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PREGNANCY in SLE and APS

WHAT ARE THE LIMITATIONS OF THE LITERATURE?

WHAT ARE THE CHALLENGES IN THE MANAGEMENT?

� SLE patients may be affected by different complications and may have

different levels of disease activity at the time of pregnancy.

� The type of care to pregnant SLE patients may be different across

Countries (multidisciplinary team of Rheumatologists & Obstetricians).

� Antiphospholipid antibodies are not always considered as a risk factor in

studies about SLE pregnancy.

� Medications and treatment strategies may be different from place to

place (information about medications is often lacking in the studies!).

� Planned vs. unplanned pregnancies.

WHEN, WHERE and HOW: 

what matters in SLE and/or APS pregnancy?



Methodology

� PANEL OF EXPERTS

� SELECTION OF RESEARCH QUESTIONS

� ANSWERS BY LITERATURE EVIDENCE 

RESEARCH and /or EXPERT OPINION 



EULAR recommendations for women’s health and pregnancy in SLE/APS

Methodology: panel of experts

�Rheumatologists/Internists: 18

�Gynecologists: 2

�Neonatologist: 1

�Rheumatology Nurse: 1

�Fellows (literature search-analysis): 2

�Patient representative: 2

26 Members from 13 European Countries



Methodology: selection of questions for the literature search (Delphi)

Overarching principles

�Health professionals should embrace – rather than

caution against – pregnancy in women with SLE or APS,

after consideration of individual risks

�Decisions regarding family planning are agreed upon by

the patient herself, the family, and the health

professionals

�Discussions about family planning may take place at the

first and reinforced during follow-up visits (comments:

fertility decreases with age)

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Methodology: selection of questions for the literature search (Delphi)

Major Themes

•Counselling / Contraception

(2 questions)

•Fertility and Assisted Reproduction Techniques  

(3 questions)

•Monitoring and Treatment during pregnancy 

(4 questions)

•Menopause (1 question)

•Malignancies and prevention (2 questions)

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



The procedure – Evaluation of the literature

• The PubMed and Cochrane Reviews databases were searched using an array of 

relevant terms (no additional filters)

• From an initial of 7,665 hits, a final set of ~550 published studies were evaluated

LEVEL OF EVIDENCE

Diagnostic/Prognostic studies Intervention studies

1 The available evidence is strong and includes consistent results from well-designed, well-conducted 

studies

At least one RCT or meta-analysis of 

RCTs

2 The available evidence is sufficient to determine effects, but confidence in the estimate is 

constrained by such factors as: the number, size, or quality of individual studies, inconsistency of 

findings across individual studies, limited generalizability of findings

Controlled (non-randomized) studies

3 The available evidence is limited or insufficient due to the limited number or size of studies, 

important flaws in study design or methods, inconsistency of findings across individual studies, gaps 

in the chain of evidence, lack of information on important outcomes.

Descriptive studies, such as comparative 

studies, correlation studies, or case control 

studies

GRADE OF RECOMMENDATION

A Based on Level 1 evidence without concerns for the validity of the evidence

B Based on Level 1 evidence but with concerns about the validity of the evidence; or, extrapolated recommendations from 

Level 1 evidence; or, based on Level 2 evidence without concerns for the validity of the evidence

C Based on Level 1 or 2 evidence but with concerns about the validity of the evidence; or, extrapolated recommendations from 

Level 2 evidence; or, based on Level 3 evidence without concerns for the validity of the evidence

D Expert opinion; or, evidence from non-SLE/APS literature; or, based on Level 3 evidence but with concerns about the 

