Open Access Journal of Reproductive System and
Sexual Disorders

IAUPINE PUBLISHERS

Open Access DOI: 10.32474/0AJRSD.2018.01.000117

ISSN: 2641-1644

Mini Review

Systemic Lupus Erythematosus: Reproductive Risks
and Choices

Myat San Yi'*, Khin Than Yee? and Mon Mon Yee?

1Department of Obstetrics and Gynaecology, University Malaysia Sarawak, Malaysia
2Department of Paraclinical Science, UNIMAS, Malaysia

3Department of Obstetrics and Gynaecology, Newcastle University, Malaysia

Received: B August 20, 2018; Published: B August 27,2018

*Corresponding author: Myat San Yi, Department of Obstetrics and Gynaecology, University Malaysia Sarawak (UNIMAS), 94300
Kota Samarahan Sarawak, Malaysia

Abbreviations: UV: Ultra-Violet; ANA: Antinuclear Antibodies; ss: Single-Stranded; Sm: Anti-Smith; CNS: Central Nervous System;
ACR: American College of Rheumatology; CBC: Complete Blood Count; UKMEC: UK Medical Eligible criteria for Contraceptive use

Introduction

In ancient times, lupus means a disease that eats away, bites
and destroys the skin and various organs. The Lupus Foundation
of America estimates that 1.5 million Americans, and at least five
million people worldwide, have a form of lupus. [1] There are four
types of lupus accepted and they are Systemic lupus, cutaneous
lupus, drug-induced lupus (mainly by drugs like hydralazine,
Isoniazid.) and neonatal lupus. Systemic lupus accounts for
approximately 70 percent of all cases of lupus [2]. It is a well-known
autoimmune disease. It occurs predominantly in females in a varied
ratio of 5 to10:1 according to previous studies. The course of the
disease is a chronic, relapsing and remitting in nature. Its popularity
among the autoimmune disease is its occurrence in reproductive
aged women with multisystem involvement affecting the woman'’s
reproductive life as well as its potential fatality. The aetiology
is still uncertain yet but is generally accepted that the damage is
caused by the production of antibodies to react to own body tissues
resulting in inflammation with the immune complex deposition
and vasculopathy. There will be genetic or familial, ethnicity,
socio-economic status, hormonal factors especially estrogen, and
immunological factors involved. Environmental factors like certain
viruses and ultra-violet (UV) light contribute in its aetiology. It is
commoner in Asians and African-Americans.

Many antibodies are detected like ANA (antinuclear Antibodies-
target nuclear components of Cells and important diagnostic
marker); anti-double-stranded (ds) DNA antibodies, single-
stranded (ss) DNA, anti-Ro and anti-La antibodies and the anti-Smith
(Sm) antibodies resulting in organ damage. Other antiphospholipid
antibodies like prothrombin activator complex, lupus anticoagulant
as well as anti-cardiolipin antibodies can lead to abnormal clotting
as well as loss of pregnancy. The prevalence of SLE varies around

the world but in United States, it is around 20-150 cases per
100,000 population [3], reported estimated prevalence rates in
women range from 35/100 000 in a white subpopulation in the UK
[4]. The clinical features are generally malaise, fever, arthritis, rash
and weight loss. The presenting symptoms may be complex and
non-specific; therefore, it will be difficult to differentiate from other
conditions like irritable bowel disease, HIV infection and other
varieties of connective tissue diseases [5]. The presentation will be
attributed to the organs involved. The symptoms will depend on the
degree of severity and type of the organs damaged. In general, the
skin, musculoskeletal system, and pulmonary system are primarily
affected. Then, SLE also affects the cardiovascular, gastrointestinal,
renal, and hematological systems, as well as the central nervous
system (CNS). Basically, the diagnosis is individualized and begins
with a high index of suspicion. The ACR [6] (American College of
Rheumatology) has 11 diagnostic criteria for SLE; if a patient meets
at least four, SLE can be diagnosed with 95% specificity and 85%
sensitivity. According to Lupus organisation, the diagnosis is based
on the lupus check list provided to the patient to fill in with the
presenting symptoms under the Rheumatologist care [7]. It is
flanked with the appropriate diagnostic tests like ANA test (Table
1).

Table 1: American College of Rheumatology criteria for SLE [6].

Malar rash Renal disorder

Discoid rash Neurological disorder

Photosensitivity Hematological disorder

Oral ulcers Immunological disorder

Arthritis Antinuclear antibody

Serositis (e.g: Pleurisy, pericarditis)
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Four of these criteria are required simultaneously or serially.

The ACR recommends ANA testing in patients who have two or
more unexplained signs or symptoms although it is not a specific
test for SLE. It can be raised in other connective tissue diseases
like Sjogren’s syndrome, scleroderma, rheumatoid arthritis, and
fibromyalgia. When ANA titres are measured, laboratories should
report ANA levels at both 1:40 and 1:160 dilutions and should
supply information on the percentage of normal persons who are
positive at each dilution [8]. Anti-dsDNA and anti-Smith (Sm) are
two specific autoantibodies that are highly diagnostic for SLE.
Other helpful blood tests like a complete blood count (CBC) and a
urinalysis to determine the creatinine clearance and the presence
of proteinuria or active sediment should be done. The testing
of complement levels (C3 and C4) as potential markers during
SLE flares is also useful. Radiography can be used to assess joint
involvement; renal ultrasound, kidney size and impairment; chest
radiography, pulmonary involvement; and electrocardiography,
chest pain

