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Objectives

•  1) Discuss pre-conception counselling in 
women with SLE

•  2) Review the management of SLE during the 
gestational and postpartum periods

•  3) Identify appropriate contraceptive methods in 
women with SLE



Sex bias in SLE



Sex bias in SLE
Complicated pregnancies is among 

the top 10 causes of death
&

Maternal mortality in SLE is 17-fold higher
vs unaffected pregnancies



Sex bias in SLE

Women’s reproductive
health should be an 
important focus

Complicated pregnancies is among 
the top 10 causes of death

&
Maternal mortality in SLE is 17-fold higher

vs unaffected pregnancies



Women’s reproductive 
health gap in SLE

•  1/3 SLE women do not receive contraception 
counselling when starting new medications

•  SLE women on teratogenic drugs not more 
likely to be on contraception

•  Only 1/3 rheumatologists report having 
discussed family planning & pregnancy 

Yazdany 2011



A case of sex 
discrimination?

It is indirect sex discrimination to have a 
practice which places someone of a 

particular sex at a disadvantage to the 
opposite sex




Failing to properly address reproductive 
health in patients with SLE disadvantages 
women as they faces substantially higher 

risk related to reproduction



Women’s reproductive 
health in SLE

•  Pre-conception counselling

•  Pregnancy management/monitoring

•  Contraception

•  Assisted reproductive techniques



Pre-conception 
counselling

•  Need for change in the mindset of health 
professionals:

•  Caution against pregnancy → embracement of 
pregnancy

•  Family planning/pregnancy should be 
discussed from the first visit and thereafter



Pre-conception 
counselling

•  Health professionals should support the patient 
and her family in their decisions regarding 
family planning by discussing individual 
pregnancy risks

•  Once the patient has made her decision, health 
professionals should do everything in their 
capacity to minimize adverse outcomes



Pre-conception 
counselling

•  (1) Review with patients their specific situation, 
including medications, disease activity, organ 
involvement and autoantibody status

•  (2) Manage expectations:

•  Mother’s disease may limit her ability to care for 
child

•  Hospitalization may occur during pregnancy

•  Anticipate birth before due date, if not preterm birth



Pre-conception 
counselling

•  SLE flares increase during pregnancy and postpartum, 
and are reported in 25-60% of pregnancies 

•  Flares occur in 45% of women with active renal 
disease compared with 13% of women without 

•  New-onset renal disease in pregnancy is uncommon, 
occurring in 2% 

•  A past history of renal disease is associated with an 
11% incidence of renal flare despite inactive renal 
disease at pregnancy onset 



Pre-conception 
counselling

SLE women 
(+/- APS)

APS women 
(+/- SLE)

Prematurity 25–35% 25–35%

Preeclampsia 10–15% 10–20%

Eclampsia/HELLP 1.0–1.5% 3.0–5.0%



Pre-conception 
counselling

•  Long-term outcomes of SLE and/or APS offspring:

•  Increased risk of neurodevelopmental disorders 
and congenital heart defects

•  However, absolute numbers of cases small

•  Thus, mostly reassuring

•  Increased relative risk of SLE/other autoimmune 
disease, but small absolute risk 



Pre-conception 
counselling

•  Individual pregnancy risk stratification:

•  Current disease activity

•  Disease damage/comorbidites

•  anti-Ro/SSA and/or anti-La/SSB 

•  aPL and/or APS 



Risk stratification - 
PROMISSE

•  Prospective cohort study assessing first-trimester predictors of 
APO in 385 SLE women with inactive or mild/moderate disease 
activity:

•  Lupus anticoagulant (OR 8.3; 95% CI 3.6, 19.3)

•  Antihypertensive use (OR 7.1; 95% CI 3.1, 16.3)

•  Disease activity (i.e. PGA score >1/3) (OR 4.0; 95% CI 1.8, 8.8) 

•  Low platelets (OR 1.3 per 50K decrease; 95% CI 1.1, 1.6)

•  Non-Hispanic white race/ethnicity (OR 0.5; 95% CI 0.2, 0.8)

