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Tiirkiye’de Gebelerde HBsAg Pozitifligi ‘
HBsAg

Yazar Yil Sayi HbsAg pozitif

prevelans,%

Aynioglu A. 2015 1084 43 4

Balik G 2013 5894 338 5.7
Deveci O 2011 1570 45 2.9
Dogan K 2014 1450 18 1.2
Gonen | 2011 1028 34 3.3
Guckan R 2016 5540 50 0.9
Karaca C 2003 460 22 4.7
Evirgen O 2010 12969 203 1.6
Tosun S 2003 760 32 4.2
Yavuzcan A 2011 473 7 1.47
Furuncuoglu Y 2016 7605 114 1.5
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Figure 7. Geographical distribution of HBsAg prevalence in pregnant women of EMRO and Middle East countries using available data




Maternal gecisin risk ve nedenleri
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Virus by International Societies

“Mei-Hwei Chang, TBjorn Fischler, *Barri Blauvelt, *Mirta Ciocca, L Anil Dhawan,
TUdeme Ekong, “Yen-Hsuan Ni, *Gilda Porta, “Anupam Sibal, " Daniel DAgostino,
HSrefan Wirth, SSNeelam Morhan, and K athleen B. Schwarz

63 bolge (2015-2016’daki diinya popiilasyonunun %80)



TABLE 3. Screening maternal hepatitis B virus markers during pregnancy

Itee of charge (%)

Total Alrica Asia-Pacific Europe Latin America North America
(a=al) in=13} m=135) (n=21) (n=49) {(n=3)
Screening matemal HBsAg free of 24 (3%) 1 (&) 3 (20 15.({71) 5 (55) 0 (0}
charge (%0)
Sereens both maternal HBsAg and 10 (16) 0 (0) 4(27) 4(19) L1 | (33)
HBeAg free of change (%)
Mot screening maternal HBV marker (s) 27 (44) 12 (92) B (53) 2{10) 3(33) 2(67)

TABLE 1. Timing of the first dose of hepatitis B virus vaccine given to infant in different regions in the world

Different regions in the world, no. of countries (N) (% of the total countries in a region)

Total Africa Asia-Pacific Europe Latin America North America
Timing of the 1st dose of N=61 N=13 N=15 N=21 N=9 N=3
HBV vaccine (100%) (100%) (100%) (100%) (100%) (100%) P
<24h 39 0 11 19 7 2
after birth (64%) (0%) (73%) (91%) (78%) (67%)
>24h 22 13 4 2 2 1 <0.001
after birth” (36%) (100%)" (27%)" (10%)" (22%)° (33%)"

V asi programlari;

» %10 bolgede eksik,
» %36 asl ilk 24 saatten sonra _
» %50 bolgede gebe HBV agisindan tz



[ Gebelikte Kronik Hepatit B
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1- HBV'nin maternal ve fetal sagliga etkisi,
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2- Gebeligin Hepatit B'ye etkisi,
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v antiviral tedavi
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Prevention of perinatal hepatitis B virus transmission
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ogum sonrasi HBeAg serokonversiyonu %12







The impact of maternal HBsAg carrier status on
pregnancy outcomes: A case—control study
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The outcomes of pregnancy in patients with cirrhosis: a
populatlon based study

Abdel Aziz Shah 20, obert P. Myers

First published: 28 October 2009  Full publication histc _

DOI: 10.1111/).1478-3231.2009.02153 -.h_IL.:|;*_:-J._I. Lg 2
Cited by: 21 articles L+ Citation tools igl,wglutlm
/Perinatal komplikasyonlar: ) /Fetal komplikasyonlar: )

- plasental ablasyon, - blyume geriligi,
- gestasyonel hipertansiyon, - prematir dogum,
\_ - peripartum kanama / \_ -fetal mortalite J

Sirotik gebeler, perinatal komplikasyonlar ve kotu

maternal ve fetal sonuclar acisindan risk altindadir.

