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Sunum Plani

Gebelik planlanmasi
Gebelik ve ART

Gebenin izlemi

Dogum

Yenidogan profilaksisi

Beslenme



HIV ile infekte her kadin

e Dogurganlik caginda ise cocuk
planlamasi konusulmali

* [stenmeyen gebelik olasiligini
azaltmak onemli

 Etkili ve uygun kontraseptif
yontemler hakkinda bilgi
verilmeli

* Oral kontraseptifler ve ART
etkiesimine dikkat edilmeli
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1.trimester 2.trimester 3.trimester

HIV tarama ART baslanmasi Fetal gecisin onlenmesi  ART devamliligi
Gebelik 6ncesi danismanlik ART devami HBV/HCV koinfeksiyonu Yenidoganin takibi
Servikal smear ART ajan se¢imi Dogum sekli Beslenme

Viral yuk takibi istenmeyen etki takibi Dogum yonetimi



Tum gebeler
taranmali

Rubella Hepatit B




HIV ile infekte kadinlar
Dogumdan 6nce

Gebelik oncesi
viral yuk
saptanamaz
olmali

Alkol, sigara ve
Guvenli cinsel keyif verici
uygulamalar madde ortadan
kaldirilmasi

Gebeligi diistinen
tim kadinlar

ART almali

Cinsel yolla
JUERE]
hastaliklar
tedavi edilmeli

Folik asit
kullanimi

Es taranmali ve
tedavi edilmeli




HIV ile infekte

kadinlar
Dogumdan 6nce

CD4 hicre sayisi

HIV RNA diizeyi

P

Direnc testi

\§

~

Hepatit A, B ve C taranmasi

A

~

Toksoplazma taranmasi

.

Hemogram

Karaciger ve bobrek testleri

_

HLA-B 5701 testi

ART oykisu, uyum




HIV ile infekte

kadinlar
Dogumdan 6nce

Sifiliz, Chlamydia trachomatis, Neisseria gonorrhea

HAV, HBV, influenza, pneumococcus, and Tdap asilari

Depresyon, anksiyete degerlendirme

A

Firsatci infeksiyon (PCP, MAC)

-~

Es degerlendirilmesi

AN

Glukoz tolerans testi 28. hafta

.
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Fetus izlemi

A
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Viral yukin baskilanmis olmasi

Hic bir yontem tamamen
koruyucu degil

Plazma HIV RNA ile genital RNA
konsantrasyonu farkli olabilir

Bildirilmis gecis yok

Genital sistem iltihabi, HIV gecisi
ile iliskili

Infertilite acisindan
degerlendirme

Ovulasyonun takibi, uygun kit ile

Ovulasyondan onceki 2-3 giin
ovulasyon gunu kondomsuz iliski
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ABSTRACT Bulas sayisi 39, partner iliskili 28
Sadece 1’i erken ART

BACKGROUND

Antiretroviral therapy that reduces viral replication could limit the transm
human immunodeficiency virus type 1 (HIV-1) in serodiscordant couples.

METHODS ape
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Teence
HIGGINS

Partner Study

2010 — 2014 ( 2016)

75 calisma bolgesi
1166 serodiskordan cift
Heteroseksuel ve MSM

Kriterler

Pozitif partner

Saptanamaz viral yuk (<200c/ml)
ART alan

Kondom kullanmayen

11 infeksiyon - (10 MSM, 1 heteroseksuel)
Higbiri partner kaynaklh degil

58,000 kondomsuz, penetratif seks, HIV bulasi O
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Natural conception in HIV-serodiscordant couples
with the infected partner in suppressive
antiretroviral therapy

A prospective cohort study

Jorge Del Romero, MD?, Maria Begofa Baza, MD*", Isabel Rio, PhD®, Adrian Jerénimo, MD?, Mar Vera, MD?,
Victoria Hemando, PhDP¢, Carmen Rodriguez, PhD?, JesUs Castilla, MD, PhD*¢

Abstract

The potential of antiretroviral treatment (ART) to prevent the sexual transmission of HIV has increased the number of serodiscordant
couples who are considering natural conception. We aim to describe the results of a protocol for reproductive counseling aimed at
HIV serodiscordant couples who desire natural conception, in which the infected partner, the index case, is receiving suppressive
antiretroviral treatment.

