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ARE LUPUS PATIENTS ON MYCOPHENOLATE COMPLIANT
WITH UPDATED PREGNANCY PREVENTION GUIDELINES?

B. Canning, V. Gupta, H. Tarakmeh, A. Cove-Smith, R. Rajakariar, A. Pakozdi,
D. Pyne

Barts Health NHS Trust, London, UNITED KINGDOM

Objective. Mycophenolate mofetil (MMF) is an immunosuppressant used in the
management of systemic lupus erythematosus (SLE). It is a teratogen linked with
congenital malformations in around 25% of live births. In 2015 the European
Medicines Agency (EMA) released updated recommendations for the avoidance
of MMF in pregnancy. For women these included a) two pregnancy tests prior
to initiation of therapy 8-10 days apart b) two different forms of contraception
during and for 6 weeks after treatment. For men these included a) use of condom
during and for 90 days after treatment and b) use of contraception by their female
partners for the same period. An audit was conducted.

Design and Method. Patients with SLE who were on MMF were asked to fill a
questionnaire based on the guidance. Questions included whether patients were
sexually active, their contraceptive use and knowledge of the EMA’s advice.
Results. 47 patients on MMF gave responses. All had biopsy proven renal lupus.
7 were male and 40 female. Average treatment duration with MMF was 3 years
and median age 37 (range 20-53, SD 9.5). 86% (n=36) were aware that MMF was
a teratogen and pregnancy should be avoided.

42 were either male or pre-menopausal women, and of these 64% (n=27) were
sexually active. Of these 27, 4 were not using contraception but were aware of
the teratogenicity risk whilst 24 were using a single form of contraception only.
Despite 70% of the sexually active group (n=19) being aware of the full recom-
mendations regarding contraception none were using 2 forms.

33% (n=8) of the 24 sexually active pre-menopausal women reported having had
a pregnancy test before commencing MMF.

Conclusions. Most patients in our cohort were aware of the teratogenicity risk
of MMF and were using contraception. However none were using 2 forms of
contraception despite the majority being aware of current recommendations.
Further only a 1/3 of sexually active women reported having had pre-treatment
pregnancy tests. Clinicians managing lupus should be aware of the current MMF
guidelines and place specific emphasis on contraceptive advice when counselling
sexually active patients.
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EFFECT OF PREGNANCY COUNSELLING PRIOR TO CONCEP-
TION ON THE OUTCOME OF PREGNANCIES IN WOMEN WITH
SYSTEMIC LUPUS ERYTHEMATOSUS: A PROSPECTIVE STUDY

L. Kiippers', O. Sander!, C. Specker?, R. Brinks', M. Schneider!, R. Fischer-Betz!

"University Hospital Diisseldorf, Department of Rheumatology & Hiller
Research Unit, Diisseldorf, GERMANY, 2St. Josef University Hospital Essen,
Department of Rheumatology & Clinical Immunology, Essen, GERMANY

Objective. Pregnancies in women with systemic lupus erythematosus (SLE) are
associated with increased frequencies of adverse pregnancy outcomes (APOs).
Preconception counselling including risk stratification and adjustment of medica-
tion is strongly recommended. However, a considerable number of women with
SLE do not seek such advice before conception. The goal of this study was to
assess the impact of pregnancy counselling prior to conception on the outcome
of pregnancies in women with SLE referred to a German lupus pregnancy clinic
(2000-2015).

Design and Method. All pregnancies in women with SLE who received an in-
dividual pregnancy counselling prior to conception were prospectively followed
during pregnancy and postpartum period according to a standard protocol (group
A). Outcome of these pregnancies was compared to pregnancies in women with
SLE who were already pregnant by the time of their first appointment in our clin-
ic (group B). APOs were defined as fetal loss (spontaneous abortion, stillbirth),
severe pregnancy disorders (preeclampsia, HELLP-syndrome), birth before 36
weeks and low birth weight (<2500 g). SLEPDAI was used to gauge disease
activity during pregnancy.
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Results. A total of 188 pregnancies in 151 women with SLE (median age 31
years) were included [group A = 137; group B = 51]. 67% of all women had been
pregnant before, 33% had experienced at least one fetal loss and 9% severe preg-
nancy disorders. With respect to all pregnancies, a live birth was documented
in 172 cases (91.5%) [group A 94.2% vs. group B 86.3%]. A fetal loss occurred
in 16 (8.5%) pregnancies [group A 5.8% vs. group B 15.7%]. 23 (12.2%) of all
pregnancies were complicated by severe pregnancy disorders [group A 5.8% vs.
group B 29.4%] and 28 (14.9%) by preterm birth [group A 7.3% vs. group B
35.3%]. One newborn [Group B] died shortly after extreme preterm birth. After
adjusting for maternal age and for higher disease activity in the first trimester
(SLEPDAI greater than 4) we observed significantly higher rates of fetal losses
(RR=3.4; 95%CI 1.4-8.6), severe pregnancy disorders (RR=5.5; 95%CI 2.5 —
12.1), preterm birth (RR=5.6; 95%CI 2.8 — 11.2) and low birth weight (RR=3.2;
95%CI 1.9 — 5.4) in group B compared to group A.

Conclusions. Our observed overall live birth rate was high and the rates did not
significantly differ between the two groups, probably due to an adapted multidis-
ciplinary management during the course of pregnancy. However, pregnancies in
women who did not receive counselling prior to conception were associated with
significantly higher risks for fetal loss, severe pregnancy disorders, low birth
weight and preterm birth. Women with SLE and pregnancy wish should be in-
formed about the beneficial effect of preconception counselling.

