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Sunum Plani

JEpidemiyoloji

1 HIV ve cocuk sahibi olma istegi

O HIV infeksiyonunda gebeligin 6nemi

1 Anneden bebege HIV bulasi

Gebelerde izlem, farkh klinik senaryolara yaklasim

1 Gebelikte ARV ila¢ kullanimi



HIV ile yasayan eriskin ve ¢ocuklar, 2017
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UNAIDS, 2017 Report on the global AIDS epidemic. www.unaids.org.



http://www.unaids.org/

Mumbear of AIDS-related daaths (thowsand)

HIV Epidemiyoloji

2 500 120

1000
2000
1500

1000

500

MNumbser of &lD5-related deaths (thousand)

S SEES S EESE T S
Wirnen Men

ART sonrasi 6lim orani %48 diisti

Olgularin 7%51'i kadin, kadinlarda 6lim orani daha hizli diisti

UNAIDS, 2017 Report on the global AIDS epidemic. www.unaids.org.
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HIV Epidemiyoloji
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Cocuklarda (0-14 yas) yeni HIV infeksiyonu,anneden bebege bulasmayi
onlemek icin ART kapsayicilik orani (2000-2016)

UNAIDS Global HIV epidemiology report 2017



Epidemiyoloji
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Anneden bebege
bulasin 6nlenmesi

icin ART kapsami %75

)

Cocuklarin %32 ‘si
tedaviye erisebiliyor
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2016 yilinda
120 000
cocuk
kaybedilmis
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2016 yilinda yeni
HIV ile infekte

cocuk sayisi 160
000

~

2010 yiliile

kiyaslandiginda
~%50 azalma




01 EKiM 1985 — 30 HAZIRAN 2016

Tirkiye Halk Saghg: Kurumu,
Bulasici Hastaliklar Daire Baskanhg,
Zihrevi Hastaliklar Birimi

TURKIYE’DE BILDIRILEN HIV/AIDS VAKALARININ CINSIYETE GORE DAGILIMI

YAS GRUBU ERKEK KADIN TOPLAM VAKA
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Tiirkiye’de kadinlarin orani ~ %25

Yasa gore kadinlarda dagilimin en yiiksek oldugu grup 25-35 yas

5 yvas ve Uustu
Bilinmeyen 149 211
TOPLAM 10 213 [ ¢ 2 968 ) 13 181




Bebek istiyorum!

HIV ile infekte

— Erkeklerin %58’i ve kadinlarin %70’inin primer bir
partneri var

— Ciftlerin %50’si serodiskordan

— %20’si, HIV durumunu bilmedikleri partnerler ile
birlikte oluyorlar
ABD’de tahminen 140.000 serodiskordan
heteroseksuel cift oldugu ve bunlarin yaklasik
yarisinin cocuk istedigi bilinmekte

Family Planning Perspectives, 33 (4); 144-52, 2001.
Am Journal of Obst and Gyn, 204(6), 488e1-8, 2011




Having a NEGATIVE family
‘can be the most POSITIVE
~ thing in your life.




Gebelik oncesi yaklasim

Cocuk dogurma yasindaki tim
kadinlarla cocuk plani konusulmal
(Alll)

1k vizitte istemiyor olabilir, gelecekte?
Erkek hastalarla?

Planlanmamis gebelik olasiligini azaltmak
icin uygun ve etkili korunma yontemleri
hakkinda bilgi edinmesi saglanmali (All)

HIV infeksiyonu oral kontraseptif kullanimina
engel bir durum degil (All), ancak ilac
etkilesimleri g6z 6ninde bulundurulmal..




Gebelik dncesi, glivenli cinsel iliski hakkinda, sigara
alkol madde kullaniminin birakilmasi konularinda bilgi
verilmeli (AII)




Cocuk isteyen tum ciftler

e Ciftlerin spesifik ihtiyaclarina uygun yaklasim
acisindan uzman konsultasyonu (Alll)

* Oncesinde genital infeksiyonlar taranmali ve
tedavi edilmelidir (All)

e Oncesinde HIV ile infekte partnerlerde
maksimum viral baskilanma saglanmalidir

(All).

DHHS 2017
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Genital HI'V-1 RNA Quantity Predicts Risk of Heterosexual HIW -1
Transmission

Jared M. Baeten, MD, PhRD1-23 Erin Kahle, MPH!1-3, Jairam R. Lingappa, MD, PhD1.2.4,
Robert W. Coombs, MD, PhD25 Sinead Delany-Moretlwe, MD, PhD% Edith Nakku-Joloba,
MBChB, PhD?_ Melly R. Mugo, MBChB, MPHT -2 Anna Wald, MD, MPHZ2-2.59 Lawrence
Corey, MD2.3.5.9 Deborah Donnell, PhD1-12 Mary S. Campbell, MD2, James I. Mullins,
PhD25 and Conmnie Celurm, MD, MPH'-Z2.3 for the Partners in Prevention HSW/HIW
Transmission Study Team

Etkin ART = plazma viral yik azalir
— genital sekresyondaki virtis konsantrasyonu azalir

Genital HIV-1 RNA her 1 log,, artis ile esler arasi bulag riski 1.7 kat artar

Maksimum virolojik baskilanma saglansa bile genital traktliste virus
bulunabilir; heteroseksiel bulas riskini tam elimine etmez

Sheth PM, AIDS. 2009;Cu-Uvin S, AIDS. 2010;; Politch JA, AIDS. 2012




Serodiskordan Ciftler

Cift danismanlik hizmeti almall

HIV infekte olan es kombine ART
almali ve plazma viral yuk saptanabilir
duzeyin altina dusurulmelidir.

HIV ile infekte olmayan bireye ek
onlem olarak

— TOP (30 giin 6nce ve 30 giin sonra )
onerilmelidir ( 6zellikle HIV(+) partnerin
viral yaku bilinmiyorsa veya saptanabilir
duzeyde ise) (ClII).

— (HIV infekte partner ART aliyor ve
baskilanmis ise yarari?)

