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» Hepatit B halen onemli bir halk sagligi problemi

®» TUm dunyada tahmini 250 milyon Uzerinde
ronik Hepatit B

» Anneden bebege gecis yaygin bir bulas yolu ve
kKroniklesmenin en onemli nedeni

Petrova M. et al.World J Gastroenterol 2010;16(40):5042-5046



Kroniklesme riski

» HBV infeksiyonunun alindigi yasla ters
orantili

» HBeAg-pozitif annelerden dogan bebeklerin
%90’ Inda kroniklesme riski varken,

Infant ve cocuk caginda %20-30’unda,
Eriskinlik doneminde %5 ve alt

Terrault N. et al. Hepatology, 2018;67: 4
Beasley RP et al. J Infect Dis 1983;147:185-190



Epidemiyoloji

» Gebelerde kronik HBV prevalansi genel
populasyondakine benzer

» Dunya genelinde yaklasik %5
» Diusuk endemik bolgelerde ( < %2 )
10523 gebe ABD HBs Ag pozitif gebe %0.6
» Y(ksek endemik bolgelerde ( =28 )
16926 gebe Tayvan %20 uzeri

WHO. Hepatitis B and breastfeeding No. 22, November 1996
Euler GL. et al.Pediatrics 2003 May;111: 1192-1197

Liu CY. et al.Vaccine. 2007 25(44):7706-7710



Turkiye'de prevalans

Turkiye genelinde HBsAg pozitiflik %5

9420 gebe Adiyaman HBsAg pozitiflik %4,7
» 5894 gebe Rize HBsAg pozitiflik %3, 7
» 1084 gebe Zonguldak HBsAg pozitiflik %4

Kolgelier S.ve ark. Viral Hepatit Dergisi 2012; 18(3): 98-101
Balik G.ve ark. Dicle Med J 2013; 40 (2): 254-257
Aynioglu A. ve ark. Viral Hepatitis Journal 2015; 21(1): 31-34



7605 gebe, Hbs Ag pozitiflik %1,5
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Figure 1 Hepatitis B surface antigen (HbsAg) and anti-HBs positivity
for pregnant women in three consecutive periods during 1995-2015.

Furuncuoglu Y ve ark. Postgrad Med J 2016;92:510-513




Anneden Bebege Gecis Yollari

= [ntrauterin ( ookist ve embriyo, plesantadan
sizma)

» intrapartum ( erken dogum tehdidi, erken
membran rupturu, annenin vajinal
sekresyonu ile temas )

» Postpartum ( yakin temas )

Nie R.etal. Fertility and Sterility 2011; 95:1667-1671

Xu DZ et al.. J Med Virol.2002 ;67(1):20-6



Anneden Bebege Bulasta Risk
Faktorleri

» HBV DNA seviyesinin 200.000 1U/ml (10°kopya/
ml) uzerinde

BeAg pozitifligi

Yuksek viremik annelereden dogan bebeklerde
%8-30 arasinda gecis

» Aktif/Pasif immunazasyon ile Kronik HBV
enfeksiyonu % 95 azalma

Pan CQ. et al. Clin Gastroenterol Hepatol.2012;10:452-9



June 28, 2002 ) 51(25);549-552,563

Achievements in Public Health: Hepatitis B Vaccination --- United States, 1982-
-2002

TABLE. Chronology of Advisory Committee on Immunization Practices recommendations for hepatitis B immunization — United
States, 1982-2002

June 25, 1982 Firs! official recommendations are published lor the use of hapalitis B vaccine. Vaccination |s racommendad lor groups known 10
be al high risk® for hepatitis B virus (HBV) infaction

June 1, 1984 Hecommendation thal all infants bom 10 hepalilis B surtace antigen (HBsAQ)-positive mothers recelve post-exposure
Immunoprophylaxis with both hepatitis B vaccine and hepatitis B immune globulin (HBIG) and that pregnant women in high-risk
groups be tested for HBSAQ during the pranatal period.

June 7, 1985 Recommendation that heterosexual persons with multipie sexual partners and inlemational travelers who plan to spend >6
months In areas where HBY Infection IS endémic be vacanated.

June 10, 1988 Recommendation that all pragnant women be lested routinaly for HBsAg during the prenatal period.