•  History of nephritis

Buyon, 2015



Risk stratification - 
PROMISSE

•  Among women without baseline risk factors, the 
APO rate was 8%

•  For women who are non-white or Hispanic and 
take antihypertensives, the APO rate was much 
higher, at 58%, regardlesss of LAC status

Buyon, 2015



Pre-conception 
counselling

•  Complete CHB occurs in 2% of pregnancies with anti-
Ro/SSA and/or anti-La/SSB without a prior infant with 
NLE and 16-18% of pregnancies with a prior infant with 
either cutaneous or cardiac neonatal lupus 

•  Once complete CHB is diagnosed, it is irreversible

•  20% of affected neonates will die in utero or in the first 
years of life, and over half will receive a pacemaker 

Izmirly 2007, Brito-Zeron 2015!



Pre-conception 
counselling

•  Prospective studies of infants born to anti-Ro/SSA+ 
and/or anti-La/SSB+ women showed the following 
risk:

•  10% classic rash

•  20% with transient cytopenias

•  30% with mild transient transaminitis

•  Each of these complications is relatively short-lived 
and resolves as the maternal antibodies are cleared 

Clowse 2012!



Pre-conception 
counselling

•  Lupus anticoagulant confers highest risk and best 
predictor of fetal outcome for those with aPL

•  High, but not low, titers of IgG or IgM aCL or aβ2GP1 
may also be predictive

•  “Triple positive” patients, i.e. those with LAC, aCL and 
aβ2GP1, likely to be at greatest risk

•  Individual studies support risk assessment by other 
tests for aPL, such as antibody to domain 1 of β2GP1 
and anti-phosphatidylserine, but not available routinely

Lockshin 2012, Yelnik 2016, Pengo 2013, Miyakis 2006!



Pregnancy monitoring
•  Before pregnancy or early in pregnancy, we should 

assess:

•  Anti-Ro/SSA and/or anti-La/SSB antibodies

•  Antiphospholipid antibodies

•  Anti-cardiolipin IgG and IgM

•  Anti-beta 2 Glycoprotein I IgG and IgM

•  Lupus anticoagulant



Pregnancy monitoring
•  During pregnancy (at least once per trimester): 

•  CBC with differential, creatinine, liver function 

•  Anti-dsDNA, C3 and C4

•  Smaller increases in serum C3 levels from 
pregnancy onset to the 2nd or 3rd trimester 
have been associated with increased risk for 
pregnancy loss, IUGR and preterm birth

•  Urinalysis and UPCR



Pregnancy monitoring
•  Fetal echocardiogram (16-26 wks) for anti-Ro/SSA+ &/or 

anti-La/SSB+ 

•  No prior affected child (risk 2%):

•  Number needed to screen through fetal echo is large 
compared to the expected frequency of heart block

•  Every other week fetal echocardiograms may be more 
appropriate than weekly

•  Prior child with NLE (risk 16-18%):

•  Weekly fetal echocardiograms are likely warranted
Brito-zerón 2015!



Pregnancy monitoring

•  The highest likelihood of developing a CHB is at 
19-20 weeks → critical period 

•  Another argument for screening:

•  Fetal echocardiograms may show endocardial 
fibroelastosis or myocarditis that might 
respond to fluorinated corticosteroids



Pregnancy monitoring
•  Pregnant women with SLE and/or APS should follow the 

local high-risk pregnancy protocols for placenta-mediated 
complications

•  Adjusting the frequency and modality of fetal 
surveillance according to the maternal and/or fetal status

•  Umbilical and uterine arteries Doppler US at 20–24 weeks 
has good NPV but modest PPV for placental-associated 
complications

•  Fetal surveillance (biometric and Doppler) during the 3rd 
trimester helps to better tailor the time of delivery and 
reduce perinatal morbidity/mortality  





17 pregnancies
7 miscarriages
5 stillbirths
2 neonatal deaths
2 infant deaths
1 child who died at 11 y



Pregnancy management
•  Shifting paradigm of SLE management in pregnancy 

away from the approach of stopping all medications 
and treating flares with steroids 

•  A guiding principal is that SLE disease activity is a 
major driver of pregnancy complications:

•  Babies are generally healthier when maternal 
disease controlled with pregnancy-compatible drugs

•  Pregnancy-compatible drugs pose fewer risks to the 
mother and to the baby than do steroids 



Pregnancy management

•  Primary pregnancy management is undertaken 
by the OB-GYN or MFM

•  Yet, the rheumatologist has a crucial role:

•  Counselling patient prior to pregnancy, 
managing disease activity during pregnancy, 
and planning for the postpartum period



Hydroxychloroquine
•  A recent small RCT including 78 pregnant SLE patients 

showed that:

•  Compared to placebo-treated patients, those 
receiving HCQ had fewer flares (26% vs 51%), more 
term births (85% vs 59%), and fewer adverse fetal 
outcomes (18% vs 44%) 

•  Other observational studies show lower prednisone 
dose and longer pregnancy duration, and better fetal 
outcomes, in HCQ users

•  All SLE pregnancies should be treated with HCQ
Liu 2018, Kroese 2017, Leroux 2015!



Hydroxychloroquine
•  A retrospective observational study of 194 

pregnant patients with primary APS showed 
higher live birth rates in women taking HCQ, 
particularly those taking 400 mg daily before 
onset of pregnancy 

•  HCQ may be considered in some cases of 
primary OB and/or thrombotic APS, in 
combination with standard therapy of heparin 
and LDA

Ruffatti 2018!



Low-dose aspirin
•  ACOG, USPTF, and NICE recommend to use 

LDA in all patients at high risk for preeclampsia:

•  Their criteria for high risk include presence of 
SLE and/or APS 

•  Treatment should begin early in pregnancy 
(ideally before 16 weeks) and continue 
through to delivery as does not complicate 
anesthesia or delivery





Mendel 2018



Low-dose aspirin
•  One retrospective observational cohort study compared outcomes of 

pregnancies with any titer aPL, but not fulfilling APS criteria:

•  104 pregnancies were and 35 were not treated with LDA

•  There was no statistical difference between the groups in pregnancy 
loss or preterm delivery

•  But did not assess preeclampsia

•  LDA should be used for preeclampsia prevention in high-risk women:

•  aPL+ patients have increased risk for preeclampsia and are considered 
to be high-risk

•  LDA carries very little risk and is the only preventive proven 
prophylaxis

Del Ross 2013, Buyon 2015, Lockshin 2012!



Heparin
•  In women meeting criteria for OB APS, 

prophylactic heparin plus LDA during 
pregnancy was evaluated by 3 RCTs and 5 
observational studies: 

•  Favourable effect of heparin plus LDA over 
LDA alone for pregnancy failures in RCTs

•  Most APO, including pregnancy loss, across 
direct observational studies also favoured 
LMWH plus LDA

Bao 2017, Farquharson 2002, van Hoorn 2016, Naru 2010,!
Goel 2006, Brewster 1999, Cohn 2010, Clark 2007!



Heparin
•  In some women not meeting OB APS criteria, the risk of 

not treating may in fact outweigh the relatively low risk of 
therapy:

•  Older women or difficulty conceiving (requiring ART)

•  High-titer aPL and/or LAC, especially with underlying 
SLE

•  1 or 2 prior early pregnancy losses <10 weeks



Heparin
•  A recent study assessed the risk of bleeding 

with antithrombotic therapy in 264 pregnancies 
in APS patients (of whom 46% of patients had 
had prior thrombosis and 23% had SLE):

•  Major bleeding occurred in only 3% of all 
pregnancies 

•  Associated with emergency c-section, but not 
with specific use of aspirin or prophylactic or 
therapeutic doses of heparin 

Yelnik 2018!



APS management
•  Studies supporting the use of IVIG for patients 

who meet obstetric APS criteria are small and 
highly selected:

•  The only RCT failed to show benefit 

•  While several observational studies suggested 
possible benefit 

•  Should probably not be used in most 
circumstances

Branch 2000, Triolo 2003, Deguchi 2017, Diejomaoh 2002, !
Jeremic 2005, Ruffatti 2014, Ye 2017 !



