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BACKGROUND: Hydroxychloroquine is generally considered safe in
pregnancy for the treatment of rheumatic conditions, but studies have
been too small to evaluate teratogenicity. Quantifying the risk of congenital
malformations associated with early pregnancy exposure to hydroxy-
chloroquine is important in both the context of its ongoing use for rheu-
matological disorders and its potential future use for coronavirus disease
2019 prophylaxis, for which a number of clinical trials are ongoing despite
initial trials for coronavirus disease 2019 treatment having been negative.
OBJECTIVE: The study objective was to evaluate the risk of major
congenital malformations associated with exposure to hydroxychloroquine
during the first trimester of pregnancy, the period of organogenesis.

STUDY DESIGN: We performed a population-based cohort study
nested in the Medicaid Analytic eXtract (MAX, 2000—2014) and IBM
MarketScan Research Database (MarketScan, 2003—2015). The source
cohort included 2045 hydroxychloroquine-exposed pregnancies and
3,198,589 pregnancies not exposed to hydroxychloroquine continuously
enrolled in their respective insurance program for 3 months before the
last menstrual period through at least 1 month after delivery; infants
were enrolled for at least 3 months after birth. We compared the risk
of congenital malformations in women using hydroxychlorogquine
during the first trimester of pregnancy with that of those not using
hydroxychloroquine, restricting the cohort to women with rheumatic dis-
orders and using propensity score matching to control for indication,
demographics, medical comorbidities, and concomitant medications
(1867 hydroxychloroquine-exposed pregnancies and 19,080 pregnancies
not exposed to hydroxychloroquine). The outcomes considered included

major congenital malformations diagnosed during the first 90 days after
delivery and specific malformation types for which there were at least 5
exposed events: oral cleft, cardiac, respiratory, gastrointestinal, genital,
urinary, musculoskeletal, and limb defects.

RESULTS: Overall, 54.8 per 1000 infants exposed to hydroxy-
chloroquine were born with a major congenital malformation versus 35.3
per 1000 unexposed infants, corresponding to an unadjusted relative risk
of 1.51 (95% confidence interval, 1.27—1.81). Patient characteristics
were balanced in the restricted, propensity score—matched cohort. The
adjusted relative risk was 1.26 (95% confidence interval, 1.04—1.54); it
was 1.33 (95% confidence interval, 1.08—1.65) for a daily dose of >400
mg and 0.95 (95% confidence interval, 0.60—1.50) for a daily dose of
<400 mg. Among the different malformation groups considered, more
substantial increases in the risk of oral clefts, respiratory anomalies, and
urinary defects were observed, although estimates were imprecise. No
pattern of malformation was identified.

CONCLUSION: Our findings suggest a small increase in the risk of
malformations associated with first-trimester hydroxychloroquine use. For
most patients with autoimmune rheumatic disorders, the benefits of
treatment during pregnancy will likely outweigh this risk. If hydroxy-
chloroquine were shown to be effective for coronavirus disease 2019
prophylaxis in ongoing trials, the risk of malformations would need to be
balanced against such benefits.

Key words: coronavirus disease 2019, hydroxychloroquine, malfor-
mations, pregnancy, rheumatic disorders, systemic lupus erythematosus

Introduction

Hydroxychloroquine (HCQ) is an anti-
malarial drug widely used in the treat-
ment of systemic lupus erythematosus
(SLE) and other rheumatic disorders. It
is generally considered to be safe for the
treatment of autoimmune rheumatic
conditions during pregnancy, and the
continuation of HCQ during pregnancy
is commonly recommended to improve
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disease management and pregnancy
outcomes.' > However, studies have
been too small to evaluate teratogenicity.
Over the last several months, there has
been heightened interest in HCQ
because of it being a candidate drug for
the treatment and/or prophylaxis of
coronavirus disease 2019 (COVID-19).
Between March 30, 2020, and June 15,
2020, HCQ was granted emergency use
authorization by the Food and Drug
Administration, allowing it to be used
for COVID-19 outside the clinical trial
setting, resulting in widespread use
during that time window. At some hos-
pitals, pregnant women with moderate
COVID-19 have been treated with HCQ.
Although several recent studies have
failed to show a clear benefit of HCQ as a
postexposure prophylaxis® ® and the

World Health Organization has dis-
continued the HCQ arm of the Solidarity
Trial evaluating its efficacy for the
treatment of patients who are hospital-
ized,” numerous randomized controlled
studies are still ongoing in particular to
evaluate its effects for preexposure pro-
phylaxis,” including a trial in pregnant
women.’

