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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.
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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.
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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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Spirochaetosis: a remediable cause
of diarrhoea and rectal bleeding?

Spirochaetes have been found in the alimentary tract and faeces of
apparently healthy people.' In some animals similar infestation may
cause an acute and often fatal diarrhoeal illness.2 A review of 100
consecutive rectal biopsy specimens obtained from patients with
rectal bleeding or diarrhoea showed that 10 had spirochaetosis.3 In
two of these patients no other underlying cause for the symptoms
could be found and it was not clear whether these organisms were just
commensals. The authors suggested that antibiotic treatment in such
cases may provide an answer to this problem. We describe two patients
with spirochaetosis who presented with diarrhoea and rectal bleeding.
Both improved after treatment with metronidazole.

Case reports

CASE 1

A 54-year-old man presented in October 1979. Since 1974 he had
experienced self-limiting episodes of watery diarrhoea and rectal bleeding
associated with the sigmoidoscopic and histological changes of active
non-specific granular proctitis. He presented with a further episode
of rectal discomfort and loose slimy diarrhoea of three weeks' duration.
Physical examination was unremarkable, and stool culture and microscopy
were negative. A double-contrast barium enema was normal. Sigmoidoscopy
confirmed active proctitis with considerable rectal tenderness. A repeat rectal
biopsy specimen showed chronic inflammatory changes. A haematoxyphilic
fuzzy border typical of intestinal spirochaetosis was seen on the surface
epithelium (figure). After metronidazole 1 g by suppository twice daily for
five days his diarrhoea stopped and rectal discomfort diminished. Sigmoido-
scopy two months later confirmed improvement in the proctitis. Histology
again showed chronic inflammation but the fuzzy border had disappeared.
During March 1980 his diarrhoea and rectal bleeding recurred. A further

rectal biopsy specimen again showed a fuzzy brush border. Electron micro-
scopy showed spiral organisms 3 /m in length and 0-2 jum diameter between
the microvilli of the rectal epithelium. Transverse section on electron
microscopy showed axial filaments with a rosette formation. He received a
further seven-day course of metronidazole suppositories after which his
symptoms disappeared. A repeat rectal biopsy specimen showed that the
spirochaetal infestation had disappeared.

CASE 2

A 49-year-old man presented in September 1980 with a history of two
weeks' watery diarrhoea that had started while he was on holiday abroad
and one week's tenesmus and fresh rectal bleeding. Physical examination was
satisfactory and stool culture and microscopy were negative. A double-
contrast barium enema was normal. On sigmoidoscopy the rectal mucosa
appeared normal. A rectal biopsy specimen showed normal histology apart
from a fuzzy blue brush border over the surface epithelium (figure). Electron
microscopy showed spirochaetes identical with those in case 1. Metronidazole
400 mg four times a day by mouth for 10 days abolished his symptoms. A
further biopsy specimen in December showed that the spirochaetes had
disappeared.

Comment

Spirochaetes often colonise the large-bowel surface epithelium and
may be histologically identified as a haematoxyphilic zone over the
luminal brush border. Their staining properties, electron microscopic
appearances, and ultrastructural characteristics are morphologically
identical with those of the oral spirochaete Borrelia vincentii.' Rectal
spirochaetosis may cause a purulent discharge4 but has never been
shown to produce gastrointestinal symptoms. Spirochaetosis has been
reported in Glasgow in 6 9%, of rectal biopsy specimens.5 Fourteen
such patients had diarrhoea or rectal bleeding, but in 12 this was
attributed to some other underlying disease.

It might be argued that the symptoms in our case 1 were due to
long-standing non-specific proctitis. On two occasions, however,
symptomatic improvement coincided with clearing of the spirochaetal
infestations while histology of the underlying rectal mucosa remained
unchanged. In case 2 rectal histology was normal apart from evidence
of spirochaetosis. In both cases treatment with metronidazole was
associated with symptomatic relief and disappearance of the spiro-
chaetes. Spirochaetosis, therefore, may be a readily treatable cause of
acute diarrhoea or rectal bleeding and should be looked for in all
rectal biopsy specimens.
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Section of rectal biopsy specimen showing haematoxy-
philic zone on mucosal brush border. Haematoxylin
and eosin x 1500 (original magnification).
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