DHHS 2017
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Temas Oncesi Proflaksi

Table 4. Clhinical Trials of Pre-Exposure Prophylaxis

daily topical TFY
gel

Trial. Study Population Location Intervention Qutcome Comments

TOF2 1,219 sexually active adults; | Botswana Daily oral TOF! | B3% profection =30%% did not complete
55% male, 45% female; 94% FTC study; cannot draw definitee
unmarried; approsamately conclusions for women and
9% aged 21-29 — men separately.

PIP 4 758 heterosexual Botewana, Diaily cral TDE B7% profection with TD Dizcordant couples may
serodiscordant couples; 38% | Kenya, Rwanda, | or TDRE/FTC alone; T5% protection a distinct, unigue
HIV-negative female, 63% South Africa, with TORFTC population.

HIV-negative male parner; Tanzania, ~
98% marned; median age 33 | Uganda, Zamkia

FEM-PrEP | 1,951 heterosexual women Kenya, South Daily oral TOF! | Trial discontinued for Adherence assessment
aged 1835 at high rsk of Africa, Tanzania | FTC futility in April 20101, with monthly clinical
infection samples fo measure drug

VOICE 5,029 heterosexual women Uganda, Diaily cral TDOF Mo study drug significanily AHEI'EI'IEE to shudy drugs N

MTN-003 aged 1845 in high- South Africa, or daily oral reduced the nsk of HIV wias low; TFY was detected
prevalence arcas Jimbabwe TDRFTC or acquisition. Estimates of in 30% of the oral TDF arm,

effectiveness were less
than [ for TOF and TDF/
FTC daidy oral dosmng
(negative 48 8% and
negative 4.2% TDRFTC

respectively), and reduced
nzk of HIV infection of

14 7% for TOF gel.

29% in the oral TDFFTC
arm, and 25% in the TDF

| arm.

Key to Acronyms: TOF = tenofowir disoprosal fumarate; TFY = tenofowr; FTC = emitnctabine



Am J Obstet Gynecol. 2015 Sep;213(3):341.e1-12. doi; 10.1016/.3)09.2015.05.010. Epub 2015 May 13.

HIV-serodiscordant couples desiring a child: 'treatment as prevention,’ preexposure prophylaxis,
or medically assisted procreation?

Mabileau G' Schwarzinger M?, Flores J, Patrat C* Luton D® Epelboin 5% Mandelbrot L7 Matheron S° Yazdanpanah y8

Abstract

OBJECTIVE: We sought to assess the residual risk of HIV transmission, cost, and cost-effectiveness of various strategies that can help fertile
HIV-uninfected female/HIV-1-infected male on combination antiretroviral therapy with plasma HIV RNA <50 copies/mL couples to have a
child: (1) unprotected sexual intercourse (treatment as prevention); (2) treatment as prevention limited to fertile days (targeting fertile days);
(3) treatment as prevention with preexposure prophylaxis (tenofavir/emtricitabine); (4) treatment as prevention and preexposure prophylaxis
limited to fertile days; or (5) medically assisted procreation (MAP).

STUDY DESIGN: This was a model-based, cost-effectiveness analysis performed from a French societal perspective. Input parameters
denved from international literature included: 85% probability of live births in different strategies, 0.0083%/mo HIV transmission risk with
unprotected vaginal intercourse, 1% HIV mother-to-child transmission rate, and 4 4% birth defect risk related to combination antiretroviral
therapy when the mother is infected at conception. Targeting fertile days and preexposure prophylaxis were estimated to decrease the risk of
HIV transmission by 80% and 67%, respectively, and by 93.4% for preexposure prophylaxis limited to fertile days (the relative risk of
tranemissinn considerinn the combination of hoth stratenies geenming to be (1-80%V1_-G7%% = 16 £% in haserace) Tenofnvirlemtricitabine

* HIV bulasi hedeflenmis fertilizasyon
glnlerinde en az, sadece tedavi en fazla

O OO T yeaT Sa Ve eSSy WeTe TUD ST IO T TS S E TSI VIt ey =ess.

CONCLUSION: Targeting fertile days is associated with a low risk of HIV transmission in fertile HIV-uninfected female/male with controlled
HIV-1 infection couples. The risk is lower with preexposure prophylaxis limited to fertile days, or MAP, but these strategies are associated with
unfavorable cost-effectiveness ratios under their current costs.



HIV infekte kadin
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* Peri-ovulatuvar donemde evde veya saglik biriminde
esin spermiyle inseminasyon en giivenli yontem (Alll)




HIV infekte erkek

Dondr spermi en guvenilir
secenek (Alll)

Donor spermi tercih edilmiyorsa, sperm
hazirlama teknikleri ile intrauterin
inseminasyon ve IVF dustnutlmelidir (Alll)

Semen anomalileri HIV ile infekte erkeklerde
daha sik goruldltgu icin konsepsiyon oncesi
semen analizi 6nerilir (Alll)




Sperm Yikama

Sperm yikama ve PCR (10 kp/ml) sonrasi:
Intrauterin inseminasyon

In vitro fertilizasyon

Intrasitoplazmik sperm enjeksiyonu yapilabilir.

Bulas riski teorik olarak var.

2003-2007 arasi 1800 cifte, 4500 kez islem uygulanmis.
500den fazla c¢ocuk sahibi olunmus, hicbirinde HIV
serokonversiyonu yok.

