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Dogurganlik caginda infeksiyonu

Gebe kalmayi disinen KHB’li kadinlar
OAV tedavi altinda gebe kalan kadinlar

Yiuksek HBV-DNA’li ancak tedavi gormeyen
kadinlar (immuntoleran ??!1?7?)

Gebelik sirasinda yeni tani alan vakalar
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e Asive HBIG ragmen vertikal gecis %5-13

e Telbivudin, lamivudine ve tenofovir gtvenli
* Tedavi karari 6nemli bir konu

* Teratojenite ve uzun sureli takip gerekmekte
* Tedavi algoritmasi gerekli



Neden Perinatal Bulas Riski Onemlidir?

* Kronik hepatitin progresiyonu erken yasta alinan
infeksiyon ile dogrudan iliskilidir
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Gebe & HBV
GRIIll ZONE

Mevcut bilgiler yetersiz
Uzun sureli takipler az

Dogum sonrasi takipler yetersiz

DUsUk veya dogum sonrasi cocuk gelisimi
takibi yok



Vaka

* Hikayesi
— 25-yasinda bayan
— Gebelik planlamaktadir
* Laboratuar
— HBeAg pozitif
— Anti-HBe negatif
— HBV DNA 5,000,000,000 IU/mL
— ALT 38 U/L



Tartisalim

 Antiretroviral tedavi onerir misiniz?
— Evet, hangi tedavi?

* Dogum kontrol ydntemi dnerir misiniz?
* Tedavi aninda gebe kalirsa tedavi degisikligine gider
misiniz?
— Hayir, Ne zaman?
 Anneden cocuga HBV gecisini engellemek icin
vapilmasi gereken nedir?
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Hepatitis B in pregnancy

Guglielmo Borgia, Maria Aurora Carleo, Giovanni Battista Gaeta, Ivan Gentile




Abstract

Chronic hepatitis B virus (HBV) infection affects about
350 million individuals worldwide. Management of HBY
infection in pregnancy is difficult because of several
peculiar and somewhat controversial aspects. The aim
of the present review is to provide a tool that may
help physicians to correctly manage HBY infection in
pregnancy. This review focuses on (1) the effect of
pregnancy on HBY infection and of HBY infection on
pregnancy; (2) the potential viral transmission from
mother to newborn despite at-birth prophylaxis with
immunoglobulin and vaccine; (3) possible prevention
of mother to-child transmission through antiviral drugs,
the type of antiviral drug to use considering their ef-
ficacy and potential teratogenic effect, and the timing
of their administration and discontinuation; and (4) the
evidence for the use of elective caesarean section vs
vaginal delivery and the possibility of breastfeeding.
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Gebeligi planlayan KHB hastasi

 Planlanan stre...

* Hasta ve esi fayda ve risk konusunda
nilgilendirilmeli

* Tedavi endikasyonlari
Hemen Tedavi:

lleri fibroz /siroz, flair/ surekli yiksek ALT
Ertele:

Hafif fibrozis/ minimal yliksek ALT




Tedavi ise hangi ilag???

 FDA siniflamasi: in vitro ve hayvan
calismalarinda dayali
Gebelik kat. B: telbivudin ve TDF
Gebelik kat. C: Adefovir, entekavir ve
lamivudin

* insan denevler;i:

Gebelik kaydi esasi: LDV ve TDF glvenli
bulunmus

Klinik Calisma: 3.trimesterde LdT, TDF ve LDV




Table 1 FDA pregnancy cateqories and HBY antiviral therapy

Category

FDA description

HBY therapy

A

Adequate andwell-controlled studies have failed to demonstrate a risk to the fetus
in the first trimester of pregnancy (and there is no evidence of riskin later
trimastars).

Animal reproduction studies have faled to demonstrate a risk to the fetus and
there are no adequate and well-controlled studies in pregnant women or animal
studies, which have shown an adverse effect, but adequate and well-controlled
studies in pregnant women have failed to demonstrate a sk to the fetus in any
trimester.

Telbivudine
Tenafovir

Animal reproduction studies have shown an adverse effect onthe fetus and there
are no adequate and well-controlled studies in humans, but potential benefits may
warrant use of the drug in pregnant women despite potential risks.

Lamivudine
Entecavir
Adefouir

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

Studiesinanimals or humans have demonstrated fetal abnormalities and{or there
is positive evidence of human fetal risk based on adverse-reaction data from
inve stigational or marketing experience, and the risls involved inuse of the drugin
pregnant women clzarly outweigh potential bengfits,

Interferon




Oral antiviral tedavi ile iliskili
dogum defekti insidansi

* Gebelik kaydi esasi, 1/1989 - 7/2012

— Uluslararasi, prospektif kohort
— HBV- monoinfekte anneler

Lamivudine 4185 3.2 (2.7-3.8) 6843 2.8 (2.4-3.2)

Tenofovir 1612 | 24(1733) | 838 | 2.3(14-35)