Complications can include kidney damage, including kidney
failure, cognitive and memory impairment, neuropsychiatric
symptoms, blood disorders and cardiovascular disease [4]. With
the progress in our understanding of the pathogenesis and early
recognition of the clinical symptoms, as well as the improvement
in the diagnostic facilities and advanced medication result in longer
survival rates and better quality of life. Apart from that, as it occurs
commonly in reproductive aged women, the reproductive outcome
is more worsened in those affected compared to general population.
There are reproductive outcome failures like an increased risk of
spontaneous miscarriage, stillbirths, foetal growth restriction,
preeclampsia and preterm delivery. There is an increased risk of
SLE flare at any stage of the pregnancy or postpartum. Neither
the severity nor type of the flare is altered by pregnancy [9]. The
flares will be varied depending on the triggering factors, period of
gestations and underlying immunological status with medication
[10]. However, flare is difficult to diagnose in pregnancy as fatigue,
erythema, anaemia and hair fall are common to both. [11] Risk of
flare appears elevated during the second trimester, third trimester
and puerperium. In particular, renal and hematologic flares may
be more frequent, while musculoskeletal flares are decreased [4].
(Table 2,3)

Table 2: Shows the signs and symptoms of flares [10].

Aching or increased swelling of the joints

Weakness and pain of the muscles

Unusual fevers

Unusual exhaustion and/or fatigue

Hair loss

Dizziness and difficulty with focus and memory

Digestive Problems

Rash

Swollen Lymph Glands

Table 3: General triggering factors for the flare are in [11].

Overwork or not enough rest

Stress or an emotional crisis

Exposure to sunlight or other sources of ultraviolet light

Infection

Injuries or surgery

Pregnancy or puerperium

Withdrawal of medications for lupus

Sensitivities or allergies to hair dye, makeup, and skin creams

Certain prescription drugs

Over-the-counter medications, such as cough syrup or laxatives

Immunization

A review of women treated at the Hopkins Lupus Pregnancy
Center from 1987 to 1996 found that hypertension, preeclampsia,
hyperglycemia, gestational diabetes, and bladder infections were
more frequent in pregnant women with lupus [4]. There are
evidences of thromboembolism in the affected women with or
without antiphospholipid antibodies.
indicate the affected woman and her doctor to make a correct choice

These incidents strongly

in the contraceptive methods to avoid unnecessary consequences.
Unintended pregnancies, whether they are mistimed or unwanted,
are especially problematic for women with SLE. Pre-eclampsia once
developed makes difficult to differentiate from lupus nephritis.
Both attribute to the signs and symptoms like low platelets, renal
impairments, edema, hypertension and proteinuria. The only
difference between these two pathologies are lupus nephritis has
red cell casts in the urine with hypocomplementaemia and rising
anti-DNA titre. On the other hand, pre-eclampsia includes raised
transaminase and hyperuricemia [9]. Adverse pregnancy outcome
is related to the presence of antiphospholipid antibodies, renal
involvement, disease activity and the presence of anti- Ro and
anti-La antibodies. In addition, the drugs used in the treatment of
SLE are not free from side effects like teratogenicity. According to
Rebecca et al (2017), it is estimated that 5.8% of all pregnancies in
U.S are exposed to category D or X medications. An estimated half
of all pregnancies are unplanned in this study too [12]. To avoid
the adverse reproductive outcome mentioned above, effective
contraception is crucial for those affected with SLE.

Management

Pre-pregnancy counselling are essential to enable an accurate
risk assessment and facilitate the pregnancy process. They are
encouraged to conceive at the remission period. The management
of SLE depends on the system involved. All patients with SLE should
receive education, counselling, and support. Hydroxychloroquine
(Plaquenil)isthe cornerstoneoftreatmentbecauseitreducesdisease
flares and other constitutional symptoms. It is safe in pregnancy
but due to long half-life, the exposure to the foetus continues until
three months once mother stopped using it. Once pregnancy has
confirmed, NSAID needs to be stopped. Low-dose glucocorticoids
can be used to treat most manifestations. Azathioprine is safe to
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use in pregnancy. Evidence from retrospective and cohort studies
supports a role for low-dose aspirin. Recurrent pregnancy loss is
possible in some groups of women and they should be screened for
antiphospholipid antibodies [13].

Regarding the current contraceptive methods, no contraceptive
method is ideal; all have benefits and drawbacks. The risk of use of a
given contraceptive must be balanced against the known significant
risks of pregnancy. The definitive guideline by UKMEC (UK medical
eligible criteria for contraceptive use) in these groups is beneficial.
According to UKMEC, copper IUD is the best choice (category 1-
which indicates there is no restriction of the method), on the other
hand, levonorgestrel releasing intrauterine system is category
2 restrictions on the use of the method (Category 2 indicates the
benefits generally outweigh the risks). There were concerns that
oestrogen will increase the disease activity and thromboembolism.
So many studies were conducted before to consider the association
between the combined contraceptive pills and SLE. The evidence
was the combined pills (including the oestrogen) may worsen the
disease activity although one RCT study from Mexico not proved this
[3], but UKMEC indicates Category 4 for combined pills. (Category
4 indicates an unacceptable health risk if the method is used by
women with the medical condition). Progesterone containing pills,
injectables and implanon are category 2.

Facilitating women'’s access to a family planning specialist
is very important to achieve the favorable outcome and prevent
the unintended pregnancy and its related reproductive risks.
Multidisciplinary approach with input from rheumatologist,
hematologist, nephrologist, endocrinologist depending on
the system involved in the disease process is beneficial to the

management of these unfortunate women.
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