Gebelikte HIV infeksiyonu
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yararlari? Kaygilar?

Gebelik taramasi

Gebe bakimi

Intrapartum ve postpartum tedavi

Anne sut verebilir mi?

Nasil bebek sahibi olunabilir?

Serodiskordan ciftlerden kadin negatif/pozitif ise?
PreP ve gebelik

Dogum kontrolu ve OKS



Yillar

2012

2013

2014

2015

2016

HIV-Pozitif, AIDS ve
Toplam Vaka Sayisi

HIV (+)

9286

1309

1894

2151

2470

TOPLAM 8810

AIDS

97

102

137

119

103

558

TOPLAM

1083

1411

2031

2270

2573

9368

OLUM

41

28

18

13

109



Turkiye’de AIDS ve HIV-Pozitif Hastalar ve Yas-Cinsiyet Dagilimi (1985-31 Aralik 2016)
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Bulasma Yollari ve Oranlari
(1985-31 Aralik 2016)

OLASI BULAS YOLU

TOPLAMVAKA  YUZDE

Heteroseksiel cinsel iligki &47 421
Homoseksiel/biseksiel cinsel iliski 165 10,7
Damar ici madde bagimlihg 77 5.0
[ Anneden bebege gecis 17 11 ]

MNozokomiyal bulagma & 0.4
Homosekslel/Biseksiel+madde

bagimhisi 8 05
Hemofli hastasi 5 03
Enfekte kan transflizyonu 32 21
Bilinmeyen 5964 38,7
TOPLAM 1537 130



HIV-Pozitif Kisilerdeki Olasi Bulasma Yollari ve Oranlari
(1 Ocak 2016-31 Aralik 2016)

OLASI BULAS YOLU TOPLAMVAKA  YUZDE
Heteroseksiel cinsel iligki £54 265
Homoseksiel/biseksiel cinsel iliski 410 16,4
Dramar ici madde bagimlihd B 0,3
Anneden bebede gecig 12 0,5
MNozokomiyal bulagma & 0,2

Homoseksiel/Biseksiel+madde

baqimlisi 0.0
Hemofili hastas 0 0,0
Enfekte kan transfizyonu 4 0.2
Bilinmeyen 13746 55,7

TOPLAM 2470 100



Prevention of mother-to-child transmission progress ‘ 2 0'| 5
against Global Plan targets in selected priority countries

84%

of pregnant women with :
L) HIV receiving ART South Africa

86%

Uganda

reduction in new HIV
infections among

children

Source: UNAIDS (2016)
‘On the Fast-Track to an Cameroon  49% Angola 24% Nigeria 21%
AlDS-free’ generation’



Table 1: Three Options for PMTCT

Treatment Prophylaxis Infant receives
(for CD4 count < 350 (for CD4 count> 350
cellsimm3) cellsimma)
Option A Trple ARVs starting a5 soon a5 Anteparium: AZT starting as Daily NVP from birth until 1
diagnosed, confinued for ife early as 14 weeks gestation week after cessation of all

_ breastfeedng; or, i not
infrapartum: at onset of labour, e Ging or if mather is

zfmuig NVP and first dose on nt, through age 4-3
weeks
Postparfum: dady AZTATC
through 7 days postpartum
Option B Trple ARV starting a5 soon as Trple ARVs startng as earlyas  Daily NVP or AZT from birth
diagnosed, confinued for ife 14 weeks gestabon and through age 4-8 weeks
confinued infrapartum and regardiess of infant feeding
through childbirth  not method
breasifeeding or undl 1 week
affer cessation of alf
breastfeeding
Option B+ Triple ARV's starting a5 soon as Triple ARV's startng as soonas  Daily NVP or AZT from barth
diagnosed, confinued for life diagnosed, confinued for e through age 4-8 weeks
regardiess of infant feeding
method

BMJ 2017;358:j3961



MTCTRISK PERIOD

| [

CESSATION OF MTCT RISK

Algoritma

“Option B+”

Lifelong ART for all pregnant and breastfeeding women with HIV (Option B+)

PREGNANT AND BEREASTFEEDING

WOMEN WITH HIV

Initiate lifelong ART:
TDF + 3TC (or FTC) + EFV
(Preferred regimen)

(assess CD4 baseline
where possible)

HIV-EXPOSED INFANTS

—

g Replacement
Breastfeeding ?eeding
LA 4-6 weeks of NVP
6 weeks

or twice-daily AZT

.

