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SHORT REPORTS

Treatment of erythema multiforme
secondary to herpes simplex by
prophylactic topical acyclovir
Erythema multiforme may occur repeatedly after recurrent herpes
simplex lesions. There is considerable morbidity, and treatment is
usually unsatisfactory. We report a case of intractable erythema
multiforme after recurrent herpes labialis in which there was sustained
benefit from prophylactic topical application of acyclovir.

Case report

A 51-year-old woman began developing erythema multiforme in 1976,
coincident with her menopause. Each attack consisted of painful target
lesions on the hands, feet, elbows, and knees, usually in association with oral,
vaginal, and conjunctival ulceration, and sometimes with headache and
general malaise. Attacks began 10 to 14 days after episodes of blistering and
crusting around the mouth typical of herpes labialis. On several occasions
herpes simplex virus was isolated from these lesions. Initially erythema
multiforme occurred every few months, but the frequency and severity
increased progressively so that by 1978 she was having erythema multiforme
continuously.

Investigations for other possible causes of erythema multiforme were

negative. Clq-binding immune complexes were detected at the onset of
erythema multiforme but total haemolytic complement, C3, and C4 concen-
trations were within normal limits. The herpes simplex complement-fixing
antibody titre was 1/16 to 1/32. A succession of treatments had little or no
effect. Idoxuridine 5 0O in dimethylsulphoxide reduced the severity of the
herpes labialis but had no effect on the erythema multiforme; prednisolone
30 mg daily partially suppressed the erythema multiforme; and superficial
radiotherapy (total dose 300 rads over four weeks) was followed by a remission
lasting three months.

In February 1979, within two hours of the onset of herpes labialis, she was
treated with intravenous acyclovir (Wellcome) 5 mg/kg eight-hourly for five
days. One week later she suffered a further attack of erythema multiforme
and a new outbreak of herpes labialis. In April she began applying 5 %
topical acyclovir around the mouth five times daily, but after four weeks this
was reduced to twice daily. Subsequently she had only one attack of fully
developed erythema multiforme, during a period of one month when she
stopped using the cream. During the first 10 months of treatment there were
several minor episodes of herpes simplex in the nostrils and occasional
papular lesions of erythema multiforme on the fingers, but in the ensuing 10
months there were no further lesions.

Comment

A causal relation between erythema multiforme and herpes simplex
infection has long been suspected clinically, though the pathogenesis
is still not clear. Several studies have indicated that immune complexes
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detectable in the serum are deposited in the skin transiently in the
early stages of erythema multiforme, but the presence of herpes
simplex antigen in such complexes remains in doubt.1 Topical
treatment of recurrent mucocutaneous herpes simplex lesions with
antiviral drugs may reduce the severity of an individual lesion but has
little effect on the associated erythema multiforme.

Acyclovir ointment is an effective treatment for ulcerative herpetic
keratitis,2 and intravenous acyclovir has proved beneficial as treat-
ment3 4 and as prophylaxis" for immune-compromised patients with
herpes simplex lesions. In our patient early intravenous treatment
was of no value but when prophylactic topical treatment was adopted
the effect was dramatic. There had been no spontaneous remission in
the previous three years and the longest period free of lesions was
three months, after a course of radiotherapy. That erythema multi-
forme did not occur during either period when the patient was free
of cold sores adds weight to the assumption that they are causally
related.
The prophylactic effect of topical acyclovir in this patient was

promising and there were no apparent side effects. A controlled trial
is now in progress to evaluate the use of topical prophylaxis in patients
with frequent mucocutaneous herpes simplex lesions accompanied by
complications.

1 HuffJC, Weston WL, Carn RI. Mixed cryoglobulinaemia, 1251 Clq binding
and skin immunofluorescence in erythema multiforme. J Invest Dermatol
1980 ;74 :375-8.
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trial of acyclovir and idoxuridine in dendritic corneal ulceration. Br J
Ophthalmol 1980;64:766-9.
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Acyclovir therapy for mucocutaneous herpes simplex infections in
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Chlorpropamide- and tolbutamide-
alcohol flushing in non-insulin-
dependent diabetes
Chlorpropamide through its effect in causing flushing after alcohol
has been used to investigate the genetics of non-insulin-dependent
diabetes.1 Other sulphonylureas are also well known to cause alcohol
flushing, though much less commonly. Only two out of 43 (4 7' O)
non-insulin-dependent diabetics treated with tolbutamide who
attended our clinic during the past three months complained of a
hot feeling in the face with visible flush after alcohol; other workers

have found a similar prevalence.2 Since the relation between
tolbutamide-alcohol flushing and chlorpropamide-alcohol flushing is
not clear we challenged these two patients with alcohol after differing
periods of treatment with tolbutamide, chlorpropamide, and placebo
to see whether they produced flushing.