A prospective cohort included all HIV serodiscordant couples attended a counseling program in the period 2002 to 2013 who
opted for natural conception and met the following criteria: index case on ART with persistent plasma viral suppression for at least the
previous 6 months, ART compliance over 95%, preserved immune status, undetectable HIV viral and proviral load in semen in male
index cases, and absence of genitourinary infections and fertility problems in both members of the couple.

Of the 161 HIV serodiscordant couples included, 133 with male index cases, 66% achieved at least 1 pregnancy, 18% a second
one, and 5% a third pregnancy. A total of 144 natural pregnancies occurred and 107 babies were born. The pregnancy rate was 1.9
for each 100 acts of vaginal intercourse, and the mean time to conception was 6.1 months, both independently of the sex of the index
case. No case of sexual or vertical HIV transmission occurred.

In the absence of fertility problems and under controlled conditions, natural conception might be a safe and effective reproductive
method for those HIV serodiscordant couples who choose this reproductive option.

Abbreviations: ART = antiretroviral treatment, Cl = confidence interval, DNA = desoxyribonucleic acid, HIV = human
immunodeficiency virus, IQR = interquartile range, NA = not applicable, RNA = ribonucleic acid, SD = standard deviation, SDCs =
serodiscordant couples.

Keywords: antiretroviral therapy, HIV infection, HIV transmission, natural conception, serodiscordant couples

Del Romero et al.
Medicine (2016)
95:30



Erken ve kalici viral yuk kontrolu

: erinatal gecis riskini azaltir
Serodiskordan P 5E613

~

cittler

Riski timuyle ortadan kaldirmaz

HIV pozitif
<adin

Evde ya da uygun bir yerde spermin
aktarilmasi riski ortadan kaldirir




Viral supresyon stiphe

Erkek +, ART aliyor, viral supresyon, ovulasyon penceresinde
kondomsuz ise PrEP eklenmesi yarari dustk
cittler
o Gebelik sirasinda HIV bulasinda artis
HIV pozitif

e r ke k Gebelikte her trimestir anti HIV
Partner yiki ? ise daha sik
Akut HIV infeksiyonu perinatal gecis riski yuksek




TDF+FTC

Gebelikten 1 ay dnce gunlik
baslanmasi, 1 ay sonrasi

* Baslangicta ve 3 ayda bir HIV testi

HBV mutlaka degerlendirilmeli

Hepatit B asisi

Akut HIV infeksiyonu ile ilgili
bilgilendirme




6 ay sonrasl
infertilite icin
degerlendirme

HIV, ART
sperm anomalisi

Yardimci Greme

teknikleri

Sperm sayisi
duslklagl, hareket
azhgi, anormal form,
disuk volum gibi

Rahim igi
tohumlama (IUI)

in vitro fertilizasyon
(IVF)

intrasitoplazmik
sperm enjeksiyon
(IcS1)

Hepsi ile birlikte
yikanmis sperm




Tum kadinlar ART almali
. - C Kad ql10
HIV ile infekte adinin sagilg

Perinatal gecisin azalmasi
kac 10 Ia r Yasam boyu devam etmeli




ART secerken

ART etkinligi Gebelik deneyimleri

Istenmeyen etkileri Direnc testleri

llac etkilesimleri llaclarin teratojenik potansiyeli
Farmakokinetik Anne ve fetlse olumsuz sonuclari
Hepatit B koinfeksiyonu Tedavi uyumu diasunulmeli

Komorbiditeler



Perinatal gecis azalmasi

* ART kullanimi plazmada ve genital sekresyonda HIV RNA dlzeyini
dusurur
Erken viral supresyon perinatal gecisi azaltir
Plazma RNA saptanamaz olsa da perinatal gecis bildirilmis
Annenin aldigi ART fetus icin PrEP
NRTI yuksek plasental gecisten dolayi kapsanmall

Yenidogan PEP



Antiretroviral Ajanlar ve Gebelik

NRTI NNRTI

Pl

INI
El

ik secenek Abakavir/lamivudin Atazanavir/r3 Raltegravir

Emtricisabin/tenofovir DF Darunavir/r Dolutegravir
Alternatif Zidovudin/lamivudin Rilpivirin Lopinavir/r

