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25 yasinda kadin hasta, kronik hepatit B tasiyicisi,
hicbir ek sorunu yok...

-

“Cocuk sahibi olabilir miyim?”
“Hepatit B gebeligimi etkiler mi?”
“Gebe kalmak hastaligimi ilerletir mi?”

\_ “Bebegime bulasir mi?”
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Gebelikte KHB’nin yonetiminde

&
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- HBV’nin maternal ve fetal sagliga etkisi,

- Gebeligin HBV enfeksiyonunun seyrine etkisi
- Gebede KHB’nin antiviral tedavisi,

- Perinatal bulasin 6nlenmesi
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HBV’nin maternal ve fetal sagliga
etkisi
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-

Perinatal komplikasyonlar,

- plasental ablasyon,

- gestasyonel hipertansiyon,
\_ - peripartum kanama

-

Fetal komplikasyonlar,

- buylime geriligi,

- prematlr dogum,
- - fetal mortalite y

AN

Shaheen AA. Liver Int 2010;30:275
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Gebeligin HBV enfeksiyonunun
seyrine etkisi
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Gebelikte HBV DNA duzeylerinde dikkat cekici bir

degisiklik olmamakla birlikte ALT dizeylerinde bir

\artl§ gorulebilmektedir. y

HBeAg pozitif hastalarda spontan Hbe
serokonversiyonu ile iliskili bulunmustur.

Tan HH et al. Hepatol Int 2008;2:370
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Journal of Viral Hepatitis, 2008, 15, 3741 doi: 10.1111/§.1365-2893.2007.00894.x

Exacerbation of chronic hepatitis B infection after delivery

M. J. ter Borg, W. F. Leemans, R. A. de Man and H. L. A. Janssen bepartment of Gastroenterology and Hepatology.
Erasmus Maiical Center Rotterdam, Rotterdam, the Netherlands

All patients (n=38)

== All (n=38)
=== With exacerbation (n=17)

~ Without exacerbation n=21)

Median ALT x ULN »

before during



Journal of Viral Hepatitis, 2008, 15, 3741 doi: 10.1111/§.1365-2893.2007.00894.x

Exacerbation of chronic hepatitis B infection after delivery

M. J. ter Borg, W. F. Leemans, R. A. de Man and H. L. A. Janssen bepartment of Gastroenterology and Hepatology.
Erasmus Maiical Center Rotterdam, Rotterdam, the Netherlands

All patients (n=38)

== All (n=38)
=== With exacerbation (n=17)

~ Without exacerbation n=21)

A
_—
-
s |
x
ar
<
c
.g
3
=

before during




PO Box 2345, Beijing 100023, China World J Gastroenterol 2004;10(15):2305-2306
Fax: +86-10-85381893 World Joumal of Gastroenterology
E-mail: wjg@wjgnetcom WwWw.wjgnet.com Copyright © 2004 by The WIG Press ISSN 1007-9327

* CASE REPORT e

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




Liver Disease
In Pregnancy

Ayaz Matin, mp, David A. Sass, MD, AGAF™

Gebelikte gerceklesen immunolojik, metabolik ve
hemodinamik degisikliklerin eslik eden karaciger
\hastalléml ilerletmesi olasidir,

-

J
~

Ancak klinik tablonun siroza ilerlemesi beklenmez.

\_ /

Matin A et al. Gastroenterol Clin N Am 2011;40:335



Gebede KHB’nin antiviral tedavisi

- Dogurganlik cagindaki kadinda KHB yonetimi
. J
( )
- Gebelik planlayan kadinda KHB yonetimi
( )

- KHB tedavisi alirken gebe kalan kadinlarin yonetimi

\_ J




Gebede KHB’nin antiviral tedavisi

(. )

Kronik hepatit B tedavi endikasyonu
- HBV DNA duzeyi,
- Serolojik durum,
- Karaciger hasari
N ; Y,

[Anne ve fetlsun sagligi ayri ayri dikkate alinmalidir. }




Dogurganlik cagindaki kadinda KHB
yonetimi

~ N
Yakin zamanda cocuk sahibi olmayi planliyor ise

tedavi ertelenebilir,

\ J
Sirotik olmayan hasta, A
Hastalik aktivitesi disuk,

L HBV DNA ve ALT duzeyleri yuksek degil )

Sirotik hastalar tedavi edilmelidir.

