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TOPICAL CARBENOXOLONE FOR OROFACIAL 

HERPES SIMPLEX INFECTIONS 

SIR,—Primary herpetic stomatitis, caused by herpes simplex virus 
type 1 (HSV 1), is the commonest viral infection of the mouth. Fever 
may be high, painful ulcers in the mouth and throat produce 
dysphagia with dehydration, and lymph nodes are enlarged. The 
lesions are self-limiting and heal in about 10 days. In about 30% of 
cases of acute herpetic stomatitis infections recur, in many cases as 
herpes febrilis, which affects mucocutaneous junctions around the 
mouth and nose.1 

Treatment is usually symptomatic, except in severe cases when 
0.1% idoxuridine mouthwash may be tried. Topical agents, 
including idoxuridine and ether,2 have been used for herpes febrilis 
without convincing evidence of success. In vitro, glycyrrruzic acid 
has antiviral3 and antimicrobial4 properties Because of a proposed, 
but as yet unproven, connection between herpes virus and oral 
aphthous ulceration, we investigated carbenoxolone, which is 
structurally related to glycyrrhizic acid, as a cure for recurrent oral 
ulceration. 

Carbenoxolone granules dissolved in water to make a 0.067% solution were 
used three times daily for a month by twelve patients with a long history of 
recurrent oral ulceration of the aphthous type. The results of this open trial 
will be reported elsewhere. The chance finding of a dramatic response to 
carbenoxolone mouthwash in a man with severe herpes simplex infection 
prompted a further open study of this preparation in the treatment of acute 
primary herpetic stomatitis in twelve patients aged 2-26 years. In seven, HSV 
I was confirmed by laboratory tests; a raised antibody titre was confirmed 3 
weeks later in two of the other five (the youngest patients were not recalled) 2 g 
of flavoured carbenoxolone granules was dissolved in 30 ml of warm tap water 
and used as a mouthwash and gargle (or applied by swabs) six times daily until 
ulceration disappeared. 

A concurrent open clinical trial investigated the effects of 2% carbenoxolone 
cream on herpes febrilis lesions in twelve patients with a long history of 
recurrent infection. The cream was applied six times daily to established 
lesions or to incipient lesions. 

Two cases of herpes zoster (varicella virus) were treated, within 24 h of the 
appearance of oral and or facial lesions, with the carbenoxolone mouthwash 
and/or cream. 

The original patient, a 27-year-old dentist, was admitted to 
hospital with acute oropharyngeal ulceration, pain, dysphagia, and 
fever. HSV 1 infection was confirmed by culture. Carbenoxolone 
rinsing six times daily was started immediately. Within 48 h he was 
afebrile and felt, well, and most signs of ulceration had disappeared. 

In the twelve patients with acute herpetic stomatitis pain and 
dysphagia had disappeared within 48 h of starting treatment. 
Ulceration disappeared in 48-72 h but some painless macular 
lesions remained for up to a further 48 h. 

In the twelve patients treated for recurrent herpes febrilis all 
established lesions were painless and ostensibly healed within 3-4 
days. Five patients hid no recurrences in the next 6 months. In the 
remaining seven some recurrent lesions, triggered by common colds 
or exposure, were all aborted within 24 h of the start of treatment. 

Both herpes zoster patients responded dramatically to treatment; 
painful oral and facial lesions disappeared in 24-48 hours. There 
has been no post-herpetic neuralgia. 

No adverse effects were observed or reported by any patient. 
A recent Lancet editorial,5 suggesting a link between herpes virus 

and duodenal ulcer, mentioned that giycyrrhizic acid, which is a 
precursor of cerbenoxolone, possessed antiviral properties. It is 
postulated that the proven ability of carbenoxolone to accelerate 
healing of duodenal ulceration may be connected with antiviral 
activity. The carbenoxolone preparations used in these studies 
proved to be remarkably effective against acute herpetic stomatitis 
and recurrent herpes febrilis, conditions which do not respond 
quickly and completely to a large range of topical antiviral agents. 6 

All patients included in the trial of carbenoxolone cream had 
previously tried most of the proprietary topical agents, 
antihistamine creams, ether, and idoxuridine without consistent 
satisfactory results. 

Carbenoxolone, taken orally as therapy for gastric or duodenal 
ulceration, has been associated with significant side effects in a 
proportion of older patients. Measurement of serum carbenoxolone 
concentration in previous studies where the mouthwash was used 
three times daily for one month showed that no significant amount 
could be detected in blood samples taken one hour after the final 
treatment. 

Investigations of the in vitro antiviral activity of carbenoxolone 
and analogues, are in progress at several laboratories, and initial 
results indicate that carbenoxolone at 0.1 mmol/l displays highly 
significant activity against HSV type 1 (D. A. J. Tyrell, personal 
communication). 

A multicentre double-blind placebo controlled trial of 
carbenoxolone preparations in the treatment of orofacial infection 
caused by HSV 1 or varicella zoster is in progress. 
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