Efavirenz’
Gebelikte TAF Doravirin Fosamprenavir/r Elvitegravir®
yetersiz veri Bictegravir
Onerilmeyen Didanozin Nevirapin? Maraviroc
Stavudin Etravirin
ABC+3TC+ZDV

'Gebelik ilk 8 haftadan sonra kullanilabilir. insanda fetal risk; gebelik kategorisi D

2jstenmeyen etki, diisiik direng bariyeri

5 Kobicistat/emtricitabin/tenofovir DF ile kombine
Gebelikte kobistat kullanimi ile ilgili yeterli veri yok

3Hiperbilirubinemi DHHS, https://aidsinfo.nih.gov/guidelines/html/3/perinatal/487/table-6---what-to-start--initial-
combination-regimens-for-antiretroviral-naive-pregnant-women

4jlk trimester harig



Antiretroviral Pregnancy Registry Study
(www.APRegistry.com)

« Amac

—HIV ile infekte gebe kadinlarda antiretroviral ajanlarin major teratojenik
etkilerini saptamak

— Bagimsiz bir danisma kurulu tarafindan yarataliar; ARV dreten tim ilac
firmalan katilir

« Potansiyel, uluslararasi ilaca maruz kalma kayit ¢alismasi
(1989- 2018 Temmuz; n=20.064 gebelik bildirilmis)
>%80 olgu ABD

* Yillik 1300 olgu
* Dogum kusur orani nufusa dayali gozlem verileri ile kargilastiriimig

Interim Report July 2018, www.APRegistry.com.
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Defects/Live Births  Prevalence (%) Lower 95% CI Upper 95% CI = =
Lamiwdine 4 154/5069 3.04 2.58 3.55 e
Zidowdine 4 134/4186 3.20 269 3.78 —e—
Tenofovr DF { 85/3715 2.29 1.83 2.82 —e—
Ritonavr< 72/3209 224 1.76 2.82 —e—
Emtricitabine 4 70/2996 2.34 1.82 2.94 ——
Lopinavir- 30/1421 2.11 1.43 3.00 boo
Atazanavwr-{ 29/1309 222 1.49 3.17 —_—
Nelfinavr | 47/1212 3.88 2.86 512 —e—
Abacavir- 35/1183 2.96 207 4.09 F—e—1
Nevirapine-{ 32/1148 279 1.91 3.91 —e—
Efavirenz 4 24/1040 2.31 1.48 3.41 —e—
Stawdine4{ 21/811 2.59 1.61 3.93 P
Darunavr< 13/496 2.62 1.40 4. 44 F = {
Didanosineq 20/427 468 2.88 7.14 t - i
Rilpivirine- 3/352 0.85 0.18 2.47 o
Raltegravir4{ /312 2.88 1.33 541 F <> i
Indinavir<4 7/289 242 0.98 493 b o i
Cobicistat{ 6/258 2.33 0.86 4.99 F - -
Telbiwudineq 3/254 1.18 0.24 3.41 —e i
Dolutegravir4 8/229 3.49 1.52 6.77 b o {
Etegravr+4 5/213 2.35 0.77 5.39 k © {
First Timester APR < 262/9628 272 2.40 3.07 e
Any Tnmester APR 4 524/19005 276 253 3.00
MACDP - 272 2.68 276 2]
TBDR 4.17 4.15 419 $
1 I I | 1 L |
0 1 2 3 4 5 6 7 8
Prevalence (%)

MACDP = Metropolitan Atlanta Congenital Defects Program (reference 5); TBDR = Texas Birth Defects Registry (reference 7).
Note: The vertical solid line is the upper 95% confidence interval endpoint for MACDP, 2.76%. The vertical dashed line is the upper 95%
confidence interval endpoint for TBDR, 4.19%. Confidence intervals are calculated using the Clopper-Pearson exact binomial method.

