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ABSTRACT

Keywords:

Contraception Appropriate contraception and preconception counseling are
Preconception counseling critical for women of reproductive age with systemic autoimmune
Systemic lupus erythematosus diseases (AIDs) because clinical diagnosis, rheumatology medica-
Antiphospholipid antibody tions, and disease activity may impact the safety or efficacy of

Rheumatoid arthritis

! ! certain contraceptives as well as the risk of adverse pregnancy
Intrauterine device

outcomes. The presence of antiphospholipid (aPL) antibodies
(anticardiolipin, anti-B2 glycoprotein I, and lupus anticoagulant) is
the most important determinant of contraception choice, as
women with these antibodies should not receive estrogen-
containing contraceptives because of the increased risk of
thrombosis. Prepregnancy counseling generally includes the
assessment of preexisting disease-related organ damage, current
disease activity, aPL antibodies, anti-Ro/SS-A and anti-La/SS-B an-
tibodies, and medication safety in pregnancy. Quiescent AID for six
months on pregnancy-compatible medications optimizes maternal
and fetal/neonatal outcomes for most patients.

© 2019 Published by Elsevier Ltd.

Introduction

Systemic autoimmune diseases (AIDs) are variable in terms of both clinical manifestations and
degree of severity. AIDs include a broad spectrum of systemic disorders related to dysregulation and
overactivity of the immune system. Systemic lupus erythematosus (SLE) usually involves multiple
organ systems, with symptoms ranging from sun-induced rash to life-threatening renal or neurologic
disease. Joint inflammation and damage are the hallmarks of rheumatoid arthritis (RA) and other types
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of inflammatory arthritis. Systemic vasculitides, defined by the presence of vascular inflammation in
small-, medium-, or large-sized arteries, usually lead to end-organ damage if untreated. Systemic
sclerosis, characterized by progressive fibrosis and vasculopathy, imparts risk of interstitial lung dis-
ease and renal crisis with malignant hypertension. Antiphospholipid syndrome (APS) manifestations
are largely limited to thrombosis (arterial, venous, or small vessel) and pregnancy morbidity, including
pregnancy loss and adverse pregnancy outcomes (APOs) such as preterm delivery and small-for-
gestational age (SGA) infants. AID may affect pregnancy outcomes, and pregnancy may impact AID
activity or exacerbate manifestations of chronic disease-related damage.

There is an overall increased risk of APOs and maternal morbidity for patients with most AID di-
agnoses; outcomes are generally improved with controlled disease and pregnancy planning [1,2].
While risk is most often significant for women with SLE and APS, almost every AID presents an
increased risk as compared to the general population, even RA [3]. As a result, choice of contraception
and planning for pregnancy are particularly important.

The most significant issues affecting contraceptive choice are concern for flare of underlying dis-
ease, increased risk of thrombosis, and potential medication interactions. Contraception is imperative
for sexually active patients who have severe organ damage that precludes pregnancy due to high
maternal risk, those with active disease inflammation that can impact maternal and pregnancy out-
comes, and those on teratogenic medications.

Prepregnancy counseling should include discussion regarding the importance of quiescent disease
at conception and the significance of relevant autoantibodies such as antiphospholipid (aPL) and anti-
Ro/SS-A and/or anti-La/SS-B. Even when renal function is adequate, a history of nephritis increases the
risk of adverse outcomes, particularly preeclampsia and eclampsia [2]. Expectations for pregnancy and
plans for monitoring and management will vary according to diagnosis, autoantibody status, disease
activity, and patient history (medical and obstetric). Contraception and pregnancy discussions and
decisions benefit from ongoing communication between obstetrician-gynecologists (OB-GYNs) and
rheumatologists to provide optimal patient outcomes.

Contraception

The use of safe and effective contraception may be the single most important measure to improve
AID pregnancy outcomes because the presence of active disease and the use of teratogenic medications
are common and may impact both maternal and fetal/neonatal outcomes.

Utilization of contraception by women with AID

Increasing utilization of safe and effective contraception is an important goal for physicians caring
for women with AID. Survey studies have documented the low use of effective contraception in these
patients. Approximately 1 in 4 patients with SLE at risk for pregnancy do not use consistent contra-
ception [4—9]. Patients with SLE taking teratogenic medications are no more likely to use effective
contraception than those not on these medications [6]. Twenty-seven percent of patients at a Swiss
inflammatory arthritis clinic on teratogenic drugs were not using any form of contraception, and most
were aware of the potential teratogenicity [7]. One half of patients with SLE who used contraception
regularly used less effective barrier methods [6].

Large database studies confirm underutilization of effective contraception. One study utilizing data
for 11,649 women with and without chronic medical conditions including SLE and RA found contra-
ception prescription rates to be significantly lower for women with chronic conditions and lowest of all
for those with SLE and RA (21.7% and 20.0%, respectively) than a 41.1% rate for women without chronic
illness (p < 0.001) [8]. A single-center administrative database study of contraception use among
women with any AID (N = 2455) found that while 32.1% used prescription contraception, only 7.9%
used highly effective prescription methods. More than 70% of these women were taking at least one
teratogenic medication, but this was not associated with prescription contraception use [9]. A recent
study highlights additional concerns regarding the risk of adverse side effects for women with AlDs.
Eight percent of women in a large SLE cohort surveyed were using oral estrogen—progestin
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contraceptives; however, 55% of the treated patients had one or more contraindications to use
including aPL, hypertension, and migraine with aura [10].

Multiple factors may explain low rates of use. Medical management of acute illness may over-
shadow health maintenance issues for rheumatologists, and there may be an assumption that con-
traceptive counseling should be provided solely by OB/GYNs. Other issues may play a role, such as
limited time or lack of familiarity with the subject area [11]. In one SLE cohort (n = 68), one-third of
patients did not receive contraceptive counseling from their rheumatologist when starting a new
medication. In addition to higher SLE disease activity, older age, white race, and depressive symptoms
were independently associated with lack of counseling [12]. For OB/GYNs, uncertainty regarding the
medical issues of a patient's underlying disease or medications may lead to hesitation in prescribing
certain contraceptives for fear of adverse effects.

There are increasing efforts at education regarding reproductive health issues for rheumatologists.
Three of 20 SLE quality indicators published in 2009 focused on reproductive health, including effective
contraception [13]. The online Mycophenolate REMS program provides education and counseling for
patients and physicians regarding the unique contraceptive issues related to the use of mycophenolate,
a drug commonly used in SLE [14]. A recent study demonstrated improvement in rates of contraceptive
counseling after provider interventions [15], and ongoing initiatives utilizing the electronic medical
record may further improve counseling. The American College of Rheumatology (ACR) has prepared its
first-ever guideline on reproductive health care for patients with rheumatic and musculoskeletal
disorders, which includes specific recommendations for contraception and pregnancy assessment as
well as for the management of patients during assisted reproductive techniques, pregnancy, and
breastfeeding.

