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Each year, an estimated 1.3 million persons living with the hu-
man immunodeficiency virus (HIV) become pregnant, and approximately 
1.1 million (85%) of them receive antiretroviral therapy (ART) during preg-

nancy.1,2 The vast majority of pregnant persons living with HIV reside in low- and 
middle-income countries.3 In the absence of ART, 15 to 30% of infants born to 
persons with HIV acquire HIV antenatally or perinatally, with additional transmis-
sion during breast-feeding.4 The landmark 1994 Pediatric AIDS Clinical Trials 
Group (PACTG) 076 trial showed the efficacy of maternal zidovudine (ZDV) mono-
therapy in decreasing the rate of vertical transmission, from 25.5% without ZDV 
monotherapy to 8.3% with it.5 Vertical HIV transmission is essentially eliminated 
in non–breast-feeding persons who have sustained viral suppression (HIV RNA 
level, <50 copies per milliliter) with a three-drug ART regimen taken from concep-
tion throughout pregnancy,6 and transmission through breast-feeding is very rare 
with maternal viral suppression from ART (<0.2% per month of breast-feeding).7 
The global scale-up of ART has led to a 50% decline in new perinatal infections 
between 2010 (320,000 cases) and 2021 (160,000 cases) — a remarkable public 
health success, although still short of the ultimate global targets for the elimina-
tion of vertical transmission.1

The ideal ART regimen during pregnancy depends on multiple factors, includ-
ing pharmacokinetics, virologic efficacy, safety, side effects, drug resistance, dos-
ing convenience, local cost, and availability. As noted above, the three-drug ART 
regimen is remarkably effective at preventing vertical transmission (with rare ex-
ceptions),8 and no apparent differences in prevention and efficacy have been ob-
served to date among the current commonly used regimens.9 ART before and 
throughout pregnancy is strongly recommended for the improvement of maternal, 
fetal, and child health outcomes.

The main questions pertain to which ART regimens have the best safety and 
side-effect profiles when used during pregnancy. As improved regimens are adopted 
in the general population, guidelines for ART during pregnancy are evolving. ART 
regimens currently recommended during pregnancy include two nucleoside re-
verse-transcriptase inhibitors in combination with ART from a different class10 
(classified as “preferred or recommended” or “alternative” in pregnancy) (Table 1). 
However, because of the absence or delayed availability of pharmacokinetic and 
safety data associated with the use of ART during pregnancy, recommendations 
for ART often lag behind guidelines for nonpregnant adults living with HIV.8 As a 
result, pregnant persons often receive older, less desirable regimens.8

This review focuses on contemporary ART regimens but includes some data on 
“legacy” antiretroviral agents that are still used by many persons in low- and 
middle-income countries. We summarize key available evidence on the effect of 
ART used during pregnancy on birth and maternal and child health outcomes 
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(Table 2). Use of antiretroviral agents during 
breast-feeding or for preexposure prophylaxis is 
also important but is not addressed in this review.

R ese a rch Ch a llenges

Challenges remain in our understanding of ad-
verse pregnancy outcomes related to ART use 
during pregnancy. The greatest limitation is that 
pregnancy studies either are not done at all or 

are completed years after drug registration. Analy-
ses of the effect of the timing of ART initiation 
in pregnancy are susceptible to selection bias, 
and confounders are often inadequately con-
trolled for in observational studies. Large num-
bers of ART exposures are needed to detect dif-
ferences in low-frequency end points. Background 
rates of adverse birth outcomes vary markedly 
among populations, time periods, and settings, 
making comparisons with background rates 

Table 1. Antiretroviral Therapy (ART) Regimens for Use in Pregnant Persons Living with Human Immunodeficiency Virus (HIV).*

Guideline

Nucleoside  
Reverse-Transcriptase  

Inhibitors

Nonnucleoside  
Reverse-Transcriptase  

Inhibitors

Integrase  
Strand-Transfer  

Inhibitors
Protease  
Inhibitors

Monoclonal  
Antibodies

Preferred or recommended  
antiretroviral agents

WHO perinatal HIV  
guideline (2021)