(Bujan L, et al. AIDS 2007, 21:1909-14)
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Sperm washing to prevent HIV transmission from HIV-infected men but allowing
conception in sero-discordant couples

This version published: 2011; Review content assessed as up-to-date: October 02, 2010
Plain language summary

Sperm washing is a technigue that concentrates and separates the seminal fluid from the sperm in HIV-positive males. HIV 1S
known to reside in the semen of HIV-positive men. When a woman wants to get pregnant, she is artificially inseminated with the
sperm afier it is washed and becomes virus-free. Sperm washing is done with the help of a centrifuge. The centrifuge is a device
that spins at a high speed to separate the sperm from the seminal fluid in a given sample of semen. The sperm is then purified in
solution twice, in order to clean other unwanted substances in it, including the HIV. This technique was first introduced in 1992 in
Milan, Italy by Augusto Enrico Semprini and colleagues, with the aim of helping HIV positive couples to conceive a healthy baby £
to ensure that females do not acquire the disease from an HIV-positive male. Mowadays, many couples opt for sperm washing
because it prevents the female partner from getting infected with HIYW and enables the HIW positive male to propagate a healthy
family. However, this process can be very lengthy and expensive. It is very helpful If both partners understand sperm washing to k
a risk-reduction method and not a risk-free method as, technically, the virus could still be present in the washed sample at a titer
below the detectlon limit of the HIV assa‘,-' There have been no reports of seroconversion in the female partner when semen has

[ = £ P e P £ et e o F, i e Boiom oy ey = ko P | iy P ETPET S SN ol coloy o d

* Bu konudakl gaI|§maIar gozlemsel, randomize
kontrollt calismalara ihtiyac var

Authors' conclusions: Reports on the use of sperm washing to prevent HIV transmission, from HIV-infected men but allowing
conception in sero-discordant couples, are currently limited to observational studies. No randomised controlled trial has assessed
the benefit or risk of sperm washing to prevent HIV transmission from HIV-infected men but allow conception in sero-discordant
couples. Thus, this systematic review identifies the need for a multicentre randomised controlled trial assessing the benefits and
passible risks of sperm washing in preventing HIV transmission from HIV-infected men but allow conception in sero-discordant
couples.




Partnerlerin ikisi de HIV-pozitif

Bu cift, eger ¢cocuk sahibi olmak istemiyorsa,
stiperenfeksiyondan ve antiretroviral direncli viriisiin
paylasilmasindan ka¢inmak i¢in kondom kullanmali

Eger gebelik isteniyorsa: Viral yiikiin sptanamayacak diizeye
diistiriilmesi, ovulasyon belirleyici kitlerin kullanimi ve ayda
bir kez korunmasiz seks, kabul edilebilir bir yaklasim




Dogal konsepsiyon ?

Acquir Immune Defic Syndr. 2006 Nov 1;43(3).324-6

Natural pregnancies in HIV-serodiscordant couples receiving successful
antiretroviral therapy.

Barreiro F'1. del Romero J, Leal M, Hermando WV, Asencio B, de Mendoza C, Labarga P, Nudez M, Ramos JT, Gonzalez-
Lahoz J, Soriano V; Spanish HIV-Discordant Study Group.

* Barreiro
* 62 serodiskordan cift

e ART alan ve VL < 500 kopya/ml olan HIV (+) partner
e HIV bulasi yok

Barreiro et al. (2007) Human Reproduction, 22 (9), 2353
Cohen, M. et al. (2011). NEIM 365: 493-505.



1. HIV + es doktor kontroliinde diizenli ART tedavi kullaniyor
olmal
2. Plazma HIV-RNA >6 ay sureyle saptanamaz duzeyde olmali
3. iki este de cinsel yolla bulasan baska bir hastalik olmamall
—> cinsel yolla bulas ihmal edilebilir
2008 Swiss Commission
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Aantiretroviral Therapy for the Prevention of HIW-1 Transmission

Myron S. Cohen, MDD ., YWing & Chen, Ph.D., Marnybeth MoCauley, MOPH., Theresa Gamble, Ph_.D., Mina &. Hosssinipowr,
MDD, Magalingeswaranmn Kumarasamy, ME. B .S James=s . Hakim. M. O Johnstone Kumwenda, FROOC P, Beatri=
Erinsziejn, M. Jose H.S5. Pilotto, M. D Shesla W, Godbole, M. Suwwal Chariyvalertsak, M. O, Breno . Santos, M. D
Kenneith H. Mayer, M_D Irving F. Hoffman, P.A. . Susan H. Eshleman, M. D Ph D, Estelle Pivwowar-Manning, M. T., Le=slie
Cofile, B. S, Xinyi . Zhang. Ph. D_, Joseph Makhema, M_B B_Ch_, Lis=a A Mills, M_D Rawvimdre Panchia. M. B B . Ch
Sharlaa Fasesen, M. B B.Ch_, Joseph Ercom, M_D_, Jo=l Gallant, M_D ., CDiane Hawvlir, P . D, Susan Swindells, M EB., B.S
Wanessa Elharrar, M.D ., David Burms, M. D., Taha E. Taha, M.E.  B.S Karin Mislsen-Saines, M. D., David . Celentano
Sc. D, Max Essex, D.W.HK ., Sarah E. Hudeslson, B S Arndreww . Redd, Ph.D., and Thomas R. Flemimng, Ph.D ., for ihe
HPTH 052 Study Team”

M Engl J Med 2016; 375853 0-839 | Sepiember 1, 2016 | DO 10 1056MNEJMoal15006935

1763 serodiskordan hasta, 886 erken ART; 877 gec ART

* Median izleme zamani 5.5 yil

Erken ART bulasi %93 azaltiyor (hazard ratio, 0.07; 95% Cl, 0.02 to
0.22)

Viral yuku kalici olarak baskilanan grupta indeks vaka iliskili
infeksiyon saptanmadi

N Engl ) Med 2016




Partner Calismasi

Sexual Activity Without Condoms and Risk of HIV
Transmission in Serodifferent Couples When the HIV-Positive
Partner Is Using Suppressive Antiretroviral Therapy

Alison ). Roedger. MD; Valentina Cambiano, PhD; Tina Bruun, RN; Pietro Wermazza, MD:; Simmon Collins: Jan van Lunzen, PRD;

Giulic Maria Corbelli;: Wicente Estrada, MD; Anna Mana Geretti, MD:; Apostolos Beloukas, PhD: David Asboe, FRCP:

Pompeyo VWiciana, MD: Félix Gutigrmez, MD;: Bonaventura Clotet, PhD;: Chnstian Pradier, MD: Jan Gerstoft, MD: Rainer Weber, BMD:
Katarina Westling, MD:; Gilles Wandeler, MD;: Jan M. Prins, PhD; Armin Rieger. MD; Marcel Stoeckle, MD; Tim Kammerle, PhDy;

Teresa Bini. MD; Adriana Ammassari, MD: Richard Gilson, MD; lvanka Krznaric, PhD; Matti Ristola, PhD; Robert Zangerle. MDDy

Pia Handberz. RMN: Antonio Antela, PhD: Sris Allan, FRCP: Andrew M. Phillips. PRHD: Jens Lundgren. MD: for the PARTHER Study Group

. 1166 cift (340’1 MSM)

e 14 Avrupa Ulkesi
. . e HIV viral yik <200 k/ml, ART
75 Klinik aliyor, kondom kullanmiyorlar

* ART alan, viral yuki negatif olan ve kondom kullanmayan
serodiskordan heteroseksuel ve MSM ciftlerde median 1.3
vil izlem sonunda HIV bulasi saptanmamis

JAMA. 2016,316(2):171-181.



It is important to recognize that no single method (including treatment of the infected partner) is fully
protective against transmission of HIV. Effective ART that decreases plasma viral load to undetectable
levels is also associated with decreased concentration of virus in genital secretions. However, discordance
between plasma and genital viral loads has been reported, and individuals with an undetectable plasma viral
load may have detectable genital tract virus.”? In addition, antiretroviral (ARV) drugs vary in their ability

to penetrate the genital tract.!” In a prospective study of 2,521 African HIV-infected serodiscordant couples,
higher genital HIV RNA concentrations were associated with greater risk of heterosexual HIV-1 transmission
and this effect was independent of plasma HIV concentrations.'' Each log|  increase in genital HIV-1 RNA
levels increased the risk of female-to-male or male-to-female HIV transmission by 1.7-fold.'' Hence, the use
of ART reduces but does not completely eliminate the risk of HIV sexual transmission in couples who have
decided to conceive through condomless intercourse.'?

In addition to reducing the risk of HIV transmission between partners, starting ART before conception
in HIV-infected women may also reduce the risk of perinatal transmission.'® Data suggest that early and
sustained control of HIV viral replication may be associated with decreasing residual risk of perinatal
transmission,'#!s but not complete elimination of the risk of perinatal transmission.'* In addition, reports
are mixed on the possible effects of ART on prematurity and low birthweight, with some but not all data
suggesting that such outcomes may be more frequent in women on ARV drugs at conception.'®'#

The implications of initiating therapy before conception and the need for strict adherence to achieve plasma
viral load below the limits of detection should be discussed with the couple. Consultation with an expert in
HIV care is strongly recommended.

HIV RNA plazmada negatif iken, genital sekresyonlarda saptanabilir diizeyde
olabilir.
ART korunmasiz iliskide riski tamamen elimine edemeaz.




Anneden bebege HIV bulasi

ANTENATAL POSTNATAL

Erken Geg Erken Geg
| |

Gebelik %10-25 Dogum %35-40 Emzirme %35-40
H —

<28 hf >28 hf 0-1ay 1-6 ay 6-24 ay

ART uygulanmayanlarda kidmdalatif bulas riski %14-45

J

ART + planlanmis sezaryen + emzirmenin 6nlenmesi:
bulas riski %1-2'ye iner




Anneden bebege gecis orani %

25
20
15
10

/DV-bulas riskini azaltir

Pediatric AIDS Clinical Trials Group 076

22,6

) ZDV ile bulas riski %66

] - azalmakta (P=<0.001)

Plasebo ZDV
36

Sperling RS, N Engl J Med. 1996;335:1621-1629.



Gebelikte ARV ilaglarin perinatal bulasi

onlemede etkisi

RKC, CD4>200, ART gerekmeyen
14-34 hf, 402 gebe

Anne HIV-RNA arttik¢a bulas artar.
Plazma HIV-RNA dusik de olsa bulas var

50

40

30

20

10

HIV-1 bulasini 6nlemek igin
plazma HIV-1 RNA veya CD4 hiicre
sayisindan bagimsiz olarak anneye
zidovudin tedavisi onerilir.

- m ZDV
(p=0,08)
} M Plasebo
B (p=0,02)
Q Q Q Q
\/'\')) (9(0(0 (;\Q (;\0
L N N ’I\'
> oY
N <,§o

Sperling RS, NEJM 1996




ZDV-HIV Bulasinin azaltilmasi

30
25
20
15
10 6,1

5 -

O -

10

N\ Bulas orant:

%6,1: prenatal+intrapartum+ infant
ZDV,

%10: sadece intrapartum +infant ZDV
%9,3: ZDV infanta ilk 48 h baslanirsa
(cogu ilk 12 h)

Wade NA, N Engl J Med. 1999;339:1409-1414.



Dogum seklinin perinatal bulasi 6nlemede etkisi

20%
18%
16%
14%
12%
10%
8%
6%
4%
2%
0%

M Elektif sezaryen

M Diger dogum
sekilleri

ZDV (-) ZDV(+, 3 donem)

15 kohort metaanalizi, 8533 kadin
* Sezaryen ile bulas ~%50 azalmis
* Sezaryen - zidovudin kullanimi (+) vs (-): bulas ~%87 azalmis

NEJM 1999, 977-87



Perinatal bulasta emzirmenin rolQ

HIV infeksiyonu insidansi/100 yil

80
70
60
50
40
30
20
10

<100

101-1000 1001-10000 >10000

ilk anne st HIV-RNA kopya/ml

Rousseau CM, J Infect Dis 2003;187:741-747



Gebelik veya emzirme sirasinda primer veya akut HIV
infeksiyonu- bulas riski

*Perinatal bulas riski artar.

® Perinatal bulas orani gebelik sirasinda HIV gelisen anneden dogan

bebeklerde %22, oncesinde HIV ile infekte anneden dogan bebeklerde
%1,8 (OR:15,1) infekte

*Riskli gebelerde 3. trimestirde HIV antikor testi
tekrarlanmalidir.
*Hamile ve emziren annelere kondom kullaniminin

onemi anlatiimalidir.