Key words: pregnancies in women with SLE, pregancy counselling, adverse
pregnancy outcomes
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RISK FACTORS FOR PREGNANCY MORBIDITY IN PATIENTS
WITH ANTIPHOSPHOLIPID ANTIBODIES WITHOUT A DEFINED
CLINICAL ANTIPHOSPHOLIPID SYNDROME

R. Demetrio Pablo', P. Mufioz?, L. Riancho-Zarrabeiti®, V. Calvo-Rio*, M. Lépez-
Hoyos*, V. Martinez-Taboada®
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Cantabro de Salud, Santander, SPAIN, *Rheumatology Departments, Hospital
Universitario Marqués de Valdecilla, IDIVAL, Santander, Facultad de Medicina.
UC, Santander, SPAIN, “Ilmmunology Departments, Hospital Universitario Mar-
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Objective. To define the frequency of pregnancy morbidity in women with posi-
tive aPL who do not fit the clinical criteria for APS; to analyze the influence of
the serological profile and the load of antibodies associated with these compli-
cations, and to determine the efficacy of prophylactic treatment in preventing
adverse pregnancy outcome.

Design and Method. We retrospectively analyzed 92 pregnancies in 39 women
with a confirmed positive serology for aPL according to Sydney criteria.
Results. Overall, 54% of the 39 pregnant women suffered morbidities: one early
pregnancy loss (7), two pregnancies losses (7), fetal death* (1), premature birth*
(1), preeclampsia (2) and intrauterine growth restriction (3). After a mean follow-
up of 146 +60,3 months, only 2 patients developed obstetric APS* and none of
them developed thrombotic APS. We found no association between the antibody
profile and pregnancy morbidities. There was no association between pregnancy
complications and the load of antibodies either. Regarding prophylactic treat-
ment, only 8 women received AAS, combined with LWH in 3 of them, we found
a non-significant tendency to prevent obstetric events.

When analyzing the 92 pregnancies, we found 28 obstetric events in 26 pregnan-
cies. Mean age for pregnant women was 29.9+5.8 years, gestational age was
38.2+1.8 weeks, birth weight was 3108+482 g and mean Apgar was 8.7+1,1.
Regarding treatment influence there was a non significant tendency to prevent
obstetric events (OR 0.32, CI 95% 0.87-1.20; p=0.081), that reached statisti-
cal significance when analyzing early pregnancy losses (OR 0.12; IC 0.02-0.95;
p=0.019). When we restricted the analysis to the 38 pregnancies that were pos-
terior to the positive serology result, we found a significant protective effect of
prophylactic treatment (OR=0.15; CI 95% 0.02-0.85; p=0.021), thus conferring
a 6.5-fold higher risk of pregnancy complications in the untreated women (IC
95% 1.2-36.33; p=0.032).

Conclusions. a) Pregnancy morbidity rate in women with positive antiphospho-
lipid antibodies was 54% when analyzing the total number of pregnancies, and
32% when analyzing the pregnancies after confirmed positive serology. b) We
didn’t find a profile of antibodies specifically related with obstetric complica-
tions. ¢) Prophylactic drug therapy is effective in preventing early pregnancy
losses and achieving a higher live birth rate.

Key words: antiphospholipid antibodies, pregnancy, morbidity
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INFERTILITY AND ASSISTED REPRODUCTIVE TECHNOLO-
GIES: A MULTICENTER STUDY IN PATIENTS WITH SLE AND
APS

R. Reggia', H. Sebbar', L. Andreoli', A. Hoxa?, A. Ruffatti?, F. Ceccarelli®,
F. Conti®, V. Canti*, P. Rovere*, M. Larosa’, A. Doria’, A. Lojacono®, A. Tincani'

'Rheumathology and Clinical Immunology, ASST Spedali Civili and Univer-
sity of Brescia, Brescia, ITALY, Rheumatology Unit, Department of Medicine
- DIMED, University of Padua, Padua, ITALY, *Internal Medicine and Medical
Specialties Department, Policlinico Umberto I, La Sapienza University of Rome,
Rome, ITALY, “Allergology and Clinical Immunology, U.O. Internal Medicine,
Ospedale San Raffaele, Milan, ITALY, *Rheumatology Unit and University of
Padua, Padua, ITALY, “Maternal-Fetal Medicine Unit, Department of Obstetrics
and Gynaecology, ASST Spedali Civili and University of Brescia, Brescia, ITALY

Objective. Systemic Lupus Erytematosus (SLE) and Antiphospholipid Syndrome
(APS) often affect women in their childbearing ages. Even if their association
with fertility problems has not been proved, it is not infrequent that affected pa-
tients required Assisted Reproductive Technologies (ART) to obtain a pregnancy.
Design and Method. We described a case series of patients affected by SLE and
APS requiring ART in term of pregnancy outcome, fetal-maternal complications
and disease flares.

Results. Twenty-two ART attempts in 12 patients (8 SLE and 4 PAPS) have been
included. The main features of the patients and of the performed protocols are
available in Tab. I.The disease was in remission at the time of procedure in all the
cases. A clinical pregnancy has been obtained in 8 cicles (36.4%): 5 by FIVET; 1
by IUI; 2 by ICSI on oocyte donation. Embryo transfer (when applicable): single:
10, double: 3, triple: 1, frozen embryo in 1 case.Prophylaxis during stimulation:
13 (59.1%) LMWH+LDA; 4 (18.2%) LMWH; 2 (9.1%) LDA; 3 (13.6%) without
therapy. Prophylaxis during gestation: 3 (37.5%) LMWH+LDA; 1 (12.5%) UH
(unfractionated heparin); 3 (37.5%) LDA; 1 (12.5%) without therapy. We record-
ed: no thrombosis nor ovarian hyperstimulation syndrome and only 1 (4.5%) dis-
ease flares (hemolytic anemia in the 2nd trimester). Fetal-Maternal complication
was registered in 62.5% of pregnancies (in some cases more than one): 2 IUGR;
2 PROM; 3 oligoanidramnios, 2 maternal thrombocyopenia. Mean gestational
age at delivery: 33.3weeks (24-39), mean birth weight 2070g (420-3270), mean
birth length: 41.5 cm (28-48).At term delivery in 4 cases (50%), pre-term (mean
gestational age at delivery: 28.7 weeks) in 3 cases (37.5%) (1 perinatal death due
to extreme prematurity), 1 ongoing.Vaginal delivery in 5 cases (71.4%), cesarean
section in 2 (28.6%).