Most studies regarding the safety of
HCQ when used for malaria and for
rheumatic disorders, such as SLE, sug-
gest no increase in the risk of common
adverse obstetrical outcomes, such as
spontaneous abortion, prematurity, and
intrauterine growth restriction.'’” "’
However, data regarding the risk of ma-
jor congenital malformations associated
with early pregnancy exposure are very
limited, with the largest published
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Why was this study conducted?

small to evaluate teratogenicity.

Key findings

potential risk in pregnancy.

Although hydroxychloroquine (HCQ) is generally considered safe for the treat-
ment of rheumatic conditions during pregnancy, most studies have been too

In this cohort study including 2045 HCQ-exposed pregnancies and 3,198,589
pregnancies not exposed to HCQ (1867 and 19,080, respectively, after restriction
and matching), a 26% increase in the risk of major congenital malformations
among HCQ-exposed patients was observed. The risk increase was seen with
daily doses of >400 mg. No specific pattern of malformations was identified.

What does this add to what is known?

This is the third and by far the largest study to suggest a small increased risk. This
signal warrants follow-up, given that HCQ is widely used for autoimmune
rheumatic disorders in women of childbearing age. Should ongoing clinical trials
indicate that there is a role for HCQ in coronavirus disease 2019 prophylaxis, the
benefits of HCQ for this new indication would need to be weighed against the

cohort study including fewer than 200
exposed pregnancies (Supplemental
Table 1)."* Quantification of the risk of
congenital malformations associated
with early pregnancy exposure to HCQ
is therefore important in both the
context of its ongoing use for rheuma-
tological disorders and its potential
future use for COVID-19, although its
usefulness in this clinical context re-
mains highly uncertain based on the re-
sults of initial trials. Given the limited
data currently available, we evaluated the
risk of major congenital malformations
associated with HCQ wusing 2 large
healthcare utilization databases.

Materials and Methods

Data sources and study cohorts

We conducted a cohort study of preg-
nancies nested in the Medicaid Analytic
eXtract (MAX, 2000—2014), composed
of all patients enrolled in Medicaid, and
the IBM MarketScan Research Database
(MarketScan, 2003—2015), composed
of a nationally representative sample of
patients with employer-provided health
insurance. Both data sources included
demographic and insurance enrollment
information, medical visits and hospi-
talizations, diagnoses and procedures
received as an in- or outpatient, and
prescriptions filled on an outpatient

basis. The development of the linked
mother-infant pregnancy cohorts has
been described previously.'*'” Briefly,
we identified all completed pregnancies
in women 12 to 55 years of age and
linked these pregnancies to live-born
infants by state, family identification
number, and delivery and birth dates.
Using a validated algorithm,'® we esti-
mated the date of the last menstrual
period on the basis of the delivery date
and diagnostic codes indicative of pre-
term delivery. Mothers were required to
be continuously insured from 3 months
before the start of pregnancy to 1 month
after delivery. Infants were required to
be insured from birth to 3 months
thereafter, unless they died sooner.
These restrictions did not affect the age
or race distribution in MAX but resul-
ted in a decrease in the proportion of
who become Medicaid eligible because
of the occurrence of pregnancy and a
corresponding increase in the propor-
tion of who become eligible based on
other criteria.'” Pregnancies with
exposure to a known teratogenic
medication (ie, warfarin, antineoplastic
agents, lithium, isotretinoin, miso-
prostol, thalidomide) during the first
trimester of pregnancy and pregnancies
with chromosomal abnormalities were
excluded.
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Exposure

Women were considered exposed if they
filled a prescription for HCQ during the
first trimester of pregnancy (defined as
the date of the last menstrual period to
day 90 of pregnancy), the etiologically
relevant exposure window for congenital
malformations. To reduce the probabil-
ity of exposure during early pregnancy
from use of HCQ dispensed at an earlier
time point, the reference group consisted
of women without a prescription for
HCQ for 3 months before the start of
pregnancy to the end of the first
trimester of pregnancy given HCQ’s long
half-life.