Birkhead GS, Obstet Gynecol, 2010







Ovyki ve fizik muayene

Ayrintili bir oykd ve tam bir fizik muayene
llac kullanimi, sigara,alkol,madde kullanimi
Bagisiklik durumu

Kronik hepatit bulgulari
Cinsel yolla bulasan hastaliklar

Firsatci infeksiyonlar, thc <
lleri HIV hastaligi bulgular | }_\@/




Gebe izlem

e Maternal anemi:
e Gebeyi etkiler

e Anneden bebege HIV
gecisini arttirir

e Gebelikte CD4 sayisi rolatif
olarak dusuk bulunabilir,
CD4 % ile izlem uygundur

e Gebelikte CD4 ilk vizitte ve
her 3 ayda 1

/
~

4




Viral yuk

e |Ik vizitte \

e ART baslandiginda,

e ART baslanmasi veya degistiriimesinden 2-4
hafta sonra

e Viral supresyon saglanana kadar ayda 1,
sonra her 3 ayda 1

e Dogumun sekline ve zamanina karar
vermek icin 34-36. haftada /




Direnc testi

e HIV-RNA diizeyi >500-1000 kopya/ml olan tim
gebelerde, ART baslanmasi veya degistirilmesinden

once

* Viral yuk supresyonu olmayanlarda veya rebaund
saptandiginda




Gebe ve fetlUs izlemi : Ultrason

o Ik trimestir: Gestasyonel yasin dogrulanmasi

e Gerekirse 38. haftada sezaryen ile dogumun
zamanlanmasini ayarlamak icin

e lIkinci trimestir: ART alan kadinda fetal
anatominin degerlendirilmesi amaciyla

58



Viral hepatit gostergeleri
 HBsAg, antiHbclgG, anti-HBs
* Anti-HCV, CD4<100 k/ml ve risk varsa HCV-RNA

* 10 calismanin meta-analizi: maternal HIV
koinfeksiyonu HCV'nin vertikal gecisini
arttiriyor(OR:1,9, %95Cl, 1,4-2,7)

Polis CB, Clin Infect Dis 2007,;44:1123.

- Tuberkuloz testi:
HIV tanisi konulan her bireyde latent thc
arastirilmalidir.
PPD IGRA’dan daha glvenilir




* Cinsel yolla bulasan hastaliklar
— Ol dogum, erken dogum, diisiik dogum agirhgi
— Maternal sifiliz, anneden bebege HIV gecisini arttirir.
Mwapasa V, AIDS 2006;20:1869

* Toksoplazma

— HIV infekte kadinlarda toksoplazma serolojisine bakilmalidir
(ABD, Tlrkiye??)

— Erken USG bulgulari tanida degerlidir

* Sitomegalovirus:

— HIV ile infekte kadinlarda CMV IgG pozitifligi> %90 : rutin
seroloji onerilmez.




Gebelerde bagisiklama

Gebelerde dnerilen asilar

Tetanoz, difteri, bogmaca, (Td, Tdab, her gebelikte, 27-36.hf arasi)

influenza
Her yil

&<

.:_,“x

ACIP Recommended immunization schecule for adults.2017
Bridges JB, MMWR Surveillance Summ 20135 62-69

Gebelerde risk varliginda 6nerilen asilar

Pnomokok asisi
Hepatit A ve B asilari




Gebelerde Onerilen Asilar

Td bagisiklamasi tam olan gebelerde:
27-36. haftalar arasinda bir doz Tdab onerilir

5-10 yil iginde rapel yapilmamis ise 1 doz Tdab,
Tdab verilemiyorsa ve 10 yil gegmis ise Td
(2. veya 3. trimestirde)

Td hic uygulanmamis veya tam degil ise

0.4.hf ve 6 ya da 12. ayda 3 doz Td Bunlardan >£C
birinde Td yerine Tdab

(tercihen 20. gebelik haftasi ile dogum arasinda)

ACIP Recommended immunization schecule for adults.2017
Bridges JB, MMWR Surveillance Summ 2015; 62-69



Gebelikte Asilama-Hepatit B

Risk faktorleri

Birden cok partner varligi
IV ilag bagimlihgi

Hepatit B’li hasta ile temas
HBsAg + kan ile temas

Farkl bir sema

@ <25 hafta, Hepatit B icin ylksek risk tasiyan
gebelerde

e 0.1.4.aylarda uygulandiginda

@ 3.dozdan sonra koruyuculuk %90, YE'de artis
yok

Sheffield JS, Obstet Gynecol, 2011

ACIP Recommended immunization schecule for adults.
Bridges JB, MMWR Surveillance Summ 2015; 62-69




Gebelikte asilama- Hepatit A

* Gebelerde akut hepatit A
— Erken dogum
— Mekonyum peritoniti
— Fetal asit

— Polihidroamnios

Elinav E, Gastroenterology,2011
Barrs VA, UpToDate, 2013

m  Gebede hepatit A asisi risk
faktorleri varhginda
uygulanmalidir.

m  Koruyuculuk %85

ACIP Recommended immunization schecule for adults 2017.
Bridges JB, MMWR Surveillance Summ 2015; 62-69



Gebelikte asilama- Pnomokok, meningokok

invaziv pndmokokal hastalik riski olan gebelere
polisakkarid pnomokok asisi dnerilir.
YD invaziv infeksiyonlarinda azalma sagladigi

gosterilememistir.
Chaithongwongwatthana S, Cochrane Database Syst Rev 2012

03:53 | a}| sl |

Meningokok asi onerileri
gebelikte degismemektedir.