Case report

The two men, aged 55 and 58, had been diagnosed as having diabetes at
the ages of 45 and 50 respectively. Neither had a family history of diabetes.
One patient (case 1), who was 1350' of ideal body weight, had been treated
for a short while after diagnosis with a low-energy diet, but was later put on
tolbutamide 250 mg three times daily, and good metabolic control resulted.
The other patient (case 2), who was 95°' of ideal body weight, had been
treated with tolbutamide 500 mg twice daily as soon as diabetes was
diagnosed and remained on this drug. Alcohol flushing tests were performed
between 9 and 11 am after (a) two days of treatment and (b) long-term
treatment with tolbutamide; after (c) two days, (d) seven days, and (e) 15
days of treatment with chlorpropamide 250 mg daily; and after (f) placebo.
A four-day wash-out period preceded tests (b), (c), and (f).

For 30 minutes before and after ingestion of 40 ml sherry skin temperature
was monitored (DOPt 100 digital thermometer, Milan) using a small
temperature sensor probe fixed with adhesive tape to the left cheek. Room
temperature was kept constant at between 20 and 22'C. Both patients'
faces flushed, and they described a hot feeling in the face and showed a
rise in skin temperature after both long- and short-term treatment with
tolbutamide (table). Chlorpropamide-alcohol flushing occurred in only one
patient, after 15 days' treatment. Neither facial flushing nor a significant
(12°C) temperature increase occurred after placebo.

Comment

The results suggest that, firstly, tolbutamide-alcohol flushing is not
associated with a genetic type of diabetics and, secondly, chlorpro-
pamide-alcohol flushing may occur in patients who show tolbutamide-
alcohol flushing. Both sulphonylureas may interfere with alcohol
metabolism, though this should not necessarily be regarded as a
genetic marker for non-insulin-dependent diabetes. Thirdly, though
flushing may not occur after challenge with one or two chlorpropamide
tablets, it may appear after long-term treatment in diabetics without
a family history of the disease. The differences found by several
workers in the prevalence of chlorpropamide-alcohol flushing' 3 may
thus be related to different durations of chlorpropamide treatment,
suggesting that chlorpropamide-alcohol flushing depends partially
on the body's metabolism of the drug.4 Chlorpropamide-alcohol
flushing or tolbutamide-alcohol flushing may occur, independently
of particular genetic predisposition, when a threshold circulating
concentration of chlorpropamide or tolbutamide is reached. Thus
longer treatment with chlorpropamide would probably mean that
the patient who was still negative for chlorpropamide-alcohol flushing
after 15 days of taking the drug would eventually become positive.

Flushing that is truly specific for genetic diabetes is likely to be
due to some enzymatic inherited abnormality related to alcohol
metabolism (alcohol dehydrogenase or acetaldehyde dehydrogenase)
that is magnified particularly by chlorpropamide. An increase in
acetaldehyde during the challenge test in patients positive for
chlorpropamide-alcohol flushing5 could confirm this hypothesis and
suggests that a quicker response (after a single tablet) should be
present in strongly inherited diabetes whereas a delayed response
could develop at any stage during lo ig-term treatment. If this is not
always true the reason is probably because these two different
aspects-the body's metabolism of chlorpropamide and any enzymatic
deficiency-are often variably combined.

Leslie RDG, Pyke DA. Chlorpropamide-alcohol flushing: a dominantly
inherited trait associated with diabetes. Br MedJ 1978;ii:1519-21.

2O'Donovan CJ. Analysis of long-term experience with tolbutamide
(orinase) in the management of diabetes. Current Theories of Research
1959;i :69-87.

Facial ski'n temperatuirc ( C) and the patient's subjective feeling of flushing after alcohol (40 ml) after treatment with tolbutamide, chlorpropamide, or placebo

Tolbutamide Chlorpropamide
-- Placebo

Long term After two days After two days After seven days After 15 days

Case 1 Case 2 Case 1 Case 2 Case 1 Case 2 Case 1 Case 2 Case 1 Case 2 Case 1 Case 2

Temperature ( C):
Basal 33-5 318 33-2 31 5 33 5 32-1 33-2 32 3 33 7 32 1 3:3 4 32 0
Peak 36 0 33 7 35 8 33 9 34 5 32 5 34 0 32 8 35-9 32-9 34 3 32 6
Increase 2-5 1 9 2-6 2 4 1 0 0 4 0-8 0 5 2-2 0-8 0 9 0 6

Subjective feeling + + + + - - - + - - -
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