APS management
•  Studies of prednisone for patients who meet obstetric APS 

criteria – and have no other indications for corticosteroid 
treatment - are small, highly selected, and uncontrolled:

•  No clear evidence supports its use

•  While some studies showed favourable results for 
prednisone (in combination with HCQ, LMWH and/or 
LDA) regarding pregnancy loss and growth restriction, 
others found prednisone to be a risk factor for 
hypertension and preterm delivery

•  Prednisone is also a risk factor for maternal diabetes

Ye 2017, Deguchi 2017, Ruffati 2014!



APS management
•  Women with OB APS should be treated with prophylactic 

LMWH in the postpartum based on the high thrombotic risk 
during this period:  

•  No prospective data to support this 

•  Obstetric recommendations for women with increased 
thrombophilic risk and standard practice for postoperative 
care for APS patients strongly suggest continued 
prophylaxis for at least 6 weeks

•  Risk of thrombosis in all women is increased postpartum 
and assumed to be at least as high, if not higher, in OB APS

•  The risk of prophylactic anticoagulation is minimal
ACOG 2018, Garcia 2018, Kamel 2014!



APS management
•  Pregnancy has been shown to be an additional risk 

factor for thrombosis in women with thrombotic 
APS → therapeutic dosing of heparin is critical

•  The safety and efficacy of new direct oral 
anticoagulants in APS pregnancy remain unclear

•  In non-pregnant patients, the first RCT comparing 
rivaroxaban to warfarin in thrombotic triple+ APS 
demonstrated rivaroxaban to be inferior to warfarin 
in preventing arterial thromboses 

Erkan 2002, Pengo 2018!



aPL and APS in 
pregnancy

LDA LMW Heparin Post-partum 

aPL only Yes No +/- 

Obstetric APS Yes Prophylactic  Prophylaxis for 6 
weeks 

Thrombotic APS Yes Therapeutic Back to full chronic 

anticoagulation 



CHB prevention
•  Benefit of HCQ in preventing recurrence of CHB in women 

with anti-Ro/SSA and/or anti-La/SSB

•  International study combining 3 prospectively collected 
databases:

•  21.2% of pregnancies without HCQ vs 7.5% of 
pregnancies with HCQ (aOR 0.23, 95% CI 0.06, 0.92) 

•  Other retrospective cohort studies of women with and 
without prior infants with CHB have shown benefit but not 
statistically significant

Izmirly 2012, Martinez-Sanchez 2017, Tunks 2013, !
Barsalou 2017!



CHB management
•  Dexamethasone 4mg/day is recommended for 1st and 

2nd degree block identified on fetal echocardiogram

•  Treatment should begin immediately as progression can 
happen rapidly

•  Due to the potential toxicity of dexamethasone, 
treatment should be limited to several weeks and 
tapered when possible (after 26 weeks)

•  If complete CHB is identified after treatment has been 
started, discontinuation of steroids is recommended, as 
complete CHB has not been shown to be reversible



CHB prevention
•  Two prospective studies of IVIG for preventing 

CHB recurrence failed to show benefit

•  Not recommended as prophylactic therapy

•  A study evaluating benefit of IVIG for fetuses 
with endocardial fibroelastosis showed higher 
rates of fetal death and fetal hydrops with IVIG 
therapy 

Poison 2010, Friedman 2010, Trucco 2011!



Management of anti-Ro/SSA 
and/or La/SSB pregnancies

Prevention Monitoring Treatment 

HCQ started 
prior to or early 
in pregnancy 

Periodic fetal 
echocardiogram 
between weeks 
16-26 

1st or 2nd degree block: 
Dexamethasone 4mg  

Complete block: no tx 



SLE management
•  Uncontrolled studies suggest an acceptable 

benefit/risk ratio of steroids, azathioprine, and 
calcineurin inhibitors (cyclosporin A, 
tacrolimus) in controlling SLE activity during 
pregnancy

•  In moderate-to-severe flares, additional 
therapies can be considered, such as high-dose 
steroids (including pulse IV tx), IVIG, and PEX



SLE management
•  CYC should not be administered during the 1st 

trimester due to risk for fetal loss and major 
birth defects: 

