Subsequent Pregnancy Outcomes in Women During Follow-up in PROMISE 1077HS
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2:.253“""" TABLE 1. of women with a pregnancy - Subsequent pregnancies occurred in 277/1652 (17%) women (CART:
144/827, dART: 133/825).

A pregnancy outcome was recorded for 266 women with median age 26
years (IQR 22-30) and median CD4 638 cells/mm? (IQR 492-833) at
estimated conception. At the time of conception, the majority (95%)
were WHO clinical stage 1. 65% of women were virologically  |sgriccusios boosted/nan:
suppressed (<400 copies/mL), 6% had between 400-1,000 copies/mL stod PI*

TABLE 4. ART regimens 12 weeks before estimated conception (upper panel) . 12 weeks prior to pregnancy diagnosis, 86% of women in the
and first regimen after pregnancy diagnosed (lower panel) CART group were on a boosted/non-boosted Pl regimen
versus 6% on NNRTI (Table 4, upper panel). After pregnancy
diagnosis (first regimen during pregnancy), there was
frequent use of Pls in the cART arm (89% Pl versus 7%
NNRTI;

In the dART arm, (15%) restarted ART prior to pregnancy

METHODS
In PROMISE 1077HS, 3 pre-A ART
were randomized up {0 42 days after delivery to continue (cART) or discontinue ART (dART). LPVIRTV with TOFIFTC or ZDVISTC was the preferred
sk rognen. iy s n Arentna, Botowana,Brzl i, il P, Thaland and th US partcgted heween 12201112014, Woren
randomized to dART Indicatons. Thi al
oheanon roqnancen s oceumed o o v o wormen ARTon 719375, e comporc ibsasen precnancy auiornes e woren i 8
GART versus GART arm using Fisher's exact test (post hoc analyss)