Interim Report July 2018, www.APRegistry.com



Gebelik ve Fizyolojik Degisiklikler

Ilacin emilimi, dagilimi, biyotransformasyonu ve eliminasyonu etkilenebilir
llac dozu etkilenebilir

Virolojik failure, ilac¢ toksisitesi

Gastrointestinal gecis zamani uzun

Vicutta su ve yag artar

Kalp debisi, ventilasyon, karaciger ve bdbrek kan akisi artar

Plazma protein konsantrasyonlari azalir

Renal sodyum yeniden emilimi artar

llac metabolize edici enzimlerde degisiklikler meydana gelir.

Plasental transport, ilaclarin fetus tarafindan elimine edilmesi de etkileyebilir



Gebeligin Antiretroviral Ajanlara Etkisi

NRTI NNRTI Pl El INI
Farmakokinetik: Abacavir Nevirapin Nelfinavir
Onemli bir degisiklik yok Zidovudin Etravirin Saquinavir
Doz degisikligi gerekmez Lamivudin Rilpivirin
Didanozin
Stavudin
insanda gebelik Tenofovir DF Tipranavir Enfuvirtid Raltegravir
calismasi yok Maravirok Dolutegravir
Elvitegravir
Maruz kalmanin azaldigina Emtrisitabin Efavirenz Atazanavir
dair kanit Darunavir
Fosamprenavir
Indinavir
Lopinavir/r3
Ritonavir

DHHS, https://aidsinfo.nih.gov/guidelines/htmitables/3/6656



Senaryo

ART alan kadin gebelik planliyor ART devami
ilk trimestir DTG, ddI+d4T, 3 NRTI kontrendike

ART alan kadin gebe ise ART devami
iIk trimestir DTG, ddI+d4T, 3 NRTI kontrendike

Tedavi naif kadin gebe MUimkin oldugunca ¢abuk
ART baslanmali
Gebe 2 ya da 3.trimester ART hemen baslanmali

RAL oncelikli tercih, hizli viral yuk disisu icin

Gebe 3. trimestir, viral yik saptanabilirise Direncg testi
RAL ya da DTG ekle ya da degistir

EACS,2018



1zlem

CD4 ve viral yuk : Viral yuk:

 Enaz 2 yildir ART alan, CD4>300 ise * Gebelikte baslanan ART

Baslangicta ve dogumda Tedavinin 2-4. haftasi

* ART <2 yil, CD4<300, viral yuk Saptanamaz olana kadar aylik
saptanabilir ya da uyum sorunu

Her trimester

3-6 ay 36. Hafta

Dogumda






Dogum sekli

* Gebelik 36. haftasi karar verilmeli
e EACS 2018 : HIV RNA <50 kopya/ml normal dogum
HIV RNA >50 kopya/ml sezaryan

e DHHS HIV RNA >1000 kopya/ml sezaryan




Dogumda iv zidovudin

HIV RNA >1000 kopya / ml uygulanir
HIV RNA <50 kopya / ml gerek yok
HIV RNA 50-999 kopya / ml ???

Ideal olarak 3 saat 6nce baslanmall

2 mg/kg bir saatlik yikleme dozu

1 mg/kg idame dozu



Direncli olguda

iv zidovudin

Vahsi tip virus bulasi 6n planda
Bebek icin PrEP, PEP

Plasentayi rahat gecer

Yiksek kordon maternal kan orani

Plasenta icinde aktif trifosfata metabolize edilir

BOS’ a gecisi iyi



4 hafta zidovidin Anne gebelikte ART aliyor
Yeni d Oéa N Viral supresyon saglanmis

Uyum sorunu yok

profilaksi

YUKSEK RiSK 6 hafta ZDV+3 doz NVP  Anne ART almamis
6 hafta ZDV+3TC+NVP  Sadece dogumda alimis
Viral supresyon saglanamamis
Gebelikte akut HIV infeksiyonu
Emzirme



Emzirme

Emzirmemek HIV pozitif gebeler icin standart ve guclu bir éneridir

Perinatal gecis yaklasik %1,1 gibi

Cogu ART icin glvenlik verisi az

Cabergoline 1mg tek doz laktasyonu baskilar

* Anne ile iletisim acik olmall



Beslenme

Viral yuk saptanamaz olsa da anne situ virus icerebilir
Ikilem...

