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Introduction toimmune endocrinopathies sib died at 8 months, of noninfec-

eliac disease is a disorder

of the proximal small

bowel characterized by
an abnormal small intestinal mu-
cosa and caused by permanent in-
tolerance to gluten. Gluten is the
protein found in wheat and some
other cereals. Patients usually ex-
hibit high serum concentrations
of immunoglobulin A (IgA) and
IgG antigliadin and IgA antien-
domysial antibodies. There is a
genetically determined suscepti-
bility to celiac disease, and an as-
sociation with certain human
leukocyte antigens (HLA), espe-
cially DR3, DQw2, has been
shown.! Celiac disease has been
associated with HLA-linked au-

such as type 1 diabetes mellitus?
and thyroid dysfunction.? There is
also an increased prevalence of se-
lective IgA deficiency among
celiac disease patients.*

We describe a 13-year-old fe-
male with diabetes type 1, hy-
pothyroidism, celiac disease,
chronic liver disease, and selec-
tive IgA deficiency.

Patient Report

A 13-year-old female was re-
ferred to our service for evalua-
tion of failure to gain weight,
chronic liver disease, and sus-
pected celiac disease. She is the
sole survivor of three sisters. One
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tous hepatitis, and the other, at 14
vears, of idiopathic pulmonary
hypertension.

Our patient had type 1 dia-
betes mellitus diagnosed at age
8.5 months. At age 18 months she
was found to have hypothy-
roidism; circulating antithyroid
microsomal and antibeta cell anti-
bodies were present, whereas anti-
adrenal antibodies were absent.
Her HLA genotyping showed Al
B8 DR7 (DQw2DRw53) /Al B60
DR3 (DQw2DRw52). Liver biopsy
was performed when she was 2
old because of he-
patomegaly and persistent eleva-
tion of serum liver enzymes and
negative viral serologic studies;
histologic examination showed
mild chronic active hepatitis. She
had a normal sweat chloride con-
centration. Esophagogastroduo-
denoscopy (EGD) was done when
she was 3 years old and had
chronic diarrhea and failure to
thrive. Although she did not have
circulating antigliadin antibodies,
the duodenal biopsy showed flat
mucosa. The child was started on
a gluten-free diet and gained
weight with resolution of the diar-
rhea. The EGD with duodenal
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biopsy was repeated when the pa-
tient was 4 years old and still on a
gluten-free diet; the biopsy
showed normal duodenal villi.

When the patient was 10 years
old the family moved to another
state, where a repeat liver biopsy
specimen showed chronic active
hepatitis with areas of cirrhosis;
serologic markers for celiac dis-
ease and a repeat sweat chloride
test were negative. Her physician
recommended an unrestricted
diet.

When she was 12 years old, her
family moved back to Houston,
Texas. She had lost weight; she
was less than fifth percentile for
both weight and height, and she
had poor diabetes control using
very large doses of insulin. She
was pale and had mild hepato-
splenomegaly without signs of
portal vein hypertension. She did
not have a Kaiser-Fleisher ring.
Her laboratory studies showed el-
evation of serum concentration of
liver enzymes to 1.5 times normal.
Viral and autoimmune hepatitis
markers and antinuclear antibod-
ies in serum were absent. Serum
levels of alpha 1 antitrypsin and
ceruloplasmin were normal. The
serologic markers for celiac dis-
ease IgA antigliadin antibodies
and antiendomysial antibodies
were absent, while IgG antigliadin
antibodies were indeterminate.
Quantitative immunoglobulin
measurement in serum showed
decreased IgA and normal IgG,
IgM, and IgE titers. An EGD with
duodenal biopsy and liver biopsy
was done at the same time and
showed flat duodenal mucosa and
typical findings for celiac disease;
a liver biopsy specimen showed
chronic persistent hepatitis. A
strict gluten-free diet was started,
and she began to gain weight and
feel well. An EGD with duodenal
biopsy was repeated after 6
months of maintaining the

gluten-free diet, and the biopsy
specimen showed normal duode-
nal villi.

Discussion

From 1966 to 1998 nearly 700
articles were published about the
association of celiac disease and
autoimmune disease, most of
which were patient reports, with
the vast majority related to the as-
sociation with type 1 diabetes or
dermatitis herpetiformis. One
patient report described a child
with Down syndrome who had de-
veloped type 1 diabetes, hypothy-
roidism, and celiac disease at dif-
ferent times.? Ventura et al,% in a
large multicenter study in Italy,
examined the association of au-
toimmune diseases with celiac
disease. They concluded that the
prevalence of autoimmune dis-
eases in celiac disease patients
was significantly higher than in
controls, and the risk of associ-
ated autoimmune disease in-
creased with age at diagnosis.
With respect to a single autoim-
mune disease, the difference was
statistically significant for type 1
diabetes, dermatitis herpeti-
formis, thyroid diseases, connec-
tive tissue disorders, and he-
patitis. Association with two
autoimmune diseases was also
slightly higher in celiac patients
compared to controls. It seemed
that the prevalence of associated
autoimmune disease was related
to the duration of gluten expo-
sure. Our patient developed at
least two autoimmune diseases,
i.e., type 1 diabetes mellitus and
hypothyroidism, at age 8.5
months and 18 months, respec-
tively, despite limited exposure to
gluten at these young ages.

Celiac disease has been seen
with both HLA-linked polyglan-
dular autoimmunity syndrome

type II “adrenal and thyroid or
islet cell dysfunction” and type III
“thyroid and one other endocrine
dysfunction without adrenal dis-
ease.”” With her HLA genotype
and cluster of endocrinopathies,
our patient fits type JIL

The child was recommended a
regular diet at age 10 vears. It is
not clear if the intention was to
challenge her with gluten and re-
peat the duodenal biopsy in 6
months,® but she was lost to fol-
low-up. We did not challenge the
patient with gluten, according to
the revised criteria for diagnosis
of celiac disease;? in addition,
challenging with gluten at this
critical age would compromise
her reaching puberty.

In our patient, the serologic
markers for celiac disease were
absent except for indeterminate
1gG antigliadin. This would be ex-
plained easily by the patient’s se-
lective IgA deficiency, since
antigliadin IgA and antien-
domysial antibodies are all IgA
immunoglobulin class. Selective
IgA deficiency was observed in
1.7% of patients with celiac dis-
ease, who were clinically indistin-
guishable from patients with
celiac disease with normal IgA
levels.* This will reaffirm the rec-
ommendation to obtain measure-
ment of immunoglobulins when-
ever feasible along with celiac
disease serologic markers.!0

Our patient is unique in the
combination of typel diabetes,
hypothyroidism, celiac disease,
chronic hiver disorder, and selec-
tive IgA deficiency. The etiology
of the liver disease is not clear.
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