Yet, there is a similar rate of sustained virologic response (SVR) after peginter-
feron alfa-2a and ribavirin combination therapy in these patients compared with HCV-
monoinfected patients and a high hepatitis B surface antigen (HBsAg) seroclearance rate. The
durability of hepatitis C and B clearance in coinfected patients was investigated in a 5-year fol-
low-up study. Patients with active HCV genotype 1, both HBV-coinfected (n = 97) and HBV-

monoinfected (n = 110), underwent 48-week combination therapy with peginterferon alfa-2a
plus ribavirin. In patients with active HCV genotype 2 or 3, both HBV-coinfected (n = 64) and
monoinfected (n = 50) padents underwent 24-week combinatdon therapy. A total of 295

(91.99) patents completed treatment and 24 weeks postreatment follow-up; 264 (89.5%)
patients agreed to receive additional follow-up for up to 5 years after the end of treatment. After
a median follow-up of 4.6 %= 1.0 years, six of the 232 patdents achieving SVR developed HCV
RNA reappearance, including five HCV genotype 1/HBV-coinfected patents and one HCV ge-
notype 2/3-monoinfected patient. Subgenomic analysis of the HCV core gene indicated that
five patents developed delayed recurrence of HCV infection. Overall, the cuamulative recurrence
rate of HCV infection was 2.3% (0.4%/year; 95% confidence interval [Cl], 0.9%-5.5%). The
caumulative HBsAg seroclearance rate was 30.0% (95% CI, 21.5%-42.0%); with 33.1% (95%
Cl, 21.8%-50.1%) in the 48-week combination therapy group and 24.3% (95% CI, 13.7%-
42.9%) in the 24-week therapy group. Conclusion: Peginterferon alfa-2a and ribavirin therapy
provides good HCV SVR durability and a high accumulative HBsAg seroclearance rate in
patients who are coinfected with HCV and HBV. (HepATOLOGY 2013557:2135-2142)
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