Early infant diagnosis®

Final infant diagnosis

LINKAGE TO TREATMENT AND CARE FOR BOTH WOMAN AND INFANT

MTCT RISK PERIOD

| [

CESSATION OF MTCT RISK

“Option B”

ART for women with HIV during pregnancy and breastfeeding (Option B)

PREGNANT AND BREASTFEEDING
WOMEN WITH HIV

Initiate the following
recommended ART:

TDF + 3TC (or FTC) + EFV

(assess eligibility (WHO clinical stage 3
or 4 or CD4 <500 cells/mm?) for
treatment for her own health)

Eligible for treatment for her own
health at baseline assessment

Yes No

Continue ART

Stop ART after 1 week
of complete cessation of
breastfeeding and refer to
care for reassessment

HIV-EXPOSED INFANTS

T

Breastfeeding RE?;:T; "
Daily NVP for 4-6 weeks of NVP
6 weeks

or twice-daily AZT

|

Early infant diagnosis®

Final infant diagnosis

LINKAGE TO TREATMENT AND CARE FOR BOTH WOMAN AND INFANT




Oneriler

“Option B+” “Option B”

All pregnant and breastfeeding women infected with HIV should initiate triple ARVs (ART),
which should be maintained at least for the duration of mother-to-child transmission risk.
Women meeting treatment eligibility criteria should continue lifelong ART .

(strong recommendation, moderate-quality evidence)

For programmatic and operational In some countries, for women who
reasons, particularly in generalized are not eligible for ART for their own
epidemics, all pregnant and health, consideration can be given to
breastfeeding women infected with stopping the ARV regimen after the
HIV should initiate ART as lifelong period of mother-to-child
treatment. transmission risk has ceased.

(conditional recommendation, low- (conditional recommendation, low-
quality evidence) quality evidence)




Bulasma Hizi (%)

-

Gebelikte HIV

10+

)

Tedavi
yok

AZT

Dual

HAART

Cooper, JAIDS 2002;29



Gebelik Oncesi Etkin ART Alan Kadinlar arasinda
HIV-1 Bulasma Orani Perinatal Donemde Yok!

8075 anne-infant cifti \\od‘

2000-2011 arasi Fransa’d>_ %‘0 < arak
izlenmis <

Dogum sirasind2/q > "¢ s yiki ve ART
naslama zarv(\\fa\ - ?»?‘ whort analizinde

AN

kaydedil, ‘?; ‘\\Z';oc&\
56/8075\6@\ ~dl bulasma (%0.7)
Gebelik onrpm VVY<50 olan 2651 kadin
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HIV’in Vertikal Yolla Bulasmasi

1. Transplasental
2. Travay ve dogum
3. Sut verme

Maternal virus yilikii, bulasmadaki
en onemli indikatordiir.




Sure, Zamanlama ve ART; Annenden
Bebege Bulasma Orani (ABBO)

Antenatal Postpartum *
Early Late Early Late

Labor & Delivery Breastfeeding 35%-40%
35%-40%

Pregnancy
<28wks >28wks 0-1 mo 1-6 mos 6-24 mos

10-25%
Sc AZT+Sd-NVP Gunliik NVP

Maternal ART Tedavisi
Maternal ART Profilaksisi




Dogum Oncesi Degerlendirme

llaglar
HIV’in bulasmasinin dnlenmesi icin oral PreP
baslanmasinin yarar/zarar durumu 6zellikle

diskordant partnerler arasinda degerlendirmeye

alinmalidir.



