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ABSTRACT

Pregnancy promotes immune and endocrine adjustments in order to facilitate nidation,
placentation and fetal development, inducing an immunological reset and triggering a
potential autoimmune disease. The aim of the study is to analyze the impact of an
underlying rheumatic or gastrointestinal autoimmune disease on pregnancy. The study is
retrospective, unicentric, and included a group of 70 patients. The awareness regarding
reproduction in women with rheumatic diseases made pregnancies possible and with
fewer complications along the way, imputing interdisciplinary management and pre-
conceptional counselling. Pregnancy complications as pregnancy loss, cesarean
delivery, preeclampsia, intrauterine growth restriction, preterm birth are more often
among pregnant women with autoimmune diseases, but severe complications like
perinatal deaths and structural malformation are rare. The take home message of these
research is that pregnancy in woman with autoimmune diseases should be
multidisciplinary monitored due to possible placental transfer of maternal
autoantibodies, the possible effects of maternal medications on the fetus and the newborn.
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INTRODUCTION

Autoimmune diseases are heterogenous
group of diseases that are based on extensive
chronic systemic inflammation and autoantibody
production and it is known to be correlated with
reproduction problems in both genders. These
inflammatory systemic diseases are frequently
diagnosed in the 20 or the 30 decades of life and
after that they impact the entire life span, but are
more prevalent in childbearing age women.

Pregnancy promotes immune and endocrine
adjustments in order to facilitate nidation,
placentation and fetal development, inducing an
immunological reset and triggering a potential
autoimmune disease [1], [2]. This physiological
pathway of inflammation during pregnancy plays
an important role in obstetrical and neonatal
outcomes. As inflammation is the key in
autoimmune diseases, pregnancy will be
challenging at these patients.
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Unfortunately, until recent times, women
with underlying autoimmune diseases, had been
discouraged regularly from pregnancy due to
condition flare or unknown obstetrical and fetal
outcomes. During pregnancy or postpartum,
conditions as such, if not controlled properly, can
lead to activity flare, thromboembolic events,
hypertension, renal vasculitis, etc. [3]-[6]. Fetal
outcomes in pregnant women with underlying
autoimmune diseases are represented by preterm
delivery, fetal loss, cesarean delivery,
preeclampsia and intrauterine growth restriction
[3]. [51-[7].

Even though the course of an
autoimmune disease during pregnancy differs
from one condition to another, there is a
consensus regarding the fact that the a minimally
active disease or a sustained remission before and
during pregnancy and a controlled preconception
can guarantee a successful maternal and fetal
outcome [8], [9]. Modern day medicine
succeeded to present complex treatment options,
to address contraception and conception planning
for a better and safer pregnancy outcome.

MATERIALS AND METHOD

The methodological characteristics of the
study on the basis of which the research design
was established, were:

e Unicentric

e Retrospective: data were collected
between 2020 - 2021 for patients who
were followed between 1 January 2013 -

31 December 2019

e Non-experimental: the study did not
influence the therapeutic management of
rheumatic  disease  or  pregnancy
management

e Descriptive: the study described the
followed group in accordance with the
proposed objectives

Based on the purpose and the specific
objectives of the study, the following eligibility
criteria were identified:

e Patients with rheumatic / gastrointestinal
disease diagnosed before pregnancy

e Patients followed throughout pregnancy
and postpartum

e Patients of whom evolution of rheumatic/
gastrointestinal disease was monitored
during pregnancy

e Presence in the observation sheets of all
the necessary anamnestic, clinical and
paraclinical information

The study was carried out respecting the
rules in force on scientific research valid at
national level (Law 206/2004) and at a European
level (The European Code of Conduct for
Research Integrity and the Helsinki Declaration).

RESULTS

The study group is made of 70 patients
with ages between 19 and 43 years, with an
average of 31.95 years and a median of 32 years.
The maximum number of cases was in the age
range of 30-35 years with a number of 35
pregnant woman.

A central element of the analysis in the
present study is the underlying autoimmune
rheumatic/gastrointestinal disease, a disease
diagnosed before pregnancy according to
international specific diagnostic criteria. We note
that the autoimmune diseases included in the
study were: Crohn's disease (7 cases), lupus (11
cases), rheumatoid arthritis (27 cases), Sjogren's
syndrome (8 cases), rectocolitis (9 cases),
antiphospholipid syndrome (3 cases) and
ankylosing spondylitis (1 case). Three patients
associated two diseases: rheumatoid arthritis and
Sjogren's syndrome (2 cases), respectively
antiphospholipid syndrome and lupus (1 case).

Regarding to the age at diagnosis of the
underlying rheumatic disease, there is an interval
of the age of diagnosis between 12 and 32 years,
with an average of 23.72 years and a standard
deviation of 5.09 years. In most patients, the
diagnosis was made after the age of 20.

Out of the total of 70 patients included in
the research, 2 used In Vitro Fertilization, so that
in the case of the other 68 patients the pregnancy
could be obtained naturally.