•  Should only used for severe, life/organ-
threatening manifestations during the 2nd or 
3rd trimester

•  MMF and MTX should not be used due to known 
or possible teratogenicity



SLE management
•  The following biologics have limited safety data in pregnancy and 

should be replaced before conception:

•  Rituximab, abatacept, belimumab, and ustekinumab

•  They should be used during pregnancy only when no other 
pregnancy-compatible drug can effectively control maternal 
disease:

•  If used during pregnancy, live vaccines in children should be 
delayed to 6 months 

•  Rituximab is associated with B cell depletion in neonate

•  Can be used if absolutely needed, but should be given as early 
as possible in pregnancy



SLE management
•  Lactation:

•  HCQ and CQ = <2%

•  SSZ, AZA, CSA, and TAC =  0.5-2%, caution if hyperbili with SSZ

•  Colchicine = <10% maternal dose, stop if diarrhea, macrolide

•  Prednisone = <1.5% maternal dose, wait 4 hours if 50 mg/day or 
more

•  IVIG = Normal component of human milk, no adverse event

•  NSAIDs = 0.1-5%, Celecoxib = 0.1-1.2%



SLE management
•  DMARDs with no or limited data on 

breastfeeding should be avoided in lactating 
women:

•  MTX - minimal amount, safety?

•  MMF - no data

•  CYC - 2 cases of cytopenias



SLE management
•  Biologics with no data on breastfeeding should 

be avoided during lactation if other therapy is 
available to control the disease:

•  This includes rituximab, abatacept, 
belimumab, and ustekinumab

•  Based on pharmacological properties of 
biologics, lactation should not be discouraged 
when using these agents, if no other options are 
available



Fertility
•  Few studies have assessed fertility in women 

with SLE and/or APS by means of hormonal 
levels (including the anti-Müllerian hormone) or 
antral follicle count (examined by ultrasound)

•  There is no concrete evidence that the disease 
per se decreases fertility

•  Assisted reproduction techniques efficacy in 
terms of pregnancy rate is comparable with that 
in the general population (up to 30%)



Fertility

•  Women with SLE and/or APS should be counselled 
on fertility issues, especially on the negative 
impact of increasing age (tendency to postpone 
childbearing)

•  In non-life-threatening disease, treatment with CYC 
should be balanced against the risk of ovarian 
dysfunction and less gonadotoxic regimens should 
be considered



Fertility preservation



Fertility preservation
•  Serum titers of AMH measured in 30 SLE 

patients treated with the Euro-Lupus IV CYC 
regimen (median 1.46 ng/ml) did not differ 
statistically from those measured in 101 
patients never treated with CYC (median 1.85 
ng/ml):

•  “The Euro-Lupus IV CYC regimen does not 
impact the ovarian reserve and can thus be 
proposed as treatment in patients seeking to 
become pregnant”

Tamirou 2017!



Fertility preservation



Fertility preservation
•  SLE patients may require future courses of CYC → increased 

cumulative dose

•  Every CYC exposure has potential long-term effects on 
ovarian reserve:

•  Not only impact on ability to conceive

•  Adverse effects associated with earlier menopause

•  Decision to use GnRH-a therapy during CYC should not be 
made based solely on whether a woman desires future 
pregnancies

•  The benefits of intact ovarian function beyond fertility should 
also be considered



Fertility preservation
•  A study of 20 women with severe SLE treated with IV CYC for 

6 months and GnRH-a were compared to 20 lupus controls 
who were individually matched by age and cumulative CYC 
dose who did not receive GnRH-a during CYC 

•  POF as assessed by lack of return of menses after a 
minimum follow-up of 3 years post-CYC developed in 1/20 
(5%) women treated with GnRH-a versus 6/20 (30%) controls 

•  Based on Cox regression, the hazard of developing 
ovarian failure within ten years of CYC initiation in the 
GnRH-a treated group was less than one-tenth that of the 
control group (HR 0.09, 95% CI 0.01, 0.8) 

Sommers 2005!



