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Ocular manifestations in a newborn from a
pregnancy complicated by an antiphospholipid
syndrome — a case report
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Abstract
The paper presents a case of ophthalmologic manifestations, episcleritis and retinal branch vein thrombosis, in a
neonate born to a mother with antiphospholipid syndrome (APS) in the course of systemic lupus erythematosus.
Female neonate (birth weight 1150 g, Apgar scores 6, 7 and 7) was born with respiratory distress syndrome,
moderate anemia and grades | and Il intraventricular hemorrhage. Ophthalmic examination revealed an enormous
pre-retinal hemorrhage with accompanying thrombotic changes typical of retinal vein in the fundus of the left eye.
Episcleritis was found in the anterior segment of the eye and later confirmed by ultrasound.
Laboratory tests showed increased levels of maternal antibodies aCL 1gG, antyp2GP1 IgG and antyB2GP1 IgM.
No ANA, LA and SS-A/SS-B antibodies were detected. Increased concentrations of aCL IgG and a lengthening
APTT were observed in newborn blood at first but the parameters normalized by 6 months of age.
Our observations allowed us to conclude that early examination of neonates born to mothers with antiphospholi-
pid syndrome is essential as it allows fast identification of pathological retinal changes by means of assessing the
presence of aPL antibodies.
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Streszczenie

Praca przedstawia przypadek wystgpienia zmian okulistycznych pod postacig zapalenia nadtwardowki i zakrzepicy
zylnej siatkowki oka u noworodka urodzonego przez matke z zespotem antyfosfolipidowym (APS) w przebiegu

tocznia rumieniowatego ukiadowego.

Noworodek pfici zeriskiej o masie ciata 1160g oceniany w skali Apgar na 6, 7, 7 punktow, urodzony z zespotem
zaburzeri oddechowych, umiarkowang niedokrwistoscia oraz z krwawieniem okotokomorowym | i Il stopnia.
W badaniu okulistycznym na dnie oka lewego stwierdzono znacznych rozmiarow przedsiatkowkowy wylew
krwi z towarzyszgcymi zmianami zakrzepowymi dla zakrzepu naczyn zylnych siatkowki. W przednim odcinku
oka stwierdzono zapalenie nadtwardowki, co potwierdzono w badaniu ultrasonograficznym. W badaniach
laboratoryjnych u matki wykazano podwyzszenie miana przeciwciat aCL IgG, antyp2GP1 IgG i antyB2GP1 IgM. Nie
stwierdzono obecnosci ANA, LA oraz przeciwciat SS-A/SS-B. We krwi noworodka obserwowano wzrost stezenia
miana przeciwciat aCL IgG i wydtuzenie czasu APTT — normalizacja tych parametrow nastgpita w szostym miesigcu

Zycia dziecka.

Poczynione obserwacje wskazujg iz u noworodka urodzonego z cigzy powiklanej zespotern antyfosfolipidowym,
celem szybkiego rozpoznania chorobowych zmian w siatkowce wskazane jest wczesne badanie okulistyczne z

oceng obecnosci przeciwciat aPL.

Stowa kluczowe: przeciwciala antyfosfolipidowe / choroby tkanki lacznej / cigza /
/ powiklania / noworodek / zapalenie nadtwardowki /
/ zaKrzepica zylna siatkéwki / czynniki ryzyka / zakrzepica /

Abbreviations:

ANA - antinuclear antibodies,

aCL - anticardiolipin antibodies,

ap2GPI - anti-beta2glycoprotein | antibodies,

LA - lupus anticoagulant,

anti-dsDNA - anti-double stranded DNA antibodies,

anti-ssDNA - anti-single stranded DNA antibodies,

aPL - antiphospholipid antibodies,

anti-Ro/SSA and anti-La antibodies - antibodies against extractable nuclear
antigens,

ET-1 - endothelin-1

Introduction

Numerous studies have shown that pregnancy in women with
connective tissue disorders, such as systemic lupus erythomatosus
(SLE) or SLE-related antiphospholipid syndrome (APS), can
reactivate these diseases and increase the complications in
several different organs [1-6]. The pathophysiological basis of
connective tissue disorders is caused by a decrease or loss of
tolerance for auto-antigens, and production of antibodies directed
against them [1].

The most common ocular symptoms described in adults
with systemic connective tissue disorders, including SLE, are:
keratoconjunctivitis, episcleritis, pre-retinal hemorrhages, retinal
vasculitis, retinal artery or vein occlusion with retinal edema,
ischemia, hard exudates, and cotton-wool-spots [6, 7]. Among
the immunological prothrombotic risk factors, the key indicator
is the presence of aPL, especially aCL and a2GPI [1, 2]. The
V Leiden factor and hypercoagulability also increase the risk
of thromboembolic complications [6-10]. Ophthalmologic
manifestations are caused not only by immunological agents
but also by endothelial dysfunction, especially the increase of
intraendothelial ET-1 [11].
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Various authors have suggested the possibility of trans-
placental transfer of maternal antibodies, detected in blood
samples of neonates born to mothers with SLE or APS. This
phenomenon could cause immunological complications such as
retinal thrombotic lesions [1-3, 6-12]. Literature review yielded
no data in regards to ophthalmologic symptoms diagnosed in
neonates from pregnancies complicated by maternal connective
tissue disorders. To the best of our knowledge, this is the first
report of recurrent episcleritis and retinal branch vein thrombosis
in one-month old neonate.

