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In sub-Saharan Africa, more 
than 60% of all adults living 

with HIV in 2018 were women, 
according to the Joint United Na-
tions Programme on HIV and 
AIDS (https://aidsinfo . unaids . org). 
Largely as a result of early access 
to HIV testing and antiretroviral 
treatment (ART) at antenatal clin-
ics, women were the first to bene-
fit from “Treat All” approaches 
to ART; with the introduction of 
Option B+ policies starting in 
2011, all pregnant and breast-
feeding women were offered im-
mediate ART initiation and life-
long treatment, regardless of their 
CD4+ T-cell count or clinical 
staging. Women accounted for 
67% of the 13.5 million adults 
receiving ART at the end of fiscal 
year 2018 in programs supported 
by the President’s Emergency Plan 
for AIDS Relief (PEPFAR) globally 
(www . pepfar . gov).

Providing the best available 
ART regimens to women requires 
complex decision making related 
to their childbearing potential, in-
cluding weighing women’s health 
needs and experiences with medi-
cations, along with possible safe-
ty concerns for infants exposed to 
HIV medications during any cur-
rent or future pregnancy. When a 
potential association with neural-
tube defects (NTDs) in infants 
born to women receiving dolute-
gravir (DTG)-based ART was 
identified in May 2018, the risks 

of possible adverse outcomes for 
infants exposed to DTG became 
a major focus of HIV policy dis-
cussions.1 Yet such discussions 
should include consideration of 
all the risks, including those for 
women who might receive inferior 
ART regimens, if we are to en-
sure the best achievable access to 
treatment options and improved 
health outcomes for women living 
with HIV.

Before May 2018, global HIV 
programs were poised to transi-
tion the preferred first-line ART 
regimen rapidly from tenofovir, 
lamivudine, and efavirenz to teno-
fovir, lamivudine, and DTG, which 
poses a lower risk of treatment 
failure and causes rapid viral sup-
pression.2,3 The momentum be-
hind this shift waned, however, 
after the release of interim World 
Health Organization (WHO) guid-
ance in July 2018 that included a 
note of caution advising that ad-
olescent girls and women of child-
bearing potential be given a DTG-
based regimen only if it was used 
in tandem with a consistent and 
reliable form of contraception; 
other regulatory bodies followed 
with similar statements of cau-
tion. Despite the release of more 
permissive WHO guidance in De-
cember 2018, the response to the 
NTD safety signal has varied 
among countries, with a limited 
number allowing women to make 
an informed decision, some pro-

viding access to the regimen only 
for patients using contraception, 
and others not offering access 
to DTG-based regimens for any 
women of childbearing potential.

Policy discussions have focused 
primarily on the possible in-
creased risk of having a child with 
an NTD — largely overlooking 
the importance of shared decision 
making between a woman and 
her health care provider and the 
possible risks of adverse out-
comes for pregnant women who 
might receive inferior ART regi-
mens and their infants. When 
global policymakers and national 
HIV programs make recommen-
dations that restrict women’s ac-
cess to medications on the basis 
of uncertain — or even known 
— safety concerns related to 
childbearing potential, women’s 
ability to make their own deci-
sions about treatment options that 
best fit their life circumstances 
and beliefs is severely limited. By 
contrast, nondirective counseling 
is a key strategy for ensuring that 
women are empowered to partici-
pate in their own health care de-
cisions. Health care providers 
taking this approach lay out in-
formation and clearly describe all 
the risks as they are currently 
known, along with options for 
avoiding or mitigating these risks.

Respecting the autonomy of 
women to participate actively in 
their own health care decision 
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making promotes adherence to 
treatment regimens. Such partic-
ipation is especially important for 
decisions regarding lifelong HIV 
treatment, since adherence is crit-
ical to averting development of 
drug-resistant HIV strains and 
maintaining viral suppression. In 
addition, it’s important that dis-
cussions of a woman’s intentions 
regarding pregnancy occur be-
fore conception, because most 
pregnancies are not recognized 
until after the critical window 
for development of major organs 
and structures, such as the neu-
ral tube. Early conversations about 
pregnancy intentions can avert un-
necessary changes in ART regi-
mens during pregnancy that might 
increase the risks of adverse 
health outcomes for the mother 
and infant (e.g., reduced HIV viral 
suppression, with resulting in-
creased risks of complications 
and death, and a potentially high-
er risk of mother-to-child HIV 
transmission), without conferring 
benefit to either one.

Treatment decision making re-
lated to future and current preg-
nancies is complicated by the 
lack of data on medication safety 
during pregnancy. Despite the 
common use of prescription med-
ications in pregnancy, a review of 
172 medications approved by the 
Food and Drug Administration 
between 2000 and 2010 showed 
that only 4 (2%) of these medica-
tions had data on teratogenic 
risk in humans.4 Clinical trials 
examining drug efficacy and 
safety routinely exclude pregnant 
and breast-feeding women, there-
by contributing to the dearth of 
evidence on which to base treat-
ment decisions. Moreover, even if 
participation of pregnant women 
were increased, premarketing clin-
ical trials often include relatively 
small numbers of people and so 

are unlikely to have sufficient 
statistical power to detect rare 
outcomes, such as birth defects, 
especially if a drug’s teratogenic 
potential is low.5

Collection of postmarketing 
data through pregnancy registries 
and birth-defects surveillance is 
therefore essential. Pregnancy reg-
istries are typically designed to 
monitor the safety of a particular 
drug or class of drugs for a spe-
cific indication; one example is 
the Antiretroviral Pregnancy Reg-
istry, which monitors exposures 
to HIV medications, relying on 
HIV clinical providers to volun-
tarily submit reports. Unfortunate-
ly, there is a paucity of systems 
for monitoring birth defects in 
much of the world. This gap, 
compounded by factors such as 
limited population exposure to a 
new teratogen, the heterogeneity 
of causes of birth defects, and 
difficulties in maintaining enroll-
ment in prospective systems, con-
tinues to limit our capacity to 
rapidly detect teratogenic risk. 
Attention to critical knowledge 
gaps about risks associated with 
use of medications in pregnancy 
and enhancement of existing sys-
tems for identifying these risks 
are key public health priorities, 
especially given the certainty that 
additional safety signals will 
emerge as new medications enter 
the market.