Fertility preservation
•  Studies have primarily addressed the use of 

GnRH-a in patients receiving monthly IV CYC, 
but should likely be used with the Euro-lupus 
regimen despite the lower cumulative CYC dose

•  On an individual basis, reviewing risks and 
benefits with the patient, might consider GnRH-
a for patients who must be treated with oral 
cyclophosphamide



Fertility preservation
•  GnRH-a can cause menopause-like symptoms, 

which are fully reversible upon discontinuation

•  A study in childhood-onset patients with SLE 
aged <21 years suggested that GnRH-a should 
be administered 22 days before CYC is started 
or continued

•  It is nevertheless recommended to start the 
GnRH-a prior to or concomitantly to initiation of 
the alkylating agent

Brunner 2015



Contraception
•  Women with SLE and/or APS should be counselled 

about contraception, especially for the prevention of 
unwanted pregnancies in those with:

•  High disease activity 

•  Teratogenic drug use

•  High damage (e.g. pulmonary HTN, ESRD)

•  Thromboembolic risk



Contraception
VTE risk


Healthy non-pregnant women


1 / 10 000


Combined estrogen-progestin contraceptives


5 / 10 000


Healthy pregnant women


73 / 10 000


aPL+ pregnant women


?


Single (genetic) prothrombotic defect


197 / 10 000



Contraception
•  Family planning:

•  A key point emphasized by patient focus 
groups is that they feel that clinicians caring 
for SLE patients should routinely discuss 
family planning

•  They view their rheumatologist as the doctor 
who knows them best, and they expect them 
to guide their gynaecologist for best 
contraceptive choice



Contraception
•  Long-acting reversible contraceptive (LARC) → 

copper or progestin IUDs, subdermal progestin 
implant 

•  LARC are encouraged as first line 
contraceptives for all appropriate candidates by 
the ACOG, including nulliparous women and 
adolescents 

•  Very effective and safe option in SLE +/- APS



Contraception
•  Progestin IUD are likely preferable to copper 

IUD:

•  Copper IUD may ↑ menstrual bleeding and cramps

•  Progestin IUDs often ↓ menstrual bleeding and 
cramps



Contraception

•  Complications associated with IUD use in the 
general population include:

•  Risk of expulsion (5% over 5 years)

•  A very low risk of pelvic inflammatory disease 
in the 20 days following insertion (1.6 
infections / 1000 women-years)

Lyus 2010!



Contraception

•  The risk of IUD-associated infection in SLE patients on 
immunosuppressive medications has not been 
specifically studied, but studies in 
immunocompromised women infected with HIV show no 
increased risk of infection  

•  One study reported safety and efficacy in a cohort of 
adolescents and young adults with solid organ 
transplants and IUDs are recommended for use in 
patients with solid organ transplants 

Stringer 2007, Brown 2008, Huguelet 2017, Krajewski !
2013!



Contraception

•  Effects of the progestin IUD, progestin implant 
or depot medroxyprogesterone acetate 
(DMPA) injections on disease activity in SLE 
have not been specifically studied

•  Progestins in general have not been 
suggested to increase disease activity 

Julkunen 1993, Julkunen 1991, Sanchez-Guerrero 2005, !
Chabbert-Buffet 2011!



Contraception
•  In a large meta-analysis (8 studies, 2 with patients at high risk for 

VTE) progestin-only contraceptives overall were not associated 
with increased VTE risk compared to nonusers, RR = 1.03, (95% 
CI 0.76-1.39)

•  Risk in women with baseline elevated VTE risk does not appear 
to be increased  

•  Risk of VTE specifically with the progestin-only pill was not 
elevated (RR = 0.90, 95% CI 0.57-1.45), nor was risk with the 
progestin IUD (RR = 0.61, 95% CI 0.24-1.53)

•  The progestin-only pill was compared to COC in one study of 
patients with SLE (no prior thrombosis but presence of aPL); 
there were low and equal numbers of VTE in each of the groups

Mantha 2012, Sanchez-Guerrero 2005!