ResuLTS Country Argentina 5 (4%) 7(6%) 12 (5%) " he & "
‘Subsequent pregnancies occurred in 277/1652(!7%7wamen (GART: 144/827, GART. 133/825). outcome was for 266 womk and 29% had a viral load of 1,000 copies/mL. Participant characteristics  HAART including NNRTI diagnosis. Of these women, 74% were on a Pl-based
e age 274 years (OR 227,211 o4 529,867 morihs o pregnancy CEEmTD CE(E) (DESY EEED are in Table 1. with no PI regimen versus 26% NNRTI. Among those in the dART arm
gnq'zmﬂj and 8 (3%) stilbirths (220 weeks. gas'znor\] A 12 waoks pror to ragnancy diagnosis, 86% (1Z0/40) i tho CART group wero on 8 Brazil 37 (26%) 37 (29%) 74 (28%) = Two hundred (75%) live births were included: ART with NRTI only restarting ART for pregnancy, 53% were on Pl versus 27%
o oo i Tegmen s 5 (40) WNRTL n ho AT o, 1135 (17 et A i o e m”m Pt oo & 503 oI P + 40 (15%) spontaneous abortions (<20 weeks gestation) includes 1,2, or 3 NRTIS)** on NNRTI (Table 4, lower panel and Figure 2).
P regimen vorsus 26% (519) regnancy), Pisn o 185 (2] &2 o b ART incluing negrase with + Across the cohort, use of integrase-containing regimens
G0 (1981433 P rsss T3 15745) NN} a0 s, o T K 5 GARY a5, (87136 Y st 57 0 128) KNRT). it D 5% o) + 18 (7%) induced abortons (<20 weeks gestation) e < . use of integ ing regimer
Spontanaous abortons were more common in the CART arm (GART: 19.3% (27140), dART: 10.3% (131126; =0.05), a8 were Siliths (cART: 4.3% + 8(3%) stillbirths (220 weeks gestation) o during pregnancy was rare (<1%) as were regimens with
(61140), GART: 1.6% (21126) p=0.29). When stlbiths and sponianeous aborions were combined, thre was a saisicaly Sigicant igher rate i the E— 1501%) 18 (%) 20(11%) | s ) 107 %) s NRTIs only (1.5%).
GART am (GART: 23.6% (33140), GART: 11.9% (15126): p-0.02) ol 75 {100%) e T -5%).
CONCLUSION UsA 20 (14%) 15 (12%) 35 (13%) . iuglse;"e"‘ pregnancy outcomes by arm are below in FIGURE 2. ART use in the initial subsequent pregnancy among
able domized to discontinue thera
at time of N 140 126 266 ‘women randomize iscor py
compared o women randamized to siop ART. :',mm D . abortions were more common in the CART arm.
Min-Max 18-40 18-42 18-42 2
e B pr—
BACKGROUND Median (Q1-Q3) 27(2331) 28 (2431) 27 (2431) + When stillbirths and spontaneous abortions were combined, mww‘:mw.,,mWm
s 5 5 5 there was a higher rate in the CART arm. e oo s
More than 1 % millon HIV-infected women will become pregnant and deliver babies annually, and the majority of AR NS S
these women now receive ART antepartum’. As the availability of ART expands globally and more women conceive EM1at s of N 138 123 261 cluding NNATIW s
© estimated conception no Pl A
is imperative that we collect adequate safety and efficacy data for pregnancy outcomes. (kg/m) Min-Max 143-58.5 15.049.6 14.3-58.5 TABLE 2. Pregnancy outcomes recorded for the initial subsequent pregnancy AR with NRTianly i
(includes 1, 2, or 3 NRTIs)** ES
Previous studies have shown higher rates of adverse pregnancy outcomes (preterm birth, stillbirth, small for Median QL5 es287) R3990 ZESTG) H
gestational age, and in some instances spontaneous abortion) associated with HIV infection andior with ART in #missing 2 3 5 i
pregnancy? and some regimens may be safer than others with regard to adverse pregnancy outcomes®. PSS P pr— pr— £
estimated conception
The PROMISE 1077HS study design provided a unique opportunity to explore the relationship between ART and Clinical Stage Il 4(3%) 3(2%) 7(3%) 3
pregnancy outcomes for women who were randomized to stop or continue ART after an index delivery, who had a Clinical Stage lit 10%) a(3%) 5(2%) — A,Twmmmm“m | combined with NNRTL,
subsequent pregnancy. Live Birth 100 (71%) 100 (79%) ‘These women were not on any ART 12 weeks prior o pregnancy
CD4+ cell count at time N 138 123 261 5 2 -
of estimated Min-Max 251577 200170 2001704 (<20 weeks) 27.19%) 13 10%) 006 . » - i o

METHODS - ) g = owasa) e [P

TABLE 5. Pregnancy outcome by ART category at time of estimated conception for the CART arm (upper panel) and dART arm (lower panel).

# missing. 2 3 B stillbirth (IUFD 2 20

PROMISE 1077HS was an open-label, randomized clinical trial evaluating k) 64%) 20%) 0.29

two strategies for the management of ART among postpartum women :RO”':'SE COUNTRIES t <a00 107 (78%) 27 (39%) 134 (65%) weet

within 42 days after delivery: continuing ART (CART) or discontinuing ART rgentina time of estimated Spontar Aborti

(R ar e il s (ave s s Soars oo e B9 T e e | o B

trial, participants were randomized to either continue or discontinue ART. g’:ﬂl 1000 - <10000 14 (10%) 19 (28%) 33 (16%) IART inchuc 7

i ina luding boosted/non-

;aerl{\z::;:v‘:'sg n siep 1 entered step 2 and started ART if they met one of Chin 10000 100000 o) ) o) o %) (16%) (@) (%) 13619
Developed an AIDS-definng WHO Stage 4 ilness, Peru 100000 - <2000000 3(2%) 3(4%) 6(3%) . pregnancy outcomes by country are summarized below in o AinENNRTIwithno PL ) . (s0%) 1 (13%) o ) 8(6%)

2) Had a confirmed CD4+ T-cell count <350 cells/mm: Lha‘"ﬂdﬂg‘ . [ 0(0%) 101%) 1(0%) Table 3.