Our knowledge about the rela-
tion between periconceptional use 
of DTG-based ART and NTD risk 
will advance and be refined as 
new data continue to become 
available (see the article by Zash 
et al. [pages 827–840] and the let-
ter to the Editor by Raesima et al. 
[pages 885–887]). Similar early 
safety signals seen with another 
HIV medication, efavirenz, and 
with the anticonvulsant lamotri-
gine were not borne out by addi-

tional data, and these medications 
are now considered safer alterna-
tives than others used for HIV and 
epilepsy, respectively, in women 
who are or might become preg-
nant. These experiences highlight 
an inherent tension in policy de-
cisions: the desire to react quickly 
in order to avoid one poor out-
come may result in another, unin-
tended negative outcome. If the 
current suspected association be-
tween DTG and NTDs turns out 
not to exist, or continues to weak-
en, the delays that have occurred 
in global expansion of DTG-based 
treatment since the safety signal 
was reported in mid-2018 will 
represent missed opportunities 
for improving global and individ-
ual health.

At home and abroad, achieving 
and maintaining control of the 
HIV epidemic will require sus-
tained viral suppression, and mov-
ing to improved regimens is im-
portant for reaching this goal. 
We believe that global HIV pro-
grams have an imperative to pro-
vide the option to choose DTG-
based regimens — which have 
been shown to achieve superior 
outcomes — to all people living 
with HIV, regardless of their sex 
or childbearing intentions. En-
hanced attention to the needs 
of HIV-positive women of child-
bearing potential must be part of 
the epidemic-control strategy; this 
includes ensuring that women’s 
autonomy is respected, that their 
pregnancy intentions are known 
and supported, and that systems 
are in place to monitor the safety 
of drugs for women and infants 
during clinical trials and after 
approval for widespread use.

In this period of uncertainty 
regarding the potential NTD risk 
conferred by DTG-based regimens, 
women’s autonomy to make their 
own health-related decisions must 
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remain a central tenet of public 
health programs. Public health 
leaders can ensure that global 
guidance considers all risks re-
lated to DTG, including those 
associated with receiving inferior 
regimens, and that women receive 
all the information they need to 
make their own, informed choices 
about treatment.
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At my mother’s first oncology 
appointment, I sat beside her, 

swaddled in my Harvard sweat-
shirt. I hoped that the name of 
the august institution where I was 
an undergraduate would, in the 
doctor’s eyes, transport my mother 
from the wasteland of “difficult,” 
“noncompliant,” and “welfare 
queen” to which black female pa-
tients are often relegated and de-
liver her to the promised land of 
“human being.” Perhaps the doc-
tor would think a woman with 
the perseverance to support her 
child to and through Harvard was 
worth saving from cancer. In ret-
rospect, I wonder whether she 
instead saw my skin tone and as-
sumed I had bought the sweat-
shirt as a tourist, not a student.

In the past, there had been 
doctors who confused my moth-
er’s medical charts with those of 
other black female patients. There 
was a doctor who dismissed her 
medication side effects as the re-
sult of psychosocial stress. There 
was also the kind physician who 

empathetically asked about my 
mother’s hypertension and dia-
betes — except that she didn’t 
have either disease. Too often, as 
a black woman, going to the doc-
tor’s office is about trying to min-
imize the medical errors you can 
see coming and praying for a mir-
acle to thwart the ones you don’t.

Early on in that initial oncol-
ogy appointment, the doctor asked 
my mother to enroll in a clinical 
trial of a combination of chemo-
therapy drugs. Each drug worked 
well individually, she told us, and 
her team wanted to see whether 
they would work even better to-
gether. She emphasized that the 
drugs were safe. The silence that 
ensued while the doctor glossed 
over countless pages of side ef-
fects was terrifying and painful.

Unbeknownst to her, the doc-
tor had already lost our trust. 
She had not explained my moth-
er’s diagnosis or prognosis as she 
had promised to do when we 
made the appointment. Instead, 
she asked my mother to donate 

her time and possibly risk her 
health and life for science. Noth-
ing had been done to address my 
mother’s fears about her disease, 
its treatment, or her own mortal-
ity. And nothing had been said to 
allay the fear that had kept me 
up tossing and turning the night 
before: that I would have to go 
back to my senior year of college 
and leave behind a mother with 
metastatic cancer. The history of 
medical experimentation on black 
Americans aside, that decidedly 
non–patient-centered approach to 
care made me weary.

My mother had only one ques-
tion: “So, I do have cancer, then?”

“Oh, yes,” said the doctor.
I asked the rest of the ques-

tions. Were there any nonexperi-
mental treatments? Could we have 
at least a day to think over our 
options? Yes, the doctor answered, 
and yes.

Even in the moment, I won-
dered what happens to patients 
who didn’t know to ask these 
questions. A few months later, 

The New England Journal of Medicine 
Downloaded from nejm.org on October 18, 2020. For personal use only. No other uses without permission. 

 Copyright © 2019 Massachusetts Medical Society. All rights reserved. 