Risks of contraception in women with AID

Both the OB/GYN and the rheumatologist should discuss contraception and plans for pregnancy
beginning early in the physician—patient relationship. The choice of contraceptive will depend on
efficacy, safety, and individual preferences. Postponing pregnancy if disease is active generally leads to
improved pregnancy outcomes. For example, in the PROMISSE (Predictors of Pregnancy Outcome:
Biomarkers in Antiphospholipid Antibody Syndrome and Systemic Lupus Erythematosus) study, a
multicenter observational study of pregnancy outcomes in women with SLE and/or aPL antibody, APOs
developed in 19% of all patients with SLE (n = 386); however, for patients who did not have identified
risk factors such as active disease at conception, hypertension, or positive aPL, the risk of APOs was
lower, 7.6% [16].

Long-acting reversible contraceptives (LARC) including intrauterine devices (IUDs) (levonorgestrel
(LNG) and copper IUDs) and the etonogestrel implant are highly effective [17] and are recommended
for patients with AID. Other effective forms of contraception for patients unable or unwilling to utilize
LARC include estrogen—progestin methods, progestin-only pill, and depo-medroxyprogesterone ace-
tate (DMPA). Less effective methods such as condoms are discouraged unless more effective options are
not possible. The potential benefit of condoms in preventing sexually transmitted infections should be
discussed; however, the safety of over-the-counter emergency contraception for all patients with AID
should also be discussed.

Major medical factors influencing the choice of contraception for women with AID include risk of
flare, risk of thromboembolism, and potential interactions with medications.

Disease flare

Early reports suggested increased flares in patients with SLE exposed to estrogen—progestin oral
contraceptives (OCs), and hence, their use was avoided. However, in 2005, two randomized controlled
clinical trials demonstrated no significant increase in the risk of flare in well-defined SLE populations
with stable disease activity using estrogen—progestin OCs versus other progesterone-only OCs, copper
IUD, or placebo [18,19].

The Safety of Estrogen in Lupus Erythematosus National Assessment (SELENA) trial randomized 183
patients with lupus who had inactive or stable active disease to triphasic ethinylestradiol 35 pg (EE)/
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norethindrone 0.5—1 mg or placebo. Patients with a history of thrombosis or positive aPL were
excluded as were patients with active disease. Severe flare rates at one year did not show significant
difference (0.084 vs. 0.087 for the treatment group vs. the placebo group, respectively); mild-to-
moderate flares and overall combined flare rates were equivalent [18]. Another study compared the
use of EE 30 pg/LNG 150 pg/day with the use of oral LNG 0.3 mg/day or a copper IUD in patients with
SLE. Disease activity was similar among the three groups, including rates of severe flare, global disease
activity, and overall flare [19].

These reassuring results may not be generalizable to estrogen—progestin contraceptives with
higher estrogen content or a different administration method such as the transdermal patch or the
vaginal ring. Formulations yielding higher serum estrogen levels are discouraged. Study patients also
had low stable disease activity at entry, and hence, women with active SLE disease, especially with
nephritis, are discouraged from using estrogen—progestin OCs.

Use of estrogen-progestin OCs in other patients with AID has not generated concern regarding flare.
Several early studies suggested patients with RA might potentially benefit with improved disease
control from treatment with estrogen-containing OCs; however, data remain inconclusive. One
case—control study of 176 women with RA found a relative risk of developing severe disease with
estrogen—progestin OC use for >5 years to be 0.1 (95% CI 0.01—-0.6) [20]; however, a systematic review
was not able to confirm any beneficial effect of estrogen—progestin OCs on RA progression [21].

Effects of the LNG IUD, etonogestrel implant, or DMPA on disease activity in AIDs including SLE have
not been specifically studied, but progestins alone have not been suggested to increase disease activity
in any AID.

Thromboembolic risk

Thrombotic risks of combined estrogen—progestin OCs are well established and depend on both
estrogen and progestin components. Estrogen risk is dose dependent. The odds ratios (ORs) for risk of
venous thromboembolism (VTE) with estrogen—progestin OCs (20—50 pg EE) vary for pills with the
same EE content from 2.24 to 6.61 depending on the type and dosing of progestin. Third- and fourth-
generation progestins impart almost twice the risk of second-generation progestins (RR 1.79) [22].

Thrombosis risk with estrogen—progestin OCs should be considered for all patients with AID, as
many are at a slightly increased risk for thrombosis even if they are aPL negative [23—26]. In general,
however, aPL represents the most significant risk factor for thrombosis. Lupus anticoagulant (LAC) and/
or high-titer IgG anticardiolipin (aCL) appears to confer the highest risk [27]. The presence of additional
prothrombotic risk factors including genetic variants, medical comorbidities such as nephrotic syn-
drome, or exogenous factors such as bed rest or smoking additionally increases thrombotic risk
associated with aPL [28]. Estrogen—progestin OCs should be avoided in patients with positive aPL or
other significant risk factors for thrombosis.

While reports describe aPL-positive patients with venous or arterial thromboses attributed to
estrogen-containing contraceptives [29], no controlled studies have addressed this question because of
the perceived risk. A marked increased risk for stroke with aPL and estrogen—progestin OC was
demonstrated in the RATIO study; however, a case—control study evaluated stroke and myocardial
infarction in women <50 years old. OR for stroke was 43.1 (12.2—152.0) in the presence of LAC and
increased to 201.1 (14.5—523.0) with LAC plus estrogen—progestin OC [30].

Use of progestin-only contraceptives (POCs) is widely accepted as a lower risk for patients with AID
unable to use estrogen-containing methods, although the degree of thrombotic risk — if any — is
debated. POCs may offer an advantage in patients on anticoagulation by reducing heavy menstrual
blood flow. Combined data on POC use in the general population do not show an increase in VTE risk. A
meta-analysis of 8 publications (including 2 studies with patients at high risk for VTE) demonstrated
that POCs overall are not associated with an increased risk of VTE when compared with nonusers,
RR = 1.03, (0.76—1.39). In a subgroup analysis, however, the two studies that included small numbers of
patients using DMPA did find a significant increased risk of VTE with DMPA, RR = 2.67 (1.29—5.53) [31].
In contrast, the progesterone-only pill VTE risk was not elevated (RR = 0.90, 0.57—1.45) as was the risk
with the LNG-IUD (RR = 0.61, 0.24—1.53) [31]. Several more recent studies of women with elevated VTE
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risk did not identify a higher risk with the use of non-DMPA progestin contraceptives [32—34]. There is
little information, however, on thrombosis risk with the etonogestrel subdermal implant.

Data on POC use in patients with AID are limited. The Sanchez-Guerrero et al. trial that compared
estrogen—progestin OC with a progesterone-only pill and the copper IUD did not find a difference in
VTE rate between the two hormonal groups [19]. One case series surveyed 23 anticoagulated APS
patients with LNG-IUDs placed for the treatment of menorrhagia associated with anticoagulation:
58.8% of patients reported decreased bleeding, and there were no thromboses [35]. A small series of
patients with SLE (with and without aPL) on POC (including progestin-only pill, DMPA, subdermal
implant, and LNG-IUD) found that over the course of one year of follow-up, BMI increased slightly but
there were no thromboses [36].