Table I. Primary infertility. no spontaneous pregnancies acheived in the pass; Second-
ary infertility: onset after one or more spontaneous conceptions; SLE: Systemic Lupus
Erythematosus; PAPS: Primary Antiphospholipid Syndrome; success rate: number of
clinical pregnancies obtained; aPL: antiphospholipid antibodies.

12 Patients

Diagnosis 8 SLE (1+APS); 4 PAPS

Mean Age, (median), (Range)
at the time of procedure

35.1; (34.5); (29-42 years)

Additional Risk Factors n: 8 (66.7%):
Single: 6 (75%)

Multiple: 2 (25%)

Type of Diagnosed infertility ~ Primary: 6 (50%), Secondary: 6 (50%). Idiopathic:91.7%

Type of Protocol performed Long, with GnRH agonist: 9 (40.9%)  success rate: 11.1%
Short, with GnRH antagonist: 4 (18.2%) success rate: 50%
Only gonadotropins: 4 (18.2%) success rate: 25%
On natural cycle: 3 (13.6%) success rate: 66.7%
Clomiphene: 2 (9.1%) success rate: 100%

Thyroid alterations n: 1(8.3%)

Autoantibodies ENA: 4 (33.3%)

aPL: 8 (66.7%): single: 3; double: 3; triple: 2

Inherited Thrombophilia* n: 5 (62.5%) (single: 80% double: 20%

*available in 8 patients.

Conclusions. This is only a preliminary study regarding the application of ART
in SLE and PAPS patients. The sample size is obviously insufficient to draw
conclusions but our data seems to be reassuring, showing that a careful pharma-
cological prophylaxis during hormonal stimulation and pregnancy is able to pre-
vent thrombotic complications. Maternal-fetal-complications occurred in more
than half of the pregnancies, but the risk of such cases is notoriously increased in
gestations induced by ART, while the incidence of maternal disease flare is low.

Key words: ART, SLE and APS, efficacy and safety
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RISK FACTORS FOR ADVERSE PREGNANCY OUTCOME IN
FIRST-LINE TREATED PREGNANCIES IN APL POSITIVE WOM-
EN ACCORDING TO DIFFERENT TREATMENT STRATEGIES:
RESULTS FROM OUR 30 YEARS’EXPERIENCE PREGNANCY
CLINIC

M. Lazzaroni', L. Andreoli', F. Lupoli', E. Aggogeri', M. Fredi', E. Bettiga?,
A. Lojacono?, F. Ramazzotto?, S. Zatti?, A. Tincani'

'"Rheumatology and Clinical Immunology, University and Spedali Civili of
Brescia, ITALY, 2Obstetrics and Gynecology, University and Spedali Civili of
Brescia, ITALY

Objective. Antiphospholipid antibodies (aPL) are risk factors for Adverse Preg-
nancy Outcome (APO). The therapeutic strategy to adopt in aPL patients dur-
ing pregnancy is still debated. In addition to conventional therapy, some recent
evidences suggest a possible role of hydroxychloroquine. We reviewed our ap-
proach in first-line treated pregnancies in aPL patients in our 30 years’ experience
Pregnancy Clinic (1985 -2015) to find out which clinical and serological risk
factors have influenced the outcome and the choice of treatment.

Design and Method. We reviewed 120 first-treated pregnancies that were pro-
spectively followed by Rheumatologists/Obstetricians. Patients were classified
as Primary Antiphospholipid Syndrome (PAPS) according to revised criteria and
as Incomplete PAPS or aPL carriers according to their clinical history or aPL
status. Patients with concomitant systemic autoimmune diseases were excluded.
aPL profile was defined as the combination of the 3 criteria tests for aPL (Lupus
Anticoagulant, anti-cardiolipin, anti-Beta2 Glycoprotein I). APO was defined as
at least one of the followings: miscarriage (<10th week), fetal death (>=10th
week), severe preterm delivery (<=34th week) with or without preeclampsia
(PE), HELLP syndrome or perinatal death.

Table L. “Variables considered for univariate analysis with Fisher’s exact test (p<0.05).

Pregnancies Pregnancies
with APO without APO P Value
(n=16) (n=104)
LDA+LMWH (n=68) 11 (69%) 57 (55%)
Obstetric PAPS (n=35) 5 (31%) 30 (29%)
Thrombotic + Obstetric PAPS (n=12)* 2 (13%) 10 (10%) 0.662
Non-criteria PAPS (n=13) 1(6%) 12 (12%)
aPL carriers (n=8) 3 (19%) 5 (5%)
Single positive (n=34) 4 (25%) 30 (29%)
Double positive (n=12) 1 (6%) 11 (11%)
Triple positive (n=22)* 6 (38%) 16 (15%) 0.075
Previous APO (n=52)* 7 (44%) 45 (43%) 1.000
Non-criteria aPL manifestations® (n=9)* 5 (31%) 4 (4%) 0.002
LDA in single therapy (n=31) 2 (13%) 29 (28%)
Obstetric PAPS (n=7) 0 (0%) 7 (7%)
Thrombotic + Obstetric PAPS (n=0)* 0 (0%) 0 (0%) 1.000
Non-criteria PAPS (n=11) 0 (0%) 11 (11%)
aPLcarriers (n=13) 2 (13%) 11 (11%)
Single positive (n=24) 1(6%) 23 (22%)
Double positive (n=5) 0 (0%) 5 {5%)
Triple positive (n=2)* 1 (6%) 1(1%) 0.250
Previous APO (n=19)* 0(0%) 19 (18%) 0.072
Non-criteria aPL manifestations® (n=3)* 0 (0%) 3 (3%) 1.000
Corticosteroids + LDA (n=21) 3 (19%) 18 (17%)
Obstatric PAPS (n=9) 2 (13%) 7 (7%)
Thrombotic + Obstetric PAPS (n=5)* 0 (0%) 5 (5%) 1.000
Non-criteria PAPS (n6=) 1(6%) 5 (5%)
aPLcarriers (n=1) 0 (0%) 1(1%)
Single positive (n=8) 2 (13%) 6 (6%)
Double positive (n=13) 1(6%) 12 (12%)
Triple positive (n=0)* 0 (0%) 0 (0%) 1.000
Previous APO (n=19)* 3 (19%) 16 (15%) 0.717
Non-criteria aPL manifi {n=5)* 1(6%) 4 (4%) 0.517