February 9. 1090  Recommendation that public sately workers who have contact with blood or blood-contaminated body fluids and lamily members
of adoptees from countries In which HBY infection Is endemic be vaccinated

ovembe Recommandation hat all U.S. infants recaive hepatitis B vaccination

August 4, 1985 Recommendation that all children aged 11-12 yaars who have nol bean vaccnaled previously recalve pra-axposure vaccination
January 22, 1999 Recommendation thal all chidren aged 0-18 years who have not bean vaccinated praviously be vaccinated

January 18,2002  Prelerence establishad for adminisiering the first dose of hepalitis B vaccine serles al birth,




» 1998 yili Hepatit B hastaligina karsi
rutin asi uygulamasi

0-1 yas arasi bebekler saglik
ocaklarinda ucretsiz olarak
asilanmakta

T.C.Saglik BakanhgiTemel Sadlik Hizmetleri 04.06.1998 tarih ve 6856 sayili genelge
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DAGITIM YERLERINE

Bakanhfwmzca viral hepatit venr vaka sayisimn ve virud hepatitlere bagh olimbenn
azaltilmas:, viral hepatit tams: alun bastalann baksminm aytlestmlmes: ve viral hepatitlenn
toplumsal alanluda olugurdugu sosyockonomik etkinm azaltilmas: amacryla ~Tarkiye Vieal
Hepatit Onleme ve Kontrol Prograsmu (2018-2023)° haenlanmestis Programa  yoaelik
gebsurilen statepiler dogrultusunda hastalifan bulagmasiun Golenmessne yvonelhik bagta sk
alundaki Kigiler olmak Gzere tam toplumda frkandahifin artinlmass, hastahifm erken tespiti
ve hastalann tedaviye voalendinlmesiyle siroz ve kanser gelisiminn onlenmesine yoaelik
caligmalann yapiimas: planlannaktadir

Hepatit B viriisa ile enfekte anneden bebege bulasin dnfenmest dogum dncest wstlenn
yapilmas:, hamilehik siasinda hastalifon takibs, gerekls durumbarda tedavs uygulanmas,
giivenh dogum, dogumdan sonra itk 12 saatte yenido@ina s ve imminglobulin uygubanmas:,
annedeks viral vitke gore antiveral profilaks: baglnmas, dofum sonras: mkap silrecleninn
gliclendinlm ukin dnlenmesinde cok Saem

Tarkiye Viral Hepatit Oanleme ve Kontrol Progrmm cergevesinde anneden bebege
Hepatit B viresu (HBV) bulagimn dalenmesi amaciyls HBsAg poatif anneden bebege bukay
zdesinin tespit edilerek %690 azalulmasy hedeflenmektedir. Bu kapsamda,

1. Gebelerin peny ve C virusu enfeksivonu

yonunden tetkik edilerck defieriendinimest ve gebelik sonrast kisisel korunma

Ekte ver alan Viral Hepatit Yénetim Algoritmasi'na gore ilk trimesterde tam
cbelere HBsAg ve Anti HCV hakilmas:,

3. HBsAg ve/veyz Antt HCV poastf saptapanlsnn gebelik doneminde profilskss ve
tedavi yondinden degedlendinilmelerni icin Enfeksivon Hastabklan ve Klimk
Mikrobiyoloji veya Gastroenteroloji Uzmanimna sevk edilmesi,



VIRAL HEPATIT YONETIM ALGORITMASI

ilk Trimesterde/ilk izlemde
HBsAg ve Anti HCV bakihr.

l

Anti HCV (+) ise HBsAg (+) ise HBsAg (-) ise
hastahik ve tedavi hastalik ve tedavi Anti HBs bakilir.
yvoniinden voniinden Anti HBs (-) ise
degerlendirilmesi degerlendirilmesi Hepatit B aspis1
amaciyla Enfeksiyon amacryla Enfeksiyon onerilir'.
Hastahklar ve Klinik Hastaliklar ve Klinik

Mikrobiyoloji veya Mikrobiyoloji veya

Gastroenteroloji Gastroenteroloji

Uzmanma sevk edilir. Uzmanmna sevk edilir.

l

Dogumdan sonra yvenidogana
Hepatit B asin + HBIG
uygulamir.?

' Gebelikte yapilan tetkikte HBsAg (-), Anti HBs (-) ¢ikan ve gebelik sirasinda HBYV ile
enfekte olma riski bulunan gebelere; gebelik sirasinda (2. veya 3. trimesterde) Hepatit B agist
0-1-6 ay ayt semasiyla yapidabilir. Gebelikte asdanmayan anneler dogumdan sonra
asanabilir.

