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Obijective: To determine the long term prognosis of children of patients with systemic lupus erythematosus

(SLE).

Methods: Children of patients with SLE were invited to attend our clinic for physical examination and
laboratory tests. A total of 195 children {aged 4 months to 26 years; male =282, female=113) were
examined in 1991, 1995, 1997, and 1998.

Results: Two cases were diagnosed as SLE at the first visit and were excluded from the second visit. A
significantly higher percentage {52/195 (27%)) of patients were posifive for anfinuclear antibodies (ANA)
at a cut off serum diluion of 1/40 compared with controls (4/57 (7%])). ANA were detected more
frequently in female subjects than in men {p<0.05). Forty four subjects were examined on more than two
occasions. Nine of the 10 patients who were positive for ANA at the second visit were girls aged 4-8
years. The incidence of anti-DNA and antiphospholipid antibodies in children of patients with SLE waos
similar to that in the controls.

Conclusions: The finding that children, especially girls, born to maternal lupus patients had a high positive
rate for ANA suggests that a genetic factor is involved in SLE pathogenesis. Longitudinal ebservation of

ystemic lupus erythematosus. (SLE) is a chronic auto-

immune inflammatory disease with heterogeneous

clinical features, which primarily affects women in their
childbearing years. The familial nature of SLE is well known,
and thus patients with SLE may worry that their children will
be affected. This study was therefore designed to acquire
more information about the long term prognosis of children
of patients with lupus.

PATIENTS AND METHODS
Letters were sent to children born to patients with SLE at
Juntendo University Hospital in 1991, 1995, 1997 and 1598
informing them of this study. Informed consent was obtained
from the children themselves or their parents. The children
were interviewed about their medical condition, and each
child was given a physical examination by a paediatrician or a
doctor and laboratory tests were performed as described
below. Control serum samples were obtained from other
children admitted to our hospital for minor surgery.
Antinuclear antibodies {ANA) were assayed by an immuno-
fluorescence technique using HEp-2 cells as the substrate.
Anti-double stranded DNA (dsDNA) antibodies were
measured by the Farr assay and enzyme linked immuno-
sorbent assay (ELISA) with a commercially available kit
(MESACUP-DNAII, Nagoya, Japan) using antihuman y
chain monoclonal antibodies as secondary antibodies. Anti-
single stranded DNA (ssDNA) antibodies were assayed by
ELISA with the same kit (MESACUP-DNAIL, Nagoya,
Japan}. Anticardiolipin antibodies (aCL) {IgG, IgM) were
" measured by a standardised ELISA.' IgG antibodies against
the cardiclipin and B,-glycoprotein I {aCL/B,GPI) complex
were assessed by ELISA (aCL/B,GPI EIA kit, Yamasa, Tokyo,
Japan). Extractable antinuclear antigen (ENA) antibodies
were detected by double immunodiffusion using rabbit
thymus extract which was prepared as previously reported.’
Statistical analysis was performed with the % test.

RESULTS

One hundred and ninety five children {82 male, 113 fernale),
aged 4 months to 26 years were enrolled in the study. Of the
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these patients may provide important clinical information and clues fo the pathogenesis of SLE.

195 children, 56 were seen in 1991, 47 in 1993, 54 in 1997,
and 38 in 1998. Forty nine children were siblings; none of

" them were twins. Two children were diagnosed with SLE at

the first visit. One of them was a subject with neenatal lupus
erythematosus who developed SLE at 6 months of age. The
other developed SLE at 18 years of age. These two children
were excluded from the following study because they had
received treatment and were not suitable for a longitudinal
study. Physical examination at the first visit showed that
children born to patients with SLE had a greater tendency to
have allergic diseases.’

Control serum samples were obtained from 57 children
born to mothers without SLE.

Antinuclear antibodies

Table 1 shows the results for the ANA tests on the 195
children. The cut off point for ANA was defined as a serum
dilution of 1/40. Fifty two children of 195 patients with SLE..
{27%) and only 4/57 (7%) controls had ANA in their sera—a
significant difference {p<0.005). The presence of ANA did
not show a sibling cluster. In 49 cases, ANA were stained in
homogeneous and/or speckled patterms. The three exceptions
had discrete-speckled, nuclear, and speckled patterns,
respectively. When the prevalence of ANA in male and
female children was compared (table 1), 41/113 (36%) femnale
children and 11/82 (13%) male children were positive for
ANA (p<0.001). When ANA were investigated according to
age {fig 1), two of four sera from children younger than
6 months of age were positive for ANA, whereas all 40 sera
from patients aged 6 months to 2 years were negative. The
prevalence of ANA positivity was significantly higher in
children older than 3 years than in those aged less than 3
years (507151 {33%) v 2/44 {5%); p<0.001). For the children
of patients with SLE about 50% of the ANA positive cases had

Abbreviations: ANA, anfinuclear antibodies; CL, cardiolipin; ELISA,
enzyme linked immunosorbent assay; ENA, extractable ontinuclear
anhigen; GP, glycoprotein; SLE, systemic lupus erythematosus