19 patients from the study group
representing 27.14% had at least one pregnancy
loss. From these 19 patients with pregnancy loss
10 have had only one pregnancy loss, 3 patients
with 2pregnancy loss and 3 patients with 4
pregnancy loss, 2 patients with 3 pregnancy loss,
and 1 patient with 7 pregnancy loss.
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During pregnancy, the patients included
in the research gained a number of kilograms
between 5 and 30 kg, with an average value of
12.46 kg and a standard deviation of 4.74 kg. The
distribution of cases in relation to weight gained,
shows a maximum number of cases in the range
of 10-12 kg and an uneven distribution in regard
to the initial weight with a gain between 11.11%
and 47.61%.

The time interval between the diagnosis
of the underlying rheumatic disease and the
pregnancy had an average value of 8.05 years,
with a range of values of 1 to 19 years, and a
standard deviation of 4.84 years.

Regarding the time elapsed from the last
recurrence of autoimmune disease at the time of

pregnancy, the average value was 13.84 months
with a standard deviation of 13.48 months and a
range of values from 0 to 84 months.

Table 1 presents the percentage
distribution of cases in relation to the activity
score of the underlying disease in 5 moments of
pregnancy’s evolution: preconception, in each
trimester of pregnancy and postpartum.
Therefore, most patients were in remission or
presented low activity disease at the time of
conception (64 from 70 cases), so their
percentage decreased with advancing pregnancy
- 65 cases in the first trimester, 57 cases in the
second trimester, 53 cases in the third trimester,
and 36 cases postpartum.

Remission Low Moderate High

Preconception 40 24 5 1
1st Trimester 37 28 5 0
2nd Trimester 35 22 11 2
3rd Trimester 33 20 10 7
Postpartum 19 17 20 14

Table 1 - Distribution of cases in relation to the activity score of the underlying rheumatic disease

The graphic presented in Figure 1,
highlights the worsening of underlying
rheumatic disease during pregnancy with an
emphasis on moderate and increased activity in
the postpartum period (34 cases), compared to 17
cases in the third trimester.
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Figure 1 — Dynamic percentage distribution of
cases in relation with the activity score of the
underlying rheumatic disease

During pregnancy, 23 patients suffered
from a relapse of the autoimmune disease. The
onset time of exacerbation during pregnancy
varied between week 4 and week 35 of
pregnancy, with a median value of 28 weeks.
Most relapses were recorded after the 20th week
of pregnancy.

Relapse (weeks)

Mean 27.174
Median 28.000
Std. Deviation 7.215
Variance 52.059
Range 31.000
Minimum 4.000
Maximum 35.000

Table 2 — Statistical data regarding the time of
relapse of rheumatic disease in relation to the
pregnancy’s evolution

Regarding the mode of delivery out of the
70 patients included in the research, 50 gave birth
by cesarean delivery and the remaining 20 gave
birth by vaginal delivery. 12 cesarean deliveries
were emergencies: 4 cases of premature
membrane rupture (PROM), 3 cases of
hypertension crisis, 1 eclamptic crisis and 5 cases
of fetal distress, representing 26% from all
cesarean deliveries in the study group. 16
patients out of 70 have developed pregnancy
induced hypertension (22,85%), and 11 from this
subgroup  have developed preeclampsia
(15.71%).
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Considering the gestational age, the birth
occurred for all patients between the 34th and
40th week of pregnancy, with a median value of
38 weeks. Most births took place in week 38 (22
cases), respectively week 39 (21 cases). 8
patients have had preterm births representing
11,42% from the study group, preterm birth
being define as birth under 37 weeks of gestation.
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Figure 2 — Statistical data regarding the time of
relapse of autoimmune disease in relation to the
pregnancy’s evolution

Out of a total of 70 patients included in
the research there was only a stillbirth,
representing 1.42%, the other 69 fetuses being
viable.

Regarding the birth weight of the
offspring from mother with autoimmune diseases
the majority of newborns were normal weighed
for the gestational age, with the mean weight of
2974.55 g and a standard deviation of 542.29 g.

As for Apgar score of the newborns, for
the majority of cases — 47/70, Apgar score at 1
minute was 9. 14/70 Cases had a score of 9, 8/14
of 8, 2/70 of 7 and 2/70 of 6.

DISCUSSION

We can conclude the fact that women
with autoimmune diseases have a prolonged time
to achieve pregnancy and that in most cases, they
will have an activity flare during pregnancy or
postpartum even though they were in remission
or presented low activity disease at the time of
conception [2], [7], [10], [11]. Throughout
pregnancy, rheumatic diseases need to be
monitored closely in order to receive adjunct
treatment, while obstetricians need to identify
any fetal abnormalities in order to plan the best

timing for delivery and avoid perinatal morbidity
and mortality [2], [12].