validity of the evidence

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



23 Italian 

Rheumatology Centers

1. University and Spedali Civili of Brescia, Brescia

2. Ospedale Papa Giovanni XXXIII, Bergamo

3. Ospedale of Bolzano, Bolzano

4. Azienda Provinciale Servizi Sanitari, Trento

5. Ospedale S.Croce e Carle, Cuneo

6. University and Azienda Ospedaliera of Padova, Padova

7. Istituto Ortopedico Gaetano Pini, Milano

8. Ospedale San Raffaele, Milano

9. Humanitas, Milano

10. University and Policlinico San Matteo, Pavia

11. Ospedale San Martino, Genova

12. Policlinico S.Orsola-Malpighi, Bologna

13. University of Ferrara, Ferrara

14. Arcispedale S.Maria Nuova, Reggio-Emilia

15. Ospedali Riuniti of Ancona, Ancona

16. University of Pisa, Pisa

17. Azienda Ospedaliera of Perugia, Perugia

18. Policlinico Tor Vergata, Roma

19. A.O. San Camillo, Roma

20. University Campus Biomedico, Roma

21. Spedali Riuniti of Foggia, Foggia

22. Ospedale San Carlo, Potenza

23. Policlinico V.Emanuele-Ferrarotto-Bambin Gesù, Catania

WOMEN’s HEALTH: THE ITALIAN SURVEY

To investigate family

planning, pregnancy,

contraception,

knowledge on drugs

use during pregnancy,

and children’s follow-

up in patients with a

definite diagnosis of

rheumatic disease

398 women with rheumatic diseases

(18-55 years)

Poster ACR 2016 Washington

Abstract Number: 2435
Dall’Ara F et al., Counseling on Family Planning

and Contraception, and Pregnancy Outcome in

Women with Rheumatic Diseases: Analysis of

398 Patient-Reported Questionnaires from a

Multicenter Italian Study



FAMILY PLANNING
IN RHEUMATIC DISEASES

PREGNANCY
CONTRACEPTION



Counselling on family planning

Have you ever been asked on your desire to have children?

One third of patients has 

never been asked about 

their desire to have 

children! X

249 CTD

Poster ACR 2016 Washington, Abstract Number: 2435
Dall’Ara F et al., Counseling on Family Planning and Contraception, and Pregnancy Outcome in Women with Rheumatic Diseases: 

Analysis of 398 Patient-Reported Questionnaires from a Multicenter Italian Study



Counselling on contraception

Did you receive a counselling on contraception?

From 
whom?

patients ≤ 45 years

70% of CTD patients did not receive

any  counselling from Rheumatologist: 

this could be very dangerous  for patients. 

It is mandatory to evaluate the possible effects 

of the oestrogen containing contraceptives on 

disease activity!

Poster ACR 2016 Washington, Abstract Number: 2435
Dall’Ara F et al., Counseling on Family Planning and Contraception, and Pregnancy Outcome in Women with Rheumatic Diseases: 

Analysis of 398 Patient-Reported Questionnaires from a Multicenter Italian Study



Why contraception 

in patients with rheumatic diseases?

• In young women: family planning

• Avoid pregnancy during active disease 

• Avoid pregnancy while on teratogenic 
medications

• Need for hormonal treatment for 
endometriosis, dysmenorrhea, 
hypermenorrhea

RHEUMATOLOGIST14



Contraceptive Measures

• Women with SLE should be counselled about the use of effective

contraceptive measures (oral contraceptives, subcutaneous

implants, intra-uterine devices [IUD]) based on their disease activity

and thrombotic risk (particularly aPL status).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.





Contraceptive Measures

• In patients with stable/inactive SLE and negative aPL, combined

hormonal contraceptives can be considered (1/A). In women with

positive aPL with or without definite APS, hormonal contraception

(with progesterone only) must be carefully weighed against the risk

of thrombosis (2/B).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Contraceptive Measures

• IUD can be offered to all the patients with SLE and/or APS

free of any gynaecological contraindication (1/A).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.





FAMILY PLANNING
IN RHEUMATIC DISEASES

PREGNANCY
CONTRACEPTION



?
DOTTORE,
POSSO INTRAPRENDERE 
UNA GRAVIDANZA?



anamnesi ostetrica

pregresse trombosi

assetto anticorpale

tipo di malattia e stato di attività

patologie concomitanti (ipertensione,nefropatie)

terapia farmacologica



Programmare follow-up
Effetto dei 
farmaci sul 

feto

RASSICURARE

INFORMARE

Rischio di 
complicanze 
ostetriche

- CLINICO

- EMATOCHIMICO

- STRUMENTALE

- FARMACOLOGICO



MATERNAL and FETAL OUTCOMES

PRECONCEPTION COUNSELING- RISK STRATIFICATION

�Disease activity

�Treatment during pregnancy

�Disease flare during pregnancy



Impact of SLE on maternal and fetal outcomes:
a meta-analysis of studies 2001-2016  

BundhunPK et al., J Autoimm 2017 Favours SLE Favours No SLE

Pre-

eclampsia
RR= 1.91

(1.44-2.53)

Pregnancy

Loss
RR= 1.51

(1.26-1.82)

DVT & PE
RR= 11.29

(6.05-21.07)