’ Hepatit B asisuun itk dozu ilk 12 saat icerisinde ve Hepatit B Immunglobiilin (HBIG)
tercihen ilk 12 saat icerisinde asidan farkl bir anatomik bolgeden uygulanmalbidr. fk 12
saatte HBIG uygulanamayan bebeklere dogumdan sonraki 7 ginii agmayacak sekilde ve
miimkiin olan en kisa siirede HBIG uygulanmalidir. Asimin ilk 12 saat iginde yapilamadig:
durumlarda da miimkiin olan en kisa siire icinde uygulanmalvder.



HEDEFLERIMIZ

1-Dogurganlik cagindaki kadina yol
gostermek

2-Karaciger fonksiyonlarinin stabilizasyonu
3-Anneden bebege gecisi engellemek




OLGU

» 30 yas
» Rutin kontrol

» Tenofovir disoproxil fumarat (TDF ) tedavisi
almakta

» 12. gebelik haftasi,
» 3. gebelik, plansiz
» Ozgecmis ve soygecmisinde 6zellik yok




» 1.gebelik 2007 yilinda, HBs Ag?

» 2. gebelik 2011 yilinda,

HBs Ag (+), Anti Hbe (+), ALT :130 IU/mL
HBYV DNA 33.684.236 |U/ml

25. gebelik haftasinda TDF tedavisi
baslanip, dogum sonrasi 12. haftaya kadar
tedavi devami




Emzirme doneminde lamivudin ( LAM ) ile devam
LAM tedavisi sirasinda ALT 110 1U/ml,

HBV DNA 97.715.215 IU/ml

2012 den beri TDF tedavisi devam

15.04.2015 HAI: 7/18, Fibrozis:2/6

3. gebelik 2018
Anti HBe (+), HBV DNA : saptanmadi
ALT, AST normal sinirlarda



Ne yapalim?

» Tedavi kesilmeli mi?

» Tedaviye ara verip son trimesterde yeniden
aslanmali mi?

® |laci degistirmeli mi, ayni ilagla devam edilmeli
mi?




» [edaviye devam karari
Miadinda, saglikli, 3400gr, kiz bebek
» ||k iki cocuk Anti HBs pozitif, Anti HBc total negatif




as. [P AASLD

or 00& Study of the Liver
AMERICAN ASSOCIATION FOR
THE STUDY OF LIVER DISEASES




EASL

Pregnancy
Recommendations

e Screening for HBEsAg in the first trimester of po nCy
is strongly recommended (Evidence level 1. ade of
recommendation 1)

e« In a woman of childbearing age without adwvanced
fibrosis who pilans a pregnancy in the near future, it
may be prudent to delay therapy until the child is born
{Evidence level 11-2 srade of recommendation 23

e Pregnant women with CHBE and advanced fibrosis or cir-
rhosis, therapy with TDF is recommended (Evidence
level 11-2_ srade of recommendation 1)

e In pregnant women already on NA therapy. TDF should
be continued while ETV or other NA should be switched
to TDF (Evidence level [1-2, grade of recommendation 13

e In all pregnant women with higsh HBV DNA levels
(=200000 IL/y/ml) or HEBsAgZ levels =4 1080 IUU/ml,
antiviral prophylaxis with TDF should start at week
24 28 of gestation and continue for up to 12 weeks after
delivery (Evidence level 1, grade of recommendartion 1)L

e« Breast feeding is not contraindicatrted in HBsAg-positive
untreated women or on TDF-based ireatment or
prophylaxis (Evidence level 111 srade of recommenda-
tion 2).

Journal of Hepatology 2017 vol. 67 j 370-398




» 1. trimesterda tum gebelere HBsAg taramasi
onerilir
» Yakin bir gelecekte gebelik planlayan, ileri fibrozisi

olmayan dogurganlik cagindaki kadinin tedavisi
cocuk dogana kadar ertelenebilir

» |leri fibrozisi veya sirozu olan KHB'li gebeye tedavi
onerilir

» Halen NA tedavisi alan gebe, TDF ile devam etmeli,
ETV veya baska bir NA aliyor ise tedavi TDF ile
degistiriimeli



» HBY DNA seviyesi 200.000IU/ml veya HBsAg
seviyesi 4 log IU/ml Gzerinde olan gebelere 24-28.
haftada antiviral proflaksi olarak TDF baslanmali
ve dogumdan 12 hafta sonraya kadar devam

tmeli

Emzirme; tedavi almayan, tedavi yada proflaksi
amacl TDF alanda kontrendike deqil