Shaheen AA. Liver Int 2010;30:275






a3yvan calismalarinda ostrojen ve progesteronun
ucrelerinin sayi ve aktivitesine olumsuz etkisi

terilmistir.
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¢ CASE REPORT =
Pregnant woman with fulminant hepatic failure caused by
hepatitis B virus infection: A case report

Yue-Bo Yang, Xiao-Mao Li, Zhong-Jie Shi, Lin Ma
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Exacerbation of chronic hepatitis B infection after delivery
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Kadinlarda KHB’nin antiviral tedavisi

s

.

- Dogurganlik cagindaki kadinda KHB y6netimi

7

.

- Gebelik planlayan kadinda KHB yonetimi

Vs

\.

- KHB tedavisi alirken gebe kalan kadinlarin yonetimi

J




al tedavi endikasyonlari, gebe olan/ol
nlarda aynidir:




“Tedavi almiyorum,

gebelik planlayabilir
miyim?”

Hastalik aktivitesi,
HBV DNA ve ALT duzeyleri

iroz?
9 Siroz: y
4 ) 4
Tedavi endikasyonu var :
: Siroz var
Siroz yok
\_ 4 .
\
> Gebelik sonrasi tedavi Tedavi
» 48 hafta streli IFN \{

> TDF ile uzun streli tedavi




“Tedavi aliyorum, gebelik
planlayabilir miyim?”



“Tedavi aliyorum, gebe
kaldim?”



Gebe kaldim

Yeni 6grendim ?

Hastalik aktivitesi,

HBV DNA ve ALT duzeyleri

-

|

\ Siroz? Y
[ Siroz yok ] { Siroz var
Yakin izlem, .
[ bebek icin antiviral ! ] { Tedavi ]

N

4



/ Antiviral tedavi endikasyonu olmayan gebeller\
alevlenmeler ydonunden yakindan izlenmelidir:

- Gebelikte ve sonrasinda alti ay sureyle ¢ ayda
bir ALT ve HBV DNA,

K26-28. haftada HBV DNA /







JOURNAL DF WRAL HERAITTIS
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Virologic factors associated with failure to passive—active
immunoprophylaxis in infants born to HBsA g-positive mothers
H. Zou,! Y. Chen,! Z. Duan,! H. Zhaﬂgz and C. Pan” 'Anifidal Liver Center, Beifing Youan Hospital, Capital Medical

University, Beifing, China; “Departiment of Obstetrics and Gynecology, Beijing Youan Hospital, Capital Medical University, Beifing, Chinag: and *Division
of Liver Diseases, Mownrne St Hospital, Mowret Sinai School of Medicine, New York, NY, US4
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Morbidity and Mortality Weekly Report

Recommendations and Reports December 23, 2005 / Vol. 54 / No. RR-16

A Comprehensive Immunization Strategy
fo Eliminate Transmission of Hepatitis B Virus Infection
in the United States

HBsAg pozitif annelerden bebeklerine bulas olasiligi %90’a

kadar ulasmaktadir.

4 )
Dogumdan sonraki 12 saat icinde 0,5 m| HBIg ve asi ile

\anneden bebege bulas %90-95 olasilikla engellenmektedir.

Mast EE et al. MMWR Recomm Rep 2006;55(R



| Maternal HBY carriers |
; { : HBV vaccination + Maternal antiviral +

Mo intervention HBV vaccination alone :
HBIG at birth HBY vaccination +

Persistent HBY infection in infants

Fig.2 Possible strategies to prevent HBV vertical transmission

30-90%e
<1%H
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s/yenidogana gecisi 6nlemek icin antiviral pro

Table 1 Recommendation from guidelines to start antiviral treatment in prevention of immunoprophylaxis failure

Viral load to Gestational age to Antiviral treatment  Mode of delivery  Antiviral treatment  Breastfeeding
consider antiviral begin antiviral treat- after delivery
Lre atment ment {weeks)

AASLD = 200,000 T ml. 2832 Tenotowir Cacsarcan Could stop after Mot contraindicated in
seciion 15 not delivery or up to women on antiviral
indicated 4 weeks postpar- treatment

lum

EASL = 200,000 10 ml 24-28 Tenolovir Mol meniioned Continue up Lo Mo contraindicated n
12 weeks after women on Tenofovir
delivery