Outcomes

The outcome of interest was major
congenital malformations overall. In the
secondary analyses, we also evaluated the
specific malformation types for which
we observed at least 5 exposed events
across the 2 cohorts: oral cleft, cardiac,
respiratory, gastrointestinal, genital,
urinary, musculoskeletal, and limb de-
fects. The presence of malformations
was defined using validated algorithms
based on inpatient or outpatient di-
agnoses and procedures, which have
been shown to identify the outcomes
with high specificity (ie, more than 1
date with the respective diagnostic codes
recorded or 1 diagnostic code and a code
for a procedure or surgery or infant
death).'® Isolated congenital heart block
was not included in the definition for
cardiac malformations because its risk is
increased in babies born to women with
SLE."” Supplemental Table 2 provides
the details.

Covariates

Potential confounders and proxies for
confounders considered included socio-
demographic information (eg, state of
residence, age, race and ethnicity [MAX
only]), autoimmune rheumatic disorders
(eg, rheumatoid arthritis, SLE, ankylosing
spondylitis, psoriatic arthritis), other
maternal conditions (eg, diabetes, hy-
pertension, psychiatric conditions, renal
disease, neurologic conditions, chronic
respiratory conditions, anemia, in-
fections), concomitant medication use
(eg, systemic steroids, nonbiologic and
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biologic disease-modifying antirheumatic
drugs [DMARDs], psychiatric medica-
tions, nonsteroidal antiinflammatory
drugs [NSAIDs], suspected teratogens),
and general markers of the burden of
illness (eg, maternal comorbidity index,
healthcare utilization measures) (Table;
Supplemental Tables 3 and 4).

Analyses

Baseline characteristics were compared
between women exposed to HCQ and
the reference group of unexposed
women. Relative risks (RRs) with their
95% confidence intervals (CIs) were
estimated using generalized linear
models. As a first level of adjustment, the
reference group was restricted to women
with a recorded diagnosis of autoim-
mune rheumatic disorders commonly
treated with HCQ (“restricted cohort”).
In fully adjusted analyses, exposed and
unexposed women in the restricted
cohort were matched on the basis of
their propensity score (PS), using a 1:200
variable ratio matching and a 0.0l
caliper (“restricted matched cohort”).
The PS, which reflects the probability of
being treated with HCQ, was estimated
using a logistic regression model,
including all (>80) prespecified cova-
riates. When evaluating the balance in
baseline characteristics in the restricted
matched cohort, the counts for the un-
exposed group were weighted to account
for the variable ratio matching. We
conducted analyses stratified by dose,
using the highest daily dose dispensed
during the first trimester of pregnancy
(<400 mg and >400 mg daily) and
duration of exposure (<60 days and >60
days). In a sensitivity analysis, both the
exposed and the reference groups were
restricted to women with a recorded
diagnosis of autoimmune rheumatic
disorders. Estimates from both cohorts
were combined using a meta-analytic
approach with random effects.

For all analyses presented, results were
described as similar or different from the
reference group based on the magnitude
of the point estimates, taking into ac-
count the precision of each estimate as
reflected in the width of its 95% CI. We
focused on estimating the magnitude of
effects in preference to dichotomizing

the results as statistically significant or
not.”’ The research was approved by the
institutional review board of Brigham
and Women’s Hospital, which waived
the need for informed consent.

Results

The combined cohort included 2045
pregnancies exposed to HCQ during the
first trimester of pregnancy (686 in MAX
and 1359 in MarketScan) and 3,198,589
pregnancies not exposed to HCQ
(1,881,069 in MAX and 1,317,520 in
MarketScan). The mean daily dose of
HCQ was 371 mg (standard deviation,
379 mg), and 61% of women used a daily
dose of 400 mg. Among the exposed
women, 25.9% were exposed for <30
days, 33.6% for 31 to 60 days, and 40.5%
for >60 days during the first trimester of
pregnancy.

Women exposed to HCQ tended to be
older, had more comorbid conditions,
took more concomitant medications
(especially pain medications, steroids,

NSAIDs, and DMARDs), and had
greater healthcare utilization. After
cohort restriction and adjustment

through PS matching, all covariates—
including treatment indications—were
well balanced (Table; Supplemental
Tables 3 and 4).