\ Namitia 3
Meningitis Belt s ./
) Botswana >

SahraaltiAfrika,Burundi,Kenya,Tanzanya,Mogolistan,Nepal,Pakistan
,Kuzey Hindistan ,Arjantin ,Brezilya,Hac mevsiminde S. Arabistan’a

ACIP Recommended immunization schecule for adults.
Bridges JB, MMWR Surveillance Summ 2015; 62-69




Gebelikte antiretroviral ilag kullanimi
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Gunumuzde ,virolojik immiuinolojik ve klinik parametrelerden bagimsiz
olarak tim gebelere kombine ARV rejim 6nerilmektedir




Tedavi

* Amac
— anneye optimal tedavi olanagi sunmalk,

— 3. trimestirde, o6zellikle de dogumdan once viral
yuku saptanamayacak dizeylere disirmek

— bebege anneden HIV bulasmasini onlemektir.




Tedavi

* HIV ile enfekte gebelerde kendi sagligi icin tedaviye baslama
kriterleri, diger HIV pozitif bireylerdeki ile aynidir.

* ART gereksinimi olan gebelerde HIV tedavisi, gebe olmayan
olgularda oldugu gibi, en az U ilacin kombinasyonu seklinde
diuzenlenmelidir.

* Tedavi rejiminin se¢imi,
— direng, yan etki profili,
— ilacg etkilesimleri,
— hasta uyumu,
— maternal toksisite,
— teratojenite g6z online alinarak,
— bireysel olarak degerlendirilmelidir.




Tedavi

* Gebelikte fizyolojik degisiklikler,

— ilaclarin emilimini, dagilimini, biyotransformasyon ve
eliminasyonu etkilenir

— uygulanan dozlarin degistirilmesi gerekebilir

* Antiretroviral tedavinin gebeler ile fetus/yenidogan
tzerindeki kisa veya uzun donemdeki etkileri onemlidir




Gebelikte kullanilabilecek ilaclar

Antiretroviral FDA gebelik

kategorisi

NRTI

Lamivudin (3TC)
Zidovudin (AZT; ZDV)
Tenofovir DF (TDF)
Emtrisitabin (FTC)
Abacavir (ABC) &
Didanozin (ddl)
Stavudin (d4T)
NNRTI

Nevirapin (NVP)
Etravirin (ETR) B
Rilpivirin (RPV) B

OO |WW|T IO|O

o

¢HLA-B*5701 bakilmali ve pozitif olanlarda agir duyarlilik riski nedeniyle kullaniimamalidir.
# CD4+ T hiicresi sayisi > 250/mm? ise 6nerilmez.



Gebelikte kullanilabilecek ilaclar

Gebelik kategorisi

Proteaz inhibitorleri

Lopinavir+ ritonavir (LPV/r) C

Atazanavir (ATV) B
Ritonavir (RTV) B
Sakinavir (SQV) B
Darunavir (DRV) C
C
B
C

indinavir (IDV)
Fosamprenavir (f-APV)

Tipranavir (TPV)
Fiizyon inhibitorii

Enfuvirtid (T-20) C
Reseptor antagonisti

Maraviroc (MVC) * B
integraz inhibitorii

Raltegravir (RAL) C
Elvitegarvir

Cobistat B




Tedavi- zamanlama- viral yluk

378 gebeye ART uygulanmis, 292 (%77) gebede dogumda HIV-RNA <50 k/mL

ART oncesi viral yuk ile viral supresyon sliresi
iliskili (p<0.001)

Bazal HIV-RNA Sonug

< 10,000 26.3 haftaya kadar HAART baslandiginda basari
k/mL etkilenmiyor.
10,000 20,4 haftaya kadar HAART baslanmazsa basari anlamli
k/mL olarak azalir. p=0.011
100,000 Doguma kadar viral baskilanma sansi %37’ye iner.
k/mL HAART siresi ile iliskilidir.

Read PJ, AIDS 2012: 26(9):1095-103



Tedavi zamanlama- viral yuk

Fransa, perinatal kohort

(EPF,ANS CO1)

Olgu % Kontrol % (n=60)

(n=19)
Gebelik olustugu sirada 16 45 0.017
ARV alan
14. hf: VY <500 0 38.1 0.02
28. hf: VY <500 7.7 62.1 0.005
32. hf: VY <500 21.4 71.1 0.004

Bulasi onlemede viral replikasyonun erken ve stirekli kontrolu 6nemli
Cok degiskenli analizde 30+4 haftalardaki viral ylk bulas ile iliskili (p<0.001)

Tubiana R, CID, 2010




Tedavi

Gebelik durumu Tedavi yaklasimi

*Klinik, virolojik ve sosyal faktorler degerlendirilmeli,
direnc testi istenmelidir

*Tedavi secenekleri, riskleri ve yararlari hasta ile
birlikte tartisiimahdir.

Gebeligi saptandiginda hig

*MUimkuin olan en kisa sirede ART baslanmalidir.
ART almamis olan gebeler

*Kombinasyon ART dogum sirasinda strdurilmelidir
(zidovudin surekli inflizyon, diger ilaglar oral olarak )

*HIV viral yik >1000 kopya/mL ise 38. haftada elektif
sezaryen planlanmalidir.

*Bebege dogumdan sonra en kisa siirede ART
baslanmali ve 6 hafta strdurilmelidir




Anneye intrapartum IV ZDV: 2 mg/kg yikleme dozu 1 saat icinde
dogumdan 3 saat once
1 mg/kg/saat dogum sliresince

Bebek: ilk 6 saat icinde baslanmali.
PO doz: 2 mg/kg 6 saat arayla veya 4 mg/kg 12 saat arayla
IV doz: 1.5 mg/kg 6 saat arayla

» ARV kombinasyon tedavisi alan ve doguma yakin donemde bakilan
HIV-RNA<400 kopya/ml olan gebelere dogum sirasinda IV ZDV gerekli
degil

»HIV-RNA 2400 kopya/ml olan veya viral yiiki bilinmeyen gebelere
dogum sirasinda 1V zidovudin uygulanmali




Gebelik durumu

Tedavi yaklasimi

Gebelik tanis1 aldiginda
ART kullanmakta olan
gebeler

*Viremi baskilanmigsa ART ayni1 sekilde siirdiiriilmeli, annede KE
olan ilaglar (stavudin/didanozin kombinasyonu veya iiglii NRTI
gibi) degistirilmelidir.