TDF
Emtricitabine
Lamivudine

None Dolutegravir None None

DHHS guideline (2023) TAF
Emtricitabine
TDF
Lamivudine
Abacavir†

None Dolutegravir Darunavir–ritonavir 
(600 mg/100 mg 
twice daily)

None

EACS perinatal HIV  
guideline (2022)

TAF (after 14 wk of 
gestation)

Emtricitabine
TDF
Lamivudine
Abacavir†

None Dolutegravir
Raltegravir (400 mg 

twice daily)

Darunavir–ritonavir 
(600 mg/100 mg 
twice daily)

None

Alternative regimens

WHO (2021) None Low-dose efavirenz 
(400 mg)

None Atazanavir–ritonavir
Darunavir–ritonavir
Lopinavir–ritonavir

None

DHHS (2023) Zidovudine Efavirenz
Oral rilpivirine

Raltegravir Atazanavir–ritonavir None

EACS (2022) None Efavirenz
Oral rilpivirine

None None None

Not recommended

DHHS (2023) None None Elvitegravir– 
cobicistat

Darunavir–cobicistat
Atazanavir–cobicistat
Lopinavir–cobicistat

None

Insufficient data to  
recommend use

DHHS (2023) None Doravirine
Intramuscular 

 rilpivirine

Bictegravir
Cabotegravir

None Ibalizumab

*  All the guidelines recommend a three-drug ART regimen during pregnancy with a combination of two nucleoside reverse-transcriptase in-
hibitors (tenofovir disoproxil fumarate [TDF] or tenofovir alafenamide [TAF] or abacavir, plus lamivudine or emtricitabine) and one integrase 
strand-transfer inhibitor (or plus one protease inhibitor, or plus efavirenz). In most cases, persons who are already taking antiretroviral 
agents that are associated with an acceptable side-effect profile and that reduce the viral load to undetectable levels can keep taking them 
throughout their pregnancy but with more frequent virologic surveillance. DHHS denotes Department of Health and Human Services, EACS 
European AIDS Clinical Society, and WHO World Health Organization.

†  Abacavir should not be used if HLA-B*57:01 is positive. Even if HLA-B*57:01 is negative, counseling regarding the risk of a hypersensitivity 
reaction is still required.
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challenging to interpret in observational studies. 
In addition, end point definitions vary among 
studies, and gestational age is not accurately de-
termined in the absence of fetal ultrasonography.

A dv er se Fe ta l a nd Birth 
Ou t comes

With the exception of congenital anomalies, 
adverse birth outcomes (specifically fetal loss, 
preterm birth, intrauterine growth restriction, 
small for gestational age, and low birth weight) 
receive much less attention than prevention of 
HIV transmission, despite the large effect of 
these outcomes on the population. Preterm birth 
can cause poor health and developmental out-

comes and is the leading cause of death world-
wide among children under the age of 5 years.11 
Low birth weight is also an important predictor 
of infant mortality in low-income areas.12

In the pre-ART era, persons living with HIV 
infection had worse birth outcomes than unin-
fected persons, including twice the rates of pre-
term birth, low birth weight, and stillbirth.13 
Although birth outcomes are better in pregnant 
persons with HIV who are receiving ART than in 
those not receiving ART, specific adverse preg-
nancy outcomes vary according to the regimen. 
In this section, we summarize major studies and 
findings related to ART and birth outcomes. 
Figure 1 shows several proposed mechanisms 
for the development of preterm birth and mea-

Table 2. Adverse Pregnancy Outcomes Associated with ART during Pregnancy.*

Adverse Outcomes ART Regimen Good Practice Points

Excess weight gain, metabolic 
syndrome

Dolutegravir and TAF Measure prepregnancy weight; evaluate for other causes of weight gain 
during pregnancy (e.g., hypothyroidism and Cushing’s syndrome); 
monitor weight and blood pressure during pregnancy; discuss opti-
mal weight gain and ways to maintain adequate weight in pregnancy 
through diet and exercise; consider nutrition consultation early in 
pregnancy; consider screening for gestational diabetes

Insufficient weight gain TDF (particularly in combination 
with EFV)

Measure prepregnancy weight; evaluate for other causes of insufficient 
weight gain during pregnancy; monitor weight and blood pressure 
during pregnancy; discuss reasonable pregnancy weight gain and 
ways to maintain adequate weight in pregnancy through diet and 
exercise; consider nutrition consultation early in pregnancy

