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Effectiveness of 4% Disodium Cromoglycate in the Treatment of Disseminated Pyoderma

Gangrenosum

Sir,

The clinical features of pyoderma gangrenosum were first
described in 1930 by Brunsting et al. (1). Pyoderma gangreno-
sum is an ulcerative process of the skin, defined clinically by
a raised, purple, tender, undermined border and an irregular,
purulent necrotic base. It may be painful, can involve subcuta-
neous tissues and usually heals with a cribriform scar. The
lesions are solitary or multiple and present either as a merely
cutaneous disorder or in association with systemic diseases,
including ulcerative colitis and Crohn’s disease, paraproteine-
mia, polyarthritis, chronic active hepatitis, leukemia and other
conditions. Treatment differs and is often unsatisfactory.
Therapeutic agents include corticosteroids, dapsone, sulfapyri-
dine, sulfasalazine, azathioprine, cyclosporine, clofazimine (2)
and, most recently, 4% disodium cromoglycate (3-7). We
report another successful case in the treatment of pyoderma
gangrenosum with 4% disodium cromoglycate.

CASE REPORT

In June 1995, a 57-year-old woman with a S5-month history of
pyoderma gangrenosum was admitted to the Department of
Dermatology, University of Regensburg (Germany).

The lesions had started on the left tibial region increasing rapidly
in size. Further ulcers had developed, affecting also the right thigh
and lower leg and both elbows. Treatment with topical antibiotic
agents had been unsuccessful.

There were no symptoms and no history of inflammatory bowel
disease. With the exception of splenectomy at the age of 9, a gastric
ulcer in 1982 and an adenoma of the thyroid gland, the patient was
in good health.

Physical examination revealed on both legs (Fig. 1) and elbows
multiple ulcers with a boggy, necrotic base with dark-red, undermined,
irregular and painful borders.

Histopathologically, the corium showed necrosis, thrombosis and
fibrinoid necrosis of small vessels with leukocytoclasia and a dense
infiltrate of neutrophils, lymphocytes, plasma cells and histiocytes. In
clinically normal, adjacent skin histological signs of necrotizing vascul-
itis were present.

Laboratory tests revealed leukocytosis (11.16/nl), thrombocytosis
(1,013/n1), an elevated level of c-reactive protein (72.5 mg/l) and an
increased erythrocyte sedimentation rate (65/120). There was a slightly

Fig. I. Pyoderma gangrenosum on lower leg prior to therapy.

Fig. 2. Healed lesions after a total of 34 days of topical disodium
cromoglycate treatment.

elevated IgA-level (487 mg/dl), which was considered insignificant,
and the antinuclear antibody-titer was 1:320. The serum chemistry
profile, rheumatoid factor and serum protein electrophoresis were
normal. Bacterial cultures for aerobic and anaerobic organisms were
negative. An abdominal sonography showed a hepatomegalia; all
other clinical investigations including chest-ray were not pathological.

The patient was treated with topical application of 4% disodium
cromoglycate in aqua conservans four times a day to the ulcers.
Disodium cromoglycate, cromolyn sodium and sodium cromoglycate
are synonyms for the disodium salt of cromoglycic acid (7).

Within 3 days the ulcers started to reepithelialize, and within 16
days after the start of treatment, 90% of the ulcers had healed ( Fig. 2).
Two months later, however, there was a recurrence when the patient
stopped with disodium cromoglycate. Again the ulcers responded well
to the therapy with 4% disodium cromoglycate four times a day, and
18 days later healing was complete, leaving pink scars.

DISCUSSION

Pyoderma gangrenosum has been treated empirically with a
variety of medications with inconsistent results (2). Other
authors reported encouraging results with 4% cromolyn solu-
tion in the management of pyoderma gangrenosum in a total
of 11 patients, of which 3 had no associated treatments, with
healing within 2-3 weeks (3-7).

In our patient, pyoderma gangrenosum had been present
for 5 months and was progressive in size and number. After
3 days of treatment with 4% disodium cromoglycate four times
a day the lesions started to reepithelialize, and after 16 days
the ulcers had almost healed. The effect of topical cromolyn
was prompt, suggesting that the response was directly related
to the cromolyn applications and not the result of spontaneous
healing. Furthermore, 2 months later when the treatment with
disodium cromoglycate was interrupted by the patient, there
was a recurrence of pyoderma gangrenosum. After the therapy
with disodium cromoglycate was resumed, the ulcers healed
within 18 days. In the literature, concentrations of disodium

cromoglycate for the therapy of pyoderma gangrenosum range
from 1% to 4% (3-7). Whether a higher concentration might

be more beneficial is speculative,
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The mechanism by which disodium cromoglycate may pro-
mote healing of pyoderma gangrenosum is unknown. It has
been used extensively for the treatment of allergic rhinitis and
for asthma. Disodium cromoglycate is known to inhibit
degranulation of sensitized mast cells and thus decreases the
release of histamine and slow-reacting substance of anaphyl-
axis. Furthermore Kay et al. (8) described the inhibition of
enhancement of neutrophils, eosinophils and monocytes by
disodium cromoglycate in a time- and dose-dependent fashion.

An additional consideration is that disodium cromoglycate
may under certain circumstances inhibit type IIT (Arthus)
reactions, which are themselves capable of causing tissue
damage in the lungs (9).

The beneficial effect of disodium cromoglycate in pyoderma
gangrenosum may not be specific for that condition, but it is
safe and effective in the management of pyoderma gangreno-
sum. In our opinion 4% disodium cromoglycate should there-
fore be considered for initial topical therapy of pyoderma
gangrenosum, which may be combined with any systemic
treatment. Nevertheless, a multicenter trial of cromoglycate
treatment would be of interest.
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