AASLD

CGuidance Starcrments on Counscling of VWosrnzcs: i3

> e —

I. EHEBYV wvaccimnation s safe i progmaxancy, and pproegs—
FTRMIAT WWEIITICTIE WWiildr mMrIc ot IITIrmMLIIe o or infooctoed
wwarth FIBV should recccive this vaccine scrics._

T as = ITIV Awurrisegs

—y» shounld be Iinked o carce for itic>zazal

testing (AT, FHEBYV IDINA, or irmaging for

suarveillarncoc if Indicared) @Ayl doctoecrrmainnarion >t
nocd for antiviral choerapy.
WV ormoey who rmmoecoct standard anndications for BV

= should bae trearsoead. VWornas: wwi
dard = = = ouax wwises i =N = BV IO A
=20 OO0 1T/ s3I . imx thhe sccomnnd srairmestoer shoalid

considoer TreatITIcIat Te> Prowvent mothocr-to-child
rransmmission. ‘"
=2. HFH BV - -infoeccrtoed proegmant wormoen who arc mor on

anrzviral rthoerapy as well as thosce who stop antive—
ral ar or carly afrer dcoclivery should be rmonitroroaed
closcly for up to 6 rmonths aftcer declivery for hoepra-—

ritis flares and scroconversion. Long-torran follow—
up should be contimaucd o assoess nococd for futuaarce
thaeragpw.

5. Thece potcecntial risk of mothcecr-to-child rransmission
of FIBV with armniocentesis should be includaed inm
the rmnisk of harmms wversus bonefits discussion in
FHBsA g -positive rmothoers with high-lecvel vircrmia,

&, H BV -anfoeocred progmant VW EITTICTY warh <crrrhosis
showuld bo managoed i high-risk obstcecrrical
pPracoaces and treared warh T T provent
doccompocnsarion.

7. Scxual partmoers of womoen idennficd as EH BV -
infecred during proegnancy should be asscessed for
HBV infection or irmmunity and rococive EFIBV
vaccine i1if appropriatc.

8. Brcastfoecding is not prohibited.

HEPATOLOGY, April 2018



APASL

Recomimendations: chronic HEN infection =recd
Pre=snant fermale

c S b= =2 | T he issuce of pressnanncy and smaatera=al—
fetal —child health should be moitifzed im
chronically HE V-infected fornmnale imm the
childboecarines asce. espoecially swherns aantivi-
ral treatmment is considered. T he trTeatrrmrent
Plan shouald be fully discussed wwath the
Paticnt and selatives., especially sesardins
thhe rasks of matermial Izver discase statiss
fetal developiment., vertical trmansrmission
of FHE WV longs-terrm plan for treatrment arsd
Presmancy . NMatermnal FHBe A s HEB N DN A
sratizs. and AT T level should be checked
durings presmancy (Al >

=S-RS0 I proesmant fermales with chromic HE WV
anfection Rt = T necd antiviral thhorapyw.
tenofovinr is tihxc <drans= o> choice for

mmoth ers andicated for anstivir=al treatryzenit
durins the first throuaash third trarmmrestoer of
Pre=mmarncy . It is -&a presnnoancy catecsory B
druas withh aadeguate safety dara im HI NV -
Positive fermales and least chance of wviral
e si | I

or reduction of risk of mother-to-inm
transrmission that occurs duarines poerinaral
period. short-tersmn rmatermnanal TN AAS stastinns
frore =2 <> 32 wecks —o>f Sesration s
toemnnofovir

SB_13_-S.3

N
IOTN . A above = ;o> Tl (B2 Since.
thhe FHE WV trmnisrmission could occuar even
wiath Jlower matesrmal EHEBE NV DOIN A levels,
INA s could be administered after disciss-—
s3ion withh thhe patient, evern: inn praticenits
wath ower DN A levels, The INAAS coasid
be stoppaed at birth and when breastfecd -
Iine starts. 1f there is no contraindication
o stoppings INAAsSs (B2

S_ 13 .5_ 3 Broeast-feedins is daiscouarasced duarinse
smynaternal INAAS sreatmmrenit. For those swith
AT T filares dertected duarins the tremxtrrenit
Poeriocd, CoOmtinEat IoTe of mantivizral

treatment according to maternal liver
disease status may be indicated (B2).