Gebelik ve PrEP

Pre-konsepsiyon ve Gebelik
Diskordan Esler!!

HIV-pozitif esin ART baslama kararindan sonra gebelik
distncesi sonucunda; viral supresyon saglama ve o
dizeyde tutma

Uygulama: HIV-negatif kadinda, gebe kalmadan 30 gin
dnce ve 30 gin sonrasina kadar olan sltrede temas
oncesi profilaksi uygulamasi, o0Ozellikle HIV-pozitif
esin/partnerin plazma virus yiki bilinmiyorsa veya
saptanabilir ise cinsel yolla bulasma riskini azaltmak
icin ek olarak dnerilen bir uygulamadir.



HIV-Seronegatif Kadinlarda Gebelik

Oncesi PrEP Calismalari

ErEP
Study Name Study Population {Pad];g:]-i%}- Safety data on pregnancy Safety data on infant
Lead Author design in random autcomes
sample)
+  Pregnancy mcidence of 11.4 FTC/TFD and 7.7
placebo; higher premnancy incidence n FTC/TDF
FEMLEEP 3 120 women from group is related to poor adherence to oral
Callahan 2015  Randomized Kenya, South Africa 2% confracepiives No data collected
(12 16 rial and Tanzania; 173 B +  Of 115 pregnancies with outcome data, 30 had some
Pregnancies complication, no difference observed by arm (vaginal

Partners PrEP

Mugo2014 [, tmial
11]

N

431 pregnancies

Study : 1,783 women from
) Randomized Kenya and Uganda;

81% FIC/TDF
83% TDF

-

bleeding was most common complication)

No difference in rates of pregnancy incidence per 100
TS0 {ea.rs(FIC-"IDF: 8.8 [p=0.39 versus placebo;
F: 11.9 [p=0.22 versus placebo]; placebo: 10.0)

No significant difference in rates of pregnancy loss
(FTC/TDE: 42.5% [p=0.16 versus placebo]; TDE:
27.7% [p=0.46 versus placebo]; placebo: 32.3%)

/ . Preterm birth (FTC/TDE: \
8.7% [p=0.85 versus

lacebo]; TDF: 2.3%
F]J=|:|.1|5 versus placebo];
Placeba: 7.7%)

Congenital anomaly (FTC/
TDF: £.3% 51 versus
placeba]; - 4.9%
[p=0.86 versus placebo];
placebo: 7.6%)

No difference in 1-year

infant growth parameters

3,019 women from

VOICE Uganda, South

! . Aftica and

Bunge 2015 [13,  Rabdomiz=d 7 obe inchuded

17 ’ to study oral PIEP
agents; 432
pregnancies

20% FTC/TDF
30% TDF

Mo difference in pregnancy incidence per 100 person
years (FIC/TDE: 8.0 TDF: 7.4; placebo: 7.9)

No difference in pregnancy less (FTC/TDE: 3% TDE:
0%%; placebo: 6%)

No difference in any pregnancy outcomes (premature
birth, still birth, spontanecus abortion, ectopic
pregnancy, of elective abortion)

Ten (10) mstances of
small for gestational age
(breakdown by arm not



PrEP’den Baska Nasil Gebelik Olabilir?




VY’de her 10 katlik artis infeksiyon
bulasma riskini 2.89 kat artirmaktadir.

Es/Partnerdeki Virus Yiikii Her aksiyondaki risk

1000 kopya/ml 0.00028 (3571'de 1)
10,000 kopya/ml 0.00082 (1220’de 1)
100,000 kopya/ml 0.0024 (416'de 1)

1,000,000 kopya/ml 0.0068 (147°de 1)



FSM®*) ve MSF ()

FSM Bulasma Riski  MSF Bulasma Riski

Kaynagi Olan

o ’ 0 ,
Ulkeler %0.08 (1250°de 1) %0.04 (1250°de 1)

Dusuk Gelirli

Ulkeler %0.30 (333'de 1) %0.38 (263’de 1)

Boily MC et al. Lancet Infect Dis 9: 118-29, 2009.