The pooled risk of any congenital
malformation was 54.8 per 1000 HCQ-
exposed infants (n=112 events) and
35.3 per 1000 infants not exposed to
HCQ in the general population
(n=112,908 events), corresponding to a
pooled unadjusted RR of 1.51 (95% CI,
1.27—1.81). Restricting the reference
group to women with rheumatic disor-
ders resulted in an absolute risk of 44.1
per 1000 unexposed infants (506 of
11,468 events) and an RR of 1.26 (95%
CI, 1.04—1.53). Adjusting for all poten-
tial confounding variables through PS
matching did not result in further
attenuation of the association (RR, 1.26;
95% CI, 1.04—1.54). Estimates were
consistent between the 2 cohorts. The
risk of malformations among the HCQ-
exposed women was the same regardless
of whether women had concomitant
exposure to steroids. The adjusted RR
was 1.33 (95% CI, 1.08—1.65) for a daily
dose of >400 mg and 0.95 (95% CI,

0.60—1.50) for <400 mg. The risk was
not affected by the duration of exposure
(Figure 1), and results were similar when
restricting both the exposed and the
reference group to women with a recor-
ded diagnosis of autoimmune rheumatic
disorders (Supplemental Table 5).

In the context of few events, risk es-
timates for the specific malformation
types considered were relatively impre-
cise (Figure 2). The point estimates
indicated an approximately 2- to 4-fold
increase in the risks for oral clefts (RR,
3.70; 95% CI, 1.55—8.82), respiratory
defects (RR, 1.85; 95% CI, 0.94—3.64),
and urinary defects (RR, 2.21; 95% CI,
1.26—3.86), which were consistent be-
tween the 2 cohorts. None of the HCQ-
exposed cases of oral clefts had
concomitant exposure to steroids. The
upper limit of the 95% CI for the pooled
estimates suggested no more than a 2-
fold increase in the risk of other specific
malformation types with the exception
of genital defects (upper limit 95% CI,
4.76). Among the 112 HCQ-exposed
infants with  malformations, 12
(10.7%) had more than 1 type of mal-
formation recorded, with no specific
pattern suggestive of a syndrome.

Discussion

Principal findings

Using data from health plans that pro-
vide coverage for large populations of
both commercially and publicly insured
individuals in the United States, we
identified a cohort of pregnant women
with chronic autoimmune rheumatic
diseases and assessed the relative preva-
lence of major congenital malformations
in their newborns following exposure to
HCQ during early pregnancy. Women
who filled prescriptions for HCQ during
the first trimester of pregnancy had a
higher risk of malformations in their
newborn than the general population.
On the restriction to women with the
indication (mainly SLE and rheumatoid
arthritis), the RR attenuated but was still
elevated. In utero—exposed newborns
had an adjusted risk of major congenital
malformations 26% higher than unex-
posed newborns overall and 33% higher
for daily doses of >400 mg (although no
increased risk was observed for lower
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(2.6)
6.2 (4.8)
4.9 (4.0)
5.0 (6.5)

Unexposed
3.2

MAX (2000—2014)
HCQ exposed
3.3(2.5)
6.0 (4.7)
4.7 (3.8)
4.8 (4.9)

2.4)
(4.0)
(3.5)

4.4 (4.4)

4.8
3.6

Unexposed
3.0

29 (2.3)
47 (3.9)
3.3 (3.1)

Restricted matched cohort?
4.1 (4.4)

MarketScan (2003—2015)

HCQ exposed

0.9 (1.4)
2.8 (3.3)
1.8 (2.5)
2.1(3.7)

Unexposed

MAX (2000—2014)
HCQ exposed

3.4 (2.5)

6.1 (4.7)

4.9 (3.9

4.9 (5.9)

1.2 (1.5)
2.1(2.6)
1.5 (2.2)
2.1(3.2)

Unexposed

3.0 (2.4)
47 (3.9)
3.4 (3.1)

4.1 (4.4)
Data are presented as number (percentage), unless otherwise indicated. Cell size of <11 for the MAX cohort are suppressed in accord with the CMS cell size suppression policy.

Original source cohort
MarketScan (2003—2015)

HCQ exposed

Number of distinct diagnoses, mean (SD)
Number of non-HCQ prescription drugs,

mean (SD)
Number of outpatient visits, mean (SD)

Maternal comorbidity index, mean (SD)
conditions and concomitant medication use were measured from 3 months before the start of pregnancy to the end of the first trimester of pregnancy; ¢ General markers of the burden of illness were measured during the 3 months before but not during pregnancy,

as these measures may be affected by early detection of pregnancy complications.

