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Clonidine-induced Immune Complex Disease
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We report upon a 46-year-old woman, who developed
-immune complex disease after treatment with clonidine
for one year. The diagnosis was verified with histologi-
cal demonstration of IgG and IgM complexes as well
as complement C1g, C3c and C4 between muscle fibres
and at the dermo-epidermal junctions. The patient’s

_symptoms abated and the abnormal results of blood
tests reverted to normal following cessation of cloni-
dine therapy.
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Local deposition of circulating immune complexes or
complex formation “in situ’’ may lead to inflamma-
tory injury to the tissue, i.e. immune complex disease
(ICD) (1). Drug-induced ICD is rare, but it has been
reported following treatment with hydralazine, pro-

cainamide, a-methyldopa or chlorthalidone (2, 3).
Clonidine is an a,-receptor stimulating agent used for
treatment of hypertension, prophylaxis of hemi-
crania, and treatment of menopausal flushes. The
most common adverse effects are drowsiness and dry-
ness of the mouth (4). In this report we present a case
of clonidine-induced ICD.

CASE REPORT

The patient is a 46-year-old woman, who was formerly com-
pletely healthy. Due to menopausal flushes she had been
treated with tablets of clonidine 25 pg twice a day for one
year. During the last 9 months prior to admission, she had
noticed an increasing depigmentation of the skin of her right

+upper extremity, including diffuse swelling of the forearm

jand tingling in the first, second and third fingers. Similar,
though less distinct symptoms appeared at the same time on
the left arm.

The physical examination of the right arm showed a depig-
mented skin area beginning on the upper arm and ending in
the middle of the forearm on the ulnar side. The edema and
the solid induration included the hand. The symptoms of the
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Fig. 1. Subepidermal deposits of IgM demonstrated by means
of immune peroxidase technique. The epidermis is atrophic
and the subepidermal tissue is edematous.

fingers could be reproduced by percussion over the volar
surface of the wrist (Tinel’s sign), and there was paresis and
moderate atrophy of the opponens pollicis muscle. The find-
ings in the left arm were the same, although the pigmentation
was considered almost normal. There was no sign of carpal
tunnel syndrome. The rest of the skin and subcutis was nor-
mal. The patient’s minor complaint was dysphagia. Blood
tests revealed increased lactic acid dehydrogenase (523 U/,
normal <450 U/l) and aspartate amino transferase (85 U/,
normal <40 U/l) concentrations. Other blood tests proved
normal, including a negative test for antinuclear antibodies
and normal creatine phosphokinase. EMG showed reduced
conductance of the right medianus nerve compatible with
carpal tunnel syndrome, and decompression was carried out.

A biopsy was taken from the affected skin and muscle on
the right arm. As seen in Fig. 1, the skin showed epidermal
atrophy and subepidermal edema. There was stromal baso-
phil degeneration with a slight infiltration of lymphocytes
and macrophages around atrophic sweatglands. The muscle
fibres showed degenerative changes, with fibrosis, patchy
necrosis and atrophy, and an infiltrate of lymphocytes, plas-
ma cells and a few granulocytes. There was no fibrinoid
necrosis. IgG and IgM was identified between muscle fibres
and at the dermo-epidermal junction by indirect immune
peroxidase technique in granular deposits. Direct immuno-
fluorescence with anti-Clq, anti-C3c and anti-C4 showed a
strong positive reaction in the dermal connective tissue, with
all three antibodies proving the presence of complement Clq,
C3c and C4.

The diagnosis was compatible with ICD. The treatment
with clonidine was stopped, the patient’s skin changes slowly
abated, and lactic acid dehydrogenase and aspartate amino
transferase values returned to normal. The patient regained
normal functions of both hands after rehabilitation under
physiotherapy. Six months later the patient developed an
area of vitiligo on her right shoulder without any induration
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of the skin. This was interpreted as being part of the immune
complex disease.

DISCUSSION

We report a case of clonidine-induced ICD. Cessation
of clonidine therapy reversed the symptoms and ab-
normal results of blood tests, strongly supporting the
hypothesis of clonidine as the etiology of the disease.
The diagnosis is supported by the deposition of IgG
and IgM in association with the basement membrane
of the epidermis and between muscle fibres as well as
complement Clq, C3c and C4. The tissue was domi-
nated by fibrosis second to degeneration, without in-
creased deposition of collagen fibres, which would
accord with the process being active for almost a year.
The immune complex deposits produced inflamma-
tion in the tissue below the transverse carpal liga-
ment, resulting in the pressure on the right medianus
nerve. The vitiligo which the patient developed
months later may be part of the immune complex
reaction, as some regard vitiligo as an immune com-
plex disease (5, 6).

Clonidine-induced anogenital cicatricial pemphi-
goid has been reported by Van Joost et al. (7). The
authors identified immune deposits (IgG) and com-
plement along the basement membrane of the per-
ianal epidermis. It is suggested that the underlying
factor is local metabolic disturbances causing deposi-
tion of immunogens at the site of the basement mem-
brane and subsequently formation of immune com-
plexes.
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