Impact of SLE on maternal and fetal outcomes:
a meta-analysis of studies 2001-2016  

BundhunPK et al., J Autoimm 2017

Pre-term 

birth
RR= 3.05

(2.56-3.63)

Favours SLE  Favours No SLE

SGA babies
RR= 3.05

(2.56-3.63)

Stillbirth

Perinatal 

death
RR= 1.70

(1.34-2.16)



Sintomi 
gravidici 

parafisiologici

• lombalgie
• artralgie
• parestesie arti superiori
• facile affaticabilità
• aumento VES
• eritema palmare
• cloasma
• alopecia post-partum
• trombocitopenia
• dispnea
• proteinuria
• edemi 



Preconception Counselling & Risk Stratification

In women with SLE, at the time of conception, risk factors for adverse 

maternal and fetal outcomes:

�active/flaring SLE (1/A), especially active nephritis (1/A), 

�history of lupus nephritis (2/B), 

�presence of antiphospholipid antibodies (aPL)/antiphospholipid syndrome 

(APS) (1/A)

Blood pressure monitoring (2/B), use of safe

medications to control disease activity (emphasis on

introducing HCQ or continuing HCQ if already

prescribed (2/B)) and limiting glucocorticoids

exposure to minimum (2/B) are essential measures.

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



PRECONCEPTION COUNSELING- RISK STRATIFICATION

• Search for autoantibodies with potential negative impact 

on pregnancy and fetal outcomes

anti-ENA � anti-Ro/SSA, anti-La/SSB antiphospholipid

antibodies (3 tests)

• Need to control maternal disease activity during

pregnancy: what drugs can be used?

The Rheumatologist’s point of view

MESSAGES TO GIVE TO THE PATIENT AND HER FAMILY:

� MATERNAL DISEASE ACTIVITY IS DETRIMENTAL FOR THE BABY

� MOST DRUGS ARE HELPFUL – NOT HARMFUL - TO THE BABY



In women with APS (primary or SLE-APS), risk factors include:

� high-risk aPL profile (lupus anticoagulant, multiple aPL, moderate to high 

titre aPL) (1/A),

�co-existing SLE (2/B),

�history of vascular/thrombotic APS (2/B), 

�history of adverse pregnancy complications (2/B). 

Blood pressure monitoring (3/C) and use of 

appropriate medications with special 

emphasis on antiplatelet and/or anticoagulant 

therapy are of fundamental importance.

Preconception Counselling & Risk Stratification

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



CHECKLIST Preconception Counselling & Risk Stratification 

in SLE and/or APS

Disease-related risk factors
Parameters Prognostic implications (increased risk)

SLE activity in the 6-12 months prior to 

conception

1) SLE flare during pregnancy; 2) hypertensive 

disorders; 3) fetal morbidity and mortality

Lupus Nephritis (history or active at 

conception)

1) Renal flare during pregnancy; 2) fetal loss and pre-

term delivery

Serological activity (anti-dsDNA, C3, C4) 1) SLE flare during pregnancy; 2) pregnancy loss

Previous adverse pregnancy outcome APS: pregnancy complications

History of vascular thrombosis APS: pregnancy morbidity

SLE diagnosis APS: pregnancy morbidity

aPL profile (high risk aPL profile) 1) Pregnancy complications (preeclampsia, IUGR, 

pre-term birth); 2) Maternal thrombosis

Anti-Ro/SSA and/or anti-La/SSB Neonatal lupus (congenital heart block)

End-stage organ damage/comorbidities

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



�MATERNAL AGE
�METABOLIC DISEASES or FAMILIARITY 

(arterial hypertension, diabetes mellitus)

�TOBACCO/ALCOHOL USE
�OBESITY
�THYROID DISEASE
�VACCINATION STATUS

CHECKLIST Preconception Counselling & Risk Stratification 

in SLE and/or APS

General risk factors

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Predictive Biomarkers for maternal disease activity

In pregnant women with SLE, assessment of

�disease activity (1/A) – including renal

function parameters (proteinuria, urine sediment,

serum creatinine levels) (2/B) and

�serological markers (especially serum

C3/C4, anti-dsDNA titres) (2/B) –

is recommended to monitor for obstetrical

adverse outcomes and disease flares (during

both pregnancy and the post-delivery period).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Pregnancy Monitoring (Fetal Ultrasound)

• Women with SLE and/or APS should undergo supplementary fetal

surveillance with Doppler ultrasonography and biometric parameters,

particularly in the third trimester to screen for placental insufficiency

and small for gestational age fetuses (3/D).