Given the limited data on aPL-positive patients, the Centers for Disease Control and Prevention
guidelines for medical eligibility for contraceptive use do not recommend POCs for women with SLE
having positive (or unknown) aPL. Risk is considered Category 3, where “theoretical or proven risks
outweigh advantages [37].” By contrast, the American College of Obstetricians and Gynecologists
(ACOG) guidelines for contraceptive use in women with chronic medical conditions recommend POCs
as safer alternatives than estrogen—progestin OCs for women with SLE having aPL, active nephritis, and
vascular disease [38].

Rheumatology medications

Patients with AID are often on multiple medications, and it is important to identify potential
pharmacological interactions before recommending hormonal contraception. Medications that have
potential interactions with hormonal contraceptives include mycophenolate, cyclosporine, warfarin,
and anticonvulsants [39,40]. Most antibiotics, with the exception of rifampin, do not significantly affect
efficacy [41]. Some herbal medications, particularly St. John's wort, may increase the clearance of
estrogen-progestin OCs, decreasing efficacy [42]. A common concern for AID patients is the use of
mycophenolate medications, commonly used for the treatment of lupus nephritis. Because myco-
phenolate may interact with both estrogen and progestin, recommendations are to use either an IUD or
two alternative forms of contraception [15].

The chronic use of immunosuppressive medications may raise the concern for an increased risk of
[UD-associated infection. There are no direct studies on infection risk with IUD use in rheumatology
patients, but the CDC guideline recommends IUD use in patients with SLE to be acceptable (Category 2)
[37]. Furthermore, studies have shown no increased infection risk in HIV-infected or solid-organ
transplant patients [43—46]. On the basis of these data, IUDs (progestin or copper IUDs) are recom-
mended for use in women with AID requiring immunosuppressive medications.

Recommendations

For all patients with AID, it is appropriate to ask about contraception and pregnancy planning at the
first or early visit, or when starting a new medication, and to emphasize the benefits of safe and
effective contraception in preventing adverse maternal and pregnancy outcomes. APL should be
measured in patients with SLE, SLE-like AID, or relevant clinical history because aPL is an important
determinant of contraceptive safety. Testing should include LAC, aCL, and anti-B2 glycoprotein I
(aP2GPI) antibodies. A summary of the advantages and disadvantages of common contraceptives for
patients with AID is presented in Table 1.

APL-negative patients including those with stable SLE

LARC should be encouraged for all patients, although there are no data specific to rheumatology
patients for the etonogestrel implant. Use of DMPA in patients with osteoporosis or significant risk
factors is discouraged because of the potential for decreased bone density [47].

For patients with aPL-negative SLE, disease activity should be assessed when considering
estrogen—progestin OCs; these should be avoided if the disease is active. If the patient is aPL-negative
with quiet/stable SLE but is unable or unwilling to use LARC, then it is appropriate to consider the use of
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Table 1
Advantages and disadvantages of common contraceptive methods for patients with AID.
Contraceptive method Advantages Disadvantages
LARC: Highly effective
LNG IUD May decrease menstrual blood flow in

anticoagulated patients
No increased thrombosis risk — OK for
patients who are aPL+
OK for patients on immunosuppressive

therapy
Copper IUD No increased thrombosis risk — OK for ~ May increase menstrual blood flow in
patients who are aPL+ anticoagulated patients
OK for patients on immunosuppressive
therapy
Etonogestrel implant Limited data overall
No data in patients with AID
Estrogen—progestin: Effective Cannot be used in patients who are aPL+;
caution with other thrombosis risk factors
(e.g., nephrotic syndrome)
Drug interaction with mycophenolate
Not evaluated in patients with active SLE — avoid
Pill No increased risk of flare in patients
with stable SLE
Transdermal patch Not studied in SLE
Concern for flare risk given higher serum estrogen
levels
Vaginal ring Not studied in SLE
Progestin-only: All effective Drug interaction with mycophenolate
Pill No increased thrombosis risk — OK for
patients who are aPL+
May decrease menstrual blood flow in
anticoagulated patients
DMPA May decrease menstrual blood flow in  May increase the risk of thrombosis (limited data)
anticoagulated patients May lower bone density — avoid in patients with
osteoporosis or risk factors
Barrier methods: Less effective

Male condom Some protection against STI
Over the counter
Emergency contraception Option for all patients with AID (even
those with active disease or + aPL)
Over the counter

AID: Autoimmune disease.

SLE: Systemic lupus erythematosus.

LARC: Long-acting reversible contraception.
LNG IUD: Levonorgestrel intrauterine device.
Copper IUD: Copper intrauterine device.
aPL: antiphospholipid antibody.

DMPA: Depo-medroxyprogesterone acetate.

estrogen—progestin OCs [18,19]. No studies have been reported in patients with SLE using the vaginal
ring or transdermal patch, but the patch has been suggested to result in increased serum levels of
estrogen [48]. Fourth-generation progestins (such as drospirenone) in combined OCs have been sug-
gested, but not proven, to increase the risk of hyperkalemia [49]. They should be used with caution in
patients with SLE who have nephritis or who are on angiotensin-converting enzyme inhibitors (ACE-I).

Patients with positive aPL or other significant thrombotic risk factors

LARC should be encouraged for all aPL-positive patients (or other patients at significant thrombotic
risk), although there are no data specific to aPL-positive patients for the etonogestrel implant. The LNG-
[UD is a good alternative for APS patients on anticoagulation therapy because of the expected decrease
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in menstrual bleeding [35]. If the patient is unable or unwilling to use LARC, the progestin-only pill
should be considered. As limited data suggest a possible increased risk of thrombosis with DMPA [31],
it may be reasonable to avoid this as a long-term contraceptive until more data are available.

Preconception counseling

A general assessment for patients considering pregnancy should be performed regardless of the
specific autoimmune diagnosis. Determination of risk includes the identification of serious organ
damage that might affect the ability to safely carry a pregnancy, evaluation of disease activity, serologic
evaluation for the identification of autoantibodies associated with adverse fetal or neonatal outcome,
and review of current medications and their safety in pregnancy (Fig. 1).

Severe organ damage

Severe disease may preclude pregnancy because of a high risk of maternal morbidity and mortality;
such organ damage may include severe presentations of cardiomyopathy, cardiac valve disease,
neurologic manifestations, renal insufficiency, or pulmonary arterial hypertension (PAH). Although
mortality risk with PAH has decreased in recent years, it is prohibitive even with current aggressive
therapies. Deaths generally occur in the postpartum period, mostly within 72 h of delivery and because
of right heart failure [50]. Because of the high risk, baseline testing to rule out PAH (echocardiogram
and pulmonary functions tests) may be considered in patients with high-risk diseases such as systemic
sclerosis and mixed connective tissue disease.