Lok ASF et al. ) Hepatol 2012;57:167



Dogurganlik cagindaki kadinda KHB
yonetimi

Yakin zamanda cocuk sahibi olmayi planlamiyor,
tedavi endikasyonu varsa

48 hafta sureli IFN tedavisi ya da
TDF ile tedavi edilmelidir.

Lok ASF et al. ) Hepatol 2012;57:167



Antiviral tedavi alirken gebe kalan
hastalar

Tedaviyi kesmek gebede alevlenme acisindan risk

dogururken, tedavi devami fetus acisindan riskli
olabilir.

- Sirotik olmayan gebelerde tedavinin
kesilmesi dusunulebilir,

- Alternatif ilacla (TDF) tedavinin devami

Lok ASF et al. ) Hepatol 2012;57:167
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“Tedavi almiyorum,
gebelik planlayabilir
9 miyim?” D

Hastalik aktivitesi,
HBV DNA ve ALT duzeyleri

g Siroz? P
4 A 4 R
Tedavi endikasyonu var Tedavi endikasyonu var
Siroz yok Siroz var
_ y, - y,

sonrasi tedavi ) edilmelidir
~N

48 hafta sureli IFN tedavisi

N
[ Tedavi ertelenir, gebelik Sirotik hastalar tedavi }
[ya da TDF ile tedavi
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“Tedavi aliyorum, gebelik

planlayabilir miyim?”
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Siroz yok Siroz var
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Tedavi kesilerek izlem
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9 “Tedavi aliyorum, gebe

kaldim?”
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Antiviral tedavi endikasyonu olmayan gebeler
alevlenmeler yonunden yakindan izlenmelidir.

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

- 26-28. haftada HBV DNA

Yuksek viral yuku olan hastalarda perinatal bulasin
dnlenmesi icin tedavi baslanmalidir.



Anneden bebege bulas




Anneden bebege bulas

Morbidity and Mortality Weekly Report

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

A Comprehensive Immunization Strategy
to Eliminate Transmission of Hepatitis B Virus Infection

in the United States




Perinatal bulas

/Universal maternal tarama uygulamalari ve A
infantlarin pasif ve aktif immunizasyonu ile
anneden bebege bulas %90-95 olasilikla
\engellenmektedir. )
4 )
Dogumdan sonraki 12 saat icinde 0,5 m| HBIg ve
\Hepatit B asisi, 0, 1 ve 6. aylarda )

Mast EE et al. MMWR Recomm Rep 2006;55(RR-16):1



Outcomes of Infants Born to Women
Infected With Hepatitis B

Sarah Schillie, MD, MPH, MBA®, Tanja Walker, MPH®, Steven Veselsky, MPH?, Susan Crowley, B¥, Cristina Dusek, RN, BSN¢,
Julie Lazaroff, MPH®, Sandra A. Morris, MPH' Kenneth Onye, MPH?, Stephen Ko, MD, Ma, MPH, MDIV®, Nancy Fenlon, RN, MS”,
Noele P. Nelson, MD, PhD, MPH?, Trudy V. Murphy, MD*

BACKEROUND AND 0BJECTIVES: Perinatal exposure is an important mode of hepatitis B virus (HBV)
transmission, resulting in chronic disease in ~90% of infected infants. Immunoprophylaxis
recommended for infants born to hepatitis B surface antigen-positive mothers reduces up to
95% of perinatal HBV infections. We sought to identify factors associated with perinatal HBV

transmission.

17951 anne-bebek, 2007-2013 prospektif

fimm(jnproﬁlaksiye ragmen bebeklerin %1,1’inde )
perinatal bulas 6nlenememis
- HBeAg pozitifligi,
- HBV DNA >2000 IU/ml,
\ - Geng gebelik yasi .

Schillie S et al. Pediatrics 2015;135:e1141




Outcome of Perinatal Hepatitis B Virus Exposure Is Dependent on Maternal
Virus Load

Robert D. Burk, Lu-Yu Hwang, Gloria Y. F. Ho, Marion Bessin Liver Research Center and Departmenis of Pediatrics.