2 Given the variable ratio matching, the counts for the unexposed group are weighted counts to demonstrate the balance in baseline covariates; ® Autoimmune rheumatic disorders were measured from 3 months before the start to the end of pregnancy; ¢ Maternal

CMS, Centers for Medicare and Medicaid Services; DMARD, disease-modifying antirheumatic drug; HCQ, hydroxychloroquine; MAX; Medicaid Analytic eXtract; NSAID, nonsteroidal antiinflammatory drug; SD, standard deviation.

Selected patient characteristics for HCQ-exposed pregnancies and pregnancies not exposed to HCQ (continued)

Huybrechts et al. Hydroxychloroquine and birth defects. Am J Obstet Gynecol 2020.

Markers of burden of illness®

TABLE
Variable

doses based on the point estimate,
reflecting the estimate most consistent
with the data). A more substantial in-
crease in the risk of oral clefts, respira-
tory anomalies, and urinary defects was
observed, although CIs for specific
malformations were wide. No pattern of
malformation was identified.

Context

Previous studies evaluating the safety of
HCAQ in pregnancy included between 36
and 194 women and overall suggested no
increased risk of pregnancy loss, pre-
maturity, intrauterine growth retarda-
tion, preeclampsia, fetal distress, or
induction of delivery compared with the
reference groups.'”'*?'"** As flares are
associated with these and other compli-
cations and HCQ is effective at control-
ling them, drug use in pregnancy may
improve pregnancy outcomes for
women with rheumatic disorders” and
reduce the risk of congenital heart block
in the neonate.”> Moreover, HCQ use
reduces the dose of prednisone needed
during pregnancy.'”

However, most of these studies were
too small to assess the risk of major
malformations, and many based their
conclusion on the statistical significance
of underpowered comparisons.”® Given
that HCQ crosses the placenta’' and in-
hibits cell division and DNA synthesis*’
and that initial reports suggested an
increased risk of chromosomal damage
attributable to chloroquine,28 concerns
regarding effects on rapidly dividing em-
bryonic cells remain. Specific malforma-
tions reported among exposed newborns
included cleft lip and palate (1 of 79)"”
and pulmonary hypoplasia in a preterm
infant (1 of 133).”" Moreover, 2 of the
largest studies found a meaningful,
although not statistically significant,
increased risk of malformations overall.
In 1 study, malformations were more
common in the 194 HCQ-exposed pa-
tients (6.7%) than in the reference (2.3%)
group (adjusted RR, 3.11; 95% CI,
0.99—9.77), with no clear pattern.”” In
another study, the 114 HCQ-exposed
patients had a prevalence of malforma-
tions of 7 of 97 (7.2%) and the reference
group of 15 of 440 (3.4%) with a P value
of .094,” again with no clear pattern.
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FIGURE 1

Relative risks of any congenital malformation: main and dose-stratified analyses

Hydroxychloroquine Reference Relative Risk P ——
Analysis for Malformations Overall Events / Total N Events / Total N 95% CI ¢ Pooled
Main analyses
Unadjusted
MarketScan 7411,359 49,563 /1,317,520 1.45 (1.16 to 1.81) —&—
MAX 38/686 63,345/ 1,881,069 1.64 (1.21to0 2.24) ——
Pooled 112/2,045 112,908 / 3,198,589 1.51(1.27 to 1.81) —e—
Restricted to rheumatic disorders
MarketScan 7411,359 536/12,320 1.25 (0.99 to 1.59) ——
MAX 38/686 401/9,359 1.29 (0.94 to 1.79) H—&—
Pooled 112/2,045 937/21,679 1.26 (1.04 to 1.53) —e—
Restricted to rheumatic disorders and PS matched*
MarketScan 1.26 (0.99 to 1.61) ——i
MAX 1.27 (0.91t0 1.79) —&—
Pooled 1.26 (1.04 to 1.54) —e—
Dose group analyses, pooled results*§
Daily dose <400 mg 0.95 (0.60 to 1.50) L 4 i
Daily dose >= 400 mg 1.33 (1.08 to 1.65) ——
Exposure duration analyses, pooled results*§
Duration <= 60 days 1.27 (0.99 to 1.62) ——
Duration > 60 days 1.24 (0.91 to 1.69) ——
[ T T T 1
0.50 0.70 1.0 1.6 20 25
<-- Decreased risk -- -- Increased risk -->

The asterisk symbol indicates that for the variable ratio matching PS analysis after restriction to deliveries with rheumatic disorders, the number of
outcome events and the total number of deliveries in both the HCQ-exposed group and group not exposed to HCQ are not meaningful for absolute risk
estimation; therefore, those counts are left blank in the Figure. The section symbol indicates that data are restricted to rheumatic disorders and PS-

matched estimate.