Pre-existing renal disease is a relatively common issue, especially with SLE or vasculitis. The most
important predictors of permanent renal disease in pregnant women are GFR <40 ml/min/1.73 m? and
proteinuria greater than 1 g/24 h [51]. Patients with milder disease are at a much lower risk: a recent
meta-analysis including 2751 pregnancies in patients with lupus nephritis who have a mild disease
found good renal prognosis, with 2% patients developing deterioration in renal function and only 1%
requiring dialysis [2].

(" DISEASE ACTIVITY ) (" CURRENT/RECENT )
- If active disease, defer MEDICATIONS
pregnancy, treat, and - If not pregnancy
reassess when quiescent compatible, change to
- If stable low compatible medications
level/quiescent disease . If stable low
for 6 months, proceed level/quiescent disease

on pregnancy-
compatible medications
for 6 months, proceed

\ J _ J
( DISEASE-RELATED ) (" AUTOANTIBODY )
DAMAGE STATUS
- If severe organ dan]age, « Anti-Ro/SS-A and Anti-
consult with specialists La/SS-B +
regarding pregnancy risk COUNSEL - Consider HCQ, fetal
- Consider IVF with i echoes
surrogate or adoption patient + partner « Antiphospholipid (aCL,
- If no severe damage, prepregnancy ab2GPI, and LAC) +
proceed expectations/risk, . Low-dose aspirin
\_ J therapy/monitoring \- Heparin if APS criteria )
and

short/long-term
outcomes

Fig. 1. Prepregnancy assessment and counseling for patients with AID.
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If patients with severe disease-related damage are intent on having a biological child, they can
consider in vitro fertilization (IVF) with surrogacy. A patient unable to safely carry a pregnancy may
incur less risk with more limited duration and physiological changes associated with IVF. Issues sur-
rounding surrogacy may be complex, depending on financial, legal, or other constraints.

Disease activity

It is essential to assess for recent or current disease activity in patients considering pregnancy: if
patients have ongoing active disease, then they should defer pregnancy, use appropriate contraception,
receive treatment, and be reassessed after 4—6 months of inactive disease.

Numerous studies confirm the importance of stable disease at conception and the adverse effect of
flare during pregnancy for SLE and other patients with AID [52—56]. A high level of lupus disease
activity during pregnancy has been associated with a lower chance of live birth, greater chance of
perinatal death, and lower chance of full-term delivery [54]. Women with long-standing remission in
SLE are more likely to complete their pregnancies uneventfully [55]. Most patients with systemic
sclerosis without severe disease-related damage have successful pregnancies, but patients with early
diffuse disease are advised to defer pregnancy for several years, as they are thought to be at increased
risk for developing renal crisis during pregnancy [57].

In general, pregnancy outcome in RA is comparable to that in the general population, and up to 50%
of patients with RA develop a pregnancy-induced remission [58]. Even in patients with RA, however,
disease activity during pregnancy may impact outcome: studies suggest a small increase in the risk of
lower birth weight and preterm delivery for patients with RA who have active disease during preg-
nancy, with a slight increase in perinatal mortality and higher frequency of cesarean sections [59,60].

Assessment of autoantibodies

Assessment of aPL and anti-Ro/SS-A and/or anti-La/SS-B autoantibodies helps to determine the risk,
type, and frequency of pregnancy monitoring and need for potential additional therapy.

Antiphospholipid antibodies

Every patient with SLE and patients with an adverse obstetric history or history of thrombosis
should be evaluated for the presence of aPL. Usual testing includes LAC, aCL, and aB2GPI. Patients
should be counseled regarding associated pregnancy risks, including recurrent miscarriage, fetal loss,
preterm birth, intrauterine growth restriction (IUGR), and preeclampsia/eclampsia [61]. The diagnosis
of obstetric APS generally requires the presence of moderate-to-high titers of aCL or aB2GPI and/or a
positive LAC on two or more occasions, 12 weeks apart [62]. APOs are most strongly associated with the
presence of LAC [63]. Other risk factors include history of thrombosis, history of prior fetal loss, and
presence of underlying SLE. Patients with low-titer aCL and aBf2GP], especially those without a history
of prior fetal loss or thrombosis, have significantly lower risk [63].

Patients with aPL are recommended to take low-dose aspirin for preeclampsia prevention [64].
Patients with obstetric APS or thrombotic APS will require the addition of unfractionated or low-
molecular-weight heparin (LMWH), prophylactic or therapeutic, respectively, once pregnant. Pa-
tients should be aware of the plans for monitoring during the third trimester, with nonstress tests,
umbilical artery Doppler tests, or serial ultrasound scans [61].

Patients with SLE, RA, undifferentiated connective tissue disease, and Sjogren's syndrome should be
evaluated for anti-Ro/SS-A and/or La/SS-B antibodies. Positive patients are at risk of delivering an infant
with neonatal lupus erythematosus (NLE) and should be counseled regarding the spectrum of transient
NLE manifestations (rash, thrombocytopenia, and liver function abnormalities), as well as the risk of
serious and permanent congenital heart block (2%). Risk of congenital heart block in the offspring of a
patient who has already had a child with NLE is elevated, approximately 17% [65].

Antibody-positive patients require periodic fetal echocardiograms from 16 to 26 weeks to assess for
fetal heart block: for high-risk patients (those with a previous child with NLE), echocardiograms are
recommended weekly. Use of hydroxychloroquine (HCQ) may reduce the risk of complete heart block
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[66]. Patients who are negative for anti-Ro/SS-A and anti-La/SS-B do not require fetal echocardiograms,
as the risk is associated with demonstrated antibody.

Medication review

Medications should be reviewed early in the planning process. If current medications are contra-
indicated, options include tapering and discontinuation if disease permits, or a change to pregnancy
compatible medications. The disease should be stable on compatible medications for 4—6 months
before conceiving. In addition to prednisone, immunosuppressive medications compatible with
pregnancy include azathioprine, cyclosporine, and tacrolimus [67]. Cyclophosphamide is teratogenic in
the first trimester but has been used rarely in the second or third trimesters for life-threatening
disease.

Certain biological therapies are also compatible with pregnancy. Tumor necrosis factor (TNF) in-
hibitors are a mainstay of inflammatory arthritis treatment and are increasingly continued during
pregnancy for active disease [67]. These include adalimumab, certolizumab, etanercept, golimumab,
and infliximab. All except certolizumab pass through the placenta after the first trimester because of
the active transfer of the IgG Fc chain. Reports are reassuring concerning safety with use immediately
before conception and in the first trimester. A common approach for women with RA on combination,
methotrexate, and TNF-inhibitor, therapy is to stop methotrexate, continue the TNF-inhibitor, and wait
three months before trying to conceive. Once pregnancy is confirmed, patients may continue the TNF-
inhibitor throughout pregnancy if necessary. If possible, the TNF-inhibitor is stopped by the third
trimester to reduce the risk of significant drug levels in the neonatal circulation at birth. Infants of
women treated throughout pregnancy are recommended to avoid live vaccines during the first six
months of life [68].