Hepatol Int (2016)10:1-98




HAMILELIK ve KRONIK HEPATIT B

1. Eger annede viremi yiiksek ve HBeAg pozitif ise immunoprofilaksiye ragmen perinatal gegis olabilir.
Kronik hepatit B'li gebede gebeligin 3. trimestiri sirasinda antiviral tedavi verilmesi annede viral ytikt
du$urerek llave olarak dogumda bebege HBIG ve HBV asllarmm da uygulanmasn ile HBV 'nin

antlwral tedavi baslamlmasn onenlir. HBY DNA <200. OOO/mL olan gebelerde eger .Ilk c;ocu g
bulasma olmus ise antiviral tedavi onerilmelidir. Lamivudin, entekavir FDA listesinde gebelik
kategorisi C, tenofovir ve telbivudin gebelik glivenlik kategorisi B olan ilaglardir. Gebelikte tenofovi
edavisi Onerilir.

2. Antiviral tedavi a e devam edilmesi dnerilir

(11,18,59-62).

3. Dogumu takip eden 3 ay i¢inde antiviral tedavi kesilmektedir. Bu anneler alevlenme agisindan 3 ile 6
ayda bir ALT ile takip edilmelidir.

4. Gebelik esnasinda tedavi endikasyonu dogan hastalar gebe olmayanlar gibi tedavi edilir.
5. Perinatal bulas: azaltmak amaciyla sezeryan dnerilmez,

6. Tedavisiz HBsAg pozitif annelerde veya tenofovir almakta olan annelerde anne siitil ile beslenme
kontrendike olarak degildir. Tenofovirin anne siitiindeki konsantrasyonlan ¢ok diisiiktiir (63-65). (13).

Turkiye Kronik Viral Hepatit Tani ve Tedavi Rehberi 2017



Gebelikte Kronik Hepatit B Yonetimi: Turk Klinik Mikrobiyoloji ve
Infeksiyon Hastaliklari Dernegdi Viral Hepatit Calisma Grubu
Uzlasi Raporu

Management of Chronic Hepatitis B in Pregnancy: A Consensus Report of the
Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology and
Infectious Diseases
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Gebelik ve Hepatit B Viriis Enfeksiyonu
Pregnancy and Hepatitis B Virus Infection
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Antiviral Ajanlar (FDA Onay)

llag Ismi Gebelik Kategorisi

Lamivudin C
Entekavir C
Telbivudin B
Adefovir C
Tenofovir B




» |nterferon hiicre proliferasyonunu engelliyor ve
hamilelerde kontrendike

» [ ntekavir ve Adefovir onerilmiyor

» Telbivudin direng riski mevcut

Han Gr et al. WJG 2012;18(33):4517-4521
Petersen J. Journal of Hepatology 2011;55: 1171-1173



Journal of Viral Hepatitis, 2009, 16, 94-103 doi:10.1111/5.1365-2893.2008.01056.x

Lamivudine in late pregnancy to prevent perinatal
transmission of hepatitis B virus infection: a multicentre,
randomized, double-blind, placebo-controlled study

W.-M. Xu,' Y.-T. Cui,” L. Wang,” H. Yang,* Z.-Q. Liang,” X.-M. Li,® S.-L. Zhang,” F.-Y. Qiao,®
F. Campbell,9 C.-N. Chang.m S. Gardner'” and M. Atkins'" "Shanghai Infectious Disease Hospital, Shanghai, China:
?Beijing United Family Hospital, Beijing, China; *Beijing Ditan Hospital, Beijing, China; *Beijing Youan Hospital, Beijing, China; *Southwestern
Hospital, Chongging, China; ®The 3rd Affiliated Hospital of Zhongshan University, Guangzhou, China; “The 1st Affiliated Hospital of Xian
Communication University, Xian, China; ®*Wuhan Tongji Hospital, Wuhan, China; °GlaxoSmithKline Research and Development, Greenford, UK;
'GlaxoSmithKline Research and Development, Research Triangle Park, NC, USA; and ''St. Mary’s Hospital, London, UK

150 HBs Ag pozitif gebe Cin

Hepatit B transmisyonu 1.yas

Lamivudin + asi1 + HBIg tedavisi sonrasi %18
Plasebo + asi + HBIg tedavisi sonrasi %39




Reviews

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

Zhorngyie Ski, aco, Yucbo Yang, o, Lin Afa, sy, Xiaomao Li, s, and Ann Schreiber, mssoe