*Viral yiik saptanabilir diizeyde ise direng testleri yapilmalidir.

*Kombinasyon ART dogum sirasinda siirdiiriilmelidir (zidovudin
stirekli inflizyon, diger ilaclar oral olarak )

*HIV viral yiik >1000 kopya/mL ise 38. haftada sezaryen
planlanmalidir.

*Bebege dogumdan sonra en kisa siirede ART baglanmali ve 6
hafta stirdiirtilmelidir.




Gebelik durumu

Tedavi yaklasimi

Gebelikten 6nce ART
almis ama gebelik
saptandiginda tedavi
almayan gebeler

*Klinik, virolojik ve sosyal faktorler degerlendirilmeli, direnc testi
yapilmalidir.

Ayrintili 6ykd alinmalidir. Viral yik uygunsa direng testi istenmeli, ancak
sonucu beklenmeden tedavi baslanmalidir.

*Kombinasyon ART dogum sirasinda strdirilmelidir (zidovudin sirekli
inflizyon, diger ilaglar oral olarak )

HIV viral yiik >1000 kopya/mL ise 38. haftada sezaryen planlanmalidir.
* Bebege dogumdan sonra en kisa slirede zidovudin baslanmali ve 6
hafta strdurilmelidir.




THE ANTIRETROVIRAL
PREGNANCY REGISTRY

Interim Report

1 JANUARY 1989 THROUGH 31 JANUARY 2013

(Issued: June 2013)
(Expiration: 6 months after issue)

First Trimester Exposure

Regimen

Defects/Live Births

Prevalence (95% Confidence Interwval)

Lamiwvudine
Zidovudine
Ritonavir
Tenofovir
Emtricitabine
Nelfinavir
Lopinavir
Nevirapine
Abacavir
Atazanavir sulfate
Stavudine
Efavirenz
Didanosine
Indinavir

135/4273
128/3932
47 /2096
42/1800
30/1230
47/1210
24/1049
31/1049
27/880
17/813
21/803
18/735
20/413
7/288

Pl afie P Pod P A LA Pl LA P P Pod i Ll

. 2%
3%
2%
3%
A%
. 9%
3%
0%
1%
1%
. 6%
A%
. 8%
A%

.6%, 3.7%)
7%, 3.9%)
.6%, 3.0%)
7%, 3.1%)
.6%, 3.5%)
.9%, 5.1%)
.5%, 3.4%)
.0%, 4.2%)
L0%, 4.4%)
.2%, 3.3%)
.6%, 4.0%)
4%, 3.9%)
0%, 7.4%)
.0%, 5.0%)

Dogum defekti

(100 canli dogumda)

 CDC surveyans sistemi: 2.72

« 1.trimestir ARV ilag: 2,9

« 2.veya 3. trimestir ARV ilag: 2,8

http://www.apregistry.com/forms/interim_report.pdf



ART ve dogum defektleri

Fransiz ulusal prospektif kohort calismasi

— 13,124 in-utero ART kullanilmis olan canl dogum

ilk trimestirde ilag

kullanimi ile defektler,
AOR (%95 Cl)

. . 1.3 (0.9-1.9) 1.4 (1.1-1.8)
Toplam dogum defektleri p= 31 pP= 002
Spesifik organ sistem 3.2(1.1-9.1) 2.5(1.6-4.2)
defektleri P=.03 P=.001

EFV (n=4), Pachygyria (serebral hemisfer
malformasyonu)

corpus callosum agenezisi,hidrosefali,serebral kist

 EFV:ilk trimestir: nérolojik
defektler icin (tlp defekti
degil) yuksek riskli, fakat
toplam dogum defektleri
icin ylUksek riskli degil

e ZDV:ilk trimestir: hem
kardiyak defektler hem
toplam dogum defektleri
icin yuksek riskli

. Siubide J, et al. CROI 2013. Abstract 81..



Tsepamo: Gebelikte ilk basamak tedavide DTV

vs EFV: Dogum sonuclari
* Prospektif kohort calisma, Botswana ‘da 5438 HIV-infekte kadin

* Gebelikte ilk tedavi olarak EFV/FTC/TDF vs DTG/FTC/TDF

Olumsuz dogum
sonuglari, n (%)

Tumu
= Ciddi

Ol dogum
Neonatal 6lum(< 28 d)

Preterm dogum(< 37 hf)
= leri preterm (< 32
hf)

Dusuk dogum agirligi

*DTG vs EFV

DTG
(n = 845)

291 (34.4)
92 (10.9)

18 (2.1)
11 (1.3)

149 (17.8)
35 (4.2)

156 (18.7)

EFV aRR*
(n=4593)  (95% CI)

1606 (35.0) 1.0 (0.9-1.1)
519 (11.3) 1.0 (0.8-1.2)

105 (2.3) 0.9 (0.6-1.5)
60 (1.3)  1.0(0.5-1.9)

844 (18.5) 1.0 (0.8-1.1)
160 (3.5)  1.2(0.8-1.7)

838 (18.5) 1.0(0.9-1.2)

1. trimestrde ART
kullanimi az (DTG, n =
116; EFV, n = 396)

EFV grubunda sadece 1
major konjenital anomali
(iskelet displazisi)

Arastirmacilar ilk basamak
tedavi olarak olumsuz
dogum sonugclarinin DTG
ve EFV ile benzer oldugu
sonucuna varmislar

Zash R, et al. IAS 2017. Abstract MOAX0202LB.



