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Neonatal lupus syndrome: a case with
chondrodysplasia punctata and other unusual
manifestations

E Austin-Ward, S Castillo, M Cuchacovich, A Espinoza, J Cofre-Beca, S Gonzalez,
X Solivelles, J Bloomfield

Abstract
We report a case of a newborn infant
whose mother had systemic lupus ery-
thematosus (SLE) diagnosed before preg-
nancy. The child had clinical
manifestations ofneonatal lupus as well as
chondrodysplasia punctata and other
findings that resemble the congenital
anomalies associated with the use of oral
anticoagulants, with no history of expo-
sure. We speculate that the combined
action of the different maternal autoanti-
bodies may produce the whole spectrum
of manifestations.
(JMed Genet 1998;35:695-697)
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Neonatal lupus erythematosus (NLE), charac-
terised by congenital atrioventricular heart
block or transient lupus skin lesions or both,' is
considered to be caused by passively acquired
autoimmunity via the placenta.2 In addition,
the use of oral anticoagulants between 6 and 9
weeks of gestation can cause congenital abnor-
malities, consisting of intrauterine growth
retardation (IUGR), hypotonia, craniofacial
abnormalities with a hypoplastic nose, chon-
drodysplasia punctata (stippled epiphyses),
hypoplastic nails, and other manifestations.3'4
In this report we present a patient with neona-
tal lupus with uncommon manifestations
ressembling both syndromes.

Case report
The proband was born to unrelated, young,
Chilean parents. The 19 year old primigravida
had systemic lupus erythematosus diagnosed at
the age of 16, when she presented with
symmetrical polyarthritis, malar rash, cervical
lymphadenopathy, and pleural effusion. The
haemoglobin level was 15 g/dl. The white cell
count was 5400 with normal differentiation
and platelet count. ESR was 90 mm/h. She had
(+) ANA 1/6400 titre in a speckled pattern, (+)

anticardiolipin antibodies IgG (53.2 GPL), (+)

ENA, (+) RNP, (+) Ro, (-) anti-ds DNA, (-)

lupic anticoagulant. C3, C4, BUN, creatinine,
and urine samples were in the normal range.

She showed a positive clinical response to
treatment with hydroxychloroquine 200 mg/
day, ketoprofen, and aspirin 100 mg/day. How-
ever, six months later (during this treatment)
she developed flare with fatigue, malaise,

weakness, weight loss, anaemia, hypocomple-
mentaemia, severe polyarthritis, and a large
pericardial effusion with evidence of right ven-
tricular volume and pressure overload. Because
of these symptoms, prednisone at a dosage of
30 mg/day and azathioprine at a dosage of 200
mg/day were prescribed. The symptoms remit-
ted and azathioprine was discontinued when
she was 17 years old. Nine months later she
became pregnant. During the first month of
pregnancy, she was taking hydroxichloroquine
200 mg/day, aspirin 100 mg/day, and pred-
nisone 10 mg/day. When her pregnancy was
diagnosed at four weeks postconception, hy-
droxichloroquine was discontinued. She con-
tinued with prednisone and aspirin. There was
no history of exposure to warfarin or deriva-
tives before or during pregnancy.

Laboratory tests showed anaemia, leucope-
nia, (+) ANA, (+) anti-ds DNA, hypocomple-
mentaemia, (+) anticardiolipin antibodies,
IgG, and (-) lupic anticoagulant. She discon-
tinued all medication after the third month of
pregnancy. At 33 weeks a female was born by
caesarean section because of acute fetal distress
and IUGR. Apgar scores were 8 and 9 at one
and five minutes respectively, birth weight was
1500 g, and length 39.5 cm. The placenta
showed multiple infarctions. Two weeks after
delivery, the mother had a severe lupic crisis
with (+) anti-Ro antibodies, (+) ANA, severe
hypocomplementaemia, high levels of anticar-
diolipin IgG antibodies, and positive lupic
anticoagulant, which was negative at the begin-
ning of the pregnancy. Protein C and S were in
the normal range.

