IMPAACT

International Maternal Pediatric Adolescent
AIDS Clinical Trials Network

Adverse Outcomes In Subsequent Pregnancies in the IMPAACT 2010 Trial

Lee Fairliel, Sean Brummel?, Lauren Ziemba?, Anne Coletti®, Lameck Chinula*, Roger Shapiro?, Jeff Stringer>, Renee Browning®, Nahida Chakhtoura’, Blandina Theophil Mmbaga®, Tsungai P Mhembere®, Ayotunde Omoz-Oarhel?,

Beatrice Nagaddyall, Megeshinee Naidoo!?, Shahin Lockman#10.13 for the IMPAACT 2010/VESTED Study Team

1. Wits RHI, Faculty of Health Sciences, University of the Witwatersrand, Johannesburg South Africa; 2. Harvard TH Chan School of Public Health, Boston, MA, USA; 3. FHI 360, Durham, NC, USA ; 4. University of North Carolina Project—Malawi, Lilongwe, Malawi; 5. University of North Carolina at Chapel Hill, Chapel Hill, NC, USA ; 6. National
Institute of Allergy and Infectious Diseases, Bethesda, MD, USA; 7. National Institute of Child Health and Human Development, Bethesda, MD, USA; 8. Kilimanjaro Christian Medical Centre and Kilimanjaro Christian Medical University College, Moshi, Tanzania; 9. University of Zimbabwe Clinical Trials Research Centre (UZ-CTRC), Harare,

Zimbabwe; 10. Botswana Harvard AIDS Institute Partnership, Gaborone, Botswana; 11. Baylor College of Medicine Children’s Foundation-Uganda, Kampala, Uganda; 12. University of KwaZulu-Natal, Centre for the Aids Programme of Research in South Africa (CAPRISA), Durban, South Africa; 13. Brigham and Women’s Hospital, Boston, MA, USA

BACKGROUND

 Women with HIV (WHIV) who conceive on antiretroviral
treatment (ART) may have higher risk of adverse
pregnancy outcomes including spontaneous abortion,
stillbirth, preterm birth, low birth weightt

* An increasing proportion of pregnant WHIV are now on
ART from conception

 However, few studies have prospectively captured
pregnancy outcomes among WHIV receiving ART during
conception.

METHODS

* [In IMPAACT 2010 (VESTED), 643 WHIV In 9 countries
were randomized to start 1 of 3 ART regimens between
14-26 weeks gestation: dolutegravir (DTG) plus
emtricitabine (FTC)/tenofovir alafenamide (TAF);
DTG+FTC/tenofovir disoproxil fumarate (TDF); or
efavirenz (EFV)/FTC/TDF

* Due to a protocol amendment based on recommendations
at the time, to mitigate risks of neural tube defects In
iInfants whose mothers conceived on DTG, women who
did not wish to take effective contraception following
delivery were switched from DTG to another antiretroviral
(usually EFV) during the 50 weeks of postpartum follow-up

* \We describe adverse pregnancy outcomes in women who
became pregnant during postpartum follow-up
(subsequent pregnancy): spontaneous abortion (<20
weeks), stillbirth (220 weeks), preterm delivery (<37
weeks) and small for gestational age (SGA; <10th centile)

TABLE 1. Composite pregnancy outcome in subsequent pregnancies by ART regimen at
time of subsequent pregnancy

Adverse preghancy outcomes including
spontaneous abortion, stillbirth and
preterm delivery occurred in 11/20 (58%)

of subsequent pregnancies in WHIV
concelving on ART In the
IMPAACT 2010/VESTED study

RESULTS

19 (3%) of 643 women had 20 subsequent pregnancies on-study and were taking the following ART at
conception: DTG+FTC/TAF (3), DTG+FTC/TDF (2), EFV/FTC/TDF (11, 1 woman with 2 pregnancies),
non-study ART (lopinavir/ritonavir-based ART and non-study EFV-based ART) (2) and no ART (1)

4/20 (20%) spontaneous abortions, 3/20 (15%) stillbirths, and 1/20 (5%) induced abortions occurred.
Three (25%) liveborn infants were preterm (24-, 26- and 36-weeks’ gestation)

Thus, only 12/20 (60%) subsequent pregnancies resulted in live birth and at least 1 adverse pregnancy
outcome occurred in 11/20 (58%) subsequent pregnancies, more frequently with EFV/FTC/TDF at
conception (8 [67%] of 12 pregnancies) than with DTG-ART at conception (1/4 women) [Figure 1]

Of the 7 women who experienced spontaneous abortion or stillbirth in the subsequent pregnancy, 4 had
experienced a stillbirth and 1 a neonatal death as outcomes of the earlier index pregnancy (the
pregnancy at enrolment to the VESTED trial)

No congenital anomalies were reported in subsequent preghancies

CONCLUSIONS

 Adverse pregnancy outcomes were very common in
this cohort of WHIV who conceived on ART- 35% of
pregnancies ended in stillbirth or spontaneous
abortion

* Most women with spontaneous abortion/stillbirth had
experienced a recent prior pregnancy loss (potentially at
higher risk for repeat adverse pregnancy outcome)

* This finding should be considered in analyses of
Incident pregnancies occurring In trial participants
 Our sample size was too small to test differences In
outcomes of subsequent pregnancies by regimen.

« Data from larger cohorts of WHIV concelving on ART
compared to HIV-negative and those not conceiving on
ART are needed to elucidate factors associated with
adverse preghancy outcomes
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FIGURE 1. Birth Outcomes for the 19 Subsequent Pregnancies in the VESTED Trial, by Week from Index Pregnancy
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* One pregnancy resulting in induced abortion excluded from composite outcome analysis
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