Anemia Zidovudine Evaluate for and treat other causes of anemia; avoid or discontinue 
 zidovudine if anemia is severe (hemoglobin, <7 g/dl)

Depression, suicidal thoughts, 
psychiatric adverse events

EFV, rilpivirine, dolutegravir Routine screening for and treatment of prenatal and postnatal depres-
sion recommended; consult mood disorders specialist

IUGR, SGA, and low birth weight Protease inhibitors (especially 
lopinavir–ritonavir);  
EFV–FTC–TDF

Evaluate for other causes of IUGR; perform serial assessments of fetal 
growth with fundal height measurements and ultrasound

Gestational diabetes mellitus Protease inhibitor–based ART 
(lopinavir–ritonavir)

Consider first-trimester screening with oral glucose tolerance testing, 
especially if additional risk factors for diabetes are present (e.g., 
history of gestational diabetes, obesity, known history of glucose 
 intolerance, or family history); otherwise, screen according to 
 national guidelines

ART-associated liver injury Protease inhibitor– and non-
nucleoside reverse-transcrip-
tase inhibitor–based ART

Rule out other causes of liver dysfunction; perform serial monitoring  
of liver function during pregnancy

Indirect hyperbilirubinemia Atazanavir Consider pharmacogenomics for UGT1A1*28 allele

Preterm birth Lopinavir–ritonavir, EFV in 
 combination with TDF

Evaluate for other causes of preterm labor; institute preterm labor pre-
cautions; avoid initiating lopinavir–ritonavir with tenofovir-based 
ART; use darunavir–ritonavir or atazanavir–ritonavir if protease 
 inhibitor–based ART is indicated

ART-associated renal injury Tenofovir-based regimen Evaluate for other causes of renal dysfunction; monitor renal function 
during pregnancy; for deteriorating renal function, consider switch-
ing from tenofovir to an alternative agent

*  EFV denotes efavirenz, FTC emtricitabine, IUGR intrauterine growth restriction, and SGA small for gestational age.
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sures of low birth weight in pregnant persons 
with HIV who are receiving protease inhibitor–
based ART.

Miscarriage

Data on miscarriage (early fetal loss, generally 
before 20 weeks of gestation) are limited. Many 
miscarriages are undetected, most are unre-
ported in clinical settings and observational 
studies, and it is difficult to determine the effect 
of ART on miscarriage rates in randomized tri-
als. Most pregnant persons living with HIV are 
already receiving ART at the time of conception 
(rather than starting ART during pregnancy), 
which is ideal for overall maternal health and 
prevention of vertical transmission. The multi-
center Women’s Interagency HIV Study (WIHS) 
showed a lower risk of miscarriage for persons 
receiving ART than for those not receiving it.17 
Among pregnant persons receiving ART in the 
WIHS cohort, lower rates of miscarriage were 
reported with protease inhibitor–based ART 

than with a single nucleoside reverse-transcrip-
tase inhibitor or no ART. In contrast, data from 
the Promoting Maternal and Infant Safety Every-
where (PROMISE) trial showed that persons who 
conceived while receiving ART (predominantly 
protease inhibitor–based) were more likely to 
have a miscarriage or stillbirth than those who 
started to receive ART during pregnancy.18,19 
Twenty percent of persons who conceived while 
receiving ART in AIDS Clinical Trials Group 
(ACTG) trials20 and 37% of those who conceived 
while receiving ART in the WIHS cohort17 had 
early fetal loss, percentages that are at the 
higher end of those reported in the general U.S. 
population.

In summary, the effect of first-trimester ART 
on miscarriage remains unclear. Additional high-
quality data are needed, particularly for compar-
ing ART regimens. Most important, on the basis 
of what we know, the advantages to mother and 
child of uninterrupted maternal ART outweigh 
the risk of miscarriage.

Figure 1. Possible Mechanisms for Adverse Fetal and Birth Outcomes in Pregnant Persons Living with Human 
 Immunodeficiency Virus (HIV) Who Are Receiving Protease Inhibitors.