The lack of data concerning management
of the preconception, pregnancy and postpartum
evolution and consequent complications caused
by autoimmune diseases, especially rare ones,
make medical counselling and treatment
decisions complex, constraining specialists into
creating individualized plans in order for women
to achieve pregnancy and maintain it and for
controlling the activity of the underlying disease
[10], [13], [14]. There is also a need for creating
pregnancy registers and developing studies in
order to compare disease-match groups [15],
[16].

CONCLUSIONS

The awareness regarding reproduction in

women with  rheumatic diseases made
pregnancies  possible and  with  fewer
complications along the way, imputing
interdisciplinary  management and  pre-
conceptional counselling. Pregnancy
complications as pregnancy loss, cesarean

delivery, preeclampsia, intrauterine growth
restriction, preterm birth are more often among
pregnant women with autoimmune diseases, but
severe complications like perinatal deaths and
structural malformation are rare. The take home
message of these research is that pregnancy in
woman with autoimmune diseases should be
multidisciplinary monitored due to possible
placental transfer of maternal autoantibodies, the
possible effects of maternal medications on the
fetus and the newborn.

REFERENCES

[1] Dstensen M, Villiger PM, Forger F. Interaction of
pregnancy and autoimmune rheumatic disease.
Autoimmunity Reviews. 2012 May 1;11(6-7):
A437-46.

[2] Maguire S, O’Shea F. Management of Pregnancy
in Rheumatic Disease. EMJ Rheumatology. 2021 Jul
15;86-93.

[3] Gayed M, Gordon C. Pregnancy and rheumatic
diseases. Rheumatology. 2007 Nov 1;46(11):1634—
40.

[4] Marder W, Somers EC. Is pregnancy a risk factor
for rheumatic autoimmune diseases? Current opinion
in rheumatology. 2014;26(3):321.

Romanian Journal of Clinical Research

65



Andreea Grargiana Boiangiu et al.

[5] Keeling SO, Oswald AE. Pregnancy and
rheumatic disease: “by the book” or “by the doc.”
Clinical rheumatology. 2009;28(1):1-9.

[6] Mecacci F, Pieralli A, Bianchi B, Paidas MJ. The
impact of autoimmune disorders and adverse
pregnancy outcome. Seminars in perinatology.
2007;31(4):223-6.

[7] Dstensen M, Andreoli L, Brucato A, Cetin I,
Chambers C, Clowse MEB, et al. State of the art:
Reproduction and pregnancy in rheumatic diseases.
Autoimmunity reviews. 2015 May 1;14(5):376-86.
[8] IMAJ | The Israel Medicine Association Journal |
Volume 21, Number 7, July 2019 | The Course of
Rheumatic Diseases During Pregnancy.

[9] Mérker-Hermann E, Fischer-Betz R. Rheumatic
diseases and pregnancy. Current opinion in obstetrics
& gynecology. 2010 Dec;22(6):458—65.

[10] Giles I, Yee CS, Gordon C. Stratifying
management of rheumatic disease for pregnancy and
breastfeeding. Nature Reviews Rheumatology 2019
15:7. 2019 Jun 11;15(7):391-402.

[11] van den Brandt S, Zbinden A, Baeten D, Villiger
PM, @stensen M, Forger F. Risk factors for flare and
treatment of disease flares during pregnancy in
rheumatoid arthritis and axial spondyloarthritis
patients. Arthritis Research & Therapy. 2017 Mar
20;19(1).

[12] Andreoli L, Bertsias GK, Agmon-Levin N,
Brown S, Cervera R, Costedoat-Chalumeau N, et al.

Extended report: EULAR recommendations for
women’s health and the management of family
planning, assisted reproduction, pregnhancy and
menopause in patients with systemic lupus
erythematosus and/or antiphospholipid syndrome.
Annals of the Rheumatic Diseases. 2017 Mar
1;76(3):476

[13] Al-Emadi S, Abutiban F, el Zorkany B, Ziade N,
Al-Herz A, Al-Maini M, et al. Enhancing the care of
women with rheumatic diseases during pregnancy:
challenges and unmet needs in the Middle East.
Clinical Rheumatology. 2016 Jan 1;35(1):25.

[14] el Miedany Y, Palmer D. Rheumatology-led
pregnancy clinic: enhancing the care of women with
rheumatic diseases during pregnancy. Clinical
Rheumatology. 2020 Dec 1;39(12):3593.

[15] Skorpen CG, Hoeltzenbein M, Tincani A,
Fischer-Betz R, Elefant E, Chambers C, et al. The
EULAR points to consider for use of antirheumatic
drugs before pregnancy, and during pregnhancy and
lactation. Annals of the rheumatic diseases. 2016 May
1;75(5):795-810.

[16] Dstensen M, Brucato A, Carp H, Chambers C,
Dolhain RJEM, Doria A, et al. Pregnancy and
reproduction in autoimmune rheumatic diseases.
Rheumatology (Oxford, England). 2011
Apr.;50(4):657-64.

66

Vol. 4, No. 2, 2021