• Fetal echocardiography is recommended in cases of suspected fetal

dysrhythmia or myocarditis, especially in patients with positive anti-

Ro/SSA and/or anti-La/SSB antibodies (2/C).

Points to consider

oWomen with previous children with Congenital Heart Block (CHB) should be screened

weekly between 16 and 28 weeks of gestation, then biweekly.

oDespite its unproven benefit, the current practice of intensive surveillance for CHB

onsent in women with positive anti-Ro/SSA and anti-La/SSB and no previous child

affected by CHB carries no risk and is well accepted by the mothers.

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Ultrasonographic fetal surveillance recommended for pregnant women 

with systemic lupus erythematosus and/or antiphospholipid syndrome

ROUTINE ultrasonographic screening
-First trimester (11-14 weeks of gestation)

-Second trimester (with Doppler, preferably at 20-24 weeks)

SUPPLEMENTARY fetal surveillance in the THIRD TRIMESTER at 

monthly intervals
-Doppler sonography of the umbilical artery, uterine arteries, ductus venosus

and middle cerebral artery (particularly in fetuses that have been identified

to suffer from early intrauterine growth restriction (IUGR), ie, prior to 34

weeks).

-In cases of late IUGR (diagnosed after 34 weeks), reduced abdominal

circumference growth velocity and/or a reduced cerebroplacental ratio at

Doppler investigation was shown to identify fetuses at higher risk of poor

perinatal outcome (Doppler of the umbilical artery alone is insufficient).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



� Problems related to joint deformities, e.g. 

limitation of hips extrarotation which may 

hamper vaginal delivery; 

� Increased frequency of non-urgent, elective cesarean sections (up 

to 25% in SpA). Association with maternal chronic pain.

� problems related to spine calcification 

�difficult epidural analgesia (calcification of 

the posterior longitudinal ligament) 

The obstetrician’s point of view:

MODE of DELIVERY



Drugs for the Prevention and Management 

of SLE flares during pregnancy

• Hydroxychloroquine (1/B), oral glucocorticoids, azathioprine,

cyclosporine-A, and tacrolimus (all 3/C) can be used to prevent

or manage SLE flares during pregnancy.

• Moderate-to-severe flares can be managed with additional

strategies, including glucocorticoids intravenous pulse therapy,

intravenous immunoglobulin and plasmapheresis (all 3/C).

• Mycophenolic acid, cyclophosphamide, leflunomide and

methotrexate should be avoided.

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



A: Family planning should be addressed in each patient of reproductive age and

adjustment of therapy considered before a planned pregnancy.

B: Treatment of patients with rheumatic disease before/during pregnancy and lactation

should aim to prevent or suppress disease activity in the mother and expose the

fetus/child to no harm.

C: The risk of drug therapy for the child should be weighed against the risk that

untreated maternal disease represents for the patient and the fetus or child.

D: The decision on drug therapy during pregnancy and lactation should be based on

agreement between the internist/rheumatologist, gynaecologist/obstetrician and the

patient, and including other health care providers when appropriate.

Götestam Skorpen C, Hoeltzenbein M, Tincani A, et al.  The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during 

pregnancy and lactation. Ann Rheum Dis. 2016 May;75(5):795-810.

ANTI-RHEUMATIC DRUGS DURING PREGNANCY AND LACTATION:

Overarching Principles

MESSAGES TO GIVE TO THE PATIENT AND HER FAMILY:

�MATERNAL DISEASE ACTIVITY IS DETRIMENTAL FOR THE BABY

�MOST DRUGS ARE HELPFUL – NOT HARMFUL- TO THE BABY



HYDROXYCLOROQUINE

1. Parke A. Antimalarial drugs and pregnancy. Am J Med 1988; 85: 30-3. 

2. Parke AL. Antimalarial drugs, systemic lupus erythematosus and pregnancy. J Rheumatol 

1988; 15: 607-10. 

3. Buchanan  NM,  Toubi  E,  Khamashta  MA,  Lima  F,  Kerslake  S,  Hughes  GR.  

Hydroxychloroquine  and  lupus pregnancy: review of a series of 36 cases. Ann Rheum 

Dis.1996; 55: 486-8. 

