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Neonatal lupus erythematosus: a report of four cases
Lupus eritematoso neonatal: reporte de cuatro casos
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Abstract: Neonatal lupus erythematosus is a very rare disease, clinically characterized by skin lesions
that resemble those of subacute or discoid lupus erythematosus and/or congenital heart block.
Generally, when patients have skin manifestations, they have no cardiac defects and vice-versa; howev-
er, in 10% of cases these manifestations may coexist. Other findings may include hematologic, hepatic
and neurological abnormalities. This condition is caused by the transplacental passage of maternal
autoantibodies against Ro (95%), La and, less frequently, Ul-ribonucleoprotein (U1-RNP). The present
case report describes four patients with clinical, histopathological and immunological findings compat-
ible with neonatal lupus erythematosus, their treatment and progress.
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Resumen: El lupus eritematoso neonatal es una enfermedad poco frecuente, caracterizada clinica-
mente por alteraciones cutineas semejantes al lupus subagudo o discoide y/o bloqueo cardiaco con-
génito. Generalmente, cuando los pacientes presentan manifestaciones cutineas, no tienen anormali-
dades cardiolégicas y viceversa, aunque en un 10% de los casos ambas manifestaciones pueden coexis-
tir. Puede acompanarse también de alteraciones hematolégicas, hepaticas y neurolégicas. Es causado
por el pasaje trasplacentario de anticuerpos maternos anti Ro (95%), anti La y menos frecuentemente
anti UIRNP. Presentamos cuatro pacientes con hallazgos clinicos, histopatoldgicos e inmunolégicos
compatibles con lupus eritematoso neonatal, su tratamiento y evolucion.
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INTRODUCTION

Neonatal lupus erythematosus (NLE) is an
autoimmune disorder characterized by the presence
of skin lesions and/or cardiac complications in new-
born infants of mothers with autoantibodies against
Ro, La and, less commonly, Ul-ribonucleoprotein
(U1-RNP). Skin and cardiac manifestations coexist in
only 10% of patients. " Hepatic, hematological and,
less commonly, pulmonary, neurological and gastroin-
testinal abnormalities may also be present.
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CASE REPORTS
Patient #1

A 3-month old baby boy with erythematous,
annular lesions with well-defined borders and lighter-
colored centers on his face and upper limbs, forming
a reticulated pattern on the lower limbs and back.
The lesions had developed around one month previ-
ously and the patient had hepatosplenomegaly
(Figure 1). Both his mother and his maternal grand-
mother had been diagnosed with systemic lupus ery-
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FIGURE 1: Patient
#1. Erythematous,
annular lesions with
well-defined margins
and lighter-colored

~ centers on the face
and periocular
regions

thematosus (SLE). Supplementary tests showed the
following results: hemoglobin 10 g/dl; hematocrit
30%; SGPT 78 IU/L, C3 53 mg/dl and C4 3 mg/dl;
ANF+ 1/100; anti-Ro, anti-La, anti-Sm and anti-U1RNP
antibodies negative. Histopathology showed: hyperk-
eratosis, epidermal atrophy, vacuolization of basal
keratinocytes and diffuse mononuclear infiltration of
the superficial dermis. Direct immunofluorescence:
band segment of fine granular deposition of IgG and
C3 at the dermo-epidermal junction.

Cardiologic investigation revealed no abnor-
malities. Treatment: hydrocortisone cream 1%. The
skin lesions healed, ANF turned negative and liver
function tests had returned to normal by the time the
infant reached six months of life.

Patient #2
A 4-month old baby girl with squamous erythe-

matous lesions on her scalp, face, ears, presternal
region, upper and lower limbs and on the backs of
her hands (Figure 2) for the previous month. Some
of the lesions were slightly atrophic, with polycyclic
margins. The palms of her hands and the soles of her
feet had purplish lesions resembling vasculitis and
erosions of the oral mucosa and gums were found.
Her mother had had SLE for the past ten years.
Supplementary tests: hemoglobin 8.2 g/dl; hematocrit
25%; LDH 1092 IU/L; Coombs test was positive in
both mother and child; SGOT 396 IU/L, SGPT 239
IU/L, ESR 113 mm/h; hypocomplementemia in both
mother and child; ANF+ 1/1000, homogenous pat-
tern in the child and speckled in the mother; anti-Ro
and anti-La antibodies positive in both cases.
Histopathology: atrophic epidermis; vacuolization of
the stratum basale; dermal lymphocytic infiltration
and vasculitis of the small blood vessels. Direct
immunofluorescence negative. Cardiologic evalua-
tion normal. Treatment: hydrocortisone cream 1%,
resulting in remission of the lesions in 10 days. When
the patient reached six months of life, residual
hypopigmented and slightly atrophic lesions
remained, with complete resolution of the hepatic
and hematologic involvement.