Anal Temas ve HIV Bulasma Riski

iliski Olasiligina Gore

Insertif eslerin riski (stinnetli) % 0.11 (909°da 1)
Insertif eslerin riski (stinnetsiz) % 0.62 (161'de 1)
Receptif eslerin riski (ejakulasyon yok) %0.65 (154'de 1)
Receptif eslerin riski (ejakulasyon var) %1.43 (70°de 1)

Source: Jin F et al. AIDS, 2010.



Saptanamazsa
Bulasmaz! (?)

Studhy Study details Results Date Reference
San Clinical results from small cohort Transmission from mother to baby was 1998 Beckerman
Francisco of HIV positive women using triple reduced to approaching Zero. Kl et al. [3]
cohort ART during pregnancy.
DHHS Expert opinion included in Theoretical plausibility of reducing 1908 DHHS
guidelines evidence-based guidelinas. transmission risk was used as a factor guidelines.
for early ART. [

Ugandan Prospective observational cohort in - Zero transmissions when viral load was 2000 Cuinn TG
cohort ~ 400 serodifferent couples. less than 1500 copies/mL. et al. [5]
(Rakai)
Spanish Prospective observational study Zero transmissions in couples where 2005 Castella A
cohort in 383 heterosexual discordant the HIV positive partner was on ART et al. [6]

couples enrclled from 1991 to 2003  with undetectable viral load. Cautions

where the negative partner became emphasised good adherence and no

HN positive. STls=.
Swiss Expert opinion and evidence review Concluded that transmission would not 2008 Vernazza P
Statement of =25 smaller studies looking at cccur undetectable with viral load. et al. [7]

impact of ART on risk factors for

HMN transmission.
HFTM 052 17863 serodifferent heterocsaexual All infections occurraed in people with 2011 Cohen M et

couples randomised o immediate detectable viral load: n=17 in the al. [8, 9]

or deferred ART. defarred ART group and one early

} infection in the ART group before VL was
Although condom use was high
) ) undetectable. Follow-up reported out 1o

the impact of ART was highly four vears

significant. yEaArs.
PARTHMER Prospective cbservational European |Final resulis reported zero transmissions| 2014 Rodgers A

study in ~800 sercdifferent couples |after more than 58,000 times couples {interimi). etal [10,

who were not using condoms. had sex without condoms when viral 2016 11]

load was undetectable <200 copies/mlL. 8
{final)

Cpposites Prospective observational study in ero transmissions when viral load was 2017 Grulich A et
Attract 358 sercdifferent gay male couples |undetectable <200 copies/mlL. al. [12]

in Australia, Thailand and Brazil.
PARTMNERZ2 Extension of PARTMNER study to Study is fully recruited and still ongoing Expected [13]

collect additional follow-up in gay (2014—-2017). 2018.

male couples.



Conclusion

A comprehensive body of evidenca now supports the U=U statement. This ranges from early clinical and theoretical
studlies, through small observational studies, randomised trials and the large prospective cohorts.

In addition, no cases of HIV transmission have been reported, over nine years since the Swiss Statement set this
challenge. This includes data for gay men, for couples that have anal sex, over periods when low-level viral blips are likely
and even when STIs are prasent,

In reality, even if the actual risk is zero, it is not healthy to think about anything in life as being risk-free. Even if at some
point in the future an unlucky and rare case of transmission s reported with undetectable viral load, the U=U campaign is
still ight for closing the gap between zero and the real-ife meaning of negligible in real terms.

The article is based on a talk given to the Positive People’s Forum held in G!asgo{on 1 July 201 ?J[IS] Simon Collins
is on the Steering Committee for the PARTNER studles.




Gebelik Sirasinda ART Kullanimina
Dair Genel Prensipler

 ARTik HEMEN baslanmalidir!