David A. Shafritz, and R. Palmer Beasley Microbinlogy and Tmmunology, Ohstetrics amd G ymecology, Medicine,
Cell Biology. and Epidemiology and Sovial Medicine. Albert Einstein

College of Medicine, Brony. New Yoek; Cemter for Infections Diseases,
School of Public Health and Graduste School of Biomedical Science.
University of Tevus. Health Science Center at Houston: and American
Matical Research Center, Taipei, Taiwan. Republic of China

To evaluate the role of maternal hepatitis B virus (HBV) DNA levels in perinatal infection, two
nested case-control studies were done within a cohort of 773 hepatitis B surface antigen
(HBsAg)-positive Taiwanese women and their infants. As serum HBV DNA levels increased
from <0.005 to = 1.4 ng/mL among the hepatitis B ¢ antigen (HBeAg)-positive mothers, the
odds ratio (OR) for having a persistently infected infant increased from 1.0 to 147.0 (P for trend
< .001), Among HBeAg-negative mothers, the OR for having a persistently infected infant was
19.2 (95% confidence interval, 2.3-176.6) in mothers with high versus low levels of serum HBV
DNA. A logistic regression analysis identified maternal HBV DNA to be a stronger independent
predictor of persistent infection than HBeAg status. Thus, perinatal exposure to high levels of
maternal HBY DNA is the most important determinant of infection outcome in the infant.




RESEARCH

Perinatal transmission of hepatitis B virus:

an Australian experience

Elke Wiseman, Melissa A Fraser, Sally Holden, Anne Glass, Bronwynne L Kidson, Leon G Heron, Michael W Maley,
Anna Ayres, Stephen A Locarnini and Miriam T Levy

. erinatal transmission is the predom- ABSTRACT
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Mother-to-infant transmission of hepatitis B virus
infection: Significance of maternal viral load and strategies
for intervention
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Virologic factors associated with failure to passive—active
immunoprophylaxis in infants born to HBsAg-positive mothers
H. Zou,' Y. Chen,' Z. Duan,' H. Zhemg" and C. Pan> !Anifidal Liver Center, Beifing Youan Hospital, Capital Medical

University, Beijing, China; “Department of Obstetrics and Gynecology, Beijing Youan Hospital, Capital Medical University, Beijing, China; and ~Division

of Liver Diseases, Mount Sinai Hospital, Mount Sinai School of Medicine, New York, NY, USA
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2007-2010, 869 anne-bebek cifti,

Tum yenidoganlara ayni pasif-aktif immunizasyon

\_
-

\_

%3,1 immunizasyon basarisizligi

_/
~

Zou H et al. J Viral Hepat 2012;19:e18
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Virologic factors associated with failure to passive—active
immunoprophylaxis in infants born to HBsAg-positive mothers

- 2
H. ZOU.1 Y. Chen,l Z. Duan.l H. Zhang and C. Pan3 ! Artificial Liver Center, Beijing Youan Hospital, Capital Medical
University, Beljing, China; *Department of Obstetrics and Gynecology, Beijing Youan Hospital, Capital Medical University, Beijing, China; and *Division
of Liver Diseases, Mount Sinai Hospital, Mount Sinai School of Medicine, New York, NY, USA

The rates of failure (%)

The rates of failure (%)
i S
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0! 1 L 1 .o‘o
Cases=n 27/869 27/484 27/562 /426 3/95 19/282
HBsAg HBeAg HBV DNA HBV DNAJ HBVDNA HBV DNA
positive positive detectable <6 logs. 6-6.99 logs 7-7.99 logs

Maternal HBV infection™
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Sorun

HBV DNA 6 log kopya/ml lGzerinde ise
profilaksi etkinligini yitiriyor.




Journal of Viral Hepatitis, 2006, 13, 597-604 doi:10.1111/j.1365-2893.2006.00738.x

Antepartum immunoprophylaxis of three doses of hepatitis B

immunoglobulin is not effective: a single-centre randomized
study

J. Yuan,'? J. Lin,2 A. Xu,? H. Li,” B. Hu,? J. Chen,? J. Yao,' H. Dong' and M. Jiang" *Department of
Pathogenic Biology, Wuhan University School of Medicine, Withan; and > Department of Obstetrics and Gynecology, Huizhou Municipal Central Hospital,
Huizhou, China