CLINICAL MANIFESTATIONS
The child had facial dysmorphism consisting
of poorly developed brow ridges, depressed
nasal bridge and nasal hypoplasia, large
philtrum, thin pinnae, and a prominent
occiput. Skin lesions consisted of small, 0.5 cm
annular plaques limited to the face, around the
lateral sides of the orbits in an almost
symmetrical distribution. The lesions were
erythematoviolaceous, scaling, and depressed
(fig 1). Histology of a skin lesion showed
orthokeratosis, normal thickness for age, and
slightly spongy epidermis. There was superfi-
cial and perifollicular lymphocytic and histio-
cytic infiltration, epidermal focal vacuolar
alteration, and scanty, apoptotic keratinocytes.
Direct immunofluorescence was positive for
C3, C4, IgG, fibrin, and superficial dermal
globules (apoptotic bodies). The extremities
showed nail hypoplasia, especially on the
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Figure 1 (A, B) Skin lesions, consisting of small annular plaques around the lateral side
of the orbit, andfacial dysmorphism, consisting ofpoorly developed brow ridges, depressed
nasal bridge, and nasal hypoplasia, in the patient with neonatal lupus.

Figure 2 Osteochondrodysplasia punctata (stippled epyphises) in the heel of the patient
with neonatal lupus.

hands, and she had prominent heels. A possi-
ble diagnosis of cardiopathy was discarded.
She was discharged from the clinic at 39 days
of age in good condition.

LABORATORY FINDINGS
Haematological alterations consisted of tran-
sient thrombocytopenia and leucocyte shift to
the left without complications. Diagnosis of
infectious disease was discarded. The result of
G banded karyotyping was 46,XX. Tests for
IgM toxoplasmosis, IgM rubella, and cytome-
galovirus in urine were all negative. She had an
episode of hypoglycaemia corrected by
parenteral treatment.

RADIOLOGICAL FINDINGS
Osteochondrodysplasia punctata was present
in the sacrococcygeal region and in both heels
(fig 2), but not in any other part ofthe skeleton.
The rest of the radiological study was normal.
Echography of the skull was normal.

Discussion
We present a patient with neonatal lupus who
has a spectrum of clinical manifestations not
previously reported to be part of the clinical
description of this disease. Chondrodysplasia
punctata, one of the anomalous symptoms
found in this patient, occurs in numerous
inherited conditions and as a consequence of
the use of some teratogens, like warfarin or
derivatives.5
Some of the clinical findings in this patient

are similar to congenital anomalies usually
related to the use of oral anticoagulants.
Because in this case the patient had no previous
exposure, an alternative mechanism is sug-
gested which produces the same effect as the
anticoagulants. The calcium binding capacity
of various proteins can be reduced by interfer-
ence ofvitamin K dependent post-translational
carboxylation of glutamil residues by oral
anticoagulants.6 During a critical period of
ossification in embryonic development, the
inhibition of these calcium binding proteins by
these drugs could explain the craniofacial
anomalies and stippled calcification, as well as
other manifestations.4

In this case, neonatal lupus could also
involve an affected calcium binding protein. In
the majority of cases of neonatal lupus,
antibodies to Ro/SSA are found,7 as in the
patient described in this study. Ro/SSA is an
autoantigen complex formed by various
polypeptides. Some authors have suggested
that one of these polypeptides is calreticulin,
which is a high affinity calcium binding
protein.8 However, the participation of calreti-
culin in this complex is still controversial.9 10 In
any case, the pathogenesis of the cutaneous
lesions of LE and the congenital heart block
associated with neonatal lupus involve antibod-
ies to calreticulin as well as to Ro/SSA.8 10-12
We propose that the findings in this patient,

which are similar to the syndrome caused by oral
anticoagulants, probably reflect a similar patho-
physiology to this syndrome via the interference
of a calcium binding protein caused by maternal
autoantibodies. There are other possible mecha-
nisms whereby these manifestations could
occur, but they are less probable. In vitamin K
epoxide reductase deficiency, there is also an
additional congenital, persistent coagulopathy5
which is not present here. We can also discard

696

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jm

g.bm
j.com

/
J M

ed G
enet: first published as 10.1136/jm

g.35.8.695 on 1 A
ugust 1998. D

ow
nloaded from

 

http://jmg.bmj.com/


New clinicalfindings associated with neonatal lupus

malabsorptive vitamin K deficiency secondary
to maternal bowel disorder, which has recently
been described as vitamin K deficiency
embryopathy. None of the drugs prescribed to
the mother before or during pregnancy have
been reported to have this kind of teratogenic
effect.

Antiphospholipid antibodies have also been
related to neonatal lupus manifestations. The
presence ofboth anticardiolipin antibodies and
lupic anticoagulant at the end of this pregnancy
could explain findings such as thrombocytope-
nia, IUGR, prematurity, and a placenta with
multiple infarctions.13-15
We suggest that it is advisable for every new-

born baby suspected of having neonatal lupus
to have a radiological examination of the skel-
eton to discard the presence of osteochondro-
dysplasia punctata lesions.

We thank Dr Christine Rousseau for review of the manuscript.
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