APASL  =6-T7 log,,IU/ml,  28-32 Tenofovir or Telbn- Mot mentioned  Could stop after Mot encouraged during

or in lower DNA vidine delivery for breast-  antiviral treatment

levels aller discus-
s10n

feeding



Kilavuz (EASL, AASLD) Onerileri

v’ Perinatal bulasin 6nlenmesi icin HBV DNA> 1087 |[U/m|
olan gebelerde son trimesterda antiviral kullanilmalidir

v' TDF dogumdan sonraki 12 hafta (AASLD; 4 hafta) daha
kullaniimahdir,

v TDF alan gebe bebegini emzirtebilir,

(Anne dogumdan sonraki 6 ay yakindan izlenmelidir /




Table 3. FDA Pregnancy Categories for HBV Antiviral Therapy

HBV therapy Pregnancy category FDA description

A Adequate and well-controlled studies have falled to demonstrate a risk to the fetus in the

first trimester of pregnancy (and there is no evidence of risk in later timesters).
Telbivudine B Animal reproduction studies have failed to demonstrate a risk to the fetus, and there are
Tenofovir no adequate and well-controlled studies in pregnant women or animal studies that

have shown an adverse effect, but adequate and well-controlled studies in pregnant
women have failed to demonstrate a risk to the fetus in any trimester.

Lamivudine C Animal reproduction studies have shown an adverse effect on the fetus, and there are no

Entecavir adequate and well-controlled studies in humans, but potential benefits might warrant

Adefovir use of the drug in pregnant women despite potential risks.

D There is positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience or studies in humans, but potential benefits
might warrant use of the drug in pregnant women despite potential risks.

Studies in animals or humans have demonstrated fetal abnormalities, and/or there is
positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience, and the risks involved in use of the drug in
pregnant women clearly outweigh potential benefits.

Interferon




HEPATOLOGY

Cficial Jearnal af the American Ascociatson far the Soudy of Liver Dizeaces

Antiviral Therapy in Chronic Hepatitis B Viral
Infection During Pregnancy: A Systematic Review
and Meta-Analysis

Robert S. Brown, _jr.1] Brian J. McMahon,? Anna S.F. Lok,” John B. Wong,” Ahmed T. Ahmed,**®

LT . . N: = 5 6.9
Mohamed A. Mouchli,” Zhen Wang,”"” Larry J. Prokop,” Mohammad Hassan Murad,” ™" and

Khaled Mohammed®©*

( )
Perinatal bulasta azalma ve

_anne ve bebekte yan etkiler arastirilmis > ’
4 )
Konjenital malformasyon, prematurite, APGAR skorlari acisindan

antiviral tedavi alanlarla almayanlar arasinda fark yok.

\_ J
4 )
Maternal sonuclar acisindan tedavi alanlar ve almayanlar
arasinda fark yok
\_ /

Brown RS et al. Hepatology 2016;63:319 ‘



Normal dogum mu ?

Sezeryan mi ?



Virology Journal e

Review Open Access

Elective caesarean section versus vaginal delivery for preventing
mother to child transmission of hepatitis B virus — a systematic
review

Jin Yang, Xue-mei Zeng, Ya-lin Men and Lian-san Zhao*




CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013;11:1349-1355

Cesarean Section Reduces Perinatal Transmission of Hepatitis B Virus
Infection From Hepatitis B Surface Antigen-Positive Women
to Their Infants

CALVIN Q. PAN,* HUA-BIN ZOU,T YU CHEN® XIAOHUI ZHANG,T HUA ZHANG,® JIE U, and ZHONGPING DUANT
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Cesarean Section Reduces Perinatal Transmission of Hepatitis B Virus
Infection From Hepatitis B Surface Antigen—-Positive Women
to Their Infants

CALVIN Q. PAN* HUAI-BIN ZOU,® YU CHEN_® XIAOHUI ZHANG,* HUA ZHANG,® JIE LI,! and ZHONGPING DUAN?®

Wount Sinal Schoa of Madiche, New York, New York: SArificial Liver Center, Balfing
fics and Gynecology, Bafing Youan Hospital, Caplital Madlcal Uinkearsity, Balfing,
3 Bafiing, Chira

VD (n=319)

AS (n=115)

ES (n=238)