Cl, confidence interval; HCQ, hydroxychloroquine; MAX, Medicaid Analytic eXtract; PS, propensity score.

Huybrechts et al. Hydroxychloroquine and birth defects. Am J Obstet Gynecol 2020.

Research implications

For pregnant women with malaria or
rheumatic disorders, the benefits of
HCQ may still outweigh the potential
risk,” especially given that discontinua-
tion of HCQ after conception would not
necessarily prevent birth defects because
the half-life is more than a month and
would increase the risk of flares and their
complications. Therefore, our findings
of a potential small increase in the risk of
malformations—although  important
for prescribers to be aware of—should
not necessarily alter the treatment
recommendation for a given woman
with malaria or rheumatic disorders. For
COVID-19, it will depend on whether

the currently ongoing clinical trials
demonstrate meaningful Dbenefits of
HCQ in reducing COVID-19 or its
severity. Although initial trials using
HCQ to treat COVID-19 have failed to
demonstrate efficacy, trials regarding its
use for preexposure prophylaxis have not
yet been reported.

Strengths and limitations

In addition to several strengths (including
a large and nationally representative
population and a robust control for
confounding through restriction and
matching), our study is also subject to
certain limitations, most of which would
bias the results toward the null. First, we
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included only women with a live-born
delivery because abortions and stillbirths
are incompletely recorded in healthcare
utilization data. This approach may have
resulted in the exclusion of pregnancies
with the outcome, as fetuses with mal-
formations are more likely to experience
fetal death or termination. Therefore, the
incidence of major malformations re-
ported in this study could underestimate
the risk in pregnant women. If a higher
proportion of women on HCQ had lethal
malformations, more prenatal screening,
or a higher propensity to terminate an
affected pregnancy, this study would also
underestimate the RR. However, differ-
ential terminations have been shown to
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FIGURE 2

Pooled adjusted relative risks in the PS-matched, restricted cohorts

@ Malformations overall
4 Malformation subtypes

Hydroxychloroquine Reference Pooled Relative Risk
Malformation Events / Total N* Events / Total N* 95% CI
Malformations overall 112 /2,045 937 /21,679 1.26 (1.04 to 1.54)
Cardiac malformations 31/2,045 249 /21,679 1.20 (0.62 to0 2.32)
Oral clefts <11/2,045 25/21,679 3.70 (1.55 t0 8.82)
Respiratory malformations <11/2,045 64 /21,679 1.85 (0.94 to 3.64)
Gastrointestinal malformations <11/2,045 118/21,679 0.89 (0.44 to 1.82)
Genital malformations 12/2,045 118/21,679 1.16 (0.28 to 4.76)
Urinary malformations 16/2,045 74 121,679 2.21(1.26 to 3.86)
Musculoskeletal malformations 21/2,045 185/21,679 1.17 (0.74 to 1.86)
Limb defects 11172,045 94 /21,679 1.17 (0.61 to 2.26)
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The asterisk symbol indicates that for the variable ratio matching PS analysis after restriction to deliveries with rheumatic disorders, the number of
outcome events and the total number of deliveries in both the HCQ-exposed group and the group not exposed to HCQ are not meaningful for absolute risk
estimation; therefore, counts after restriction to deliveries with rheumatic disorders but before the PS matching are reported in the Figure.

HCQ, hydroxychloroquine; PS, propensity score.

Huybrechts et al. Hydroxychloroquine and birth defects. Am ] Obstet Gynecol 2020.