The data on low progesterone levels are from Papp et al.,14,15 and the data on drug interactions are from Kearney  
et al.16 ART denotes antiretroviral therapy, and TDF tenofovir disoproxil fumarate.

Preterm
birth

Toxic tissue tenofovir
levels

Protease inhibitor–based changes in
plasma estradiol and progesterone levels

(progesterone maintains pregnancy)

Altered uteroplacental
 development and function

Low progesterone (driven by
hypoprolactinemia and high placental

expression of 20α-hydroxysteroid
dehydrogenase)

Intrauterine fetal growth restriction
Small for gestational age
Low birth weight

Pregnant persons living with HIV
receiving protease inhibitors (ritonavir,

lopinavir, atazanavir)

Combined ART based on
lopinavir–ritonavir with TDF 

drug–drug interactions
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Intrauterine Fetal Death and Stillbirth

A meta-analysis of studies from the pre-ART era 
showed higher rates of stillbirth (late fetal loss, 
generally at or after 20 weeks of gestation) 
among persons living with HIV than among 
those without HIV (relative risk, 1.7; 95% confi-
dence interval [CI], 1.1 to 2.7).13 Subsequent 
studies suggest that maternal ART during preg-
nancy reduces but does not eliminate the excess 
risk of stillbirth, as compared with the risk 
among persons who are not living with HIV.21,22 
Stillbirth rates may vary according to the mater-
nal ART regimen, the timing of ART exposure in 
pregnancy, and maternal HIV disease status, 
and many studies have not been able to adequate-
ly control for potential confounding variables.

High rates of stillbirth were observed in early 
studies of persons who had conceived while re-
ceiving ART (e.g., 6.3% with nevirapine [NVP]–
based ART).23 However, stillbirth rates are lower 
with the transition to regimens containing efa-
virenz (EFV) or dolutegravir (DTG) in combina-
tion with lamivudine (3TC) or emtricitabine 
(FTC) plus tenofovir disoproxil fumarate (TDF) 
(range, 2 to 5%).24,25 Despite these reassuring 
findings, stillbirth rates are reportedly still 
higher among persons living with HIV and re-
ceiving EFV–3TC–TDF than among those with-
out HIV in some studies.21

The relationship between the timing of ART 
initiation and stillbirth is uncertain and may 
depend on the regimen. Two large cohort stud-
ies (one from Ireland and the United Kingdom 
and one from Malawi), involving more than 
18,000 women living with HIV, did not show an 
association between the timing of ART (before 
vs. after conception) and stillbirth26,27; a large 
observational study from Botswana also did not 
find such an association.28 In contrast, data 
from the smaller PROMISE trial showed that 
stillbirths were more likely to occur in persons 
who conceived while receiving ART than in 
those who were not receiving ART at the time of 
conception, with no significant differences ac-
cording to the ART regimen.19

Spontaneous Preterm Birth

Data from the pre-ART era showed that persons 
living with HIV were more than twice as likely 
to have a preterm birth (at <37 weeks of gesta-
tion) as persons without HIV (21.1% vs. 9.4%, 
P<0.001).29 With advances in ART, HIV treatment 

during pregnancy appears to partially mitigate 
this excess risk,30 but the risk reduction differs 
according to the ART regimen.31 Most (but not 
all) studies have shown an increased risk of pre-
term birth with an ART regimen based on lopi-
navir and ritonavir.31-33 The rate of very preterm 
birth (at <34 weeks of gestation) was also in-
creased with lopinavir–ritonavir–3TC–TDF as 
compared with lopinavir–ritonavir–3TC–ZDV 
in the PROMISE randomized trial, which used an 
increased dose of lopinavir and ritonavir in the 
third trimester.34

Tenofovir alafenamide (TAF), a prodrug of 
tenofovir, is characterized by lower plasma (but 
higher intracellular) levels of tenofovir than is 
TDF.24 In the randomized IMPAACT 2010/VESTED 
trial, which compared three ART regimens started 
during pregnancy, rates of preterm birth were 
lowest with TAF–DTG–FTC, highest with EFV–
FTC–TDF, and intermediate with DTG–FTC–TDF.24 
In two randomized trials of EFV–FTC–TDF dur-
ing pregnancy, one comparing this regimen 
with integrase inhibitor–based ART containing 
DTG (DolPHIN-2 trial)35 and the other compar-
ing the regimen with raltegravir (RAL; National 
Institute of Child Health and Human Develop-
ment [NICHD] P1081 trial),36 rates of preterm 
birth were similar, although TAF was not used 
in these studies.