Before treatment of HBIg At labour

Study group Control group Study group Control group

Features (n=117) (n = 133) (n=117) (n= 133)
Age* (mean £ SD) 2599 £ 2.39 (26)  25.68 £ 2,67 (25) 2599 % 2.39 (26) 25.68 £ 2.67 (25)
Gravidity* 141 + 087 (1) 129 + 0.74 (1) - -

Parity* 1.02 £ 0.16 (1) 1.03 £ 017 (1) = =

ALT < 40 IU/L* 117 133 112 126

ALT >40, <60 IU/L* 0 0 3 3

ALT >60, <80 IU/L* 0 0 0 1

HBsAg positive* 117 133 117 133

Anti-HBs positive* 0 0 0 0

HBeAg positive* 117 133 117 133

Anti-HBe positive* 0 0 0 0

133.89 £ 55.04%  139.34 + 47.93°P
7.54 + 1.70° 7.22 +1.80% ¢

HBsAg level*f (IU/L, mean + SD) 131.58 + 57,224 142.64 + 49.19
HBV DNA level*f 7.62 £ 1.72% 725+ 1.74
(log, copies/mL, mean *+ SD)

Premature birth* - - 0 1
Term delivery* - - 117 132
Spontaneous delivery* - - 88 102
Abdominal delivery* - - 29 31
Significant complications*




At birth 1 year alter birth

Control group (n = 133)

Study group Control group

(n=133) Study group (n = 118)

(n=118)
Case (%)

27 (22.88) 32 (20.06) 1
0 U UT (85, 5%,
9(7.63) 8 (6.02) 6 (5.08) 71(5.26)
0(0) 0(0) 0 () 0(0)
71(5.26)

Anti-HBc+ 2(1.69) 2 (1.50) 6 (5.08)
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Antepartum immunoprophylaxis of three doses of hepatitis B

immunoglobulin is not effective: a single-centre randomized
study

J. Yuan,'? J. Lin,2 A. Xu,? H. Li,” B. Hu,? J. Chen,? J. Yao,' H. Dong' and M. Jiang" *Department of
Pathogenic Biology, Wuhan University School of Medicine, Withan; and > Department of Obstetrics and Gynecology, Huizhou Municipal Central Hospital,
Huizhow, China




Research

Effect of hepatitis B immunisation in newborn infants of mothers
positive for hepatitis B surface antigen: systematic review and
meta-analysis

Chuanfang Lee, Yan Gong, Jesper Brok, Elizabeth H Boxall, Christian Gluud




SMFM COHSUlt Series ajog.org

Society for Maternal-Fetal Medicine (SMFM) Consult Series:
Hepatitis B in pregnancy screening, treatment,
and prevention of vertical transmission

Society for Maternal-Fetal Medicine (SMFM); Jodie Dionne-Odom, MD;
Alan T. N. Tita, MD, PhD; Neil S. Silverman, MD

4 )
HIV modelinden hareketle riskli gebelerde, guvenli

oldugu bilinen antivirallerin kullanimi perinatal
bulasi azaltir mi?
\_

Tita ATN et al. Am J Obstet Gynecol 2016;214:6



Table 3. FDA Pregnancy Categories for HBV Antiviral Therapy

HBV therapy Pregnancy category FDA description
A Adequate and well-controlled studies have failed to demonstrate a risk to the fetus in the
first trimester of pregnancy (and there is no evidence of risk in later trimesters).
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 Cc 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.

Interferon X 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.




The

Antiretroviral

Pregnancy Registry

Interim Report

VOL. 28, NO. 1

‘ 1 JANUARY 1989 THROUGH 31 JANUARY 2016 ‘

Proportion of defects reported with an
exposure to any ART [3]

Any NRTI containing regimen

Any Abacavir regimen
Any Didanosine regimen
Any Emtrici@abine_regimen

Any Lamivu@ine regimen
Any Telbivudine regimen [5]

Any Zalcitabine regimen
Any Zidovudine regimen

Earliest Trimester of Exposure

First Trimester

Second/Third Trimester

Defects/ Prevalence
Tive births (95% CI) [2]

223/7925

216/7556

30/1007 3.0% (2.0%, 4.2%)
20/422 4.7% (2.9%, 7.2%)
48/2145 2.2% (1.6%, 3.0%)

143/4589 3.1% (2.6%, 3.7%)

0/10
2/41
133/4128 3.2% (2.7%, 3.8%)