4. Clowse ME, Magder L, Witter F, Petri M. Hydroxychloroquine in lupus pregnancy. Arthritis 

Rheum  2006; 54: 3640-7.  

5. Bertsias  G,  Ioannidis  JP,  Boletis  J,  et  al.  EULAR  recommendations  for  the  management  

of  systemic  lupus erythematosus.  Report  of  a  Task  Force  of  the  EULAR  Standing  

Committee  for  International  Clinical  Studies Including Therapeutics. Ann Rheum Dis. 2008; 

67: 195-205.  

….in the prevention of SLE flares…..

To be continued during pregnancy
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…in the prevention of 

pregnancy loss in patients with 

antiphospholipid antibodies

To be continued or 

considered to be added for pregnancy
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Anti-Rheumatic Drugs in Pregnancy

EULAR POINTS TO CONSIDER GdR

1 csDMARDs proven compatible with pregnancy are hydroxychloroquine, 

chloroquine, sulfasalazine, azathioprine, ciclosporin, tacrolimus and colchicine. 

They should be continued in pregnancy for maintenance of remission or 

treatment of a disease flare.

B

2 csDMARDs methotrexate, mycophenolate mofetil and cyclophosphamide are 

teratogenic and should be withdrawn before pregnancy. 

B

3 Non-selective COX inhibitors (NSAIDs) and prednisone should be considered for 

use in pregnancy if needed to control active disease symptoms. NSAIDs should 

be restricted to the 1st and 2nd trimester

B

4 In severe, refractory maternal disease during pregnancy methylprednisolone 

pulses, intravenous immunoglobulin or even 2nd or 3rd trimester use of 

cyclophosphamide should be considered. 

D

5 csDMARDs, tsDMARDs and anti-inflammatory drugs with insufficient 

documentation concerning use in pregnancy should be avoided until further

evidence is available. This applies to leflunomide, mepacrine, tofacitinib, and 

selective COX II inhibitors.

B-D

Götestam Skorpen C, Hoeltzenbein M, Tincani A, et al.  The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during

pregnancy and lactation. Ann Rheum Dis. 2016 May;75(5):795-810.



Statements on lactation have two main problems:

1- insufficient documentation 

2 -propensity to discourage from breastfeeding patients who are 

in need of taking drugs.

Mothers may have the opposite view and would rather breastfeed 

than receive medications for active disease.

Non-ionised and lipophilic agents with a low molecular  

weight are the most likely to be transferred into breast 

milk. 

Agents with high molecular weight are unlikely to cross 

extensively into breast milk.

The conflict on Lactation in clinical practice

Götestam Skorpen C, Hoeltzenbein M, Tincani A, et al.  The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during

pregnancy and lactation. Ann Rheum Dis. 2016 May;75(5):795-810.



Anti-Rheumatic Drugs during Lactation
EULAR POINTS TO CONSIDER

GdR

1 csDMARDs and anti-inflammatory drugs compatible

with breastfeeding should be considered for

continuation during lactation provided the child does not

have conditions that contraindicate it. This applies to

hydroxychloroquine, chloroquine, sulfasalazine,

azathioprine, ciclosporin, tacrolimus, colchicine,

prednisone, immunoglobulin, non-selective COX

inhibitors and celecoxib.

D

2 csDMARDs, tsDMARDs and anti-inflammatory drugs with

no or limited data on breastfeeding should be avoided

in lactating women. This applies to methotrexate,

mycophenolate mofetil, cyclophosphamide,

leflunomide, tofacitinib and COX II-inhibitors other than

celecoxib.

D



Anti-Rheumatic Drugs in Pregnancy

EULAR POINTS TO CONSIDER
GdR

6 Among bDMARDs continuation of TNF inhibitors during

the first part of pregnancy should be considered. Etanercept

and Certolizumab may be considered for use throughout

pregnancy due to low rate of transplacental passage.

B

7 bDMARDs Rituximab, Anakinra, Tocilizumab, Abatacept,

Belimumab and Ustekinumab have limited documentation

on safe use in pregnancy and should be replaced before

conception by other medication. They should be used

during pregnancy only when no other pregnancy

compatible drug can effectively control maternal disease.

D

Götestam Skorpen C, Hoeltzenbein M, Tincani A, et al.  The EULAR points to consider for use of antirheumatic drugs before pregnancy, and during

pregnancy and lactation. Ann Rheum Dis. 2016 May;75(5):795-810.