Patient #3

A 6-week old baby boy presented with raised
annular lesions with erythematous margins and
lighter-colored centers, on his face, preauricular
region and on his neck, shoulder and abdomen, the
lesions on the abdomen having atrophic centers. The
condition had developed two weeks earlier (Figure
3). The child’s mother had been diagnosed with SLE.
Supplementary tests: WBC 13300/mm’; hemoglobin
10 g/dl; hematocrit 29%; SGOT 149 IU/L; SGPT 96

FIGURE 2: Patient #2. Erythematous, squamous, slightly atrophic
lesions on the face, with polycyclic margins

FIGURE 3: Patient #3. Annular lesions with erythematous, raised mar-
gins, with a lighter-colored center, located in the preauricular region
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IU/L; ALP 1141 IU/L; ANF+ 1/1000, densely speckled
pattern in both mother and child; anti-Ro, anti-native
DNA and anti-U1RNP antibodies positive in the moth-
er. Anti-Ro and anti-La antibodies negative in the
patient. (The hospital failed to measure reactions to
anti-UIRNP and anti-native DNA). Histopathology:
smooth epidermis; vacuolization of the basal ker-
atinocytes; thickened basement membrane PAS+;
periadnexal mononuclear infiltrate. Direct immuno-
fluorescence negative. Cardiologic evaluation nor-
mal. The skin lesions disappeared by the fifth month
of life and the liver involvement by the seventh month
without any need for treatment.

Patient #4

A 3-month old baby girl with an erythematous
lesion on her face that consisted of small, annular,
slightly atrophic plaques, bilaterally located on the
temporal-occipital region and neck, with fine telang-
iectasias on the surface (Figures 4 and 5). In the gen-
ital region, an atrophic erythematous lesion with well-
defined margins that developed two months previous-
ly. The mother had cicatricial alopecia, dry eyes, dry
mouth and anemia but had not yet received any diag-
nosis at the time of consultation. Supplementary
tests: hemoglobin 11.2 g/dl; hematocrit 33%; SGOT
265 IU/L, SGPT 212 IU/L; ALP 927 IU/L; C3 54 mg/dl;
C4 2 mg/dl; ANF+ 1/1000, densely speckled pattern
and anti-LA antibody positive (patient); ANF+ 1/2000,
homogenous pattern and anti-LA and anti-Ro antibod-
ies positive (mother). Histopathology: thick stratum
corneum; thinning epidermis; intense vacuolization
of basal keratinocytes in diffuse mononuclear dermal
infiltrate. Thickened basal membrane (Figure 0).
Direct immunofluorescence negative. Cardiologic
evaluation normal. Treatment: topical hydrocortisone

FIGURE 4: Patient #4.
Erythematous lesion
on the face
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FIGURE 5: Patient #4.
Annular, erythematous,
slightly atrophic
plaques with telangiec-
tasia on the scalp, in
the temporal-occipital
region and neck

1% and pimecrolimus 1%. The erythematous lesions
disappeared within two weeks; however, the atrophic
lesions persisted with petechiae scattered over the
scalp. Liver enzymes returned to normal levels by the
time the infant reached ten months of life. The
patient’s mother was recently diagnosed with
Sjogren’s syndrome.

DISCUSSION

Neonatal lupus erythematosus (NLE) is charac-
terized by the presence of skin lesions, abnormal car-
diac function or both in newborn infants of mothers
with auto-antibodies against Ro, La and/or, less com-
monly, UIRNP. It is a rare disease that affects approx-
imately 1 in every 20,000 live-born infants, principally
girls (65%), * although this trend was not seen in the

FIGURE 6: PAS technique: vacuolization of basal keratinocytes,
thickened basal membrane, PAS+
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patients included in this report. It presents in the
children of women who have been diagnosed with
systemic lupus erythematosus (SLE), Sjogren’s syn-
drome and other types of collagen-vascular diseases.
Approximately 50% of mothers are asymptomatic at
the time of diagnosis, testing positive only against Ro
auto-antibodies. *** In our patients, three of the
mothers had SLE and one was diagnosed with
Sjogren’s syndrome.

