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A patient with primary biliary cirrhosis accompanied
by Graves disease and Hurthle cell adenoma

Graves Hastaligi ve Hurthle hicreli adenomlu hastada Primer Biliyer Siroz

birlikteligi
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A case of Hurthle cell adenoma and Graves disease associated
with primary biliary cirrhosis is reported in a 51-year-old wo-
man, who developed elevated liver enzymes and hyperthyro-
idism. Thyroid disorders accompanying primary biliary cirrho-
sis, especially hypothyroidism, are well documented. Concomi-
tance of primary biliary cirrhosis and hyperthyroidism is rare.
Moreover, there has been no previous report of a case with
Hurthle cell adenoma accompanied by Graves disease and pri-
mary biliary cirrhosis.
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INTRODUCTION

Primary biliary cirrhosis (PBC) is most commonly
seen in middle-aged women. It is a chronic choles-
tatic liver disease with destruction of intrahepatic
bile ducts, followed by progressive fibrosis and ul-
timately cirrhosis. The etiology of PBC is pre-
sently unknown, but an autoimmune origin is sug-
gested (1). There is evidence that PBC has an au-
toimmune nature. It is reported to be accompani-
ed by a variety of disorders like autoimmune
thyroiditis, rheumatoid arthritis, Sjogren’s
syndrome and Raynaud’s phenomenon (2). Altho-
ugh concomitance of PBC and hyperthyroidism is
quite rare, in this case report we describe a pati-
ent with PBC and hyperthyroidism, due to Graves
disease (GD). Only six patients with PBC and
hyperthyroidism have been reported in the litera-
ture: four with GD, one with hashitoxicosis and
one with painless thyroiditis (3-6). Hurthle cell
adenoma accompanied by GD in a PBC patient
has not yet been reported.

51 yasinda bayan hasta hipertiroidizm ve karaciger enzim yiik-
sekligi nedeni ile aragtirilarak Hurthle hiicreli adenom, Graves’
hastaligi ve primer biliyer siroz tanilart aldi. Primer biliyer
siroz ile birlikte tiroid hastaliklart 6zellikle de hipotiroidizm stk
goriilmektedir. Fakat primer biliyer siroz ve hipertiroidizm bir-
likteligi nadirdir. Bu olgu; daha énce Hurthle hiicreli adenom,
Graves’ hastaligr ve primer biliyer siroz birlikteligi gosterilme-
diginden ilgingtir.

Anahtar kelimeler: Graves hastaligi, primer biliyer siroz,
otoimminite, Hurthle hiicreli adenoma

CASE REPORT

A 51-year-old woman was admitted to our hospital
due to liver dysfunction in October 2004. Six
months earlier, she was found to have an elevated
level of y-glutamyl transpeptidase (y-GTP) at 352
U/L, alkaline phosphatase (ALP) at 257 U/L, as-
partate aminotransferase (AST) at 41 U/L and
alanine aminotransferase (ALT) at 62 U/L, while
waiting for ophthalmologic decompression. She
was not alcoholic, and had no history of blood
transfusions or drug allergies. However, in 1999
she was diagnosed as GD because of weight loss
(10 kg in 5 months), sweating, tremors, pruritus,
large goiter and exophthalmia. Her free thyroxine
index was 10.7 ng/dl (0.7-1.9) and thyroid stimula-
ting hormone (TSH) was 0.043 ulU/ml (0.3-5); as a
result, propylthiouracil and propranolol therapy
was administered. Since her symptoms decreased,
she did not have her periodic examination until
her goiter became enlarged and she developed
shortness of breath. She underwent thyroidectomy
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in 2002. Pathologic study results revealed diffuse
hyperplasia and Hurthle cell adenoma of the
thyroid gland (Figure 1). At physical examination
her blood pressure was 130/80 mmHg and pulse
was 80 beats/min. Exophthalmia and nontender
liver palpable 1 cm under the right costal margin
were noted. Heart and lung examinations were
unremarkable. Laboratory analysis including
complete blood count and serum chemistry sho-
wed no abnormality except AST level at 48 U/L (0-
40), ALT level at 70 U/L (0-40), ALP level at 307
U/L (0-250) and y-GTP level at 352 U/L. Antimi-
tochondrial antibodies of M2 type (AMA M2) were
positive at a titer of 1/320. Serum immunoglobulin
M (IgM) level of 290 mg/dl (60-263) was found; IgA
and IgG levels were in normal limits. Hepatitis C
virus, hepatitis B surface antigen, antinuclear an-
tibody, and antismooth muscle antibody were nor-
mal. Serum total zinc level and copper level were
negative. Abdominal ultrasonography and compu-
ted tomography examinations did not reveal any
evidence of biliary dilatation or any other disease.
Pathological study of the biopsy material from the
liver showed destruction of several bile ducts. The-
re were lymphocyte infiltrations both surrounding
these ducts and in the enlarged portal area (stage
I-II) (Figure 2, 3). The patient was diagnosed as
PBC due to the clinical criteria and pathological
findings and treatment with ursodeoxycholic acid
15 mg/kg/day was initiated. Three months later
her serum levels of ALP and GGT had decreased
to 143 U/L and 136 U/L, respectively.

DISCUSSION

It is possible for more than one autoimmune dise-
ase to appear in a patient. PBC with hyperthyro-
idism was reported in only six patients: four with
GD, one with hashitoxicosis and one with painless
thyroiditis. Our patient had PBC with GD and
Hurthle cell adenoma.

Graves disease is currently accepted as an autoim-
mune disease of an unknown etiology (7). Hurthle
cells can be found in non-malignant thyroidal dise-
ases such as GD, Hashimoto disease and toxic
multinodular goiter (8). In contrast, Hurthle cells
make up more than 75% of the cell population in
Hurthle neoplasms, which are usually encapsula-
ted and form single nodules (9). One of the treat-
ment choices for adenoma and GD is thyroidec-
tomy, as in our patient. PBC is diagnosed by infilt-
ration of small bile ducts by lymphocytes, presen-
ce of AMA M2 and increased IgM levels. AMAs of
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Figure 2. Portal inflammation with peripheral cholangal prolife-
ration (serpentine-like pattern) (hematoxylin-eosin stain, x 100).
Inset: Lymphocyte permeation to bile duct epithelium (hema-

toxylin-eosin stained, x 200)
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Figure 3. Non-necrotizing granuloma formation (hematoxylin-

eosin stain, x 100)
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M2 type are strongly associated with PBC, occur-
ring in more than 95% of the patients (1). Signs
and laboratory data in our patient fulfilled all di-
agnostic criteria for PBC; furthermore, there were
evidences implying that PBC in this patient was
autoimmune in origin: (a) disease-specific autoan-
tibodies and T cells, (b) infiltrating lymphocytes
into the bile ducts, and (¢) association with other
autoimmune diseases (1).
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