* Dogum sirasinda ve sonrasinda danismanlik
sureci baslatilmali; dogum sekli, annenin dmur
poyu tedavisi, dogum sonrasi dogum kontrold,
oebegin beslenmesi, venidogan ART
orofilaksisi ve yenidogan tanisal testlerinin
zamanlamasi ve yenidogan sunneti

* Es/partnerin degerlendirilmesi; tarama testi,
bakim destekleri, ARV profilaksisi




Teratojenite

* |lk trimestr’da ve daha gec ARV baslanmasi
kiyaslandiginda dogum defektleri arasinda fark
olmamasi nedeniyle artik olabildigince erken
baslanmasi 6nerilmektedir.

* ESKIDEN, EFV gestasyonun 8. haftasindan
once baslanmamasi gerektigi (potansiyel
teratojenite) bildirilirken simdi sinirlama YOK.



Developmental
Stage

Teratogenic
Susceptibility

Potential
Qutcome

Weeks from

Conception

Meanstrual
Weeks

Landmark
Events

Periods of
Organ
Susceptibility

Teratojenite

3 mef}’O i Fetus
P Organogenesi Maturati
differentiation £anogencsis aturation
Low High Moderate
All or None Major Malformations Growth, Minor Malformations,
Functional Abnormalities
| 2 4 5 6 8 9 16 20-36 38
3 4 6 7 8 9 10 11 18 22-38 40
B e i gazan ok ol W i * The beginnings of al
* Embeyo begins 10 cssential body perts are
implant (day ?i p('ucnl (day SS.).
* Early placental circulation is * Palase chosed completely
established (day, 1) (5638 da)
‘.::zgl:.:am I',-H—';,;":
et bag by b4 13T RATRI T
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_Palate |
I3ttt Al S b St e | External Genitalia
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Kombine ART Rejimleri ve
Gebelik Sonucu

* ART alan gebelerin, ART ile iliskili erken
doguma ait az da olsa riskin arttigina dair
klinisyenler farkinda olmalidir (dusiik dogum
tartisi klicuk dogum tartisi, oli
dogum/diisiik); bu yiizden secilmesi gereken
rejimler ile hem anne sagligi hem de perinatal
bulasmayi onlemelidir.



ARV Naif Gebe Hastada Ne
Baslanmali?

* Genel olarak, gebe olmayan eriskinlerin tedavisi
icin onerilenlerle ayni rejimler kullaniimahlidir.

 Eger rejim didanozin, stavudin veya tam doz
ritonavir icermedigi siurece, tam supresif olan
ARV rejimi devam ettirilmelidir.



ARV Naif Gebe Hastada Ne
Baslanmali?

 ZDV/LAM tercih edilenden alternatif tedaviye
kadar ikili NRTI kombinasyonuna degistirildi (ilk
kez istenmeyen yan etki; anemi, lipoatrofi, vd)

 EFV cikanldi, alternatif gruba kondu (NTD’den

dolayi); EFV altinda supresif olan ve gebe kalan
kadin, yan etki gdrmuyorsa devam edebilir.

* TAF ile ilgili henliz guincelleme yok; gebelerde
yeni veri yok.



Gebe ve HIV-pozitif Hastada Tedavi

Table 1| S5tatements from current guidelines on antiretroviral therapy for pregnantwomen living

with HIV
Altenative Recommend

Guideline Preferred options options against Prefermed third antiretroviral

EACS, 2016™ TOFEFTC — daT Lopinavir/ ritonavir
TAFFTC ddl Alazanavir/ ritonawvir
ABCY3TC Rilpivirine

US DHHS, 2018° TOFRFTC ALTI3TC TAF Alazanavir/ ritonavir
TOR 3TC daT Darunawvir f ritonawir
ABC3TC ddil Raltegravir

WHO, 201&° TOFEFTC ATTI3ITC — Efavirenz
TDE 3TC

BHIVA, 2014™ TOF FTC — — Lopinavir, ritonavir
ABC3TC Alazanavir/ ritonawvir
AFTIITC Efavirenz

Ireland, 2011" AZT/ITC — — Lopinavir, ritonavir
HBY co-infection: Saquinavir/ntonavir
TOHFTC Atazanavir/ ritonawvir
TDR 3TC Neviapine

Thailand, 2010" AFTIITC daT/3ITC — Lopinavir/ ritonavir



ARV Naif Gebe Hastada Ne
Baslanmali?