The effect of timing in the initiation of ART 
(before or after conception) on preterm birth is 
also uncertain. Some studies have shown an in-
creased risk of preterm birth among pregnant 
persons who started receiving ART before con-
ception,37,38 whereas other studies have not 
shown an increase in risk.39,40 As noted above, 
such associations may be due to biases, and ART 
is recommended for all persons living with HIV, 
including those trying to conceive who are con-
cerned about preterm birth.

Small for Gestational Age and Low Birth 
Weight

As with other adverse birth outcomes, a small-
for-gestational-age (birth weight, <10th percen-
tile) or low-birth-weight (<2500 g) neonate is 
more common among untreated persons living 
with HIV than among persons without HIV in-
fection.13 Some studies have shown lower risks 
of these outcomes among those living with HIV 
who are receiving ART during pregnancy than 
among those not receiving ART,41 whereas other 
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studies have suggested that the risks are higher 
with ART.42,43 A meta-analysis of 34 cohort stud-
ies showed that protease inhibitor–based regi-
mens were associated with an increased risk of 
a small-for-gestational-age outcome, as com-
pared with an ART regimen without a protease 
inhibitor (relative risk, 1.24; 95% CI, 1.08 to 
1.43), with no apparent difference between pro-
tease inhibitors.44 Data regarding the timing of 
ART exposure during pregnancy and the risk of 
a small-for-gestational-age or low-birth-weight 
neonate are conflicting.21,45

Neonatal Mortality

Neonatal mortality (the rate of death within 28 
days after birth) has varied according to the 
maternal ART regimen during pregnancy. In a 
Botswana surveillance study of approximately 
11,000 pregnancies, neonatal mortality was 
higher with ART based on lopinavir–ritonavir or 
with ZDV–3TC–NVP and was lower with EFV–
TDF–FTC.28 In the PROMISE randomized trial, 
early neonatal death occurred more frequently 
with TDF–FTC–lopinavir–ritonavir than with 
ZDV–3TC–lopinavir–ritonavir (in 4.4% of preg-
nancies vs. 0.6%, P = 0.001), mostly in fetuses 
delivered before 34 weeks of gestation as com-
pared with those delivered between 34 and 37 
weeks of gestation (27% vs. 3.3%, P<0.001).34 In 
the more recent IMPAACT 2010/VESTED trial, 
neonatal mortality was significantly higher with 
EFV–FTC–TDF than with DTG-based regimens.24 
The mechanisms for these differences in neona-
tal mortality are not yet known.

Congenital Anomalies

Detection of an association between drug expo-
sure during pregnancy and congenital malforma-
tions requires analysis of data from a large num-
ber of persons with medication exposure during 
early pregnancy. If the background malforma-
tion rate in the general population is 3%, ap-
proximately 200 first-trimester exposures must be 
analyzed to detect an increase by a factor of 2 in 
any anomaly; for a rare anomaly with a prevalence 
of 0.1%, such as neural-tube defects, analysis of 
2000 exposures is needed to detect an increase 
by a factor of 3.46 By necessity, such data are 
available only from postmarketing surveillance. 
True teratogens are very rare, despite the common 
focus on potential medication teratogenicity.

Data from the Antiretroviral Pregnancy Reg-

istry47 and the European Pregnancy and Pediatric 
HIV Cohort Collaboration rule out an increase in 
the baseline risk of a birth defect by a factor of 
2 or higher for most approved antiretroviral 
agents. Other large studies have shown a similar 
prevalence of major congenital anomalies among 
participants commencing ART in the first tri-
mester and those starting ART later in preg-
nancy.48,49

