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Mixed connective tissue disease associated
autoimmune hepatitis and thyroiditis

M Tomsic, V Ferlan-Marolt, T Kveder, S Hojker, B Rozman

Abstract
The case is reported of a 27 year old woman
who had mixed connective tissue disease
(MCTD) associated with chronic active
hepatitis and thyroiditis. Although hepato-
megaly is sometimes observed in MCTD,
only four cases ofMCTD and chronic active
hepatitis have been described. It is thought
that this is the first report of an association
between MCTD, chronic active hepatitis and
thyroiditis.

The association of mixed connective tissue
disease (MCTD) and autoimmune hepatitis is
rare. Only a few cases have been reported.1-3
MCTD associated with thyroiditis has not yet
been described and it is suggested that the
following case is the first example of a patient
with MCTD and autoimmune hepatitis and
thyroiditis.
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Case report
A 27 year old woman was first admitted to this
hospital in August 1988. She had had recurrent
arthritis of the metacarpophalangeal and
proximal interphalangeal joints after delivery in
January 1988.
The initial clinical examination showed a

diffuse enlarged thyroid gland and arthritis of
both knees. Laboratory studies showed the
following: erythrocyte sedimentation rate
(Westergren) 32 mm/hour, leucocytes 3 2 x 109/1,
serum gammaglobulin fraction 26-8 g/l (normal
5-15), serum aspartate aminotransferase 0-53
[tkat/l (normal <0 60), alanine aminotransferase
0 98 pikat/l(normal <0 70), alkaline phosphatase
1-48 [tkat/l (normal 0-50-1-50), total thyroxine
76 nmol/l (normal 53-182), triiodothyronine
2-11 nmol/l (normal 1-09-2-62), thyrotropin
4-08 mU/l (normal 0 17-4-05).
An antinuclear antibody immunofluorescence

test on mouse liver cryosections was positive at a
titre of 1/40 and binding of double stranded
DNA (Farr technique) was negative. Auto-
antibodies against intracellular antigens deter-
mined by a counterimmunoelectrophoresis test4
were highly positive for certain unidentified
antibodies. Serum samples were negative for
antibodies to UIRNP, Sm, Ro(SSA), and
La(SSB) according to standard control antisera
obtained from the Centre for Disease Control
(Atlanta, GA, USA).
The Waaler-Rose and latex tests for rheuma-

toid factor, the Venereal Disease Research
laboratory test, Coombs's test, lupus ery-
thematosus cell phenomenon, and serum

complement concentrations were within the
normal range. Skin immunofluorescent studies
(lupus band test) were negative. At that time no
antibodies to thyroid could be detected, but
because of a typical ultrasound pattern for
chronic Hashimoto's thyroiditis treatment with
thyroxine sodium (50 rig/daily) was started. The
patient was also treated with a non-steroidal
anti-inflammatory drug (diclofenac sodium) and
her symptoms disappeared.
Complete normalisation of thyrotropin con-

centrations was later established on regular
control examinations. In June 1990, because of
an enlarged lymphatic node near the right
thyroid lobe, a fine needle biopsy sample of the
right lobe and the lymphatic node was obtained.
Lymphocytic infiltration of the thyroid gland
was found. At the same time increased titres of
antibodies to microsomes (1/1600) and tiro-
globulin (1/40) were determined for the first
time.

In October 1990 she was admitted again to
this hospital because of fatigue and arthralgia of
the knees, metacarpophalangeal and proximal
interphalangeal joints. About two months
before this second admission she developed
Raynaud's phenomenon. There was no history
of jaundice, exposure to toxins, blood trans-
fusions, or alcohol or intravenous drug abuse.
She was receiving levothyroxine sodium, diclo-
fenac sodium, and oral contraceptives (norgestrel
ethinyl estradiol).

Physical examination showed an enlarged
thyroid gland, arthritis of both wrists, and puffy
hands. The laboratory data obtained included:
erythrocyte sedimentation rate 50 mm/hour,
normal red and white blood cell and platelet
counts, serum gammaglobulin fraction 39-3 g/l,
aspartate aminotransferase 1-57 [tkat/l, alanine
aminotransferase 2 53 ,ukat/l, and alkaline
phosphatase 2-00 likat/l. Total bilirubin,
albumin, serum copper, ceruloplasmin and
a, antitrypsin were normal. The hepatitis B
surface antigen, hepatitis B surface and core
antibodies, hepatitis A and C antibodies, and
antibodies against cytomegalovirus and the
Epstein-Barr virus were absent.

Antinuclear antibodies were strongly positive
(titre greater than 1/320), and there were
speckled pattern as well as antibodies to
UIRNP (1/256) and unidentified antibodies.
Antibodies to Sm, Ro(SSA), La(SSB), mito-
chondria, andcentromerewere negative, whereas
antibodies against smooth muscle, determined
by immunofluorescence on mouse stomach
cryosections, were positive. The DNA binding
capacity was 0-36 (normal <0 35). Serum
complement concentrations were within the
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Mixed connective tissue disease associated with autoimmune hepatitis and thyroiditis

normal range. Anticardiolipin antibodies
measured by an enzyme linked immunosorbent
assay (ELISA)5 6 were low positive for IgG and
negative for IgM anticardiolipin antibodies
according to the Kingston antiphospholipid
study reference serum sample.