Table 1. General Information of Enrolled Randomized Controlled Trials
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10 randomize kontrollt calismadan olusan metaanaliz
Geg donem lamivudin kullanimi onemli bir yan etki veya

komplikasyon olmadan bulasiciligl azaltiyor
Obstet Gynecol 2010; 116(1):147-59




Joermal of Vil Heputitis, 2015 doi 10,1111/ wh 12379

Efficacy and safety of telbivudine treatment: an open-label,
prospective study in pregnant women for the prevention of
perinatal transmission of hepatitis B virus infection

G.-R. Han,' H.-X. li;mg.l X. Yue." Y. Ding,” C.-M. \'\"nng.1 G.-]. Wangx and Y.-F. Yung,1
'Department of Gimevalogy ard Obstetrics, The Second Affitiated Hospital of the Southeast Universityy, Nanjing. China; *Department of Gimevology

rad Obstetrivs, School of Medicine, Sovtherst Urdversity, Novfing, Chiim; el *Depsartment of Infections Diseases, The Second Afileted Hospitid of

the Southeest Umiversity, Nomjing, Ching

gebe tedavi, 92 gebe tedavisiz

ertikal bulas telbivudin alanlarda %0, kontrol grubunda
%9.3

2. yada 3.trimesterda tedavi alanlar arasinda vertikal bulag
oranlari arasinda fark yok.

LdT anne ve gocuk agisindan guvenli bir tedavi, konjenital
anomali yok



TENOFOVIR

» Gebelik B kategorisi
» Deneyim daha cok HIV’li enfekte gebeler
» Sute gectigi gosterilmis




» Antiretroviral Pregnancy Registry (APR)

WwWw. apregistry. com




Research Article

JOURNAL OF
HEPATOLOGY

EBEASL 5

Hepatitis B virus and human immunodeficiency virus drugs
in pregnancy: Findings from the Antiretroviral Pregnancy Registry

Robert S. Brown Jr.'

Elizabeth C. Verna',
Chrlstopher Agullar" Cheng-Shiun Leu Maria Burti®,

Marcus R. Pereira?'. Hugh H. Tilson?,

Elizabeth A. Fagan’

'Conter Sfor Liver Disease and Transpianration, Columbia University Medical Center, New York, NY 10032, Unired States: *Division
of Infectious Diseases, Cofumbia Umniversily Medicel Center, New York, NY 10032, United States, *UNC Gillings School of Global Public Hewlth,
Chapel Hill, NC 27399, United Srates; “Drug Safety and Pubfic Heaclth Gileod Sciences Inc., 322 Lakeside Drive, Foster City,
CA 94404, United States: >Columbia University, New York, NY 10032, United States; "Liver Unit. Haspital Universicario Valle
Helvon and Ciber-chd del instituto Carlas I, Poseo Valle Hebron 119, Barcelona 08635, Spain; TGilead Sciences Inc.,
FO0 Lakeside Drive, Foster City, CA 93404, Umited Srares

Background & Aims: Fetral safety of antiviral therapees is impor-
rant given the long-term treatment of women with chronic hep-
atitis B (CHE) infection who may become pregnant. We analyzed
neonatal safety data from the Antiretroviral Pregnancy Registry
(APR], the largest safety database in pregnancy for antivirals used
for HIV and CHB.
Methods: Data were extracted from APR cases prospectively
enrolied between 1989 and 201 1. Primary outcoanes were maajor
birth defects rates with exposure to all antivirals, individual clas-
ses. and drugs compared to population-based controls. Relevant
to CHE. only lamivudine ( LAM) and tenofovir disoproxil fumarate
(TDF) had sufficient indivadual data for review (> 200 cases).
Results: Of 13.711 cases analyzed. the overall birth defect preva-
fence (Z8% 95X A 2.6-3.1%) was comparable to Centers for Dis-
case Control population-based data (2.72%, 2.68-2.76%, p =~ 0.87)
and two prospective antiretroviral exposed newborn coborcts
[28% 2.5-32% p=090 ardd 1.5%, 1,1-2.0% p <0.001 ). Fhebiirsh
defects prevalence between first and second/third trimesters
exposure was similar (3.0% vs. 2.7%) No increased nisk of major
birth defecty with LAM or TDF cxposure compared to popula-
Jcontrols was observed. No specific pattern of major
birth defects was observed for individual antivirals or overall

compared to population-based controls, Continued safety and
efficacy reporting on antivirals in pregnancy are essential to
inform patients on thesr risks and benefits during pregnancy.