EFV and DTG deserve special mention. Early 
nonhuman primate studies suggested the pos-
sibility of central nervous system malformations 
with EFV, but large cohort studies and antiretro-
viral pregnancy registries have not shown this 
association in humans.50,51 Concern about a pos-
sible early signal of an increase in neural-tube de-
fects with DTG-based ART from a birth surveil-
lance system in Botswana was first reported in 
2019.52 However, as more data were analyzed, 
the prevalence of neural-tube defects with peri-
conception DTG exposure declined and is now 
similar to that in the general population.53,54 As 
a result of concern regarding congenital anoma-
lies with EFV and DTG, pregnant persons have 
been denied EFV and DTG regimens that were 
both safer and more effective than older regimens, 
highlighting the need for the establishment of 
surveillance systems to rapidly provide pregnant 
persons with high-quality data so that they can 
make informed decisions. It is also important to 
view concern about a potential association with 
rare anomalies in the larger context of the 
safety and efficacy of drugs for both maternal 
and fetal health.55

Risks to Health, Growth, and 
Neurodevelopmental Outcomes

Infants who do not acquire HIV infection despite 
having been born to mothers with HIV are at 
higher risk for illness and death than HIV-unex-
posed infants. However, this excess risk is sub-
stantially mitigated with maternal ART and 
breast-feeding in low-resource settings.56 Chil-
dren who were exposed to HIV but are unin-
fected are at risk for impaired growth, including 
stunting (height or length for age <2 SD below 
the mean), underweight (weight for age <2 SD 
below the mean), and wasting (weight for height 
or length <2 SD below the mean).57 Maternal 
EFV-based ART was associated with stunting, 
as compared with DTG-based regimens, in the 
IMPAACT 2010/VESTED trial.57
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Most (but not all) studies have shown similar 
postnatal neurodevelopmental outcomes in HIV-
exposed but uninfected children and HIV-unex-
posed children.58,59 In addition, most studies 
have failed to find causal links between mater-
nal ART exposure and poor neurodevelopment 
in exposed but uninfected children.60-62 Some 
exceptions include a possible association be-
tween in utero exposure to EFV and microceph-
aly,63 neurologic conditions,63 and impairment in 
certain developmental domains64 and between 
atazanavir–ritonavir and lower language and 
social–emotional scores.65 The neurodevelop-
mental outcomes for uninfected children ex-
posed to many contemporary antiretroviral 
agents are as yet unknown.66 Additional neuro-
developmental data are needed, particularly for 
in utero exposure to newer antiretroviral agents 
and for outcomes in older children, given the 
large and increasing number of HIV-exposed 
children.

A dv er se M ater na l He a lth 
Ou t comes

The adverse-effect profile of most medications is 
similar in pregnant and nonpregnant persons. 
We focus here on the effects of drugs that may 
be expected to differ between pregnant and non-
pregnant persons (or effects that may have par-
ticular implications for birth or child health 
outcomes).

Weight Gain and Metabolic Complications 
during Pregnancy

In nonpregnant adults, ART that includes inte-
grase strand-transfer inhibitors such as DTG 
and RAL, particularly in combination with TAF, 
is associated with greater weight gain than ART 
with EFV–3TC–TDF or EFV–FTC–TDF. This ef-
fect may be due to suppression of weight gain by 
TDF, excess weight gain with integrase strand-
transfer inhibitors (heightened by TAF), or 
both.67-69 Among nonpregnant persons, weight 
gain appears to be greatest in Black persons and 
persons with low pretreatment CD4 counts and 
high viral loads.69 Large observational studies in 
Botswana showed that although persons com-
mencing DTG-based ART during pregnancy 
gained more weight than those starting EFV-
based ART, neither group gained as much 
weight during pregnancy as persons without 

HIV.70,71 Greater weight gain with DTG-based 
ART that was started during pregnancy, particu-
larly in combination with TAF, was also found in 
the randomized IMPAACT 2010/VESTED trial.24 
Other pregnancy studies have shown similar pat-
terns of greater weight gain with TAF–DTG.72,73 In 
the DolPHIN-235 and NICHD P1081 trials,74 preg-
nancy and postpartum weight gain were greater 
with DTG- and RAL-based regimens than with 
EFV-based regimens (in combination with TDF).