Non-TNF-inhibitor biological therapies based on IgG constructs may be continued up to the time
pregnancy is diagnosed, but lack of data does not support continuation during pregnancy. Rituximab
may be used during pregnancy for organ or life-threatening disease. Small-molecule medications for
inflammatory arthritis, such as tocilizumab or apremilast, have not been well studied and are generally
avoided [67].

Non Rheumatology medications should be modified if necessary. ACE-I are changed to pregnancy-
safe substitutes several weeks before attempting to conceive, with follow-up of blood pressure and
proteinuria after discontinuation. Warfarin is usually changed to LMWH and monitored with factor Xa
levels. LMWH is usually started before conception; otherwise, the change must be made before the
sixth week of pregnancy to avoid warfarin embryopathy.

Continuation of HCQ, commonly used in SLE, is encouraged. Women with SLE on HCQ have been
shown to have lower disease activity and to be on lower prednisone doses at delivery [69]; in contrast,
patients discontinuing HCQ within three months of conceiving have a greater risk of flare [70]. The
offspring of HCQ-treated anti-Ro/SS-A- and/or La/SS-B-positive patients may have a lower risk of
complete congenital heart block [66]. If patients with SLE or patients with anti-Ro/SS-A or La/SS-B
antibodies have no contraindications to HCQ, there are likely benefits for both mother and child.

The addition of low-dose aspirin during pregnancy in patients with AID has varying support: it is
used for preeclampsia prevention in patients with demonstrated risk factors [70] and has been rec-
ommended for patients with SLE or aPL [71], although no controlled studies have been done in patients
with AID.

Patients on the folate antagonist sulfasalazine, a pregnancy-compatible medication for inflamma-
tory arthritis, are generally advised to further increase their folic acid intake before and during preg-
nancy [67].

Counseling

Counseling is important for both the patient and her partner, and education should include the risks
of pregnancy for the given diagnosis and on the basis of the patient's clinical profile. Each patient
should understand potential risks to both maternal health and the health of the infant (most often
complications associated with preterm birth or SGA).
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Pregnancy risk and outcome

AID pregnancy outcomes have improved in recent years, yet many diagnoses are still associated
with an increased risk of APOs when compared with the general population. Patients with SLE have a 2-
to 4-fold increase in pregnancy complications including preeclampsia, preterm labor, and IUGR;
medical complications are similarly increased, including thrombosis, major infection, and thrombo-
cytopenia [72]. Most reviews of pregnancies in other AlDs find increased rates of preterm birth and/or
SGA infants [73]. Risk of flare during or after pregnancy exists even when the disease is quiescent at
conception.

Delivery

In general, cesarean section is reserved for those with obstetric indications. While rare, orthopedic
impairments due to severe hip arthritis or hip replacements with limited range of motion may pre-
clude vaginal delivery. Patients with severe rheumatoid or spondylitic involvement of the cervical
spine should be assessed, as with any surgery, for instability should endotracheal intubation be
necessary. Patients with a history of vasculitis, primarily Takayasu's, may require baseline vascular
imaging and hemodynamic monitoring during delivery.

Pregnancy outcomes

The major risk to the child is the constellation of complications associated with prematurity and
SGA, often with long-term implications for disability. Long-term outcomes of children of mothers with
SLE and APS have been studied, and a small increase in the risk of learning disability has been sug-
gested, although numbers are small and results may be confounded by effects related to preterm birth
[74].

Postpartum period

Postpartum risk of flare should be anticipated, with a treatment plan in place. Breastfeeding is
encouraged when possible. Prolonged breastfeeding may be a concern for patients with severe oste-
oporosis because it may further lower bone density, leading to increased risk of fracture.

Many rheumatology medications are compatible with breastfeeding. Glucocorticoids in low dose
are safe. For doses >20 mg daily, discarding breast milk for 4 h after medication is suggested. Aspirin,
heparin, warfarin, hydroxychloroquine, and sulfasalazine may be used in patients who are breast-
feeding. Immunosuppressive therapies compatible with breastfeeding include azathioprine, cyclo-
sporine, and tacrolimus. Biological medications based on an IgG construct, including TNF-inhibitors,
belimumab, and others, are compatible with breastfeeding because very little IgG is transferred into
breast milk [67].

Patients on prophylactic LMWH therapy during pregnancy are generally advised to continue this for
6—12 weeks postpartum to minimize the risk of postpartum thrombosis; those requiring long-term
anticoagulation may switch back to warfarin.

Summary

Decisions regarding contraception and pregnancy ultimately depend on the individual patient, her
medical condition, and her preferences. Long-acting methods of birth control, such as the IUD, are most
effective and are recommended for use in women with AID. Estrogen—progestin OCs may be used in
most patients with AID but should not be used in those with active SLE or those with increased risk for
thrombosis due to positive aPL, history of thrombosis, nephrotic syndrome, or active vasculitis. POCs
are good alternatives for most patients and may be useful for decreasing heavy menstrual blood loss in
anticoagulated patients.

Optimal contraception and pregnancy planning in patients with AID depend on the rheumatologist,
obstetrician, and patient working together as a team, with identification and understanding of
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tential risks. Good maternal and fetal outcomes are most likely for the patient without severe organ

damage and with well-controlled disease on pregnancy-compatible medications.

Co
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Practice points

e LARC are most effective and are recommended for women with AID.

e Estrogen—progestin oral contraceptives may be used in most patients with AID but should
not be used in those with active SLE or those at increased risk for thrombosis, such as those
with positive aPL, history of thrombosis, nephrotic syndrome, or active vasculitis.

e Progestin-only methods are good alternatives for patients who are unable to take estrogen
and may decrease menstrual blood loss in patients on anticoagulation.

e Good maternal and fetal outcomes are most likely for the patient with AID without severe
organ damage and with well-controlled disease on pregnancy-compatible medications.

Research agenda

e LARC safety and efficacy have not been well defined in AID populations.

e Firm recommendations for monitoring and therapy for complete heart block in anti-Ro/SS-A-
and anti-La/SS-B-positive patients will require further data.

e Optimal therapy for obstetric APS treatment failures with LMWH/low-dose aspirin is
unknown.

Re
[
[2
3
[4
(5
[6
[7
8
[9

[10

1

[12

ferences

] Chakravarty EF, Nelson L, Krishnan E. Obstetric hospitalizations in the United States for women with systemic lupus er-

ythematosus and rheumatoid arthritis. Arthritis Rheum 2006;54(3):899—-907.

Smyth A, Oliveira GHM, Lahr BD, Bailey KR, Norby SM, Garovic VD. A systematic review and meta-analysis of pregnancy

outcomes in patients with systemic lupus erythematosus and lupus nephritis. Clin ] Am Soc Nephrol 2010;5(11):2060—8.

Smith CJF, Forger F, Bandoli G, Chambers CD. Factors associated with preterm delivery among women with rheumatoid

arthritis and juvenile idiopathic arthritis. Arthritis Care Res 2019;71:1019—27. https://doi.org/10.1002/acr.23730.

Julkunen HA, Kaaja R, Friman C. Contraceptive practice in women with systemic lupus erythematosus. Rheumatology

1993;32(3):227-30.