Gruplar ve Tedaviler
ABC/3TC (*) ZDV/3TC
TDF/FTC VEYA TDF/3TC

EFV+2 NRTI
RPV/TDF/FTC

RAL***+2 NRTI




ARV Naif Gebe Hastada Ne

Baslanmali?

NRTI: mitokondriyal toksisite (mitokondriyal gamma DNA
polimeraz)

INTG INH: RAL, ARV naif hastalarda tercih edilmelidir. Tek doz
kullanimhk formu onaylanmis olmasina ragmen henuz FK
calismalari desteklemiyor, o yuzden iki kez kullanilmalidir.

DTG alternatif

Pl: ATV/r ve DRV/r, ARV naif hastalarda tercih edilir.
Beraberinde kullanilacak ilaclar [antasid, PPl (ATV)]

NNRTI: Naif hastalarda oncelikli tercih yok.

Giris ve Fizyon Inhibitérleri: Gebelerde, gebe olmayan
eriskinlerde oldugu gibi baslangi¢c tedavisinde onerilmez
(Guven araligi ve gebelerde FK calismalar olmamasi
nedeniyle)



ARV Naif Gebe Hastada Ne Baslanmali?

Drug

Comments

Preferred Initial Regimens in Pregnancy:

» Drugs or drug combinations are designated as Preferred for initiating ART in ARV-naive pregnant women when clinical trial data in adults
have demonstrated optimal efficacy and durability with acceptable toxicity and ease of use; pregnancy-specific PK data are available to
guide dosing; and no established association with teratogenic effects (from animal andfor human studies) or clinically significant adverse
outcomes for mothers, fetuses, or newborns have been reported.

Preferred Two-NRTI Backbones

ABC/3TC

Available as FDC. Can be administered once daily. ABC should not be used in patients who test positive
for HLA-B*5701 because of nsk of hypersensitivity reaction. ABC/3TC with ATV/r or with EFV is not
recommended if pretreatment HIV RNA is >100,000 copies/mL.

TDF/FTC or TDF/3TC TDFFTC available as FDC. Either TDF/FTC (coformulated) or TDF with separate 3TC can be
administered once daily. TDF has potential renal toxicity, thus TDF-based dual NRTI combinations should
be used with caution in patients with renal insufficiency.

Preferred Pl Regimens

ATVir plus a Preferred Two- Once-daily administration. Extensive experience in pregnancy. Matemal hyperbilirubinemia; no clinically

NRTI Backbone

significant neonatal hyperbilirubinemia or kemicterus reported, but neonatal bilirubin monitoring
recommended.

DRVir plus a Preferred Two-
NRTI Backbone

Better tolerated than LPV/r. PK data available. Increasing experience with use in pregnancy. Must be
used twice daily in pregnancy.

Preferred Integrase Inhibitor Regimen

RAL plus a Preferred Two-NRTI
Backbone

PK data available and increasing experience in pregnancy. Rapid viral load reduction (potential role for
women who present for initial therapy late in pregnancy). Useful when drug interactions with Pl regimens
are a concern. Twice-daily dosing required. If there are concems about adherence or medication
discontinuation postpartum, a Pl regimen is preferred instead of an integrase inhibitor regimen, to
minimize the nsk of resistance.




ARV Naif Gebe Hastada Ne Baslanmali?

Alternative Initial Regimens in Pregnancy:

* Regimens with clinical tnal data demonstrating efficacy in adults but one or more of the following apply: experience in pregnancy is limited,
data are lacking or incomplete on teratogenicity, or regimen is associated with dosing, formulation, toxicity, or interaction issues.