F=E3SSAsS oM 1S FS=2E38
F ot rs Wit FHEE S L0
S log |, cogriesdrmal

Pan CQ et al. Clin G



Yang er el BT Pregoanecy andg Chiladbierth (2017) 17503
D00 11T ES s 1 288901 F-1 487-1

BMC Pregnancy and Childbirth

Cesarean section to prevent mother-to-
child transmission of hepatitis B virus in
China: A meta-analysis

REVIEW

Caesarean seclion o prevent transmission of
hepalitis B: A meta-analysis

kgt 5 Charg #i0°, Sravanya Cavini WD, Priscla © Andrade PramDe, Julia Bchabb-Baltar gDl
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Contents |ists available 8t Sciancelirect

Digestive and Liver Disease

journal homepage: www.elsevier.com/locate/dld
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Liver, Pancreas and Biliary Tract

Cesarean section reduces the risk of early mother-to-child
transmission of hepatitis B virus

Songxu Peng, Zhihua Wan, Tingting Liu, Xiu Li, Yukai Du*

kadin, 1407 infant 2
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Fig. 2. HBV MTCT rates in the subsets of participants.

HBeAg poazitif
ve yuksek HBV DNA olanla

ES dnerilmelidir.

Pan CQ et al. Clin Gastroen
Peng S. Digest Liver Dis






Zheng et al. BMC Public Health 2011, 11:502
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Should chronic hepatitis B mothers breastfeed?
a meta analysis
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HBV enfekte anneden emzirme ile bebege HBV bulas
riskinin arttigina dair kanit yoktur.

"HBV enfeksiyonunun yuksek endemik oldugu
bolgelerde bagisiklama olanagi olmasa dahi
_emzirmeye devam edilmesi onerilir.

J

Meme basindaki catlak, kuruluk ve mastit acisindan
dikkatli olunmahdir.

{Antiviral tedavi emzirme nedeniyle kesilmemelidir. ]

AASLD 2018
EASL 207



OZET

r ™
Gebelerde antiviral tedavi endikasyonlari, gebe

olmayan hastalardan farkli degildir.
\ y

4 )
Sirotik olmayan hastalarda 6zellikle hastalik
aktivitesi disuk ve HBV DNA ve ALT duzeyleri

\yl'jksek degilse, tedavinin baslanmasi ertelenebilir. )




-

HBeAg (+) ve HBV DNA >200 000 IU/ml gebelerde
perinatal bulasin dnlenmesi icin 3. trimesterda
\antiviral tedavi onerilir.

4 )

Gebelerde Tenofovir kullaniminin fetal ya da
maternal sagligi olumsuz etkiledigi gosterilmemistir.

. J




C/S vertikal bulasin 6nlenmesinde ek yarar
saglayabilir ancak yararin gercek derecesi belirsizdir.

Bulasin onlenmesinde C/S yarari en fazla HBV DNA
duzeyleri yiksek HBeAg (+) gebelerde ortaya cikabilir.

HBV enfekte anneden emzirme ile bebege HBV bulas
riskinin arttigina dair kanit yoktur.




"ig. 4 Suggested clinical
nanagement to HBV carriers in
regnancy

Pregnant HBV carriers

L 4

Multidisciplinary approach
Early pregnancy
e Liver function, HBV DNA, HBeAg

Antiviral treatment for

maternal indication

———

HBV DNA < 5log;olU/ml

HBV DNA 5-6.9log;,IU/ml

HBV DNA =7 log;olU/ml

‘

|

'

No prenatal antiviral
treatment

Consider Tenofovir from 28-32
weeks

Start Tenofovir from 28-32
weeks

— T ———

Mode of delivery based on obstetric indication

Newborn receives HBV vaccine and HBIG within 12 hours of
birth, follow by standard course of HBV vaccinations

—

\.

Mother

Re-evaluate the indication of antiviral treatment
Continue lifelong surveillance of HBV complication

Infants’ HBsAg and anti-HBs at 9-12 months




GEBELIK TAKIBINDE HEPATIT B YONETIM ALGORITMASI

ilk trimesterde / ilk izlemde HBsAg bakilir

!

v

HBsAg (+) ise Enfeksiyon Hastaliklari ve Klinik
Mikrobiyoloji veya Gastroenteroloji Uzmanina

sevk edilir.