Defects/ Prevalence
Tive births (95% CI) [2]

251/9036

254/9065

33/1255 2.6% (1.8%, 3.7%)
20/462 4.3% (2.7%, 6.6%)
21/1010 2.1% (1.3%, 3.2%)

207/7281 2.8% (2.5%, 3.3%)
0/8

0/12
265/9401 2.8% (2.5%, 3.2%)
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‘Antiviral Pregnancy Registry” LAM ile dogumsal
defekt sikhgi antiviral kullanilmayan gebeliklerden
farkh degil

~

1. trimesterda %3,1
2/3. trimesterda %2,8 /
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a )
Yuksek viremisi olan HBsAg pozitif annelerde
gebeligin son ayinda LAM ile vireminin dusuridlmesi

_perinatal bulasi onlemede etkindir. y

van Zonneveld M et al. J Viral Hepat 2003;10:294
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A Infant HBsAg seropositivity at age 9-12 months

Lamivudine Control Odds Ratio Odds Ratio

dy or Subgroup ents ot3 ents ofal Weig M-H. R 0 ¥ M-H. Ra 95%
Han 2005 0 43 5 35 59% 0.06 [0.00, 1.20] 2005 * -
Li 2006 1 36 7 44 10.9% 0.15[0.02, 1.29] 2006 B
Feng 2007 7 48 16 42 489% 0.28 (0,10, 0.77] 2007 =
Yang' 2008 2 20 2 19 118% 0.94 (0.12, 7.48] 2008 g
Xu 2009 3 49 5 41 225% 0.47 [0.11,2.10] 2009 e

Total (95% CI) 196 181 100.0%
Total events 13 35

Heterogeneity: Tau® = 0.00; Chi* = 3.07, df =4 (P = 0.55); I*= 0%
Test for overall effect: Z = 3.24 (P = 0.001)

0.31 [0.15, 0.63]

001 01 1 10 100
Favours Lamivudine Favours Control

B  Infant HBV DNA seropositivity at age 9-12 months

Lamivudine Control Odds Ratio Odds Ratio

gy Ol RAroup BNLS 013 2nts QL3 Neigh Yi-H. sandom. 995% 23 Y-, sandom, 997
Feng 2007 7 48 16 42 457% 0.28 [0.10, 0.77) 2007 ——

Xu 2009 11 49 27 41 543% ininiettmieg

Total (95% Cl) 97 83 100.0%
Total events 18 43

Heterogeneity: Tau* = 0.00; Chi*=0.76, df = 1 (P = 0.38), P = 0%
Test for overall effect: Z = 4.62 (P < 0.00001)

0.20 [0.10, 0.39]




Reviews

Lamivudine in Late Pregnancy to Interrupt In
Utero Transmission of Hepatitis B Virus

A Systematic Review and Meta-Analysis

Zhongjie Shi, Mp, Yuebo Yang, mp, Lin Ma, mp, Xiaomao Li, Mp, and Ann Schreiber, BSN




Reviews

Lamivudine in Late Pregnancy to Interrupt In
Utero Transmission of Hepatitis B Virus
A Systematic Review and Meta-Analysis

Zhongjie Shi, mp, Yuebo Yang, mMp, Lin Ma, mp, Xiaomao Li, MD, and Ann Schreiber, BSN

n

/YUksek viremisi olan gebelerde gebeligin son
doneminde LAM kullanimi belirgin bir yan etki ya da

komplikasyon olmaksizin, perinatal bulasi etkin
\blc;lmde onlemektedir. )
N

-
LAM kullanimi ile birinci yil sonunda ylksek oranda

direnc gelismesi (%32), dogum sonrasi tedaviye

\devam etmesi gereken hastalarda bir sorundur. ¥

Shi Z et al. Obstetrics Gynecol 2010;116:147
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4 )
LAM 2 ya da 3. trimesterda baslandiginda benzer
etkinlik gostermekte ve perinatal bulasi

Kazaltmaktadlr. y

4 )
Fetal temasi ve direncg gelisme riskini azaltmak icin

\Ugi]ncij trimestera kadar beklenebilir. )
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229 HBeAg (+), HBV DNA >107 kopya/ml

20-32. hf arasi LdT 600 mg/gtin (n=135)
Kontrol (n=94)