© 2012 European Association for the Study of the Liver. Published
by Elsevier BV, All rights reserved,

Introduction

Chronic hepatitis B (CHB) remains an important ghobal health
problem. Up to one million of the approximately 350 million car-
riers worldwide die annually due to CHB-related disecase (1]
Mother-to-child transmission (MTCT) is the most common form
of transmission in high prevalence areas [2.3] and may occur in
up to 90% of mothers who are hepatitis B surface antigen (HBsAg)
positive without prophylaxis |[4). This high rate of rransmassion
may be partially dee to the high proportion of patients witly
active replication, hepatitis B e antigen (HBeAg) positivity [5-8),
and high maternal viral load durnng reprodoctive years [9-121L
Although no anti-CHB therapies are currently approves! foe
usc m pregnancy wWOomen in thclr chibd tx-armg ycars with CHB

Major dogum defekti nin LAM ve TDF ile artis

gostermedigi gozlendi

Journal of Hepatology 2012 vol. 57 j 953-959
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23 makale ve 2016 APR verileri dahil

» Tenofovir, lamivudin ve telbivudin maternal viral yUku
dusurerek anneden bebege gecisi basaril olarak azaltir

» Her 3 ilacta fetal yan etki konjenital malformasyon onemli
sekilde arttirmaz
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Tenofovir to Prevent Hepatitis B Transmission
in Mothers with High Viral Load

Calvin Q. Pan, M.D._, Zhongping Duan, M_D_, Erhei Dai, M.D., Shugin Zhang, M.D._,
Guorong Han, M.D., Yuming Wang, M.D., Huaihong Zhang, M.D._,
Huaibin Zou, M.D., Baoshen Zhu, M._D_, Wenjing Zhao, M.D._,
and Hongxiu Jiang, M._D._, for the China Study Group
for the Mother-to-Child Transmission of Hepatitis B>

andomize, kontrollu
TDF 30-32. haftadan dogum sonu 4. haftaya kadar

» Postpartum 28. haftada TDF alan grupta kontrol grubuna
gore bulas onemli dlctide dusuk ( %5-%18)

®» Anne ve ¢ocuk guvenlik profilleri dogum defektleri ile
birlikte benzer (%2-%1)

N Engl J Med.374;24 , 2016
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Efficacy and safety of tenofovir disoproxil fumarate in pregnancy
to prevent perinatal transmission of hepatitis B virus

Astrid-Jane Greenup’, Pok Kern Tan', Vi Nguyen', Anne Glass', Scotr Davison', Ushmi Chartterjee”,
Susan Holdaway’, Dev Samarasinghe’. Kathy Jackson”, Stephen A. Locarnini®, Miriam T. Levy '’

'Gastroenteralogy, Liverpool Hospitul, Sydney, Awstralia, *University of New Scurk Wales, Spdney, Austaliu,
Storr Liver Unit. Westimead Milteniture institute and Westmeod Hospital, University of Sydney, Westinead, NSIW 2145, Australio;
“Victorian Infections Disvases Reference Laboratory, Melbourne. VIC, Auspalia

ok merkezli, prospektif,gozlemsel
2007-2010 lamivudin, 2010 sonrasi tenofovir
130 gebe ( 58 TDF, 52 LAM, 20 tedavisiz)

Konjenital anomali, neonatal buyume olculeri tedavi
almayanlarla ile benzer

Perinatal bulas tedavi almayanlara gore dusuk (%0,%2,%20)

Jhepatol.2014 :61(3):502-7



» TDF anne ve cocuk icin guvenli gorunmekle
birlikte veriler sinirli

» |leri yonelik biyime ve kemik gelisimi

Nachega J.B. J Immune Defic Syndr 2017;76:1-12




HEPATIT B ve KADINLAR

» HBs Ag pozitif, dogurganlik ¢caginda yakinda
gebelik planlamayan

» HBs Ag pozitif, dogurganlik caginda gebelik
planlayan

» HBs Ag pozitif, gebelikte tespit
s . Z
» HBs Ag pozitif, tedavi alirken gebe g\)