3) Developed a clinical condition (other than pregnancy) considered an nited States N N o o il (100%) o (0%) o (0%) o (0%) 1(<1%)
indication for ART by country-specific guidelines or otherwise required # missing 3 57 60 Spontaneous abortions were more frequent in Haiti and Thailand, | cc e oty ) 1 (33%) ) (0%) [ (0%) 30%)
R Al eion b followed by Botswana, Brazil, and the US.

v the ciinical management committee. " and th § No ART in the 12 weeks prior to =
FIGURE 1. PROMISE 1077HS study design + Stillbirths were most common in China, followed by Argentina and ~ F28HIC 0 % s @ 1 s o 15 (11%)

Women randomized to stop ART who became pregnant were restarted on TABLE 3.P " ded for the initial subs " by " Botswana.

ART per the local country guidelines. Pregnancy testing was performed at - Pregnancy outcomes recorded for the initial subsequent pregnancy - by country

each follow-up visit. Information on the initial subsequent pregnancy 1917 Screened

outcomes was collected for all women who developed a pregnancy during

ART including boosted/non- (%)

We used Fishers exact test to compare subsequent pregnancy outcomes. 1653 Enrolled lboasted p1 2 %) 0 1 %) 1 %) 14 (11%)

by arm. The date of conception was estimated by subtracting 40 weeks ART including NNRTI with no PI

from the estimated date of delivery. Sixty-three women did not have Live Birth 11(92%) 68 (73%) 60 (81%) 3(43%) 11 (69%) 23 (79%) 24 (69%) 200 (75%) 3 sw) o e 1 (25%) o (0%) a@%)

expected date of delivery recorded and, for these women, we imputed

length of pregnancy using the observed length of pregnancy averages for Spontaneous [HoATSEIZResS Pt 1 125%) 9 1 (1% 108 (86%

pregnancy (79%) (12%) (®%) (13%) (86%)

agiven pregnancy outcome. Abortion (<20 0(0%) 15 (16%) 11 (15%) 0(0%) 4(25%) 6(21%) 4(11%) 40 (15%)

weeks) « Table 5 describes subsequent pregnancy outcome by ART category in each of the arms:

(TLnPev pr]e'v'e'rred sludyl supplied QXRJ’ regmen was Lonmav")r'/x‘osg: Induced Abortion * Among 113 in the CART arm (upper panel) on a regimen that included a boosted or non-boosted PI, 16% had a spontaneous abortion and

Emtictabine/Tenofovir(FTC/TDF).  This regimen was chosen because i (<20 weels) 0(0%) %) 3 (%) 3(a3%) 106%) (0% 7(20%) 180%) et & 1o I (he GART arm were on NNRT! without PI and halfof hese had  sporianeous abortion and

was the preferred regimen for use in pregnancy by the DHHS guidelines -

B e “Sudy  was de;gnged o ional Study.supplied i + In the CART arm, 15 women with a subsequent pregnancy were not on ART at the time of conception. In this group 27% had a
antiretrovirals (ARVs) included: ~Lamivudine/Zidovudine  (3TC/ZDV), ST 1% 6% 0% 1) 0% 0(o%) 0% %) spontaneous abortion.

Lamivugin (TC) Zdovudino (01) Tenofovr dscproi umarte 1oF ). [JFSET e ] weeks) + In the dART arm (lower panel), the majority of women were off ART at conception (79%) and, of these, 12% had a spontaneous abortion

jose combination Emtricitabine/Tenofovir disoproxil and 1% stillbirth.

rumarals/knpwma (FTCITDFIRPV), Atazanavir (ATV), Raltegravir (RAL), "'"“z'";'“"":‘;’p' ‘"‘,ﬂns,n,ﬁ:aﬁfl

and Ritonavir (RTV). 79 (0.6%) promature iscontinuation

econOniton """""“‘“" Tio CONCLUSIONS REFERENCES

+ Women randomized to continue ART who subsequently conceived were more likely to have spontaneous abortion or IATT Dashboard for Monitoring Progress Towards EMTCT Goals. 2015; 1-6. hitp:/fwww.emict-att org/wp-

stilbirth compared to women randomized to stop ART. content/uploads/2015/09 Accessed 18 April 2016.
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