-

Tum yenidoganlara 200 IUHBIg, 12 saat icinde ve
HBV asisi O, 1, 6. aylarda
\Bebeklerde 28. haftada HBsAg ve HBV DNA

_/
S

_/

Han GR et al. J Hepatol 2011;55:1215
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Fig. 2. HBV kinetics in patients treated and not treated with telbivudine.
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450 HBeAg (+), HBV DNA >10° kopya/ml

24-32. hf arasi LdT 600 mg/giin (n=279)
Kontrol (n=171)

-

Tum yenidoganlara 200 IUHBIg, 12 saat icinde ve
HBV asisi 0, 1, 6. aylarda
\Bebeklerde 6. ayda HBsAg ve HBV DNA

J
S

_/

Wu Q et al. Clin Gastroenterol Hepatol 2015;13:1170
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The effects of telbivudine in late pregnancy to

prevent intrauterine transmission of the hepatitis
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/LdT kullanan grupta )
Dogum 6ncesi maternal HBV DNA dlizeyleri

daha disuk
Yenidoganlarda 6-12. ayda HBsAg ve HBV
\DNA pozitifligi daha dusuk, )

(Gebeliéin gec doneminde LdT kullanimi, belirgin yan
etki ya da komplikasyon olmaksizin perinatal bulasi
_Onlemektedir. p

Deng M et al. Virology J 2012;9:185
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/Prospektif, cok merkezli calisma )
118 HBsAg (+), HBeAg (+), HBV DNA >7,5 log
IU/ml gebe

TDF (n=62)
Kontrol (n=56)
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4 )
Yuksek viremisi olan gebelerde TDF tedavisi ile HBV

DNA duzeyleri hizli ve etkin bicimde dligsmus,

\bebeklerde altinci ayda HBsAg pozitifligi azalmistar. Y

[Tedavi iyi tolere edilmistir. ]

Chen HL et al. Hepatology 2015;62:375
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120 HBsAg (+), HBV DNA >7 log IU/ml gebe,
130 gebelik, %96 HBeAg (+),

LAM (n=52) 2007-2010

TDF (n=58) 2010-

\ Kontrol (n=20) .

Greenup Al et al. J Hepatol 2014;61:502
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ORIGINAL ARTICLE

Tenofovir to Prevent Hepatitis B Transmission
in Mothers with High Viral Load

/Randomize, cok merkezli calisma )
200 HBsAg (+), HBeAg (+), HBV DNA >200000
IU/ml gebe,
TDF (n=100)
\_ Kontrol (n=100) .

30-32. haftadan postpartum 4. hafta sonuna kadar
28. haftada bebekte HBsAg pozitifligi

rdir Ll cidl. INCHiglhJivicu
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Tenofovir to Prevent Hepatitis B Transmission
in Mothers with High Viral Load

1 Trancmic n ot Henatitic B
1fafl I 510 3 2pPatilis D

(Doéum sirasinda median HBV DNA dulzeyi A
TDF grubu 4,7 log IU/ml 0<0,001

. Kontrol grubu 8,0 log IU/m| p

(Do{gum sirasinda HBV DNA <200000 IU/ml A
TDF grubu %68 p<0,001

- Kontrol grubu %2 p

Pan CQet al. N EnglJ Med 2016;374:2324
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Huaibin Zou, M.D., Baoshen Zhu, M.D., Wenjing Zhao, M.D.,
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M Per-protocol analysis [l Intention-to-treat analysis

25 P=0.007

Infants with HBV Infection (%)

N=0/92 N=5/97
TDF Group

N=6/88 N=18/100
Control Group

Figure 2. Rate of Hepatitis B Virus (HBV) Infection among Infants.
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( )
TDF alan gebelerin %68’inde dogumda hedef HBV
DNA duzeyi elde edilmigtir (<200000 IU/ml) )
( )
Hem ITT hem de PP analizde TDF etkinligi
\gbsterilmig.tir. y

Anne ve yenidogan acisindan TDF givenlidir.
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26 kontrollt calisma, 3622 gebe
11 LAM-kontrol
9 LdT-kontrol
2 LAM-LdT
3 TDF-kontrol

\ 1 TDF-LAM -/
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Study Events, Events, %
name RR (95% Cl) Treatment Control  Weight
HBsAg seropositivity