Schwartz EB, Manzi S. Risk of unintended pregnancy among women with systemic lupus erythematosus. Arthritis Rheum

2008;59(6):863—6.

Yazdany ], Trupin L, Kaiser R, Schmajuk G, Gillis JZ, Chakravarty E, et al. Contraceptive counseling and use among women

with systemic lupus: a gap in health care quality? Arthritis Care Res 2011;63(3):358—65.

@stensen M, Von Esebeck M, Villiger PM. Therapy with immunosuppressive drugs and biological agents and use of

contraception in patients with rheumatic disease. ] Rheumatol 2007;34(6):1266—9.

DeNoble AE, Hall KS, Xu X, Zochowski MK, Piehl K, Dalton VK. Receipt of prescription contraception by commercially

insured women with chronic medical conditions. Obstet Gynecol 2014;123(6):1213—20.

Birru Talabi M, Clowse ME, Blalock S], Moreland L, Siripong N, Borrero S. Contraception use among reproductive-age

women with rheumatic diseases. Arthritis Care Res August 2018.

] Mendel A, Bernatsky S, Pineau CA, St-Pierre Y, Hanly JG, Urowitz MB, et al. Use of combined hormonal contraceptives
among women with systemic lupus erythematosus with and without medical contraindications to oestrogen. Rheuma-
tology 2019;58(7):1259—67.

] Britto MT, Rosenthal SL, Taylor ], Passo MH. Improving rheumatologist’ screening for alcohol and sexual activity. Arch
Pediatr Adolesc Med 2000;154(5):478—83.

] Ferguson S, Trupin L, Yazdany J, Yelin E, Barton ], Katz P. Who receives contraception counseling when starting new lupus
medications? The potential roles of race, ethnicity, disease activity, and quality of communication. Lupus 2016;25(1):12—7.


http://refhub.elsevier.com/S1521-6934(19)30134-8/sref1
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref1
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref1
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref2
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref2
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref2
https://doi.org/10.1002/acr.23730
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref4
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref4
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref4
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref5
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref5
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref5
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref6
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref6
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref6
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref7
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref7
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref7
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref8
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref8
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref8
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref9
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref9
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref10
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref10
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref10
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref10
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref11
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref11
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref11
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref12
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref12
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref12

22

[13]
[14]
[15]
[16]
(17)
(18]
(9]
[20]
[21]
[22]
(23]
[24]

[25]
[26]

[27]

[28]
[29]

[30]

[31]
[32]
[33]
[34]
[35]

[36]

[37]

[38]
[39]
[40]
[41]
[42]
[43]
[44]

[45]

L.R. Sammaritano / Best Practice & Research Clinical Obstetrics and Gynaecology 64 (2020) 11-23

Yazdany J, Panopalis P, Gillis JZ, Schmajuk G, MacLean CH, Wofsy D, et al. Systemic lupus erythematosus quality indicators
project expert panels. A quality indicator set for systemic lupus erythematosus. Arthritis Care Res 2009;61(3):370—7.
Sadun RE, Wells MA, Balevic SJ, Lackey V, Aldridge EJ, Holdgagte N, et al. Increasing contraception use among women
receiving teratogenic medications in a rheumatology clinic. BM] Open Qual 2018 Jul 1;7(3):e000269.

Mycophenolate REMS program. http://www.fda.gov/Drugs/DrugSafety/PostMArketDrugSafetylnformationforPatientsand
Providers/ucm318880.htm.

Buyon JP, Kim MY, Guerra MM, Laskin CA, Petri M, Lockshin MD, et al. Predictors of pregnancy outcomes in patients with
lupus. Ann Intern Med 2015;163(3):153—63 [*].

Winner B, Peipert JF, Zhao Q, Buckel C, Madden T, Allsworth JE, et al. Effectiveness of long-acting reversible contraception.
N Engl ] Med 2012;366(21):1998—2007.

Petri M, Kim MY, Kalunian KC, Grossman J, Hahn BH, Sammaritano LR, et al. Combined oral contraceptives in women with
systemic lupus erythematosus. N Engl ] Med 2005;353:2550—8 [*].

Sanchez-Guerrero ], Uribe AG, Jimenez-Santana L, Mestanza-Peralta M, Lara-Reyes P, Seuc AH, et al. A trial of contraceptive
methods in women with systemic lupus erythematosus. N Engl ] Med 2005;353:2539—49 [*].

Jorgensen C, Picot MC, Bologna C, Sany ]. Oral contraception, parity, breast feeding, and severity of rheumatoid arthritis.
Ann Rheum Dis 1996;55(2):94—8.

Farr SL, Folger SG, Paulsen ME, Curtis KM. Safety of contraceptive methods for women with rheumatoid arthritis: a
systematic review. Contraception 2010;82(1):64—71.

Stam-Slob MC, Lambalk CB, van de Ree MA. Contraceptive and hormonal treatment options for women with history of
venous thromboembolism. BMJ 2015;351:h4847 [*].

Chung WS, Peng CL, Lin CL, Chang Y], Chen YF, Chiang JY, et al. Rheumatoid arthritis increases the risk of deep vein
thrombosis and pulmonary thromboembolism: a nationwide cohort study. Ann Rheum Dis 2014;73(10):1774—80.
Chung WS, Lin CL, Sung FC, Hsu WH, Chen YF, Kao CH. Increased risks of deep vein thrombosis and pulmonary embolism
in Sjogren syndrome: a nationwide cohort study. ] Rheumatol 2014;41(5):909—15.

Gaffo AL. Thrombosis in vasculitis. Best Pract Res Clin Rheumatol 2013;27(1):57—67.

Kaiser R, Cleveland CM, Criswell LA. Risk and protective factors for thrombosis in systemic lupus erythematosus: results
from a large, multi-ethnic cohort. Ann Rheum Dis 2009;68(2):238.

Danowski A, de Azevedo MNL, Petrie M. Determinants of risk for venous and arterial thrombosis in primary anti-
phospholipid syndrome and in antiphospholipid syndrome with systemic lupus erythematosus. ] Rheumatol 2009;36(6):
1195-9.

Erkan D, Yazici Y, Peterson MG, Sammaritano L, Lockshin MD. A cross-sectional study of clinical thrombotic risk factors and
preventive treatments in antiphospholipid syndrome. Rheumatology 2002;41(8):924—9.

Girolami A, Zanon E, Zanardi S, Saracino MA, Simioni P. Thromboembolic disease developing during oral contraceptive
therapy in young females with antiphospholipid antibodies. Blood Coagul Fibrinolysis 1996;7:497—-501.

Urbanus RT, Siegerink B, Roest M, Rosendaal FR, de Groot PG, Algra A. Antiphospholipid antibodies and risk of myocardial
infarction and ischaemic stroke in young women in the RATIO study: a case-control study. Lancet Neurol 2009;8(11):
998—-1005.