*Non-criteria aPL manifestations were defined as the presence of at least one of the fol-
lowings: (livaedo reticularis, thrombocytopenia, headache, hemolytic anemia, cardiac
valvulopathy, epilepsy).

Results. The type of therapy was divided in 3 categories: combination therapy
with low molecular weight heparin (LMWH) and LDA (68,57%), single therapy
with low dose aspirin (LDA) (31,26%) and therapy with corticosteroids plus
LDA (21,18%).

We collected 16 APO (13%): 11 (75%) in the category of LMWH+LDA. Ana-
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lyzing APO vs. non-APO pregnancies we found no differences in variables that
could predict an APO (history of thrombosis, a previous APO or a triple positive
aPL profile) in any of the 3 categories (Table I). Moreover, we found an increased
rate of non criteria aPL manifestations in APO patients in LMWH+ASA category
(31% vs. 4%, p:0.002; OR 2.19,95%CI 2.20-61.6), but not in the other 2 catego-
ries of treatment.

Conclusions. Non-criteria aPL manifestations are a risk factor for APO and can
determine failure to conventional treatment with LMWH plus LDA during preg-
nancy in aPL patients regardless of clinical diagnosis, serological profile or ob-
stetric history. These patients may represent a more severe phenotype of disease
and may deserve an immunomodulatory treatment to increase the probability of
success during pregnancy.

Key words: antiphospholipid antibodies, pregnancy, treatment
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HYDROXYCLOROQUINE IN PRIMARY APS PREGNANT WOMEN
WITH TRIPLE POSITIVITY: EFFECTS ON APL LEVELS AND
PREGNANCY OUTCOME
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S. Moresi’, M.P. De Carolis®, A. Lanzone’, S. De Carolis'®
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gia, Sapienza Universita’ di Roma, ITALY, *Dipartment of Gynecological and
Obstetrical Sciences and Urological Sciences, Sapienza University of Rome,
ITALY, *High Risk Pregnancy Division, Department of Obstetrics, Gynecol-
ogy and Pediatrics, Catholic University of Sacred Heart, Rome, ITALY, “High
Risk Pregnancy Division, Department of Obstetrics, Gynecology and Pediatrics,
Catholic University of Sacred Heart, Rome, ITALY, *High Risk Pregnancy Divi-
sion, Department of Obstetrics, Gynecology and Pediatrics, Catholic University
of Sacred Heart, Rome, ITALY, °High Risk Pregnancy Division, Department
of Obstetrics, Gynecology and Pediatrics, Catholic University of Sacred Heart,
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Rome, ITALY

Objective. Prognosis of pregnancies in women with APS has greatly improved:
however, some APS patients are unable to give birth to healthy neonates despite
the conventional treatment. HCQ seems to be beneficial as additional treatment
in pregnant patients with refractory APS. HCQ has been previously demonstrated
to be able to reduce aPL titer in not pregnant SLE-patients with associated APS.
HCQ works as an anti-inflammatory agent reducing and antagonizing the aPL ef-
fect through the inhibition of trophoblast migration, invasion and differentiation.
HCQ also inhibits the aPL antibody bindings to syncytiotrophoblasts, restor-
ing annexin A5 expression. Moreover, it is considered an antithrombotic drug,
because it is able to reduce the thrombosis recurrence in thrombotic APS. We
investigate the effects of HCQ plus conventional treatment in four pregnancies
complicated by Primary APS (PAPS) and triple aPL positivity.

Design and Method. Four women with PAPS and triple positivity were eligible
for additional treatment with HCQ in order to improve the obstetrical outcome.
Levels of ACA (IgG and IgM), anti beta2 GPI (IgG and IgM), LAC and C3 and
C4 were tested before pregnancy and repeated at least each trimester. Serial ultra-
sound examinations and adequate pregnancy management were performed. One
patient interrupted HCQ because of adverse effect.

Results. Three live-born babies occurred at week of delivery of 35.6+2.5 with
a birth weight of 2176.6+911.9 g, and a birth weight percentile of 27.6+32.3. A
good pediatric outcome until 1- 24 months was also reported. In all cases the
regimen therapy including HCQ was able to reduce the aPL antibodies levels
(Figure 1).

Conclusions. The reduction of the aPL titers could be one of the most important
mechanisms that induce pregnancy outcome improvement. We would like to un-
derline the beneficial role of the HCQ in the treatment of refractory obstetrical
APS, even if prospective studies need to confirm these preliminary results. In the
future it would be hopeful to identify in the preconceptional period those women
at highest risk of adverse obstetrical events who require the additional treatment
with HCQ in pregnancy.