Guo et al, 2008 0.19 (0.07, 0.55) 4170 12/40 2408
Guo et al, 2011 = 0.34 (0.12,093) 4128 11126 2654
Li WF et al, 2006 — 0.17 (0.02, 1.35) 1136 7144 648
Xu et al, 2009 1 0.53 (0.14, 2.01) 356 6/59 15.22
Yang et al , 2008 0.95 (0.15, 6.08) 2120 2119 789

Yaoetal, 2011

Zhang and Wang, 2009

Zhang etal,, 2010

Zhang et al , 2010

Subtotal (l-squared = 0.0%, p = 0639)

HBYV DNA seropositivity

Guo et al., 2008

Guo et al, 2011

Xu et al, 2009

Zhang et al, 2010

Zhang et al, 2010

Subtotal (I-squared =0.0%, p=0472)

NOTE Weights are from random effects

0.12 (0.01, 2.11)
0.11 (0.01, 1.92)
0.13 (0.02, 0.96)
0.09 (0.01, 0.68)
0.26 (0.16, 0.44)

0.29 {0.12, 0.70)
0.19 (0.02, 1.49)
0.41(0.22,0.74)
0.09 {0.01, 0.68)

13 (0.02, 0.96)
oP1 (0.20, 0.49)




Study Events, Events, %
name RR (95% CI) Treatmenl Control Weight
HBsAQ seropositivity

Guo et al_, 2008 0.19 (0.07, 0.55) 4770 12/40 40.00

Li WF et al_, 2006

Xu et al., 2009

Yang et al., 2008

Zhang et al., 2010

Subtotal (I-squared = 0.0%, p = 0.424)

HBV DNA seropositivity

Guo et al, 2008

Xu et al., 2009

Zhang et al., 2010

Subtotal (I-squared = 0.0%, p = 0.479)

NOTE: Weights are from random effects analysis

0.17 (0.02, 1.35)
0.53 (0.14, 2.01)
0.95 (0.15, 6.08)
0.13 (0.02, 0.96)
0.29 (0.15, 0.56)

0.29 (0.12, 0.70)
0.41 (0.22, 0.74)
0.13 (0.02, 0.96)
0.34 (0.21, 0.56)

8/50
47/146




Study Events, Events, %

name RR (95% CI) Treatment Control Weight

HBsAg seropositivity
Guoetal, 2011 0.34 (0.12, 0.93)
Yao etal, 2011 0.12(0.01,2.11)
Zhang and Wang, 2009 0.11(0.01,1.92)
Zhang et al, 2010 0.09 (0.01, 0.68)
Subtotal (--squared = 0.0%, p = 0.565) 0.23(0.10, 0.52)

HBV DNA seropositivity
Guoetal, 2011 0.19(0.02, 1.49)
Zhang etal , 2010 0.09 (0.01, 0.68)
Subtotal (I-squared = 0.0%, p = 0.624) 0.13(0.03,0.55)

NOTE: Weights are from random effects analysi




Study

name

RR (95% CI)

Treatment

Events,

Control

Weight

HBsAQ seropositivity

Celen et al., 2013

Chen etal , 2015

Greenup et al,, 2014

Subtotal (I-squared = 0.0%, p = 0.804)

NOTE. Weights are from random effects ana

0.22 (0.01, 4.30)

0.29 (0.06, 1.37)

0.11 (0.01, 1.13)

022 (0.07,0.70)
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4 )
6-12. ayda bebekte HBsAg pozitifligi acisindan LAM,
 LdT, TDF arasinda fark yok. )
4 N
LAM, LdT, TDF kontrole gore dogum sirasinda
belirgin HBV DNA baskilanmasi saglarlar.
. LdT>LAM, baska veri yok y

Brown RS et al. Hepatology 2016;63:319
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(.. . )
Konjenital malformasyon, prematurite, APGAR
skorlari acisindan antiviral tedavi alanlarla

_almayanlar arasinda fark yok. y

( )
Maternal sonuclar agisindan tedavi alanlar ve

_almayanlar arasinda fark yok )

Brown RS et al. Hepatology 2016;63:319



102 HEIRS,

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

Robert S. Brown, Jr.,' Brian J. McMahon,” Anna S.F. Lok,> John B. Wong,* Ahmed T. Ahmed,>*
Mohamed A. Mouchli,” Zhen W’arlg,"(’ Larry J. Pr()k()l),s Mohammad Hassan Murad,”®? and
Khaled Mohammed’

(Gebelerde LAM, LdT, TDF kullanimi 6-12. ayda |

bebekte HBsAg ve HBV DNA pozitifligini %70’in
_Uzerinde azaltmaktadir, y
\

7
HBeAg (+) ve HBV DNA >200000 IU/ml gebelerde
perinatal bulasin 6nlenmesi icin 3. trimesterda

ntiviral tedavi onerilir.
y.