Mantha S, Karp R, Raghavan V, Terrin N, Bauer KA, Zwicker JI. Assessing the risk of venous thromboembolic events in
women taking progestin-only contraception: a meta-analysis. BMJ] 2012;345:e4944 [*].

Conard ], Plu-Bureau G, Bahi N, Horellou MH, Pelissier C, Thalabard JC. Progestogen-only contraception in women at high
risk of venous thromboembolism. Contraception 2004;70(6):437—41.

Vaillant-Roussel H, Ouchchane L, Dauphin C, Philippe P, Ruivard M. Risk factors for recurrence of venous thromboem-
bolism associated with the use of oral contraceptives. Contraception 2011;84(5):e23—30.

Le Moigne E, Tromeur C, Delluc A, Gouillou M, Alavi Z, Lacut K, et al. Risk of recurrent venous thromboembolism on
progestin-only contraception: cohort study. Haematologica 2016;101(1):e12—4.

Pisoni CN, Cuadrado M]J, Khamashta MA, Hunt BJ. Treatment of menorrhagia associated with oral anticoagulation: efficacy
and safety of the levonorgestrel releasing intrauterine device (Mirena coil). Lupus 2006;15(12):877—80 [*].

Kurkowski ], Geyer ], Curry M, Sangi H, Hakim ]. Contraceptive use, counseling given and occurrence of venous thrombus
embolism (VTE) in adolescent systemic lupus erythematosus patients (SLE). ] Pediatr Adolesc Gynecol 2017 Apr 1;30(2):
288—".

Centers for Disease Control and Prevention (CDC). U S. Medical eligibility criteria for contraceptive use, 2010. MMWR.
Recommendations and reports: morbidity and mortality weekly report. Recommendations and reports/Centers for Dis-
ease Control, vol. 59; 2010. p. 1. RR-4.

ACOG Committee on Practice Bulletins — Gynecology ACOG Practice Bulletin number 73. Use of hormonal contraception in
women with coexisting medical conditions. Obstet Gynecol 2006;107:1453—72.

Back DJ, Orme ML. Pharmacokinetic drug interactions with oral contraceptives. Clin Pharmacokinet 1990 Jun 1;18(6):
472—-84.

Sievers TM, Rossi SJ, Ghobrial RM, Arriola E, Nishimura P, Kawano M, et al. Mycophenolate mofetil. Pharmacotherapy 1997
Nov 12;17(6):1178—97.

Dickinson BD, Altman RD, Nielsen NH, Sterling ML. Drug interactions between oral contraceptives and antibiotics. Obstet
Gynecol 2001 Nov 1;98(5):853—60.

Hall SD, Wang Z, Huang SM, Hamman MA, Vasavada N, Adigun AQ, et al. The interaction between St. John's wort and an
oral contraceptive. Clin Pharmacol Ther 2003;74:525—35.

Jamshidi R, Chelmow D. Practice Bulletin No. 167: gynecologic care for women and adolescents with human immuno-
deficiency virus. Obstet Gynecol 2016 Oct 1;128(4):e89—110.

Browne H, Manipalviratn S, Armstrong A. Using an intrauterine device in immunocompromised women. Obstet Gynecol
2008 Sep;112(3):667.

Krajewski CM, Geetha D, Gomez-Lobo V. Contraceptive options for women with a history of solid-organ transplantation.
Transplantation 2013;95(10):1183—6.


http://refhub.elsevier.com/S1521-6934(19)30134-8/sref13
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref13
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref13
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref14
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref14
http://www.fda.gov/Drugs/DrugSafety/PostMArketDrugSafetyInformationforPatientsandProviders/ucm318880.htm
http://www.fda.gov/Drugs/DrugSafety/PostMArketDrugSafetyInformationforPatientsandProviders/ucm318880.htm
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref16
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref16
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref16
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref17
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref17
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref17
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref18
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref18
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref18
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref19
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref19
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref19
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref20
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref20
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref20
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref21
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref21
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref21
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref22
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref22
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref23
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref23
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref23
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref24
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref24
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref24
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref24
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref25
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref25
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref26
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref26
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref27
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref27
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref27
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref27
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref28
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref28
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref28
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref29
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref29
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref29
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref30
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref30
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref30
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref30
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref31
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref31
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref32
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref32
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref32
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref33
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref33
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref33
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref34
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref34
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref34
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref35
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref35
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref35
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref36
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref36
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref36
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref36
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref37
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref37
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref37
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref38
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref38
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref38
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref38
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref39
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref39
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref39
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref40
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref40
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref40
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref41
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref41
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref41
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref42
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref42
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref42
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref43
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref43
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref43
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref44
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref44
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref45
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref45
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref45

[46]
[47]

[48]

[49]
[50]
[51]
[52]
[53]
[54]
[55]
[56]
[57]
[58]
[59]

[60]

[61]
[62]

[63]

[64]
[65]
[66]

[67]

[68]
[69]

[70]
[71]

[72]
[73]

[74]

L.R. Sammaritano / Best Practice & Research Clinical Obstetrics and Gynaecology 64 (2020) 11-23 23

Huguelet PS, Sheehan C, Spitzer RF, Scott S. Use of the levonorgestrel 52-mg intrauterine system in adolescent and young
adult solid organ transplant recipients: a case series. Contraception 2017 Apr 1;95(4):378—81.

Clark MK, Sowers M, Levy B, Nichols S. Bone mineral density loss and recovery during 48 months in first-time users of
depot medroxyprogesterone acetate. Fertil Steril 2006 Nov 1;86(5):1466—74.

van den Heuvel MW, van Bragt AJM, Alnabawy AKM, Kaptein MCJ. Comparison of ethinylestradiol pharmacokinetics in
three hormonal contraceptive formulations: the vaginal ring, the transdermal patch and an oral contraceptive. Contra-
ception 2005 Sep;72(3):168—74.

Bird ST, Pepe SR, Etminan M, Liu X, Brophy JM, Delaney JA. The association between drospirenone and hyperkalemia: a
comparative-safety study. BMC Clin Pharmacol 2011 Dec;11(1):23.

Bédard E, Dimopoulos K, Gatzoulis MA. Has there been any progress made on pregnancy outcomes among women with
pulmonary arterial hypertension? Eur Heart ] 2009;30(3):256—65.

Imbasciati E, Gregorini G, Cabiddu G, Gammaro L, Ambroso G, Del Giudice A, et al. Pregnancy in CKD stages 3 to 5: fetal and
maternal outcomes. Am ] Kidney Dis 2007;49:753—62.

Chakravarty EF, Colon I, Langer ES, Nix DA, El-Sayed YY, Genovese MC, et al. Factors that predict prematurity and pre-
eclampsia in pregnancies that are complicated by SLE. Am ] Obstet Gynecol 2005;192:1897—904.