The pathogenesis of this disorder remains to be
fully clarified; however, the transplacental passage of
antibodies, principally anti-Ro antibodies (present in
95% of cases of children with NLE and their mothers)
is fundamental. The transitory nature of the manifes-
tations that coincides with the disappearance of the
antibodies circulating in the infant’s blood tends to
confirm this hypothesis. The results of animal studies
in which NLE lesions were reproduced further rein-
force this hypothesis. *” The Ro antigen is found in
the skin, heart, liver, bowel, lungs, brain and blood
cells, the tissues that are most often affected by NLE.
Ultraviolet light and estrogens increase Ro antigen
expression on the surface of the keratinocyte.

Nevertheless, the presence of autoantibodies is
necessary but insufficient in itself to produce NLE.
There is even discordance between twins; therefore, it
is believed that unknown factors exist that render
some infants susceptible in the presence of maternal
autoantibodies.

The skin lesions provoked by NLE may be con-
genital (20%) or appear during the first three months
of life. They consist of erythematous, squamous
plaques with raised margins and lighter colored cen-
ters. They are annular or polycyclic in shape and dis-
appear before the infant completes one year of life. In
the majority of patients, the lesions appear in photo-
exposed areas of the body (the face and scalp),
although the skin of any other region may also be
affected. Periocular erythema, referred to as “raccoon
eyes” is a very common characteristic. Purplish,
atrophic telangiectasias and erythema multiform-like
lesions are less common. ***”" Treatment of the skin
lesions consists of photoprotection and low-strength
topical corticosteroids. Laser treatment may be neces-
sary for residual telangiectasias.

The cardiologic abnormality that is characteris-
tic of NLE is third-degree atrioventricular block, which
develops in the second trimester of pregnancy and is
permanent. ' Fetal brachycardia raises the suspicion
of NLE during pregnancy and may be confirmed by
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fetal echocardiography. **'* The mortality rate in

infants with congenital heart block (CHB) is around
20% even with implantation of a pacemaker, a proce-
dure that is required in 50-100% of cases. “*'""

The risk of heart involvement in the firstborn
child of an anti-Ro-positive mother is 1-2% and occur-
rence of the same disorder in a second child is 18%. **
The efficacy of intravenous immunoglobulin is cur-
rently being evaluated for the prophylactic treatment
of CHB in high-risk pregnancies (mothers who already
have children with NLE) and it is recommended that
fetal echocardiography should be performed from the
sixteenth week of pregnancy onwards in all anti-Ro-
positive mothers. "

Liver involvement in NLE, which occurs in 10%
of cases, usually manifests as liver failure, cholestasis
or an increase in transaminase levels. "' All the
patients in the present report had liver involvement,
which resolved spontaneously.

The most commonly described hematological
manifestations (10% of cases) are thrombocytopenia,
anemia, neutropenia and pancytopenia. '' These alter-
ations are usually transitory and mild.

Other organs such as the lungs and digestive
tract are rarely affected. The possibility of neurologi-
cal involvement associated with NLE has been investi-
gated. Studies were conducted in which patients with
NLE or the children of anti-Ro-positive mothers, were
evaluated by neuroimaging and cephalic perimeter
measurement. A greater frequency of abnormalities
was found in these patients compared to healthy con-
trols. '

Differential diagnoses of skin lesions are made
with seborrheic dermatitis, tinea corporis, psoriasis,
atopic dermatitis, granuloma annulare, neonatal acne,
erythema multiforme, Langerhans cell histiocytosis
and congenital infections. ’

The diagnosis of NLE is established from char-
acteristic clinical findings and the identification of the
abovementioned antibodies in the mother and child.
Histopathology of the skin is compatible with suba-
cute cutaneous lupus, ' although in general this is not
necessary for confirmation of diagnosis. "

The prognosis of the disease is defined by the
cardiac involvement, since most of the other manifes-
tations are transitory and self-resolving. Long-term
follow-up is vital in these patients, since they are at an
increased risk of developing autoimmune diseases in
late childhood or adulthood. a
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