Figure 2 shows some theories or pathways 
posited to explain weight gain in pregnant per-
sons living with HIV and receiving ART. In both 
the observational Botswana study and the ran-
domized trials, the average weekly weight gain 
during pregnancy in persons taking integrase 
inhibitors was less than the gestational weight 
gain recommended by the U.S. National Academy 
of Medicine. Furthermore, insufficient or low 
weight gain, which is more common than exces-
sive weight gain during pregnancy in low-resource 
settings, was associated with adverse birth out-
comes and was more frequent with ART that did 
not include integrase inhibitors.36,74 However, the 
longer-term health effects of greater maternal 
weight gain with DTG and TAF and the out-
comes of subsequent pregnancies are unknown 
and need to be evaluated.

Gestational and Pregestational Diabetes

Pregnancy is associated with increased insulin 
resistance and glucose intolerance. A recent meta-
analysis of studies involving nonpregnant adults 
showed variations in the effects of different 
protease inhibitor–based ART regimens on the 
onset of diabetes.83 In a multicenter trial involv-
ing 1407 pregnant persons living with HIV, the 
prevalence of gestational diabetes was 4.6% with 
protease inhibitor–based ART that was started 
early in pregnancy, as compared with 1.7% with 
other ART regimens.84 A 2017 meta-analysis 
showed that older protease inhibitor–based ART 
regimens might be linked with gestational dia-
betes if strict diagnostic criteria are used.85 
There are limited data on gestational diabetes 
with newer (second-generation) protease inhibi-
tor–based regimens.83

Although TAF–DTG–FTC ART would be ex-
pected to be associated with an increased risk of 
diabetes,86 this was not reflected in maternal 
glucose and glycated hemoglobin levels in the 
IMPAACT 2010/VESTED trial.24 The risk of ob-
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served gestational diabetes was actually lower 
with DTG-based ART than with EFV-based 
ART in a prospective pregnancy cohort study in 
Botswana.87 Additional studies are needed, and 
screening for gestational diabetes in pregnant 
persons living with HIV who are receiving ART 
should be considered (Table 2).

Hypertensive Disorders of Pregnancy

ART has not been associated with an increased 
risk of hypertensive disorders of pregnancy (ges-
tational hypertension, chronic hypertension, 
HELLP [hemolysis, elevated liver-enzyme levels, 
and a low platelet count] syndrome, and pre-
eclampsia) in most studies, including a 2015 
meta-analysis,88 although a 2019 meta-analysis 
of 28 studies did show an increased risk of 
hypertensive disorders, particularly with the old-
er protease inhibitors lopinavir–ritonavir and 
 indinavir–ritonavir.89 Surveillance studies in 
 Botswana showed an association between NVP-
based ART and hypertension during pregnancy90 
and a possible association of prepregnancy base-
line weight and weight gain during pregnancy 
with hypertensive disorders of pregnancy in 
persons receiving DTG-based ART.71 There is 
currently insufficient evidence to recommend 
preventive therapies (e.g., low-dose aspirin) to 
mitigate the risk of preeclampsia in pregnant 
persons living with HIV who are receiving ART 
and do not have other known risk factors for 
preeclampsia.

ART-Induced Toxic Effects on Renal Tubules

Data from studies involving nonpregnant adults 
have shown an association between TDF and 
renal dysfunction, with a mild-to-moderate, re-
versible decline in the estimated glomerular fil-
tration rate.91 However, clinically significant 
toxic effects of TDF on the kidney are very rare 
in young, healthy persons, including pregnant 
persons24 (who have a physiologic increase in the 
glomerular filtration rate).

ART-Induced Liver Injury

The protease inhibitor atazanavir is associated 
with indirect hyperbilirubinemia as a result of 
uridine diphosphate glucuronosyltransferase in-
hibition, though kernicterus has not yet been 
described.92 In a large French cohort of pregnant 
persons living with HIV, severe elevations in 
liver-enzyme levels developed in 2% of the par-

ticipants. The risk of elevated liver-enzyme levels 
was lower with nonnucleoside reverse-transcrip-
tase inhibitor–based regimens than with prote-
ase inhibitor–based regimens.93 Regular liver-
function tests should be considered for pregnant 
persons with HIV who are receiving ART (Ta-
ble 3).