Andrade R, Sanchez ML, Alarcon GS, Fessler BJ, Fernandez M, Bertoli AM, et al. Adverse pregnancy outcomes in women
with systemic lupus erythematosus from a multiethnic US cohort: LUMINA (LVI). Clin Exp Rheumatol 2008;26:268—74.
Clowse MEB, Magder LS, Petri M. The impact of increased lupus activity on obstetric outcomes. Arthritis Rheum 2005;52:
514-21.

Le Thi Huong D, Wechlser B, Vauthier-Brouzes D, Seebacher ], Lefebvre G, Bletry O, et al. Outcome of planned pregnancy in
systemic lupus erythematosus: a prospective study on 62 pregnancies. Br ] Rheumatol 1997;36:772—7.

Doria A, Bajocchi G, Ronon M, Salvarani C. Pre-pregnancy counseling of patients with vasculitis. Rheumatology 2008;47:
iii3—5.

Steen V, Chakravarty EF. “Pregnancy.” scleroderma. Springer US; 2012. p. 547—57.

De Man YA, Dolhain R], Van De Geijn FE, Willemsen SP, Hazes JM. Disease activity of rheumatoid arthritis during preg-
nancy: results from a nationwide prospective study. Arthritis Care Res: Off ] Am Coll Rheumatol 2008 Sep 15;59(9):
1241-8.

Wallenius M, Skomsvoll JF, Irgens LM, Salvesen KA, Nordvag BY, Koldingsnes W, et al. Pregnancy and delivery in women
with chronic inflammatory arthritides with a specific focus on first birth. Arthritis Rheum 2011;63(6):1534—42.

de Man YA, Hazes JM, van der Heide H, Willemsen SP, de Groot CJ, Steegers EA, et al. Association of higher rheumatoid
arthritis disease activity during pregnancy with lower birth weight: results of a national prospective study. Arthritis
Rheum 2009;60(11):3196—206.

Garcia D, Erkan D. Diagnosis and management of the antiphospholipid syndrome. N Engl ] Med 2018 May 24;378(21):
201021 [*].

Miyakis S, Lockshin MD, Atsumi T, Branch DW, Brey RL, Cervera RH, et al. International consensus statement on an update
of the classification criteria for definite antiphospholipid syndrome (APS). ] Thromb Haemost 2006 Feb;4(2):295—306.
Lockshin MD, Kim M, Laskin CA, Guerra M, Branch D, Merrill J, et al. Prediction of adverse pregnancy outcome by the
presence of lupus anticoagulant, but not anticardiolipin antibody, in patients with antiphospholipid antibodies. Arthritis
Rheum 2012;64(7):2311-8 [*].

LeFevre ML. Low-dose aspirin use for the prevention of morbidity and mortality from preeclampsia: US Preventive Ser-
vices Task Force recommendation statement. Ann Intern Med 2014;161(11):819—26.

Izmirly PM, Rivera TL, Buyon JP. Neonatal lupus syndromes. Rheum Dis Clin N Am 2007;33(2):267—85. Ma.

Izmirly PM, Costedoat-Chalumeau N, Pisoni CN, Khamashta MA, Kim MY, Saxena A, et al. Maternal use of hydroxy-
chloroquine is associated with a reduced risk of recurrent anti-SSA/Ro-antibody-associated cardiac manifestations of
neonatal lupus. Circulation 2012;126(1):76—-82 [*].

Flint J, Panchal S, Hurrell A, van de Venne M, Gayed M, Schreiber K, et al. BSR and BHPR guideline on prescribing drugs in
pregnancy and breastfeeding—Part I: standard and biologic disease modifying anti-rheumatic drugs and corticosteroids.
Rheumatology 2016;55(9):1693—7 [*].

Nielsen OH, Loftus Jr EV, Jess T. Safety of TNF-o inhibitors during IBD pregnancy: a systematic review. BMC Med 2013 Dec;
11(1):174.

Levy RA, Vilela VS, Cataldo M], Ramos RC, Duarte JLMB, Tura BR, et al. Hydroxychloroquine (HCQ) in lupus pregnancy:
double-blind and placebo-controlled study. Lupus 2001;10(6):401—4.

Clowse ME, Magder L, Witter F, Petri M. Hydroxychloroquine in lupus pregnancy. Arthritis Rheum 2006;54(11):3640—7.
Askie LM, Duley L, Henderson-Smait DJ. Stewart LA on behalf of the PARIS collaborative group. Antiplatelet agents for
prevention of pre-eclampsia: a meta-analysis of individual patient data. Lancet 2007;369:1791-8.

Clowse MEB, Jamison M, Myers E, James AH. A national study of the complications of lupus in pregnancy. Am ] Obstet
Gynecol 2008;199:127.e1—6.

@stensen M, Andreoli L, Brucato A, Cetin [, Chambers C, Clowse ME, et al. State of the art: reproduction and pregnancy in
rheumatic diseases. Autoimmun Rev 2015 May 1;14(5):376—86.

Yengej FA, van Royen-Kerkhof A, Derksen RH, Fritsch-St1, ork RD. The development of offspring from mothers with
systemic lupus erythematosus. A systematic review. Autoimmun Rev 2017 Jul 1;16(7):701—11.


http://refhub.elsevier.com/S1521-6934(19)30134-8/sref46
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref46
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref46
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref47
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref47
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref47
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref48
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref48
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref48
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref48
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref49
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref49
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref50
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref50
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref50
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref50
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref51
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref51
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref51
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref52
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref52
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref52
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref53
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref53
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref53
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref54
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref54
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref54
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref55
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref55
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref55
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref56
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref56
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref56
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref57
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref57
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref58
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref58
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref58
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref58
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref59
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref59
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref59
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref60
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref60
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref60
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref60
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref61
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref61
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref61
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref62
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref62
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref62
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref63
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref63
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref63
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref63
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref64
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref64
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref64
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref65
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref65
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref66
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref66
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref66
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref66
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref67
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref67
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref67
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref67
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref67
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref68
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref68
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref69
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref69
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref69
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref70
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref70
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref71
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref71
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref71
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref72
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref72
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref72
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref73
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref73
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref73
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref74
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref74
http://refhub.elsevier.com/S1521-6934(19)30134-8/sref74

	Contraception and preconception counseling in women with autoimmune disease
	Introduction
	Contraception

	Utilization of contraception by women with AID
	Risks of contraception in women with AID
	Disease flare
	Thromboembolic risk
	Rheumatology medications

	Recommendations
	APL-negative patients including those with stable SLE
	Patients with positive aPL or other significant thrombotic risk factors
	Preconception counseling

	Severe organ damage
	Disease activity
	Assessment of autoantibodies
	Antiphospholipid antibodies

	Medication review
	Counseling
	Pregnancy risk and outcome
	Delivery
	Pregnancy outcomes
	Postpartum period

	Summary
	Conflicts of interest
	References


