MPAACT TDF/FTC in Pregnancy Shows No Increase in Adverse Infant Birth
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BACKGROUND RESULTS LIMITATIONS

« The IMPAACT PROMISE trial allowed comparison « Some analyses for severe adverse outcomes were
of 2 maternal combination antiretroviral therapies: underpowered due to a small number of events,
TDF/FTC/LPV/r TDF/FTC/ATV/r ZDV/3TC/LPV/r especially for comparisons involving TDF/FTC/LPV/r
TDF/FTC/LPVIr ZDV/3TC/LPV/r n=128 n =539 n = 954 « Cohorts allowed enrollment late in pregnancy and
tenofovir disoproxil fumarate, VS. zidovudine, lamivudine, and TDF/FTC/LPV/rvs ZDV/3TC/LPV/r TDF/FTC/ATV/r vs ZDV/3TC/LPVIr TDF/FTC/LPV/r vs TDF/FTC/ATVI/r _ _ o F
emtr|C|tablne,lggic:]erll\'/ciornawr-boosted ritonavir-boosted lopinavir n (%) n (%) N (%) _ _ _ Shortly aftel’ dehvery, mear"ng Stl”blr’[hS and Very
Year of delivery Crude Adjusted Crude Adjusted Crude Adjusted oreterm births may not be well captured
« Compared to ZDV/3TC/LPV/r, women randomized 2002-2004 0 (0.0) 0 (0.0) 29  (3.0) RR  95% Cl RR  95%ClI  RR  95%ClI RR 9%CI RR 9%CI RR  93%Cl * High rate of switching off TDF/FTC/LPV/r before
to TDF/FTC/LPV/r had infants with greater risk of 2005-2008 38 (29.7) 92 (17.1) 260 (27.3) , | delivery, yet subgroup analyses restricted to non-
death and twice the risk of being very premature 0092012 76 (504) 200 (538) 554 (58.1) Preterm birth  1.10 (0.77,1.58) 0.95 (0.66, 1.39) 0.83 (0.65,1.04) 0.76 (0.59,0.99) 1.33 (0.91,1.96) 1.23 (0.84, 1.82) switchors did not alter conclusions
<34 weeks) or very low birth weight (<1,500 2012-2016 14 10.9 157 29.1 111 11.6 . i i i
( ) ry ght ( g) | (10.9) (29.1) (11.6) V_err;]/ preterm 0 (0,19, 2.11) 104 (0.65, 1.68) 0.82 (0.32, 2.08) Lack of information on some outcome predictors
based regimens or how findings may generalize 24 years or less 50 39.1 136 (25.2 355 (37.2 i i i
J J Yy 9 253’ a1 57 (52 3) 293 (5 . 4) 173 ( 10 6) Low ﬁ'”h 1.27 (0.90,1.78) 1.08 (0.76,1.54) 0.86 (0.68,1.09) 0.83 (0.64,1.09) 1.47 (1.02,2.13) 1.40 (0.97,2.03) could lead to residual confounding |
OBJECTIVE 0 34 years (52.3) (54.4) (49.6)  weight » Unclear how results will generalize outside the US
35 years or more 11 (8.6) 109 (20.2) 125 (13.1) Very low birth
: _ Educat aht 0.41 (0.06, 3.06) 0.97 (0.45, 2.10) 0.42 (0.05, 3.27) CONCLUSIONS
Using data from two large US-based cohort studies, ucation - ) 1 . welg
compare the risk of adverse birth outcomes for h?sr? ;Ziggl'%:‘ TOC:]‘;O' 2"1‘ Eijg; ;?12 Ei 4'2; 227 8 4'2; Adt"erse 1.03 (0.77,1.39) 0.90 (0.66,1.23) 0.87 (0.72,1.05) 0.83 (0.67,1.02) 1.18 (0.86,1.62) 1.11 (0.81, 1.52) » TDF/FTC/LPV/r use in pregnancy was not
infants with in utero exposure to: Cj’”e i mofe s (25'8) 06 (20'2) iy (20'3) outcome associated with adverse birth outcomes when
TDF/FTC/LPV/r, TDF/FTC/ATV/r, and ZDV/3TC/LPVI/r Race/e?hnicit ' ' ' Set"ere adverse 4 (0.47, 2.17) 0.96 (0.61, 1.51) 1.04 (0.47, 2.34) compared to ZDV/3TC/LPV/r or TDF/FTC/ATVIr,
ey . outeome though we were underpowered to evaluate severe
METHODS Non-Hispanic White 15 (11.7) 44 (8.2) 68 (7.1)
. . outcomes
_ _ _ Non-Hispanic Black 81 (63.3) 365 (67.7) 611 (64.0) _ _ _
* We included 2 US-based perinatal cohort studies: Hispanic 30 (234) 120 (22.3) 258  (27.0) - Differences from PROMISE: dosing, lack of
- IMPAACT P1025 Other 1 0.8) 9 (1.7) 1 (1.2) randomization, eligibility criteria, setting, standard
- Dynamic cohort of PHACS SMARTT study First CD4 in pregnancy of prenatal care
* Included all women with birth outcome information < 250 cells/mm3 30 (234) 100 (18.6) 194  (20.3) Bret i « TDF/FTC/LPVI/r was rarely used by pregnant
whose first antiretroviral regimen was: 250 - 500 cells/mm? 47  (36.7) 205 (38.0) 381 (39.9) reterm bt women in two large US-based cohorts
TDF/FTC/LPV/r, TDF/FTC/ATVIr, or ZDV/3TC/LPV/r > 500 cells/mm3 47  (367) 225 (417) 365 (38.3) TDF/ETCILPVIr vs. ZDV/3TCILPVIr: Crude — | * Given the results of the PROMISE trial and
« Exposure classified by first regimen during pregnancy First HIV RNA in pregnancy o | ' | treatment alternatives, |t_may be advisable to limit
- Preterm (<37 weeks) & very preterm (<34 weeks) 400 - 10,000 copies/mL 33 (25.8) 137 (25.4) 361 (37.8) TDF/IFTCILPVIr vs. ZDVI3TCILPVIr: Initiators only | - : * Our findings support the use of TDF/FTC-based
- Low (<2,500g) & very low (<1,5009) birth weight > 10,000 copies/mL 33 (25.8) 122 (226) 305 (32.0) Ty T | | - ' regimens with other protease inhibitors in pregnancy
- Composite adverse & severe adverse outcomes Pre-pregnancy HIV diagnosis 107  (83.6) 470 (87.2) 673  (70.5) A Sl [ ' ACKNOWLEDGMENTS
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