* Anne sittlnln yaygin olarak kabul gérmius faydalari

* Baglanmaile ilgili endiseler

* Farkli ya da suclu hissetmek

 Aile baskisi, ktltirel norm

* Aciklama riski

e Diinya Saghk Orgutu politikalari

e Kaynak sinirli tlkelerde yapay beslenmeden daha
guvenli kabul edilir




Emzirme

* Anne emziriyor ise uyum cok onemli

Viral yik 1-2 ayda izlenmeli

6 ay

Hizli stitten kesme onerilmez

Mastit, pamukcuk bulasi artirabilir
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London lege

Breast-feeding related HIV Transmission during ARVS

Study Intervention (PP) Transmission Rate | Reference

VitARCT n 103 | Observational study Exclusive BF 25% Coutsoudis et al
156 | 15 months FU Never BF 20% AIDS 2001,15:379-
288 Mixed feeding 35% 387

DREAM n 341 | Observational study Observed 2.8% Marazzi et al, PIDJ,

Mozambique HAART + 6/12 Excl BF Expected 40% 2009, 28:483-7
n 441 | Observational study 6/52 4 1% Kilewo et al, JAIDS,
Tanzania HAART + 6/12 Excl BF 6/12 5.1% 2009; 52: 406-16
n 102 | Observational study No Transmissions Homsy et al, JAIDS,
Uganda HAART + 6/12 Excl BF 19% MR 2010;53:28-35
Maternal n 227 | BreastFed 0.5% Peltier et al, AIDS
Choice 305 tFormula-Fed 0 % 23:24715-2413
MeaBana n 265 | Trizivir 0.7% Shapiro et al, NEJW—}
Botswana 265 | CBV/Kaletra 0 % 2010,362:2282-2294
RCT 170 | CBV/INVP 0 %
BAN n 851 | CBV/NVP or Kaletra 3.0% Chesale et al, NEJM,
Malawi 848 | Infant NVP 1.8% 2010;362:2271-2281
CT 668 | Nutritional supplements 6.4%

/_.z-"




Dogum
vonetimi

HIV Negatif

bebek

Anne sutu

Bebek PEP . .
verilmemesi
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Figure 1. Recommended Virologic Testing Schedules for Infants Exposed to HIV by Perinatal HIV
Transmission Risk

Low Risk: Infants born to mothers living with HIV who received standard ART during pregnancy and
had sustained viral suppression (usually defined as confirmed HIV RNA level below the lower limits of
detection of an ultrasensitive assay) and no concerns related to maternal adherence.

Higher Risk: Infants born to mothers living with HIV who did not receive prenatal care, did not receive
antepartum or intrapartum ARVs, received intrapartum ARV drugs only, mothers who initiated ART late
in pregnancy (during the late second or third trimester), received a diagnosis of acute HIV infection
during pregnancy, or had detectable HIV viral loads close to the time of delivery, including those who
received combination ARV drugs and did not have sustained viral suppression.

Birth 2 weeks 3weeks 4 weseks 8 weeks 10 weeks 4 months 6 months
] | | | | | |
Low Risk
Hgher sk [ NATT | [ WAT ] [ [ war ]

* For higher-risk infants, additional virologic diagnostic testing is recommended at birth and 2 to 4 weeks after cessation of ARV

prophylaxis (i.e., at 8—10 weeks of life).
Key to Acronyms: ART = antiretroviral therapy; ARV = antiretroviral; NAT = nucleic acid test

HIV infection can be presumptively excluded in nonbreastfed infants with two or more negative
virologic tests (one at age =14 days and one at age =4 weeks) or one negative virologic test (i.e,,
negative NAT [RNA or DNA]) at age =8 weeks, or one negative HIV antibody test at age =6 months."7

Definitive exclusion of HIV infection in a nonbreastfed infant is based on two or more negative
virologic tests (i.e., negative NATs [RNA or DNA]), one at age =1 month and one at age =4 months, or
two negative HIV antibody tests from separate specimens obtained at age =6 months.

For both presumptive and definitive exclusion of HIV infection, a child must have no other laboratory
evidence (i.e., no positive virologic test results or low CD4 T lymphocyte [CD4] cell count/percent) or
clinical evidence of HIV infection and should not be breastfeeding. Many experts confirm the absence
of HIV infection in infants with negative virologic tests by performing an antibody testatage 1210 18
months to document seroreversion to HIV antibody-negative status.



