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Abstract. Two patients with generalized granuloma an-
nulare were found to have circulating antibodies to thyro-
globulin. One had a definite past history of thyroiditis.
Both had lesions only on light-exposed areas and both
showed dramatic improvement on chloroquin.

Generalized granuloma annulare is a distinctly
rare condition. Its etiology is unknown. The recent
observation that 2 patients with this condition
have circulating anti-thyroid antibodies scems
worthy of documentation.

CASE REPORTS
Case |

A S57-year-old white female was admitted to the Hospital
of the University of Pennsylvania with a 9 month history
of an cruption on her arms, legs and chest. She had been
vacationing in Miami, Florida, and shortly after returning
to her home in New Jersey, she had developed an upper
respiratory infection, This was treated with tetracycline
and cough syrup by her family physician. Approximatcly
10 days later, she noted the sudden onsct of a papular
rash on her right forearm. This was interpreted at first
as urticaria, although the lesions were not pruritic. She
was given an injection of steroid without improvement.
The eruption persisted and slowly spread to involve both
arms, legs and the upper chest. She stated that new
lesions appeared rather suddenly and were at first papular,
but would coalesce and flatten out. Treatment with
lubricating baths, topical steroids and antihistamines had
been incffectual.

Her past history was significant in that 13 years carlier
she had had a partial thyroidectomy for thyroiditis. She
had been taking thyroglobulin (Proloid®). Review of sys-
tems was otherwise negative except for frequent attacks
of post-prandial upper abdominal burning and migraine
headaches.

On physical examination, thire were hyperpigmented
plaques on the dorsal aspects of both hands. These lesions
had atrophic centers and slightly elevated serpiginous

borders. Over the back, shoulder, breasts, thighs, and
neck there were multiple annular clevated lesions which
were flesh-colored or pink (Fig. 1). No lesions were noted
on areas of the trunk that would be covered by a bathing
suit., Physical examination was oth2rwise normal except
for the presence of a thyroidectomy scar.

Routine laboratory results were within normal limits,
including CBC. BUN, creatinine, alkaline phosphatase,
calcium, phosphate, and Kolmer test. The serum protein
electrophoresis was normal. The PBI was 4.3 ;g%. The
fasting blood sugar was 64 mg%. Urinalysis was within
normal limits. X-ray examination of the chest was within
normal limits. An upper G.I. series revealed displace-
ment of the cervical esophagus at the thoracic inlet due
to a thyroid nodule on the left. A moderate-sized hiatal
hernia was noted. Gall bladder X-rays were normal.

Skin tests for deep fungi were negative. The old tuber-
culin skin test was positive at 48 hours.

A skin biopsy was performed on the right breast. This
was interpreted by Dr Herman Beerman as granuloma
annulare (Fig. 2).

Skin testing was done with a hot quartz lamp. The
minimal erythema dose was determined, and an eight
MED dose was delivered to the back. She developed
erythema but no lesions suggestive of granuloma annulare.
Three hundred roentgen of grenz radiation was adminis-
tered 10 lesions on the left posterior shoulder, but without
demonstrable cffect.

A serum specimen was tested for anti-thyroid antibodies.
This was positive on both agglutination and complement
fixation testing, both at titers of 1:5.

In view of her history of thyroiditis, and because she
had been taking a thyroid medication (Proloid®) which
contained thyroglobulin, it was felt that an auto-immune
process might be responsible for her skin problems. There-
fore, she was advised to discontinue the thyroglobulin
and to use pure tri-iodo-thyronine (Cytomel®). In addi-
tion, chloroquin was also prescribed in a dose of 250 mg
twice daily for 1 week, then once daily. One month later
there was definite improvement in the condition of her
skin, and within 4 more weeks there was virtually com-
plete involution. Six weeks later she discontinued the
Cytomel® because she felt it caused her to have head-

aches. She resumed Proloid®. Although she was not
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examined at that time. she reported that the eruption re-
appeared suddenly. She then stopped the Proloid® and
the rash involuted. She never resumed the ProloidR. The
chloroquin was later reduced to a dosage of 250 mg every
second day. When last seen, 2 months later, the paticnt’s
skin was absolutety clear.

Case 2
This 52-ycar-old white female presented with a slightly
pruritic symmeltrical rash of 3 months duration. It had
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Fig. 1. Fifty-seven-year-old
patient (case ong) with papu-
far and plaque-like lesions of
granuloma annulere con-
fined to light-exposed por-
tions of the body.

begun on both arms simultansously and subscquently
spread to both legs. Originally it was thought to be ur-
ticarial. but treatment with antihistamines had been un-
successful. She was still developing new lesions at the time
of her initial examination. She denied any other history
of skin disease or allergies.