— Genel dogum defekti: 2.72% (95% Cl: 2.68-2.76)



Table 2 Antiviral pregnancy registry data on antiviral therapy

Drug FDA pregnancy Ist trimester birth defects 2nd| 3rd trimester birth defects/
cateqory data live births (%) live births (%)

Lamivudine C 127/4088 (3.1%) 186/6635 (2.8%)

Tenofovir : 311370 (2.3%) 18/782 (2.3%)

Telbivudine : 0/9 0/9

Entecavir C 1142 0/2

Adefovir C 0/48 0/0

PEG IFN 2] IFN ¢-2B ! NJA NJA

Source: Antiviral Pregnancy Registry Interim Report (January 1, 1988-January 31, 2012), issued in June 2012,
Abbreviations: FDA, U.5. Food and Drug Administration; PEG IFN, pegylated interferon; NJA, not applicable.




OAV Tedavi stirecinde hamile kalan
Hasta yonetimi

* Tedavi endikasyonu
— |leri fibrozis ve siroz: Tedaviye devam
— Hafif fibrozis veya hafif inflamasyon: stop?

* Tedavi amacina ulasmis ise
— HBeAg serokonversiyonu: stop?

* Anne ve Fetusta olasi risk ve fayda esasi
dikkate alinmall



OAV Tedavi stirecinde hamile kalan
Hasta yonetimi

* Tedavi stirecinde guvenlik yonetimi
— Tenofovir: devam

— Lamivudine veya telbivudine: viral yuk negatif ise
devam

* Viral yuk saptanabiliyorsa TDF’ye switch
— Adefovir, entecavir veya peglFN: TDF switch

e Kesme ve switch sonrasi akut alevlenme
acisindan yakin takip gerekir



Emzirme doneminde OAV tedavi !?!

* Emzirme genel anlamda dnerilmemektedir.
— Nucleos(t)ide analoglari anne suttine gecmektedir
* Tenofovir

— Anne sutundeki konsantrasyonu seruma gore % 2-4 oraninda
saptanmistir [°]

— HIV (+) kadinlarda (n = 5): TDF'nin anne sitiindeki ortalama
konsantrayonu infant dozunun % 0.03’ne denk
gelmektedir!10

e Sonuc itibariyle tenofovir emzirme doneminde guvenlidir

9. Van Rompay K, et al. Antimicrob Agents Chemother. 2005;49:2093. 10. Benaboud S, et al. Antimicrob Agents

Chemother. 2011;55:1315.




Perinatal HBV Bulasi

* HBIG + HBV asisi
— HBIG + ilk doz asi dogumun ilk 12 saatinde

* Etkinlik: ~ %95

e Basarisizlik nedenleri
— Gecikmis HBIG+asI uygulamasi
— TUm semay! yapmamis olmak
— HBeAg positif anne ve/veya ylksek HBV DNA



Vertikal bulas, HBeAg pozitifligi ve
HBVDNA duzeyi ile iliskilidir

 Tim yenidoganlara asi+HBIG yapilmistir
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14. Wiseman E, et al. Med J Aust. 2009;190:489-492.



Tedavi almayan yuksek viral yukld
Hasta Yonetimi

OAV tedavi bulas riskini azaltir mi?

Tedavi gerektiren HBV DNA duzeyi ne
olmalidir?

Tedavi zamani?
Hangi ilac?
Ne zaman tedavi kesilmeli?

Tedavi kesimi sonrasi akut alevlenme riski
nedir?



Yiuksek viral yuku olan ve tedavi
almayan anne adaylar

* Tedavi ne zaman baslan mali?
— Gec ikinci/erken tclincl trimester
— En az 4-6 haftalik bir tedavi olmali
* Hangiilag?
— Lamivudine, telbivudine veya tenofovir

— Tenofovir 6nerilir: disuk direnc, ytuksek baseline
HBV DNA duzeyi ve annenin ileriki donemde
kullanmasi muhtemel ajan olusu nedeniyle



* Tedavi nezaman kesilmeli?

— Amac profilaksi ise dogum sonrasi li¢c ay daha kullaniimal
ve sonra kesilmeli

— Amac tedavi ise, amaca ulasincaya kadar devam edilmeli
* Tedavi sonu alevlenme riski nedir?

— Cogunlukla ciddi alevlenme nadiren gérulmektedir. Orta
dizeyde ALT elevasyonu gorilmesine karsin takip edilmesi
yeterlidir

— Klinik calismalarda dekompansasyon bildirilmedi

— Tedavi kesimi sonrasi 1, 3 ve 6. ay takipleri son derece
onemlidir.

Ter Borg MJ, et al. J Viral Hepat. 2008;15:37-41.




Algorithm for HBV Management in
Women During Pregnancy

*The cut-off level of maternal HBV DNA level for initiation of therapy is unclear, and HBV DNA from 6-8 log,, IlU/mL
can be considered for therapy based on physician and patient preference.

"Tenofovir is preferred if treatment is expected to be > 12 weeks or if treatment is expected to continue while
breastfeeding.