TNFa inhibitors in pregnancy: the use in clinical practice

Skorpen CG, Hoeltzenbein M, Tincani A, et al. The EULAR points to consider for use of antirheumatic drugs before pregnancy and during pregnancy and lactation. 

ARD 2016 2016 May;75(5):795-810

Statement on compatibility of drug with 

pregnancy based on evidence

% agreement 

with statement

Expert opinion 

on use of drug 

I would 

recommend; 

I would only 

recommend 

for moderate 

disease 

activity ; 

I would only 

recommend 

for severe 

disease 

activity; 

I would never 

recommend 

the drug



Götestam Skorpen C, et al. Ann Rheum Dis. 2016 May;75(5):795-810.

BELIMUMAB AND PREGNANCY

95 pregnancies reported in Belimumab trials up to March 2013:

-35 live births without congenital anomaly

-3 live births with congenital anomaly (corresponding to the national average of 3%)

-20 elective terminations

-23 spontaneous abortions

-2 stillbirths without congenital anomaly

-12 ongoing/unknown
Sandhu VK, Wallace DJ, Weisman MH. J Rheumatol 2015;42:4

From clinical trials…

…to Expert Opinion



Anti-Rheumatic Drugs during Lactation

EULAR POINTS TO CONSIDER GdR

3 Low transfer to breast milk has been shown for Infliximab,

Adalimumab, Etanercept, and Certolizumab.

Continuation of TNF-inhibitors should be 

considered compatible with breastfeeding. 

D

4 bDMARDs with no data on breastfeeding such as

Rituximab, Anakinra, Belimumab, Ustekinumab,

Tocilizumab and Abatacept should be avoided during

lactation if other therapy is available to control the disease.

Based on pharmacological properties of bDMARDs, 

lactation should not be discouraged when using these 

agents, if no other options are available.

D



= CZP 200 mg Q2W = CZP 400 mg Q4W

= Breast milk sampling, at steady-state (≥3 CZP doses); sample taken pre-dose on Day 0 and Day 14 

for Q2W dosing, on Day 28 for Q4W dosing

Birth

Day 0a

Pre CZP dose

Day 14

Pre CZP dose

Day 28

Pre CZP dose

5 weeks 

(± 5 days) after final 

sample

N = 17

Safety 

Follow-Up

Sampling 

Period

Screening 

Period

// //
≥3 

pre-study 

doses

Anti-Rheumatic Drugs during Lactation:

the CRADLE Study

Design

– CZP Average Daily Infant Dose (0–0.0104 mg/kg/day) is minimal.

– Highest concentration of CZP in breast milk (0.0758 µg/mL) is <1% of 

the expected plasma concentration of a therapeutic dose.

– Median CZP Relative Infant Dose (0.125%) is considered to be in safe 

range for breastfeeding (<10%).

– AEs in mothers exposed to CZP were consistent with known CZP safety 

profile; infants of mothers exposed to CZP had AE profile that could be 

anticipated in an untreated population of a similar age.

Conclusions

UCB Data on File (Clowse MEB et al. ACR 2016. 

Oral Presentation 2048).



The use of anti-TNFa during pregnancy

Case-control study of children exposed in utero to anti-TNFalfa agents

1) No differences in growth parameters and developmental milestones

2) No excess nor particular pattern of congenital defects/malformations

3) No particular problems in children exposed during the 
2nd-3rd trimester in comparison to those exposed to 
positive pregnancy test only

Nearly 50% of the women taking anti-TNFalfa agents have moderate to severe 

disease activity after stopping the drug at positive pregnancy test

DISEASE ACTIVITY

INCREASE OF STEROIDS

PREGNANCY 

COMPLICATIONS

(PROM)

PRE-TERM
BIRTH

Anti-TNFalfa

Preliminary data on the long term follow-up of 

these children seem to be reassuring
Reggia R et al ACR poster 2015



Adjunct treatment during pregnancy 

• Hydroxychloroquine is recommended pre-conceptionally and throughout

pregnancy for patients with SLE (2/B).

• Women with SLE at risk of pre-eclampsia (especially those with lupus nephritis or

positive aPL) should receive low-dose aspirin (LDA) 2/C).

• In women with SLE-associated APS and Primary APS, combination treatment with

LDA and heparin is recommended to decrease the risk of adverse pregnancy

outcomes (1/A).

• Supplementation with calcium, vitamin D, and folic acid

should be offered as in the general population (-/D).