Alternative Two-NRTI Backbones

ZDVI3TC Available as FDC. NRTI combination with most experience for use in pregnancy but has disadvantages
of requirement for twice-daily adminisiration and increased potential for hematologic toxicities.

Pl Regimens

LPVir plus a Preferred Two- Abundant experience and established PK in pregnancy. More nausea than with preferred agents. Twice-

NRTI Backbone daily administration. Dose increase recommended in third tnmester (see Table 8) Once-daily LPVIr is not
recommended for use in pregnant women.

NNRTI Regimen

EFV plus a Preferred Two-NRTI | Concern because of birth defects seen in pnmate study; data not borne out in human studies, but cautionary

Backbone text remains in package insert (see Teratogenicity and Table 8). Preferred regimen in women who require

coadministration of drugs with significant interactions with Pls or the convenience of coformulated, single-
tablet, once-daily regimen. Screening for antenatal and postpartum depression is recommended.

RPVITDF/FTC (or RPV plus a RPV not recommended with pretreatment HIV RNA >100,000 copies/mL or CD4 cell count <200 cells/
Preferred Two-NRTI Backbone) | mm®. Do not use with PPls. PK data available in pregnancy but relatively little expenence with use in
pregnancy. Available in coformulated single-pill, once-daily regimen.




Naif Hastada Bilgi Eksikligi Olan | Gebelikte Baslangi¢c Tedavisinde
llaglar ONERILMEZ

COBI ABC/3TC/ZDV
DTG d4T
EVG/COBI/TDF/FTC ddl
FPV IDV/r
MVC NFV
EVG/COBI/TAF/FTC RTV
TAF/FTC sSQV/r
RPV/TAF/FTC ETR
NVP
T20

TPV/r



Yenidogan ARV ila¢ Tedavisi

Tim HIV’e Maruz Kalan Yenidoganlara

(Dogumdan sonra olabildigince hemen baslanir)

Rejim
ZDV

Dogum sonrasi
6-12 s icinde
profilaksi
baslanmaly;
glinde iki kez.
YD’ler oral alim
icin toleransi
olmayabilir, ayni
araliklarla oral
dozun %75
oraninda IV
olarak
baslanmalidir.

Dozlar SU re

>35 hf 0-(4-6)
hf
0-6 hf; 4 mg/kg oral, bid

235 hf icin basitlestirilmis kilo temelli dozlar Voliim

ZDV 10 mg/ml (oral surup, bid)
2-3 kg 1ml
3-4 kg 1.5ml
4-5 2. ml
230 hf-<35 hf 0-6 hf
0-2 hf: 2 mg/kg oral, bid
2-(4-6) hf: 3 mg/kg oral, bid
<30hf 0-6 hf
0-4 hf: 2 mg/kg oral, bid
4-6 hf:2-(4-6) hf: 3 mg/kg oral, bid

Anne, gebelikte standart ART almigsa (viral supresyonu var ve annenin uyumunda sorun yok) 4 hf ZDV kullanabilir. Tim
diger yenidoganlar 6 hf ZDV almalidir. NVP optimal kullanim siiresi bilinmiyor. Bazi uzmanlar 6 hf olmasini savunurken,
bazilari HIV niikleik asit amplifikayon testi negatiflesirse 2 hf sonra kesilmesini 6neriyorlar.