Yakin bir tarihte gebelik planlamiyor

» |[FN alfa 48 hafta sure ile
» Hamile kalmamak sartiyla
» |[FN basarisiz olursa TDF

lle devam



Yakin bir tarihte gebelik planliyor

» Kronik Hepatit B hastasi erken evre

( fibrozis/ siroz yok) takip et tedaviyi dogum
sonrasinda planla

ronik Hepatit B hastasi ileri evre veya siroz
tedavi planla




HBs Ag pozitif gebelikte tespit

» [naktif Tasiyici ( HBe Ag negatif Kronik
Enfeksiyon ); her trimester basinda ALT ve
HBV DNA ile takip et

» Immiintoleran Dénem ( HBe Ag pozitif Kronik
Enfeksiyon ); HBV 200.0001U/ml uzerinde
24-28 haftada tedavi basla




HBs Ag pozitif tedavi alirken gebe

» Tedavi endikasyonunu yeniden degerlendir
» Tedaviye devam etme karari verdiysen TDF

Ile devam et
¥,
&)
(




» Amniyosentez islemi ile bulas riskinin arttigina
dair net bir bilgi olmamakla birlikte yuksek
viremisi olan annelerde amniyosentezin
potansiyel faydasi degerlendiriimeli

AASLD 20018 Terrault et al. Hepatology, Vol.67, No: 4,2018

®» Sezeryan endikasyonu yok

Petersen J. Journal of Hepatology 2011;55: 1171-1173

Anne sutu ile beslenen bebekler mama ile
beslenenlere gore daha yuksek risk altinda
deqil.

Pan CQ. et al. Clin Gastroenterol Hepatol.2012;10:452-9




» |[mmuntoleran fazda intrauterin gegisi engellemek
icin baslanan tedaviler dogumu takip eden 12 hafta
devam etmeli

» 6 ay boyunca aylik ALT ve HBV DNA ile takip
edilmelidir




Degerlendirme

» Bireysel hasta yaklagsimi
» Gebelik evresi

» Karaciger durumu ( histolojik aktivite,
fibrozis, siroz )

» Hangi ilag
» Klinik risk / kar /zarar
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Clinical course of hepatitis B virus infection during pregnancy
G. NGUYEN®, R. T. GARCIAT, 1, N. NGUYENZ, H. TRINHT.Z, E. B. KEEFFES & M. H. NGUYENS

» Retrospektif kohort calisma
gebe

1/vaka— 39 yas,gebelik oncesi 2 yildir ALT N, HBV
NA negatif

Son trimester gestasyonel diyabet, trombositopeni,
hepatik alevlenme ( ALT 295U/L, HBV DNA 9,4x
10° IU/mL)

LAM tedavisi, erken dogum, saglikli ikiz bebekler




2. vaka—27 yas,idrar renginde koyulasma, sarilik ile
8.ayda basvuru

Total bilirubin 12mg/dl, ALT 600U/L, HBV DNA
9.5x10’IU/mL, mental durumda degisiklik

34 /hafta sezeryan, saglikl bebek

ntekavir 0.5mg, karaciger nakli degerlendirme,
postpartum duzelme



3.vaka—34 yas, 3. gebelik 3. trimester, 5 yildir HBV ve
takiplerinde higbir belirti yok

Sarilik ve halsizlik ile basvuru
total bil. 16mg/dL, ALT 2522U/L, INR 2.8

Lamivudin tedavisi, 33 hafta sezeryan, canli bebek

Dogumdan bir gun sonra hepatik ensefalopati, HBV
NA 6X10°1U/mL

Lamivudin— Entekavir, lla¢ degisimi sonrasi tremor ve
mental konfuzyonda duzelme



4.vaka— 38 yas, asemptomatik hepatit B
22. gebelik haftasinda sag Ust kadran agrisi, sarilik
Hepatit B'ye bagli akut karaciger yetmezligi ( AKY)

, tedaviye ragmen hepatik ensefalopati, ALT
IU/mL, fetal kayip

poglisemi, koagulopati, pulmoner cdemin eslik
ttigi AKY

Karaciger nakli, entekavir tedavisi ile karaciger
enzimleri normal

Psikoz ve depresyon



Ozet

» |k trimesterda Hbs Ag taramasi
» |leri fibrozisi ve sirozu olan gebeyi tedavi et

» Tedavi endikasyonu olan gebelerde tedavi tercihi
tenofovir

» Tedavi almayan HBV DNA 200.000 IU/mL
uzerinde son trimesterda tedavi

» Dogum sonu 12 haftaya tedaviyi devam, 6 ay
takip

» Sut vermeyi destekle



Once zarar verme