Measuring blood vitamin D levels should be considered after

pregnancy is confirmed (-/D).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Take Home Messages

� Stratificazione del rischio

� Controllo dell’attività di malattia materna

� Farmaci utilizzabili in gravidanza e allattamento

� Possibili complicanze gravidiche

� Modalità di parto

� Lo stato di salute dei figli

COUNSELLING PRECONCEZIONALE
E 

GESTIONE MULTIDISCIPLINARE DELLA GRAVIDANZA



Risk Factors for Reduced Fertility

• There is no concrete evidence that the disease 

itself decreases fertility in women with SLE and/or 

APS (2/B). 

• Women who wish to plan a pregnancy should be 

counselled about fertility issues, especially the 

adverse outcomes associated with increasing 

age and the use of alkylating agents (1/A). 

• Treatment with alkylating agents should be 

balanced against the risk of ovarian dysfunction. 

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



PRECONCEPTION COUNSELING- RISK STRATIFICATION

INFERTILITY





�The use of NSAIDs increases the risk of LUF, especially in

patients with inactive disease.

�COX-2 inhibitors with a long half-life such as etoricoxib

have a more potent effect in inhibiting the rupture of the

follicle as compared to non-selective NSAIDs or with a

short half-life.

CONTINOUS PERIOVULATORY EXPOSURE

TO NSAIDs SHOULD BE AVOIDED WHEN

PLANNING A PREGNANCY



Assisted Reproduction Techniques (ARTs)

• Assisted reproduction techniques, such as ovulation induction

treatments and in vitro fertilization protocols, have comparable

efficacy in women with SLE and/or APS as in the general

population, and can be safely used in patients with stable/inactive

disease (3/C).

• Patients with positive aPL/APS should receive appropriate

anticoagulation (at the dosage as would be recommended during

pregnancy) and/or low dose aspirin (3/D).

Points to consider

oImportance of prevention of Ovarian Hyperstimulation Syndrome 

o“Appropriate anticoagulation”: as it would be given during pregnancy

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



Preservation of Fertility

Fertility preservation methods, especially GnRH analogues, 

should be considered for all menstruating women with SLE 

who are going to receive alkylating agents (2/B). 

Points to consider

oLow dose CYC regimens (Eurolupus)

oGnRH analogues may help to prevent premature ovarian failure but there 

are no data on subsequent pregnancies.

oShare with the patients the uncertainties regarding the use of GnRH 

analogues: it is a drug likely to help preventing premature ovarian failure 

but it carries side effects (mostly menopause-like symptoms, fully 

reversible).

Andreoli L, Bertsias GK et al. EULAR Recommendations For Women’s Health And The Management Of Family Planning, 
Assisted Reproduction, Pregnancy, And Menopause In Patients With SLE and/or APS. Ann Rheum Dis 2017;76:476–485.



EULAR recommendations for women’s health and pregnancy in SLE/APS

Menopause

• In women with SLE with stable/inactive disease and

negative aPL, Hormone Replacement Therapy (HRT) can

be used for the management of severe vasomotor

menopausal manifestations (1/A).

• The use of HRT in patients with

positive aPL should be carefully

weighed against the risk of

thrombosis and cardiovascular

disease (-/D).



EULAR recommendations for women’s health and pregnancy in SLE/APS

Screening for Malignancies 

• Women with SLE and/or APS should undergo screening for

malignancies similar to the general population (-/D).

Points to consider

Suggested timing for PAP cervical smear: 

oheavily immunosuppressed patients: once a year

olow risk patients: may follow the local screening program.

• Women with SLE, especially those exposed to

immunosuppressive drugs, are at higher risk of

cervical pre-malignant lesions and should be

monitored with vigilance (2/B).



EULAR recommendations for women’s health and pregnancy in SLE/APS

HPV immunization

HPV immunization can be considered in

women with SLE and/or APS and

stable/inactive disease (3/D).

Points to consider

oDiscuss possible harms of HPV immunization. Increased risk of

thrombosis and syncope in the general population.

oEULAR recommendations on vaccinations: caution in aPL positive

women

oTiming for immunization as in the general population

Slade BA, et al. Postlicensure safety surveillance for quadrivalent human papillomavirus 

recombinant vaccine. JAMA. 2009;302(7):750-7.

van Assen S et al. EULAR recommendations for vaccination in adult patients with autoimmune 

inflammatory rheumatic diseases. Ann Rheum Dis. 2011;70(3):414-22.
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