J Antimicrob Chemother 2010
doi:10.1093/jac/dkq264
Advance publication 14 July 2010

Rapid HIV-RNA decline following
addition of raltegravir and tenofovir
to ongoing highly active antiretroviral
therapy in a woman presenting with
high-level HIV viraemia at week 38
of pregnancy

677 ZDV+3TC+DRV/RTV+TDF+RAL
ZOV +3TC+DRV/RTV i >
. e e EEEEEE L LR TP
o™ TDF+FTC+RAL 75584
=2 P
E
= 47
K1}
[=N
(=]
L=}
3 37
e
= 189 260
= -
2 <50 <50 "
[ ] e
1 T T T T
Week 8 Week 25 Week Week
38+3 39+5
| |
Pregnancy
Figure 1. HIV-RNA viral load, antiretroviral treatment and resistance during pregnancy. TDF, tenofovir; FTC, emtricitabine; RAL, raltegravir; ZDV,
zidovudine; 3TC, lamivudine; DRV/RTV, darunavir/ritonavir.

Carmela Pinnettil*, Silvia BaroncelliZ, Paola Villani3,
Massimo Fantonil, Valerio Tozzi% Andrea De Lucal?,
Roberto Caudal, Gianfranco Anzidei*, Maria Cusato?,
Mario Regazzi3, Marco Floridia2 and Enrica Tamburrinil



DHHS 2017 Gebelikte ART:Tercih edilen

* 2 NRTlIomurga
e ABC/3TC

— ABC HLA-B*5701 negatif ise kullanilabilir

— ABC/3TC + ARZ/r veya EFV HIV/RNA>100.000 kopya/ml ise dnerilmez
 TDF/FTC veya TDF/3TC

e PJ
* ATV/r + tercih edilen 2 NRTI
— Neonatal bilirtbin takibi onerilir

— Proton pompa inh. ile uygulanmamali, H2 reseptér blokeri ile doz arasi
verilmeli

* DRV/r + tercih edilen 2 NRTI

e Gebelikte kullanimiile ilgili veriler artiyor, glinde 2 doz
kullaniimali

* LPV/r'den daha iyi tolere edilir ——




DHHS Gebelikte ART:Tercih edilen

> Integraz Inhibitori

e RAL + tercih edilen 2 NRTI

— FK veri mevcut ve gebelikte deneyim artiyor
— Viral yukud hizla dasurar, giinde 2 doz gereklidir

— Ozellikle Pl ile kullaniminda ilac etkilesimi olmamasi
avantaj




DHSS Gebelik ART: Alternatif

2 NRTI omurga

ZDV/3TC

— En fazla deneyim
— Gunde iki kez kullanimi ve hematolojik toksisite dezavantajlari

Pl
LPV/r + 2 tercih edilen NRTI
— Gebelikte ¢cok fazla deneyim ve belirlenmis FK

— Bulanti, giinde iki kez kullanimi, 3. trimestirde doz arttirilmasi geregi
dezavantajlari




DHHS Gebelik ART: Alternatif

Integraz inhibitori
DTG + tercih edilen 2 NRTI
— FK veriler sadece abstrakt bilgisi.
— Gebelikte deneyim artiyor
— Plile etkilesim olmamasi avantaj
— Kalsiyum ve demirle alinirsa zamanlamaya dikkat

NNRTI
EFV + tercih edilen 2 NRTI

. Primat ¢alismalarinda dogum defektlerinde artis, insan calismalari
dogrulamadi, gebelikte yogun deneyim

. Yan etkiler tercih edilen ilaclara gore fazla
. Depresyon taramalari onerilir

RPV + tercih edilen 2 NRTI veya RPV/TDF/FTC
— HIVRNA>100.000 kopya/ml veya CD4<200 h/ mm?3
— PPl ile kullanilmaz
— Gebelikte FK verileri var fakat kullanimi sinirl..




DHSS GEBELIK ART : Onerilmeyenler

EVG/COBI/TDF/FTC
— EVG/COBI, gebelikte kullanimi sinirli
— 2.ve 3. trimestirde yetersiz duzey, viral alevlenme bildirilmis
— Kalsiyum ve demirle aliminda zamanlama 6nemli

EVG/COBI/TAF/FTC

ABC/3TC/ZDV

— Virolojik etkinligi az

COBI

— Gebelikte kullanim verileri az

daT e IDV/r e RTV e NVP
ddL « MVC . sQV/r . T20
FPV . NFV . ETR . TPV/r




EASC 2017 TEDAVI 6NERILERI

Treatment of HIV-positive Pregnant Women

Pregnant women should be monitored every month and as close as
possible to the predicted delivery date

Criteria for starting ART in pregnant women (see different scenarios)
Objective of treatment in pregnant women

Q

o O 0 O O

Same as for non-pregna
Full plasma HIV-VL suppres®

Vel:sion 9.0

at time of delivery. In such instance, risk of transmission is 0 to < 0.5%

Gebe olmayanlarla ayni

DTG, RAL, RPV veya DRV/r kullanmakta ise devam edilir. Eger ELV/c
almakta ise ilag diizeyleri ve viral yiikiin yakin takip edilmesi gerektigi
konusunda bilgilendirme yapilmal

Pl iceren rejim kullanilacaksa; ATV/r tercih edilmeli

EFV gebelikte alternatif segenek,

Gebe kalmadan dnce baslanmis ise devam edilebilir

NVP tercih edilmez ancak baslanmis ise devam edilebilir

TAF ve COBI ile deneyim sinirli bu nedenle 6nerilmez

iant women, i.e. before starting ART and in case of

s taking some contraindicated regimen during
T, triple NRTI combinations)

s taking some contraindicated regimen during
T, triple NRTI combinations)
n as possible is highly recommended

:ly and consider INSTI as the preferred choice to
decline and to ensure the HIV-VL is undetectable by

esting and consider changing to or adding INSTI if
btain rapid HIV-VL decline

w DRV/r: could be continued. Women on EVG/c
at more monitoring of HIV-VL and drug levels may
‘egnancy

fr

iative for pregnant persons needing to start
ntinued if already started before pregnancy

, but continuation is possible if started before
1 TAF and COBI in pregnancy: not recommended in

ombinations
lies/mL at week 34-36

lies/mL at week 34-36

astfeeding. In case a woman insists on
mmend follow-up with increased clinical and



Tesekkiir ederim