Case report

Female infant (birth weight 1150g, Apgar scores 6, 7 and 7)
was born with respiratory distress syndrome, moderate anemia,
grades 1 and II intraventricular hemorrhage. Manifestations
of episcleritis and an enormous pre-retinal hemorrhage with
accompanying thrombotic changes typical of retinal vein
occlusion were observed in the left eye. (Figure 1).

Indirect  ophthalmologic ~ examination  (eye-fundus
visualization by Ret-Cam Il method; Clarity Medical Systems)
confirmed the above mentioned lesions and excluded retinopathy
of prematurity (ROP). Additionally, a hyperechogenic region
corresponding to the described changes was detected in B-mode
ultrasonography (US-3300 EchoScan ultrasonic B — scan with
10-MHz sector probe equipment — Nidek Co. Japan) [13]. Local
treatment was applied (reabsorbing and capillary stabilizing
drops) and resulted in ocular improvement within a three-month
period. (Figure 2).

Blood sample analysis, performed within the first month of
neonatal life, revealed a higher titer of aCL IgG (33.3 GPL U/ml,
norm <12.0), prolonged APTT (42.3 s; norm: 23.0-37.0 s), and a
negative LA test. The titer of aCL IgM and af2GPI was within
the range. Furthermore, examinations of serum showed a gradual
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decrease in the marked antibody titers, which were undetected
after six months.

The newborn’s mother, 35 year-old nullipara, was referred
to the Department of Feto-Maternal Medicine and Gynecology in
the 31% week of gestation due to high arterial blood pressure and
proteinemia. Her medical history revealed migraines, signs of the
Reynaud’s syndrome and intermittent joint pain with edema. Vein
thrombosis of the lower limbs and recurrent pulmonary emboli
were present in the family anamnesis. Laboratory tests showed
elevated protein nitrogen (urea: 42 mmol/L), creatinine (99.9
umol/L), LDH (878 U/L), transaminases (ALT 54 U/l, AST 52
U/, D-dimers (31.1 nmol/L) and proteinemia (50-127.1 g/L).
Blood plasma analysis revealed high titers of aCL IgG (>120 GPL
U/ml; norm <12.0), ap2GPI IgG (230 RU/ml; norm <20.0), and
aPp2GPI IgM (27.4 RU/ml; norm <20). ANA, LA and SS-A/SS-B
antibodies were not detected. Due to abnormality of lab tests and
clinical symptoms, preeclampsia with the beginning of HELLP
syndrome was suspected as APS. Owing to the ineffectiveness of
the anti-hypertensive treatment, a cesarean delivery at 31 weeks
of gestation was indicated.

Discussion

Ocular manifestations in newborns delivered from pregnancy
complicated by connective tissue disorders have not been
described in the available literature so far. In the aforementioned
case of the female newborn, the vascular retinal manifestation
in the form of branch vein thrombosis and episcleritis was most
likely caused by maternal primary APS. According to some
authors, the presence of ocular symptoms in neonates can be
associated with trans-placental aPL IgG transfer, which depends
on the structure, titer and affinity of antibody, and the placement
of antigens against whom circulating antibodies are directed [10].
Many observations suggest that the aPL antibodies (aCL and LA)
are responsible for the ocular manifestations, especially the retinal
vein thrombosis in APS. In these cases, aCL antibodies were
detected in the sera of both the mother and the child. This finding
confirmed earlier suggestions that aPL antibodies are not only the
main risk factor of the retinal thrombosis in the eye, but also the
evidence for trans-placental transfer and increased disease activity
[1, 10, 14, 15]. Preeclampsia, intrauterine growth restriction
(IUGR), asphyxia, presence of catheter, cardiac disease, prenatal
trauma, genetic mutation of factor V (Leiden), prothrombin G
20210A mutation, methyltetrahydrofolate reductase MTHFR
C677T and A1298C mutations, decreased levels of protein
C and S, antithrombin III, sepsis, infections, polycythemia,
dehydration, increased level of lipoprotein (a), maternal diabetes
and drug abuse, besides the aCL circulated antibodies, are among
different prothrombotic risk factors that were mentioned above
[7-9, 14, 15]. Preterm delivery, respiratory insufficiency, anemia
and grades I and II intraventricular hemorrhage, all of which
were observed in the discussed case, might be the novel factors
influencing the appearance of retinal lesions that have not been
described in the medical literature so far.

In conclusion, early ophthalmologic screening with the
detection of aPL antibodies is recommended to be performed in
neonates born to mothers with connective tissue disorders.
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Figure 1. Thrombosis of the inferior temporal branch of the retinal vein.

Figure 2. Stabilization of the retinal lesions after topical treatment.
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