Key words: hydroxychloroquine, primary APS, pregnancy outcome
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CONTRACEPTIVE COUNSELING AND USE AMONG PORTU-
GUESE WOMEN WITH SYSTEMIC LUPUS ERYTHEMATOSUS:
WHAT IS LACKING?

F. Aguiar', R. Fonseca', I. Brito'?

!Centro Hospitalar Sdo Jodo - Department of Rheumatology, Porto, PORTU-
GAL, *Faculty of Medicine of Porto University, Porto, PORTUGAL

Objective. Systemic Lupus Erythematosus (SLE) is a disease that primarily af-
fects women of reproductive age. Disease activity and medication use can com-
plicate pregnancies in SLE, therefore these patients should be counseled and are
candidates for highly effective contraceptive methods. We examined contracep-
tive counseling and use among SLE patients attending a Portuguese Universitary
Hospital.

Design and Method. Cross-sectional study in which women aged 15-50 fol-
lowed in our Rheumatology Centre with a diagnosis of SLE were approached
to complete a researcher-administered survey. Premenopausal women <50 years
who were sexually active were considered at risk of pregnancy. The statistical
analysis was performed using SPSS 23.0 software, and p<0.05 was taken to in-
dicate statistical significance. We compared self-reported rates of contraceptive
counseling and use, stratified by treatment with teratogenic medications, and by
history of thrombosis or antiphospholipid antibodies (aPL), using chi-square
tests.

Results. Among 78 women, 49 (62.8%) were at risk for unplanned pregnancy.
51% had received contraceptive counseling; 98% reported consistent contracep-
tive use: 35% were using hormonal methods, 25% depended solely on barrier
methods, intrauterine contraceptives (IUDs) were used by 25% and 15% had
had previous tubal ligation. Those who received contraceptive counseling were
using more effective contraceptives (p<0.001). Women using potentially terato-
genic medications or with a history of thrombosis or aPL were no more likely to
have received contraceptive counseling or to use more effective contraceptives.
History of thrombosis or aPL account for low rates of estrogen-containing con-
traceptives, however 3 women with aPL were using this type of contraceptives.
Conclusions. In this study, a significant number of patients, including those un-
der potencially teratogenic medications did not receive any contraceptive coun-
seling. These findings suggest the need to improve the education and provision of
adequate contraceptive counseling and services to these women.

Key words: contraceptive methods, contraceptive counseling, pregnancy risk
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PREVALENCE OF DISEASE IN CHILDREN OF MOTHERS WITH
SYSTEMIC LUPUS ERYTHEMATOSUS AND OTHER SYSTEMIC
AUTOIMMUNE DISEASES

E. Ucar Angulo', A. Pluma?, J.J. Elorz’

'Basurto University Hospital, Department of Rheumatology, Bilbao, SPAIN,
*Vall d"Hebron University Hospital, Department of Rheumatology, Barcelona,
SPAIN, *Basurto University Hospital, Department of Paediatrics, Bilbao, SPAIN

Objective. Type IgG auto-antibodies are found in the physiopathology of sys-
temic autoimmune diseases. These immunoglobulins are capable of crossing the
placenta, generating in this way damage in the foetus during gestation and the
first months of life.

The literature describes that children of mothers with Systemic Lupus Erythema-
tosus (SLE) can present a higher incidence of allergies, skin alterations, intestinal
disease, thyroid disease and alterations in psychomotor development.

Analysing whether or not the children of mothers with systemic autoimmune
diseases present a higher incidence of disease or alteration of the psychomotor
development during infancy in relation to the general population.

Design and Method. A total N of 205 subjects was included among mothers and
children (N mothers = 82 and N children = 123). Mothers diagnostic was: 62 =
75,6% SLE, 7 Antiphospholipid Syndrome, 3 Rheumatoid Arthritis, 2 Sjogren
Syndrome, 8 other Systemic Autoimmune Diseases. The data were collected in
retrospective form through telephone survey made to the mothers followed by
the monographic consultation of systemic autoimmune diseases and pregnancy.

Results. In our series 4.87% (N=6) of the children presented the passing of im-
munoglobulins from the mother to the foetus. The prevalence of asthma was
6.3% (N=20), that of atopic skin was 13% (N=16) and allergy was 13.8%
(N=17). The mean of patients that presented backwardness in school or required
educational support was 4.1% (N=5).

Conclusions. The incidence of pathologies is similar to the general paediatric
population except for a discrete reduction in atopic skin.

Key words: children, prevalence, lupus.
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NEURODEVELOPMENTAL AFFECTION IN CHILDREN BORN
TO MOTHERS WITH SYSTEMIC LUPUS ERYTHEMATOSUS AND
ANTIPHOSPHOLIPID SYNDROME

M. Hassanien, M. Alzohry, A. Algohee, R. Abdelwakeel, E. Askar, N. Ahmed
Assuit University, Assuit, EGYPT

Objective. evaluate the neuro-developmental outcome in children born to moth-
ers with SLE or APS and to assess and characterize memory impairment in chil-
dren’s born to mother with systemic lupus erythematosus or APS using children’s
memory scale and the relation between tetrahydrobiopterin concentration range
of children with developmental and neurological disorders.

Design and Method. included women attending rheumatology outpatient clinics
at the University of Asyut, SLE patients were eligible if they met the American
College of Rheumatology (ACR) criteria for SLE and APL prior to pregnancy,
and had at least one live birth following SLE diagnosis. This research approved
by the University of Asyut Review Board. Written informed consent obtained
from participating mothers; or consent obtained from the offspring for children
aged 10-15 years old.

Maternal history Data collected from the mothers during an interview with a
maternal fetal medicine investigator, using a structured format that included
medical and obstetric history. A detailed history of medication exposures during
pregnancy obtained.