After the withdrawal of oral contraceptives
and diclofenac sodium the values of aspartate
aminotransferase, alanine aminotransferase,
and alkaline phosphatase returned to normal.

In November 1990 a percutaneous liver
biopsy sample was taken. It showed chronic
active hepatitis with fibrotic, moderately
expanded portal tracts infiltrated chiefly with
lymphocytes (fig 1). In some portal tracts the
limiting plates were indistinct and partially
destroyed by piecemeal necrosis (fig 2). Portal
and septal fibrosis suggested an advanced
chronic lesion that could progress to cirrhosis.
Intralobular damage was characterised by
sparse parenchymal necrosis and central fibrosis.
Hepatitis B surface and core tissue antigens
were negative. Treatment with 6-methylpred-

Figure 1 Dense inflammatory infiltration ofthe portal tract spreading to the periportal
area and destroying the limiting plate. Needle biopsy, haematoxylin-eosin stain.

Figure 2 Fibrotic septum infiltrated with mononuclear inflammatory cells extendingfrom
the enlarged portal tract into the lobule, the peripheral margins ofwhich are irregularly
destroyed. Needle biopsy, haematoxylin-eosin stain.

nisolone was started at a dose of 32 mg daily;
about three days later her fatigue and arthritis
resolved, but the symptoms of Raynaud's
phenomenon only slightly improved.

Discussion
Originally MCTD was described as a syndrome
with overlapping clinical features similar to
those of systemic lupus erythematosus, sclero-
derma, and polymyositis with high titres of
antibodies to UIRNP and speckled antinuclear
antibodies.7
We describe herein a woman with MCTD

(diagnosis based on three major criteria-
Raynaud's phenomenon, swollen hands, high
titres of antibodies to UIRNP and negative
antibodies to Sm; and two minor criteria-
arthritis and leucopenia according to Porter et
al.8) associated with autoimmune hepatitis and
thyroiditis.

Viral infection as a cause of chronic active
hepatitis (hepatitis A, B, C, cytomegalovirus
and Epstein-Barr) was excluded. As the with-
drawal of drugs (norgestrel ethinyl estradiol,
diclofenac sodium) resulted in a complete
normalisation of liver function, drug induced
hepatitis as a cause of liver injury was considered.
The histological findings, however, favoured
immunological pathogenesis as they fulfilled the
international histomorphological criteria for
chronic active hepatitis of an immunological
aetiology.9 10 The histological results, including
advanced immune inflammation and fibrosis of
periportal and septal regions in addition to an
intralobular diffuse inflammatory process
resembled autoimmune chronic active hepatitis
and primary biliary cirrhosis in the precirrhotic
stage. Histological markers for primary biliary
cirrhosis, however, such as copper accumulation
in hepatocytes and typical parabiliary granu-
lomas, were not detected and antibodies to
mitochondria were absent in the serum sample.
An exact histopathological distinction between

autoimmune lesions and other kinds of hepatitis
remained a diagnostic problem because the
tissue antigens that would confirm such an
aetiology were not detected. The histological
findings, however, in addition to a prompt
clinical response to treatment with cortico-
steroids, strongly supported the immunological
pathogenesis of chronic active hepatitis.

It is possible that this patient had classical
(lupoid) chronic autoimmune hepatitis, accord-
ing to Manns and coworkers" 12 even though
liver membrane antibodies, liver kidney micro-
somal antibodies, and autoantibodies against
soluble liver antigen were not determined.

Hepatomegaly, without serious functional
disturbances, is reported to occur occasionally
in patients with MCTD.7 13 Marshall et al' and
Rolny et a12 described three patients with
MCTD associated with severe inflammatory
disease of the liver as a result of autoimmune
chronic active hepatitis. The histological features
included intensive mononuclear infiltration of
the portal tracts, indistinctly limited because of
piecemeal necroses. The patients showed chronic
active hepatitis similar to the liver injury of our
patient. Another patient with MCTD and
parenchymal liver damage histologically
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different to these three cases was reported by
Maeda et al.3 The liver histology showed
remarkable degenerative parenchymal changes
such as hydropic swelling, focal necrosis and
disseminated formation of Councilman's bodies.
The parenchymal damage prevailing over a
slightly expressed inflammatory infiltration in
the portal tracts could be interpreted as one of
the stages of chronic active hepatitis.

Although there were no clinical signs and
symptoms of thyroid dysfunction except a
slightly enlarged thyroid gland, the diagnosis of
chronic Hashimoto's thyroiditis on the basis of a
typical ultrasound pattern was made and later
confirmed by a fine needle biopsy and antibodies
to thyroid. As thyrotropin concentrations
measured with an ultrasensitive method were on
the upper limit of the normal range, treatment
with low dose thyroxine sodium was introduced.
Sharp et al' described four of 25 patients with
antibodies to thyroglobulin or thyroid disease,
or both, but the thyroid disease was not evaluated
correctly. We were also unable to find any other
description ofMCTDassociated with thyroiditis.
Liver and thyroid disease are rare in MCTD.
The two diseases, however, due to a probable
autoimmune aetiology, can complicate the
course of MCTD.
The Kingston antiphospholipid study reference serum sample
was kindly provided by Dr Nigel Harris.
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