HIV’in Bulasmasi Yiiksek Riskli Olan HIV’e Maruz
Kalmis Yenidoganlar icin Ek ART Profilaksisi

NVP (NICHD-HPTN 040/PACTG 1043 Calisma Rejimi

NVP (ZDV’ye ek olarak) 1.5-2 kg: 8 mg doz PO 1lk haftadaki 3 doz:
>2 kg:12mg doz PO 1'],”( 48 saat iginde
2.1lk dozdan 48 saat sonra
3.Jkinci dozdan g6 saat sonra

Uclii ila¢ Yenidogan Kombinasyonu (ART Rejimi: Arastirma asamasinda)

3TC (ZDV’ye ek olarak) 32 hf: 0-(2-6) hf
0-4 hf: 2 mg/kg Po bid
4-6 hf: 4 mg/kg PO bid

NVP 37 hf: 0-(2-6) hf
(zDV'’ye ek olarak) 0-6 hf: 6 mg/kg bid

34°37 hf: 0-(2-6) hf
0-1 hf: 4 mg/kg PO bid
1-6 hf: 6 mg/kg PObid



ART Naif Olan HIV-Pozitif Gebe

Standart klinik, immiinolojik ve virolojik degerlendirme yapiimalidir.
Amag, virolojik basari saglanmali, perinatal bulasma minimum riske
dusurdlmeli, elektif sezaryen ihtiyacini azaltmak, ART direncinin
gelismesinin onlenmesi;

VY, 50 kopya/ml olanlarda risk 10 000’de 9, 50-399 arasinda olanlarda
%1 (ART rejiminden ve dogum seklinden bagimsiz olarak)

Bulasma oraninda basarinin, bu distk oranin nedeni, ART alan
gebelerin sayisinin artmis olmasi, dogumda ART alanlarin sayisinda
artisa, gebeligin gec doneminde ila¢ baslayanlarla, travay 6ncesi hig
ART almayanlarin oraninda azalmaya baslanmistir.

Direnc testi mutlaka yapilmal!!!



ART Naif Olan HIV-Pozitif Gebe

Hangi trimestr’da baslanirsa ne oranda bulasma riski
vardir?

Ilk 3 ayda ART baslanirsa: %0.4

Ikinci 3 ayda ART baslanirsa: %0.9

Uctincii 3 ayda ART baslanirsa: %2.2

Ne zaman baslandigindan bagimsiz olarak, perinatal
bulasmada en dnemli nokta VY 50-400 kopya/ml
arasinda olanlarda yuksektir.

Coklu analizde, 30. gebelik haftasinda bulasma
anlaml yuiksek!!



ART Naif Olan HIV-Pozitif Gebe

/DV monoterapisi, ART’nin anneye vyarari,
bulasmaya  katkisti ile birlikte artik
onerilmemektedir. Eskiden VY 100
kopya/ml’nin altinda olan gebelerde ZDV tek
basina bir secenekti.

BHIVA; hala dnermekte (CD 350 hiicre/mm3'lin
Uzerinde olan gebelerde ve vyabanil tip
olanlarda)

«BHIVA XX BMJ»



Gebelikte Guincel Bir ART Rejimi Almakta ise;

ART altinda iken gebe kalan hastalarda tedaviye, virolojik
supresyon saglanmis ise ve tolerasyon varsa devam edilir.

VY 1000 kopya/ml’'nin Uzerinde ise mutlaka direnc
bakilmasi gerekiyor, 500-1000 arasi saptamak zor da olsa
denenmesi dneriliyor.

NVP iceren rejimi kullanan gebeler virolojik baskiyi
saglamis ve tolere edebiliyorsa CD4+ T lenfosit sayisina
bakilmaksizin devam edebilirler. CD4+ T lenfosit sayisi
>250 hicre/mm3 olan ve NVP iceren rejim baslayan
gebelerde hepatotoksisite potansiyel bir risk olmasina
ragmen bu tedavi altinda iken CD4+T lenfosit sayisi >250
hicre/mm3 yikselmis ise hepatotoksisite riskinin
olmadigi gérilmustur.




Gebelikte Primer Direncg Testi

Onceki kilavuzlarda, bazi tedavilerin kesilmesi
yonunde oneriler varken, glincel kilavuzda bir
kez tedavi Dbaslanmis ise kesilmemesi
Oneriliyor. Dogumdan sonra hasta ART'yi
kesmek isterse detayh sekilde tartisiimal.