Measures of disease activity, the Systemic Lupus Erythematosus Disease Ac-
tivity Index (SLEDAI) and accrued damage, the Systemic Lupus International
Collaborating Clinics Damage Index (SLICCDI), assessed within two weeks.
Offspring history Medical and developmental histories of the offspring of the
maternal participants performed, including antenatal, delivery, prenatal and pedi-
atric histories, as child’s cognitive, physical or social maturity compared with
established age-appropriate norms. Speech or hearing delays, diagnosis of atten-
tion-deficit hyperactivity disorder (ADHD), or any special educational needs (eg,
occupational or speech therapy, behavioral counseling) recorded. Referrals were
categorized according to whether they occurred at any age.

Assessment and characterization of memory impairment using children’s memo-
ry scale by pediatric neurologists.
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Serum Tetrahydrobiopterin (BH4) assays and analyse the BETA2GPI domain
were performed by ELISA compared to children born to control healthy subjects
of the same age and sex.

Results. Data on 38 mothers and 60 offspring were analysed: ADHD was re-
ported for 15 of 60 (25%) offspring. RECENT MEMORY AFFECTION IN 93%
(14/15) Speech delay 40% (6/15). Maternal APS history was significantly associ-
ated with increased use special educational need among offsprings, including
after adjustment for lupus anticoagulant (LA) positivity (39.4% for delays age
>2 years; p<0.05).aCLs and anti-BETA2GP1 were not detected to be associated
with delays

The presence of LA, but not other antiphospholipid antibodies, was also associ-
ated with increased BH4 LEVEL

Conclusions. to improve the knowledge about the prevalence of developmental
outcome in children born to mothers with SLE or APS and allow evaluation of
relations between The presence of neurodevelopmental abnormalities seems to
be more important in these children, and could justify long-term follow-up.
Further studies are necessary to assess the prevalence of neurodevelopmental
abnormalities and to analyse the beta-2GPI domain specificity in children with
persistent APL, as well as the significance of

Key words: cognitive outcomes, neuropsychological, tetrahydrobiopterin
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A PREGNANT WOMAN WITH SLE: SEVERE DISEASE FLARE
AND SEVERE INFECTION

V. Ramoni', M. Betelli?, S. Rampello?, S. Maestroni?, M. Meroni?, A. Brucato®

'Rheumatology Unit, Irccs Policlinico San Matteo Foundation, Pavia, ITALY,
’Internal Medicine, Asst Papa Giovanni Xxiii, Bergamo, ITALY, *Obstetric and
Gynecology Unit, Asst Papa Giovanni Xxiii, Bergamo, ITALY

Objective. Pregnancy is an immunosuppressive status in which infections could
be severe. In immunosuppressed subjects, like patients with autoimmune dis-
eases on corticosteroids therapy, infections must be always suspected when fever
rises.

Design and Method. M.C. is a 40 years-old woman with systemic lupus erythe-
matosus (SLE) who became pregnant on January 2015. Her SLE was diagnosed
10 years earlier and characterized by cutaneous involvement, low complement
levels, ANA, ENA anti Ro/SSA and dsDNA positivity. The disease was stable
before pregnancy and controlled with hydroxycloroquine (400 mg/daily). As
soon as she became pregnant she started acetylsalicylic acid 100mg/daily. Since
the 7th weeks of gestation the patient presented with a lowering of platelet count
that initially remained higher than 100000. At 15" weeks of gestation platelet
count fell to 62000; prednisone was started at 10mg/daily and Acetylsalicylic
acid was stopped. APL ab were negative. The patient had low C4:12 mg/dl, per-
sistent positivity of dsSDNA, while CRP and white blood cells count were normal.
Prednisone was increased to 25 mg/daily on the 25" weeks of gestation when the
patients presented with a platelet count of 40000. The situation remained stable
until the 28" week of gestation when she had abdominal pain with fever and a
platelet count of 4000. She was hospitalized and blood cultures resulted positive
for Listeria monocytogenes. A cesarean section was done, and the patient was
treated with IVIG, pulse steroid (80 mg) and penicillin with a prompt recovery
of platelet count that rose to 350000. A baby girl, was born at 28" weeks of
gestation + 4 days, with a very low birth weight (1441g) that was adequate for
her gestational age. Her APGAR was 8 at Iminute then 5 at 2 minutes, she had a
respiratory distress and she remained in neonatal intensive unit care for 3 months.
Fortunately the baby clinical course was uneventful.

Nine months after delivery both mother and daughter are doing well: the mother
is still taking steroids at 7.5 mg/daily with a platelet count of 150000; the daugh-
ter has no sequels.

Results. Listeria monocytogenes is Gram-positive facultative intracellular patho-
gen often foodborne and found elsewhere. It is an uncommon cause of illness in
the general population. However, it has a tropism for placentae and is an important
cause of severe infection in neonates, pregnant women, elderly and immunosup-
pressed patients. Various clinical syndromes have been described such as sepsis,
central nervous system infections, endocarditis, gastroenteritis and localized in-
fections; fever is the most common symptom. Maternal listeriosis is a diagnostic
challenge and intrauterine infection can lead to severe complications such as am-
nionitis, preterm labor, spontaneous abortion, stillbirth and neonatal sepsis.
Conclusions. Blood cultures must always be drawn in pregnant women with
connective tissue diseases and unexplained fever.