Contraception
•  Very limited data in non-SLE patients suggest that depot 

medroxyprogesterone acetate (DMPA) may have a higher 
thrombosis risk than other progestin-only contraceptives

•  A subgroup analysis of 2 studies including DMPA 
suggested a significant increased VTE risk with DMPA, RR 
2.67 (95% CI 1.29-5.53), similar to that of some oral 
estrogen-progestin contraceptives 

•  May be dose-related as DMPA peak plasma levels are 
2500-7000 pg/ml vs 74-166 pg/ml for the LNG-IUD

•  DMPA is not suggested for patients with aPL or APS

Mantha 2012!



Contraception

•  Estrogen-containing hormonal contraceptives 
may be used in patients with SLE with stable 
disease and negative aPL:

•  Two RCTs have evaluated the safety of 
combined estrogen-progestin pills in patients 
with stable SLE, and found no increased risk 
of flare

Petri 2005, Sanchez-Guerrero 2005, Julkunen 1993!



Contraception
•  The transdermal estrogen-progestin patch is 

suggested to yield 60% higher serum estrogen levels 
(and the vaginal ring lower average serum estrogen 
levels) than standard oral contraceptive pills 

•  The SELENA and Sanchez-Guerrero et al. studies 
assessed 2nd generation combined oral 
contraceptive pills

•  No increase in rates of venous thromboembolism 
with transdermal patch use in the general 
population has been identified

Kaiser 2009, Jick 2007!



Effectiveness Safety recommendations 

Method Typical use 
effective-ness* 

SLE without aPL❖ ! SLE with +aPL/APS❖ !

Copper IUD <1% 
Progestin-IUD <1% 
Progestin implant <1% Limited data Limited data 
DMPA 6% Bone loss 
Progestin-only pill 9% 
Combined  
estrogen-progestin  
pill 

9% 

Transdermal patch 9% Higher serum 
estrogen levels 

Vaginal ring 9% Lower estrogen 
levels 

Diaphragm 12% 
Condom 18% 
Fertility-based 
methods 

24% 

Spermicide 28% 

Emergency contraception → no contraindication



Conclusion
•  Addressing the reproductive health of SLE 

patients is critical as face high risk

•  Family planning discussion should be 
integrated at every visit

•  Early in their disease, SLE women should 
receive the message that pregnancy is possible 
for almost all women with SLE and is most 
successful if carefully planned with her 
physicians’ help



Thank you



Assisted 
reproductive 
technique 

Active  
SLE 

Stable  
SLE 

Stable SLE 
on drugs 

not 
compatible 

with 
pregnancy 

Stable SLE 
and +aPL 

Stable SLE 
and 

OB-APS 

Stable SLE 
and 

thrombotic 
APS 

Ovarian 
induction (OI) + 
oocyte 
cryopreservation 

Prophylactic 
LMWH  

Prophylactic 
LMWH  

Therapeutic 
LMWH 

OI + IVF + 
embryo 
cryopreservation 

Prophylactic 
LMWH  

Prophylactic 
LMWH  

Therapeutic 
LMWH 

OI + IVF with 
embryo transfer 
(ET) 

Prophylactic 
LMWH  

Prophylactic 
LMWH  

Therapeutic 
LMWH 

OS + IVF with 
ET-Surrogate 

Prophylactic 
LMWH  

Prophylactic 
LMWH  

Therapeutic 
LMWH 

Frozen ET No LMWH  Prophylactic 
LMWH  

Therapeutic 
LMWH 



Fertility
•  Women with SLE and/or APS should be counselled on 

fertility issues, especially on the negative impact of 
increasing age (tendency to postpone childbearing)

•  In non-life-threatening disease, treatment with CYC 
should be balanced against the risk of ovarian 
dysfunction and less gonadotoxic regimens should be 
considered

•  In the presence of multiple risk factors for impaired 
fertility, ovarian reserve may be assessed in patients 
with SLE at a younger age than recommended for the 
general population



Fertility - ART
•  Common techniques include ovarian induction (OI) with or 

without in vitro fertilization (IVF) and embryo transfer 

•  Given that the desired outcome of ART is usually pregnancy, 
OI/IVF should be planned for patients with stable inactive 
disease on medications compatible with pregnancy