She had had hypothyroidism for § years with an initial

PBI of 1.3 (g%. She had been taking tri-iodo-thyronine
{CytomelR) and occasionally aspirin, but denied other
medications,

Fig. 2. Flistologic appzarance
of a lesion on the breast
(case one). There is a focal
area of necrobiosis of col-
lagen with an infiltrate of
histiocytes and lymphocytes
at the periphery. Occasional
foreign body type giant cells
are noted, Hale-stained scc-
tions were positive for mucin.



Examination revealed indurated erythematous plaques
on the arms and legs. Most of these lesions showed an
elevated, serpiginous border with central clearing. There
were also smaller, papular lesions.

Thz remainder of the physical examination was within
normal limits. Chest X-ray and EKG  were normal.
Laboratory values including CBC. urinalysis, sedimenta-
tion rate, calcium, phosphate, fasting blood glocose, BUN,
uric acid, cholestrol. total protein and serum protein elec-
trophoresis. creatinine, alkaline phosphatase. 1.DH, and
SGOT werc within normal limits. The glucose tolerance
test revealed a fasting blood sugar of 80 mg%; at onc-
half hour it was 110; at 1 hour, 108; 2 hours, 68; and
at 3 hours, 36 mg%. She reported fatigue in the later
portion of the test which she also claimed to have at
home in the late morning and late afternoon. This
symptom was relieved by food. This was considered to
represent reactive hypoglycemia.

Anti-thyroid (thyroglobulin) antibodies were present in
a titre greater than 1:20 by slide agglutination tech-
nique. PPD, intermediate strength, was positive. Skin bi-
opsy confirmed the clinical impression of granuloma an-
nulare.

Topical steroid creams under occlusion, and intra-
lesional injections of steroid suspension were without ef-
fect. The patient was begun on chloroquin, 250 mg, twice
daily for 1 week, then reduced 1o 250 mg once daily.
Within 2 weeks there was a marked improvement in the
clinical appearance of the eruption. The chloroquin was
stopped, and there has been no relapse during the sub-
sequent 3 months.

DISCUSSION

Though the ctiology of generalized granuloma an-
nulare is unknown, rccent reports have suggested
an association with diabetes mellitus (2, 3). The
diabetic status was not fully evaluated in the first
patient, but her fasting blood sugar was normal
(64 mg % ). The second patient had had a glucose
tolerance test 2 ycars prcviously which was en-
tircly normal. At the present time her tolerance
study showed a reactive hypoglycemia with a 3
hour level of 36 mg%. Approximately 30 % of
such patients will eventually develop diabetes (6).

Photosensitivity has also been invoked as a
causc of this discase (5, 7), and possibly it did
play a role in our cases. Both patients had lesions
limited to the light-exposed portions of their body.
Moreover, in the first patient, the onset of the
cruption was subsequent to intensc sun exposure
during a Florida vacation. Finally, chloroquin,
long a standby in the treatment of photosensitivity
states (lupus crythematosus, polymorphous light
cruption), was cffective in both paticnts.

The intriguing aspect of these cases is the find-
ing of circulating anti-thyroid antibodies, an as-
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sociation which to our knowledge has not been
recognized previously. Our first patient had a
definite history of thyroiditis. She had been taking
thyroglobulin for replacement therapy, and it was
against this fraction that her serum antibodies
were directed. Switching this patient to a pure
tri-iodo-thyronine preparation was associated with
clinical improvement in her skin, though the other
treatments she was receiving could also explain
her improvement. More suggestive. however, was
her report of an exacerbation upon resumption of
Proloid®. The sccond patient, whose titre was
even higher (1 :20) was already on Cytomel at
the time her eruption developed. She has never
taken Proloid, but it is probable that sometime
in the past, she had reccived desiccated thyroid.

At this time, one can only speculate on a pos-
sible relationship between granuloma annulare and
the anti-thyroid antibodies. These antibodies are
a serologic sign of thyroiditis occurring in only
1.2 % of normal individuals (1). The specificity of
the test is remarkable in that even those cases
labeled “‘false positive™ may actually show evi-
dence of thyroiditis on pathologic examination
(4). Hence, it is likely that both our paticnts had
thyroiditis, although we have histologic confirma-
tion in only one. One might hypothesize that an
antigen-antibody reaction is occurring in the der-
mis. However, frozen sections of skin from the
lesions of the second patient, incubated with fluo-
rescein-conjugated anti-human globulin, failed to
reveal any binding in the affected areas of the
dermis.

It is unlikely that the hypothyroid state itself is
related to gencralized granuloma annulare, since
both these patients were euthyroid, clinically and
by laboratory evaluation, at the time their eruption
developed. Furthermore, granuloma annularc is
not a concomitant of myxedema.
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