Key words: systemic lupus erythematosus, pregnancy, listeria monocytogenes
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OUTCOME OF PREGNANCY IN LUPUS NEPHRITIS PATIENTS:
DESCRIPTION OF THREE CASES

F. Motta!, L. Cavagna', R. Caporali!, M. Romano', B. Vitolo', F. Beneventi?,
G. Fasoli®, C.M. Montecucco', V. Ramoni!

'TRCCS Policlinico S. Matteo Foundation and University of Pavia - Department
of Rheumatology, Pavia, ITALY, 2IRCCS Policlinico S. Matteo Foundation and
University of Pavia - Department of Obstetrics and Gynaecology, Pavia, ITALY,
SIRCCS Policlinico S. Matteo Foundation - Department of Nephrology, Pavia,
ITALY

Objective. We followed three patients suffering from lupus nephritis (LN) dur-
ing pregnancy, a great challenge with well described determinants of unfavour-
able outcome: high disease activity in the last 6 months, proteinuria >0.5g/24h,
glomerular filtration rate (GFR) <60 ml/min/1.73m2, hypertension, antiphospho-
lipid syndrome.

Design and Method. Patient 1 was 39 years old, her SLEDAI was 8, proteinuria
1.02 g/24h in a class IV LN. She was on prednisone (PDN) 7.5 mg, azathioprine
(AZA) 150 mg, hydroxychloroquine (HCQ) 400 mg/day. Patient 2 was 29 years
old, with a SLEDAI of 4 in a class V LN (proteinuria 4.4 g/24h). She was on PDN
5 mg,AZA 100 mg, HCQ 200 mg/day. For them pregnancy was planned after ad-
equate counselling and mycophenolate (MFM) was previously substituted with
AZA. Patient 3 had an unplanned pregnancy when she was 20 years old. The
SLEDAI was 4 for proteinuria >0.5 g/24h in a class IV LN. She was taking PDN
10 mg/day. No patients were antiphospholipid antibodies positive.

They all underwent monthly multidisciplinary management by rheumatologist,
nephrologist and obstetrician.

Results. During pregnancy, all patients had worsening of disease activity. GFR
remained >60 ml/min/1.73m2, but their proteinuria rose to 2.8, 5.7 and 3.1 g/24
respectively and patients 2 and 3 had anti-dsDNA antibodies positivity.

Therapy was not modified in patient 1, PDN was increased to 10 mg and AZA
to 150 mg daily in patient 2. PDN 25 mg and HCQ 200 mg/day were introduced
in patient 3.

They were all treated with methyldopa for hypertension and with prophylactic
acetylsalicylic acid.

The deliveries were at 34, 32+5 and 33+5 weeks respectively. Babies were all
healthy, with low birth weights, appropriate for gestational ages. After birth, re-
nal disease improved in patient 1 and 2; patient 3 had a LN flare treated with cy-
lophosphamide and rituximab, then with MFM, without remission, also because
of the incomplete compliance; hemodialysis was started 10 months later.
Conclusions. Pregnancy in active LN patients can have a good outcome even in
presence of poor prognostic features. It should be carefully planned and therapy
modified before conception in order to have stability with safe therapies; tight
monitoring and multidisciplinary management are mandatory.

Key words: lupus nephritis, pregnancy, multidisciplinary management
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PREVALENCE OF ABORTIONS AND FETAL ATRIOVENTRI-
CULAR BLOCK IN PATIENTS WITH POSITIVE ANTI-RO AND
ANTI-LA ANTIBODIES

I. Chalmeta Verdejo, F.M. Ortiz Sanjuan, J. Ivorra Cortes, L. Gonzélez Puig,
E. Grau Garcia, C.M. Feced Olmos, E. Labrador Sdanchez, K. Arévalo Sinchez,
R. Negueroles Albuixech, J. Fragio Gil, I. Martinez Cordellat, J.L.. Valero Sanz,
C. Alcaiiiz Escandell, J.E. Oller Rodriguez, G. Poveda Marin, C. Ndjera Herranz,
J.A. Romain Ivorra

Rheumatology Department. HUP La Fe, Valencia, SPAIN

Objective. To characterise a cohort of patients with positive anti-SSA/Ro and/or
anti-SSB/La antibodies and to evaluate the prevalence of abortions and neonatal
mortality.

Design and Method. Observational descriptive study with 162 patients older
than 15 years old with pregnancies history and positive anti-SSA/Ro and/or
anti-SSB/La antibodies from February 2011 to July 2015. We consider healthy
women with pregnancies history and with comparable characteristics as negative
control group.

Results. We included 162 patients with positive anti-SSA/Ro and/or anti-SSB/
La antibodies with a mean age of 50.5£14.2 years old. Main diagnoses were
systemic lupus erythematosus (n=85), Sjogren syndrome (n=40), rheumatoid ar-
thritis (n=16), systemic sclerosis (n=6), mixed connective tissue disease (n=3)

Posters

and other diagnosis (n=12). Lupus anticoagulant was positive in 8 cases and 57
patients showed low complement values. 37% of patients had at least one preg-
nancy, and the 36.7% aborted during pregnancy.

There were no significant differences in the abortion incidence between our co-
hort of patients and the healthy control group considered.

We observed 4 cases of fetal atrioventricular block, all of them with positive anti-
SSA/Ro and/or anti-SSB/La antibodies and only in one case also with positive
lupus anticoagulant.

Conclusions. In our series, pregnant women with positive anti-SSA/Ro and/or
anti-SSB/La antibodies did not show high prevalence of abortion. However, the
positivity of these antibodies was statistically correlated with the presence of
fetal atrioventricular block.

Key words: anti-Ro, fetal atrioventricular block, anti-La
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SEVERE FOETAL GROWTH RESTRICTION DUE TO EXTENSIVE
PLACENTAL DAMAGE IN A WOMAN WITHANTINUCLEAR AND
ANTI SSA/RO ANTIBODIES. A CASE REPORT

C. Volpe!, E. Tonutti?, L. Zandona™, A. Custrin®, S. Venturini*, F. Scrimin®
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Objective. Placental damage has multiple aetiologies and often result unex-
plained. Autoimmune diseases, despite rare, have a disproportionately high prob-
ability of placental dysfunction. Whether isolated antinuclear (ANA) serology
should be considered risk factor in the absence of active connective tissue disease
(CTD) is still unknown. This case study gives a clue.