Enfeksiyon Hastaliklari ve HBV DNA > 200.000 1U/mL

Klinik Mikrobiyoloji veya —) (>10° kopya/mL)
Gastroenteroloji Uzmani
degerlendirir.
o ALT — HBV DNA < 200.000 1U/mL
e HBsAg (< 10° kopya/mL)
o Anti-HBc IgG
* HBeAg, Anti-HBe == | HBV DNA < ikinci000 IU/mL
e HBV-DNA
e Anti- HDV bakilir2 ‘

Dogumdan sonra yenidogana
Hep-B+HBIG uygulamr.3

1 Gebelikte yapilan tetkikte HBsAg (-), anti-HBs(-) ¢ikan ve gebelik sirasinda HBV ile enfekte olma riski bulunan gebelere; gebelik sirasinda (ikinci veya

v

HBsAg (-) ise enfekte olma riski bulunan
gebelere Hepatit B asisi (Hep B) oOnerilir

(gebelikte istege bagl veya gebelik sonrasi).!

Tedaviye (Tenofovir/Telbivudine/ Lamivudine)?
— gebeligin  Uglincli  trimesterinde

haftasinda) baglanir ve dogumdan

yenidogana asi (Hep B) + HBIG uygulanlr.3

1-Gebenin daha onceki dogumlarindan olan

cocuk/cocuklari HBsAg (+)

Uiclinciitrimestirde oral antiviral baslanabilir ve
dogumdan sonra yenidogana asi (Hep B) +

HBIG uygulanir.

2-ilk gebelik ise veya onceki ¢ocuk/gocuklari
HBsAg (-) ise dogumdan sonra yenidogana asi

ticlincii trimesterde) Hepatit B asisi 0-1-6 ay asi semasiyla yapilabilir. Gebelikte asilanmayan anneler dogumdan sonra asilanabilir.

2 HBsAg (+) gebelere anti-HDV testi de bakilmasi dnerilir.

3Dogumdan sonra yenidogana en kisa siirede miimkiinse dogar dogmaz veya ilk 12 saat icinde Hepatit B (Hep B) asisi + Hepatit B immunglobulini (HBIG)

uygulanir.

4Tedavide kullanilan Tenofovir ve Telbivudine’in gebelik kategorisi B, Lamivudine’nin gebelik kategorisi ise C’dir.




Pregnant mothers with positive HBV surface antigen I

\ v

HBV DNA >200,000 IU/mL HBV DNA =200,000 IW/mL,
or previous chiid falled previous child has
HBIG + vaccine successiul prophylaxis

HBV DNA HBV DNA
>200,000 IU/mL =200,000 IU/mL

All infants should recelve
HBIG + vaccine within 12
h at birth, and two
additional vaccines later

Fig. 2. Algorithm for risk assessment of MTCT of HBV. (From Pan CQ, Duan ZP, Bhamidimarri
KR, et al. An algorithm for risk assessment and intervention of mother to child transmission
of hepatitis B virus. Clin Gastroenterol Hepatol 2012;10(5):452-9; with permission.)




Table 3

Doses for immune prophylaxis of infants born of hepatitis B virus—-infected mothers

birth
HBIG <12 h after birth

Infants
Weight Hepatitis B Surface Antigen Hepatitis B Surface Antigen Hepatitis B Surface
at Birth Positive Unknown Antigen Negative
<2000 g HBV vaccine <12 h after Test HBsAg on admission Administer HBV
birth. This is not included HBV vaccine <12 h vaccination at 1
in the 3-shot vaccine HBIG <12 h unless HBsAg is month of age or on
series. found negative hospital discharge
HBIG <12 h after birth (whichever comes first)
>2000 g HBV vaccine <12 h after Test HBsAg on admission HBV vaccination <24 h

HBV vaccine <12 h after birth
HBIG within 7 d or on

hospital discharge if

HBsAg is positive or

remains unknown

Adapted from Lee C, Gong Y, Brok J, et al. Hepatitis B immunisation for newborn infants of hep-
atitis B surface antigen-positive mothers. Cochrane Database Syst Rev 2006;(2):CD004790; with

permission.