be an unlikely source of selection bias.”
Second, the identification of major
congenital malformations was based on
the diagnosis and/or procedure codes
recorded in claims. Misclassification
would tend to bias RRs toward the null
unless a higher proportion of malforma-
tion diagnoses were identified in women
exposed to HCQ. Although others and we
have shown a high positive predictive
value for malformations,'>'®*° the po-
tential for some misclassification re-
mains. Third, information on HCQ
exposure is obtained from the claims of
filled prescriptions. As some women may
fill prescriptions for medications but not
use them, our study may misclassify un-
exposed pregnancies into the HCQ
group, thus underestimating any poten-
tial effect; however, a large fraction of our
cohort filled prescriptions for HCQ
throughout the first trimester of preg-
nancy. Fourth, it is possible that some
women in the reference group were tak-
ing immunomodulatory agents in lieu of
HCQ. If these agents were teratogenic, we

would be underestimating the effect of
HCQ. However, their use is negligible
during pregnancy, and on restriction and
PS matching, our exposed and reference
groups were balanced in the use of these
medications. Fifth, disease flares in
women with rheumatic disorders, such as
SLE, have been associated with poor
pregnancy outcomes, and HCQ use dur-
ing pregnancy improves disease activity
and reduces the antiphospholipid syn-
drome.'>*® Therefore, the reference
group of women with the disease and
without HCQ could have a higher risk,
thus potentially underestimating the RR
of flare-related adverse pregnancy out-
comes, including fetal loss, fetal growth
retardation, and prematurity. Alterna-
tively, it is possible that there is a
misclassification of the unexposed group
with respect to the presence of underlying
rheumatic disease or that women being
treated with HCQ have more severe un-
derlying disease than women without
HCQ. Although neither rheumatic dis-
orders nor flares have been associated

with congenital malformations, it is
conceivable that women with more severe
disease receive higher doses of steroids
and this may not be fully captured in our
data. However, recent studies’’* have
refuted initial reports of strong associa-
tions between steroids and oral clefts.””
More directly, in this study, the absolute
risk of malformations was the same
among HCQ-exposed pregnancies with
and without concomitant exposure to
systemic steroids, and none of the cases of
oral clefts in the HCQ-exposed preg-
nancies were exposed to steroids.
Together, this suggests that steroid expo-
sure is not a major threat to the validity of
our analyses. Sixth, the MAX cohort
included data through 2014—the most
recent data available at the time of study
conduct—and MarketScan included data
through 2015, to avoid the use of Inter-
national Classification of Diseases, 10th
Revision—based algorithms for cohort
creation and outcome identification that
have not yet been validated. However, the
biological association between HCQ
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exposure and malformations should not
change over time. Finally, despite being
the largest exposed cohort to date, the
numbers were small for specific malfor-
mation groups, and Cls were wide; spe-
cific individual defects could not be
examined. However, there is enough in-
formation to suggest that the magnitude
of a potential risk of malformations
would not be in the order of that associ-
ated with major teratogens.

Conclusions

In this study, there was no evidence of a
large increase in the prevalence of major
congenital malformations in the
newborn from first-trimester maternal
exposure to HCQ. However, it is the
third study to suggest a moderate
increased risk. For most patients with
autoimmune rheumatic disorders, the
benefits of treatment during pregnancy
will likely outweigh this risk. If proven
effective for COVID-19 prophylaxis in
ongoing randomized trials, the benefits
of HCQ would need to be weighed
against the potential risk in pregnancy. ™
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SUPPLEMENTAL TABLE 5

rheumatic disorders

Sensitivity analyses: adjusted RRs restricting the cohort to women with a recorded diagnosis of autoimmune

Fully adjusted pooled RR (95% CI)

Outcome

Restricting the reference group to women
with recorded diagnosis of autoimmune
rheumatic disorders (original estimate)

Restricting both the HCQ and reference
groups to women with recorded diagnosis
of autoimmune rheumatic disorders
(sensitivity analysis)

Malformations overall

Cardiac malformations

Oral clefts

Respiratory malformations
Gastrointestinal malformations
Genital malformations

Urinary malformations
Musculoskeletal malformations
Limb defects

1.26 (1.04—1.54)
1.20 (0.62—2.32)
3.70 (1.55—8.82)
1.85 (0.94—3.64)
0.89 (0.44—1.82)
1.16 (0.28—4.76)
2.21 (1.26—3.86)
117 (0.74—1.86)
1.17 (0.61—2.26)

Cl, confidence interval; HCQ, hydroxychloroquine; RR, relative risk.

Huybrechts et al. Hydroxychloroquine and birth defects. Am ] Obstet Gynecol 2020.

1.27 (1.03—1.57)
1.36 (0.68—2.72
3.37 (1.32—8.56
1.63 (0.63—4.26
0.86 (0.35—2.14
1.01 (0.26—3.90
2.26 (1.27—4.02
1.09 (0.65—1.83
(

)
)
)
)
)
)
)
1.18 (0.60—2.35)
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