•  The least invasive technique is ovarian induction with 
intrauterine insemination (IUI)

•  IVF cycles generally require more aggressive stimulation, with 
surgical extraction of oocytes, fertilization, and subsequent 
transfer of embryos



Fertility - ART
•  Frozen embryo transfer does not generally require ovarian stimulation 

but often will require use of estrogen to prepare the endometrium for 
implantation

•  Embryo and oocyte cryopreservation are good options to preserve 
fertility in patients who are stable enough to undergo ovarian stimulation, 
but are either not able or not ready to pursue pregnancy at the time of 
stimulation 

•  Of note, if the patient has a partner to provide sperm, it is more 
effective to freeze embryos rather than oocytes due to technical issues

•  A carefully monitored OI/IVF cycle followed by embryo transfer to a 
surrogate is an option for some patients with severe disease-related 
damage who desire a biological child, are able to undergo ovarian 
stimulation and oocyte retrieval, but cannot safely undergo pregnancy



Fertility - ART
•  Important risks for SLE patients mainly relate to elevated 

estrogen levels and include thrombosis as well as flare

•  While reports of thrombosis in aPL-positive or APS 
patients are uncommon, most patients have been treated 
prophylactically with some form of anticoagulation

•  Studies do not support aPL as a cause of failed IVF or 
infertility 

•  While anticoagulation may be indicated as prophylaxis 
against maternal thrombosis, it should not be expected 
to improve IVF cycle outcome 

Bellver 2009, Huong 2002, Praat Comm ASRM 2008!



Fertility - ART
•  Risks for aPL-positive patients in this setting include the 

risk of rising estrogen levels (although not as high as 
levels achieved during pregnancy, the increase in level is 
more abrupt) and the risk of a surgical procedure

•  In the study by Orquevaux  et al assessing SLE and aPL-
positive women undergoing IVF, 4 cycles were 
complicated by thromboses

•  2 were in aPL-positive women who stopped their 
LMWH (prophylactic for one and therapeutic for the 
other) after oocyte retrieval, leading to DVT in the 1st 
patient and PE in the 2nd patient

Erkan 2002!



Fertility - ART
•  Prophylactic LMWH is most commonly used for 

thromboprophylaxis in +aPL or OB APS, holding 
it 24-36 hours prior to oocyte retrieval

•  LDA is not commonly used given concern that it 
could increase bleeding risk at the time of 
surgical oocyte retrieval

•  Patients who will be treated with LDA during 
pregnancy would start this after oocyte 
retrieval is completed



Fertility - ART
•  If patients are on chronic anticoagulation for thrombotic 

APS, it should be changed to therapeutic LMWH for ART 
procedures:

•  Allowing continuation of long-term anticoagulation in 
patients at high risk for recurrent thrombosis

•  Ability to hold heparin 24-36 hours prior to oocyte 
retrieval

•  Due to overall safety of LMWH (vs the teratogenic 
warfarin or other unstudied anticoagulants) during an 
ensuing pregnancy



Fertility - ART
•  DMARDs, such as MTX, MMF, and biologics 

should be continued through ovarian 
stimulation for oocyte cryopreservation:

•  Due to the potential high risk of uncontrolled 
disease from withdrawal of effective drugs, 
possibly exacerbated by the risks of elevated 
estrogen

•  The only exception is CYC, which is known to 
directly affect the maturing follicles



Contraception - MMF
•  Mycophenolate has been suggested to reduce the serum concentrations of 

estrogen/progesterone due to potential drug interactions:

•  Based on the product label and the Mycophenolate Risk Evaluation and 
Mitigation (REMS) program, as there are minimal published clinical data 

•  The Mycophenolate REMS program suggests use of an IUD alone (copper 
or progestin is not specified), or use of estrogen-progestin contraceptives 
or the progestin implant, together with a barrier form of contraception 

•  Since the proposed drug interaction of mycophenolate with contraceptives 
suggests a lowering of progestin levels, it is unclear whether this could be 
an issue with the progestin IUD (where drug effect is largely intrauterine)

•  The concern is largely theoretical and therefore degree of risk (if 
present) is difficult to assess