Mothers with active CHB: Immune clearance or reactivation

[_ Cirrhosis / stage IV fibrosis _1
or severe hepatitis flare

No

Monitoring without treatment . Test Treatment with tenofovir throughout
HBY DNA at end of 2nd trimester pregnancy

HBV DNA < HBV DNA > 200,000 IU (106 copies)YmL or
200,000 1U/ml previous child with immmunoprophylaxis
(10€ copies/ml.) failure or threatened pre-term labor

* Monitoring Tenofovir at Breastfeeding not
without beginning of 3rd recommended since antiviral
treatment trimester used in postpartum

I All infants receive HBIG and HBV vaccination. I

*If breastfeeding desired, hold treatment at delivery until the end of breastfeeding Review with
patient risks/ benefits for ongoing treaiment postpartum if not breastfeeding




Mothers without active disease

Immune tolerant —I— Inactive Carrier

Monitor for activation. Test
HBV DNA at end of 2nd
tnmester

)

HBV DNA > 200,000 If HBV DNA < 200,000 IU/mL
IU/mL, treat with (1,000,000 copies/mL),
lamivudine, telbivudine or continue monitoring without
tenofovir at 3rd trimester All infants antiviral treatment
receive
1 > standard < l
HBIG and
If breastfeeding desired, HBV
stop treatment at delivery POE— _
Otherwise, siop at 4 week

postpartum

Monitor ALT/ HBV DNA q 4-6 weeks for 12
weeks after the cessation of antiviral




TDF kullanimi etkin bir profilaksi mi?
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Efficacy and safety of tenofovir disoproxil fumarate in

BRIEF ARTICLE

pregnancy for the prevention of vertical transmission of

HBYV infection

Mustafa Kemal Celen, Duygu Mert, Mizeyyen Ay, Tuba Dal, Safak Kaya, Necmettin Yildirim, Serda Gulsun,

Tunga Barcin, Sevgi Kalkanli, Mehmet Sinan Dal, Celal Ayaz

RESULTS: At week 28, none of the infants of TDF-
treated mothers had immunoprophylaxis failure, whereas
2 (8.3 %) of the infants of control mothers had immu-
noprophylaxis failure (P = 0.022). There were no differ-
ences between the groups in terms of adverse events
in mothers or congenital deformities, gestational age,
height, or weight in infants. At postpartum week 28,
significantly more TDF-treated mothers had levels of
HBV DNA < 250 copies/mL and normalized alanine ami-
notransferase compared with controls (62% s none, F
< 0.001; 82% vs 61%, £ = 0.012, respectively).
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Destekleyicinin yasal temsilcisi oldugunuz “HBV enfeksivonunun vertikal gecisimi
dnlemek 1gin gebelikte tenofovir disoproksil fumaratin etkinligi ve giivenligi™ baslikh klinik
arastirma ile ilgili olarak:



Girisimsel Olmayan Calisma Protokoli

Endikasvon: Kronik Hepatit B
( ) Versivon numarasi: 0.1 (taslak)
Calisma Direktori: Mustafa Kemal Celen, MD

HBYV Enfeksiyonunun Vertikal Gegisini Onlemek I¢in
Gebelikte Tenofovir Disoproksil Fumaratin Etkinligi ve
Giivenligi
10 Cahsmamnn siiresi

4 Arastirma sorular ve amaclar
Calismamn ¢esitl asamalar: ve calismanin sonlandirilmasi ile 1lgili zamanlama asagida
S ) dzetlenmistir.
(alismanm birineil amacy: Calisma toplam siiresi: 36 ay

* HBWV’li anneden dogan bebeklerde dogum sonrasi 12, ayda HBV enfeksivonunun
kaniti (HBsAg ve/veya anti-core antikoru).

Calismanin ikincil amaclari:
# TDF tedavisi altinda gebeligm 28- 40 haftalarinda maternal HBV DNA seviyes1.
* Annede (ALT alevlenmesi) ve yenidogan bebekte TDF giivenligi (dogum kusurlar,
advers gebelik ciktist)
* Tedaviye uyvum

5.3 Dahil etme Kkriterleri

1. Gebe kalmak 1steven en az alt1 ay KHE 1¢in tedavi alan kadin hastalar;
2. Gebeligi swrasinda KHB oldugunu 63renen gebe hastalar icin SUT kurallarina uygun
HEV tedavisi almasi gerekenler

3. Bu gebelerden dogan wvemdoganlar doguklari giinden itibaren calismanmn bar
katilimeilar: olurlar.



Conclusion

Her gebe HBV acisindan taranmali

HBsAg pozitif anne bebegine asi +HBIG
Yiksek viremili anne bebeklerinde IPF (%5-13)
Yuksek viremi annelere OAT 3.trimesterde 777
Annenin durumu; aktif hastalik & flair
Emzirme kontrendike degil, 6nerilmez 2777
Sezeryanin-doguma Ustunlagu gosterilmemis