Peripartum Depression

Persons living with HIV are more likely to have 
depressive symptoms during pregnancy and in 
the postpartum period than are those without 
HIV infection.94,95 Perinatal depression in per-
sons living with HIV has been linked to in-
creased chances of suicidal thoughts, self-harm, 
gestational diabetes, and preterm birth and to 
low birth weight and cognitive issues in their 
offspring.95 Some antiretroviral agents (e.g., 
EFV96 and, less frequently, rilpivirine and DTG) 
have been associated with a risk of depression 
and suicidal thoughts in adults. Screening for 

Figure 2. Proposed Theories to Explain Excessive Weight Gain in Pregnant 
Persons Living with HIV Who Are Receiving ART.

The proposed theories are from Gorwood et al.75 (adipose-tissue effect), 
Vakili et al.76 (loss of metabolically beneficial adipose-tissue macrophages), 
Guaraldi et al.77 (improved fat quality), McMahon et al.78 (antagonistic in vitro 
effect of ART on melanocortin 4 receptor [MC4R] at very high plasma levels), 
Eckard et al.79 (altered caloric intake or metabolic rate), Guaraldi et al.80 
(physical inactivity, low CD4:CD8 ratio, and higher initial weight), Shah et al.81 
(inhibition of weight gain), and Minami et al.82 (pharmacogenomics).

Integrase strand-transfer
inhibitors

(dolutegravir, raltegravir)

Nucleoside reverse-tran-
scriptase inhibitors

(tenofovir alafenamide)

Pregnant persons living with HIV

ART-associated
weight gain or obesity

• Integrase strand-transfer inhibitor–induced adipose-tissue effect
• Loss of metabolically beneficial adipose-tissue macrophage
• Return to normal health after initiation of ART
• Improved fat quality
• Antagonistic in vitro effect of ART on MC4R at very high plasma levels

(above therapeutic plasma levels)
• Altered caloric intake or metabolic rate
• Physical inactivity, low CD4:CD8 ratio, and higher initial weight
• Inhibition of weight gain by TDF, efavirenz
• Pharmacogenomics: influence of single-nucleotide polymorphism of

resistin gene 420 on ART
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antepartum and postpartum depression is ad-
vised (Table 2).

R ecommendations for Fu t ur e 
S t udies

Standardized definitions of end points (e.g., 
miscarriage and small for gestational age), fetal 
ultrasonography for dating gestation, unified 
approaches to screening for gestational diabetes, 
and systematic assessment for congenital anom-
alies would improve comparability among stud-
ies. Careful attention to enrollment criteria and 
analyses could reduce confounding and biases 
(e.g., immortal time bias) that often complicate 
observational pregnancy studies.97 Finally, well-
powered, randomized pregnancy safety trials 
during phase 3 or early in the postapproval pe-
riod should be conducted for high-priority regi-
mens that will be used by large numbers of 
pregnant persons living with HIV. Given the 
possibility of adverse pregnancy outcomes 
among persons receiving ART, increased prena-
tal fetal surveillance should be considered (Ta-
bles 2 and 3).

Conclusions

The known benefits of ART in pregnant persons 
living with HIV for optimizing maternal and 
infant health and preventing transmission of 
HIV to the infant clearly outweigh potential ad-
verse outcomes. Newer ART regimens are asso-
ciated with better pregnancy outcomes than the 
older antiretroviral agents. For these reasons, 
pregnant persons should start or continue treat-
ment with preferred or alternative ART regimens 
that result in adequate viral suppression and are 
associated with an acceptable adverse-effect pro-
file. The data on most of the newer ART regi-
mens remain reassuring, but pharmacovigilance 
should be maintained. Although there are no 
particular concerns, current data on the safety 
of darunavir–ritonavir during pregnancy are 
limited, and pharmacokinetic and safety data 
for bictegravir, doravirine, and the recently li-
censed long-acting injectable agents cabotegra-
vir and rilpivirine are even more limited (Table 1). 
Earlier (including prelicensure) pharmacokinetic 
and limited safety studies of new antiretroviral 
agents during pregnancy are needed, so that 
patients and providers do not have to wait years Te
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T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

for sufficient data to inform their use of new 
HIV drugs during pregnancy. In the meantime, 
clinicians should continue to monitor pregnant 
persons living with HIV for potential pregnancy 

complications and manage their care and the 
care of their babies.

Disclosure forms provided by the authors are available with 
the full text of this article at NEJM.org.
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