Brown RS et al. Hepatology 2016;63:319
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Overall Meta Analysis

Statistics for each study Odds ratio and 85% Ci

Odds Lower Upper
ratio  limit  limit Z-Value p-Value

0323 0135 0772 2540 00N —E-
1169 0518 2641 0376 0707
0701 0328 1495 -0920 0358
0148 0026 0834 2165 0030
0.147 0019 1137 1837 0066
1140 0539 2449 0381 0718
0346 0221 0542 4640 D.000
2196 03831 5801 1587 0.113
06668 0354 1262 -1243 0214
0545 0138 2149 .0867 038
0587 0457 0754 4171 0.000
0620 0392 0978 -2053 D0.040
0.01 0.1 10 100

Decreased HBV Increased 1OV




REVIEW

Caesarean section to prevent transmission of
hepatitis B: A meta-analysis

Matthew S Chang MD’, Sravanya Gavini MD', Priscila C Andrade PharmD?, Julia McNabb-Baltar MD'

MS Chang, S Gavini, PC Andrade, ] McNabb-Baltar. Caesarean La césarienne pour éviter la transmission de
section to prevent transmission of hepatitis B: A meta-analysis. l’llépatite B : une méta-analyse
Can ] Gastroenterol Hepatol 2014;28(8):439-444. '
C/S vertikal bulasin 6nlenmesinde ek yarar )

saglayabilir ancak yararin gercek derecesi belirsizdir,
HBIg kullanim oranlariyla degiskenlik

\gé’)_stermek_tedir. | _ . )
Bulasin onlenmesinde C/S yarari en fazla HBV DNA

duzeyleri yiksek HBeAg (+) gebelerde ortaya
>§Lkabi!ir. /

S
Mevcut kanitlara gére HBV bulasinin onlenmesinde
kC/S lehine ya da aleyhine bir 6neride bulunulamaz.

.
Chang MS et al. Can J Gastroenterol Hepatol 2014;28:439
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Hepatitis B and breastfeeding

A statement prepared jointly by the Global Programme for Vaccines and Immunization (GPV)
and the Divisions of Child Health and Development (CHD), and Reproductive Health (Technical
Support ) (RHT) World Health Organization

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

"HBV enfeksiyonunun yuksek endemik oldugu
bolgelerde ve bagisiklama olanagi olmasa dahi
_emzirmeye devam edilmesi Onerilir. p







p
Gebelerde antiviral tedavi endikasyonlari, gebe

olmayan hastalardan farkl degildir.

-

\_

Y,
~
Sirotik olmayan hastalarda 6zellikle hastalik
aktivitesi dustuk ve HBV DNA ve ALT duzeyleri
\yl'jksek degilse, tedavinin baslanmasi ertelenebilir. y
N
Tedavi baslanmasi planlanan gebelerde TDF
glUvenilir bir secenektir.
/




HBV DNA 6 log kopya/ml tzerinde ise profilaksi
etkinligini yitiriyor.

HBeAg (+) ve HBV DNA >200000 IU/ml gebelerde
perinatal bulasin onlenmesi icin 3. trimesterda
antiviral tedavi onerilir.

Kronik HBV enfeksiyonu olan gebelerde LAM, LdT,
TDF HBV DNA duzeylerini disurmektedir.

Gebelerde LAM, LdT, TDF kullanimi 6-12. ayda
bebekte HBsAg ve HBV DNA pozitifligini %70’in
Uzerinde azaltmaktadir ve fetal ya da maternal
sagligl olumsuz etkilemez.



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

duzeyleri yiksek HBeAg (+) gebelerde ortaya

[Buiag,m onlenmesinde C/S yarari en fazla HBV DNA J

:hilir.

ANITITI

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