Design and Method. A 38-year-old female had her first pregnancy terminated
at 22 weeks gestation. She had been treated for acute ANA-positive immune
thrombocytopenic purpura (ITP) at the age of 23, but was otherwise remarkably
healthy (BMI of 21). Routine blood tests, thyroid function, urine were normal.
Platelets remained over 150x103/microL. throughout pregnancy. Immunologic
tests showed ANA 1:1280 fine speckled on HEP2 cells, and anti SSA/Ro an-
tibodies, confirmed by immunoblot (60 KD). Anti dsDNA, anti-Phospolipids
(APL), direct and indirect Coombs tests were negative. Complement C3c and
C4 were in the normal range. Echocardiographic screening for foetal atrioven-
tricular heart block gave normal results since the 16th week. At 18 weeks, growth
restriction under 5th percentile, and placental flow abnormalities were detected
on ultrasound and Doppler velocimetry. A decision was made to terminate the
pregnancy at 22 weeks due to growth arrest. The placenta weighed 320 grams;
large infarctions covered 80% of its surface. Decidua and villi had features of
leukocytoclastic vasculitis, mural thrombosis and fibrin deposition. A massive
C3 and moderate IGG and IGA deposition were present on the villi’s basal mem-
brane. The fetus had no immune deposits, no cardiac conduction tissue lesions
nor major congenital abnormalities. A month later congenital thrombophilic ab-
normalities were not found at blood tests.

Results. We describe a healthy pregnant woman with typical CTD serology and
previous ITP. Severe growth restriction developed due to extensive placental
ischemia in the contest of vasculitis and diffuse immune deposition. Risks fac-
tors for pregnancy complications in Systemic Lupus Erythematosus are active
disease, proteinuria, organ damage, thrombocytopenia, and complement defects.
APL serology confers the higher risk of unfavourable outcome. None of these
features were present in our patient. Pregnancy is considered rather safe in other
CTDs without visceral involvement. A fine balance between inflammation and
growth factors favouring invasion, remodelling, angiogenesis, and tolerance ena-
bles placentation. We hypothesise that occult immune injuries may interfere with
normal placentation by producing tissue and vascular inflammatory and throm-
botic phenomena.

Conclusions. The significance of ANA positivity in unexpected placental pa-
thology is a topic of discussion, and universal testing is not recommended. The
impact of anti SSa/Ro antibodies on pregnancy outcome remain uncertain. This
case indicates that, in a woman with previous immunological events, a high titre
ANA and anti SSa/Ro may produce placental lesions in absence of overt systemic
disease. This suggests that these pregnancies should be considered at high risk
and rigorously monitored with obstetric, medical and immunological follow-up.

Key words: foetal growth restriction, placental pathology, autoantibodies
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PREGNANCY OUTCOME IN SYSTEMIC LUPUS ERYTHEMA-
TOSUS IN RELATION TO DISEASE ONSET

C. Pamfil', D. Tulbure?, L. Damian®, T. Bolos!, I. Felea!, I. Filipescu!, S. Rednic!

'Tuliu Hatieganu University of Medicine and Pharmacy, Department of Rheuma-
tology, Cluj-Napoca, ROMANIA, Emergency Clinical County Hospital, Depart-
ment of Rheumatology, Cluj-Napoca, ROMANIA, *Emergency Clinical County
Hospital, Department of Rheumatology; Dr Damian, Cluj-Napoca, ROMANIA

Objective. To analyze pregnancy outcome in systemic lupus erythematosus
(SLE) in relation to disease onset.

Design and Method. We analyzed twenty-five pregnancies within a 5-year peri-
od in a single tertiary medical center. Pregnancies were divided into two groups:
group A - patients with SLE diagnosed preconception and group B - patients with
SLE onset during the pregnancy or postpartum.

Results. Group A included 20 pregnancies, of which 85% planned and 90% in re-
mission at the time of conception. Antiphospholipid syndrome (APS) and/or he-
reditary thrombophilia (C+S protein deficiency and homozygote mutations) were
present in 75% of patients, requiring anticoagulant and/or antiplatelet prophylax-
is. Anti-Ro positivity was present in half of the group; 10 patients had a history of
lupus nephritis. Preeclampsia and hypertension were recorded in 20% of patients
and fetal complications in 26% (3 still births, 2 premature births, 1 atrial septal
defect). Group B included 5 cases: one case diagnosed with preeclampsia and
full-blown lupus in the third trimester; the rest diagnosed postpartum. APS and/
or hereditary homozygote thrombophilia were associated in 80%; fetal complica-
tions were recorded in 80% of cases: 2 premature and 2 still births. Group B was
associated with significant worse fetal outcome (26% vs 80%, p=0.03). Other
determinants of poor fetal outcome were lack of pregnancy planning (p=0.05)
and the association of APS and/or hereditary thrombophilia (p=0.01), but not
age, disease duration or a history of lupus nephritis.

Conclusions. SLE is a high risk pregnancy; poor fetal outcome is associated with
disease onset during pregnancy or postpartum, lack of pregnancy planning and
the presence of associated APS and/or hereditary thrombophilia.

Key words: pregnancy, poor fetal outcome, antiphospholipid syndrome
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IFN(ALPHA)-MEDIATED DEREGULATION OF MITOCHOND-
RIAL DNA CLEARANCE PROMOTES THE AUTOREACTIVE
PHENOTYPE OF PERIPHERAL BLOOD MONOCYTES IN
HUMAN SYSTEMIC LUPUS ERYTHEMATOSUS
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Objective. Mitochondrial (mt)DNA — an unmethylated form of DNA of bacte-
rial origin — is a 