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cell systems can be inhibited in vitro by increased intracellular cyclic AMP levels (6). The 
inhibition of catechol-O-methyltransferase by pyrogallol results in an accumulation of 

catecholamines in the treated areas. Such an accumulation will increase the intracellular 

cyclic AMP levels via stimulation of adenylcyclase (7). 
It seem� worth while to investigate the effectivity of this drug in a series of patients with 

mycosis fungoides. An extra therapeutic modality for stubborn cases would be of great 

practical value. 
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In an open uncontrolled study eight patients with vulval lichen sclcrosus et atrophicus 
were given etretinate (Tigason�) I mg/kg/day. The dose was then gradually rcduccd 
according to effect and side effects. Six patients showcd improvemcnt in symptoms and in 
clinical morphology bascd on thc physician's cvaluation and photograpic documentation. 
In four of live patients wherc biopsies werc taken, there was a marked change in the 
histological picture towards normalization. Two patients did not respond to the treatment. 
All patients experienced the well-known side effects of etretinate in various degree. We 
conclude that treatmcnt with etretinate should be tried in vulval lichen sclerosus et 
atrophicus if the result of other therapeutical efforts are unsatisfactory. (Receivcd Febru
ary 13, 1986.) 

N. J. M1<1rk, Department of Dermatology, Rikshospitalet, Pilestredet 32. Oslo I, Norway. 

Lichen sclerosus et atrophicus in women is commonly restricted to the perigenital region. 

Treatment for this condition is most unsatisfactory. Many patients suffer from itching and 

burning sensations giving difficulties in their sexual and marital relations. 
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Etretinate (Tigason®) is widely uscd for treatment of keratinizing di�orders ( 1 ). Encour
aged by the work of Romppanen & Tuirnala (2) reporting effect with etretinate in vulval 

dystrophy we decided to do an open pilot study of etretinate treatment of vulva! lichen 

sclerosus et atrophicus. 

MATERJAL 

Eleven patients v.ere asked to enter the study. Eight patients accepted. The age ofthese e1ght patients 
varied from 21-63 years (mean 47.4 years). They all had a history of vulva) symptoms including 
itching, buming sensations and dyspareunia for 3-20 years (mean 9.6 years). The diagnosis of lichen 
sclerosus et atrophicus bad been made I to 13 years earlier (mean 4.3 years). All patients had 
intermittently been treated with variou, topical preparation,, mostly corticoMeroids and antiseptics. 
Three patients had undergone partial vulvectornia. All treatment had no or minimal effecl. 

Approximately 1 mg/kg/day etretinate was given as starting dose and then gradually reduced based 
on the clinical consideration of effect and adverse reactions No other system1c or topical medication 
was given during he study except local application of ernollients. 

The patients were examined regularly during the treatmenl. They were asked for changes in 
�ymptoms and for side effects. The lesions were clinically evaluated and were photographed before 
start of treatment and at follow-up visits. AU patients were biopsied before entering the trial and most 
patients also at one or two follow-up visits with emphasis on taking the biopsies from the same and 
most affected area. The patients have been followed for 39-46 weeks. 

RESULTS 

Six of our eight patients reported improvement of symptoms. This irnprovement was found 

to be parallel with a clinical rnorphological improvement based on the physician's evalua

tion and on the photographic documentation. Biopsics were taken from five of these six 

patients. Four showed histological signs of normalization, while onc did not reveal any 

significant change. 

Previous to the given treatrnent the four patients had histological findings typical of the 

late stage of lichen sclerosus et atrophicus, including various degree of hyperkeratosis and 

a prominent thickening of the papillary dermis by sclerosis and alrnost hyalinization with a 

few fibroblasts and telangiectases. Beneath the sclerotic dermis there was a slight inflam

matory infiltrate composed of lymphornonocytic cells, partly perivascular, partly band

like. At the dermoepidermal junction edematous/vacuolar alteration of the basal cells was 

evident, occasionally with the formation of small clefts. After approximately 17 weeks 

treatment all these changes were reversed towards normal. One patient merely showed thc 

picture of a chronic unspecific dermatitis l 7 weeks after start of therapy, whilc the other 

three still had persistent. small ederna zones in the uppermost derrnis. 

On disappearance of symptoms after 14 and 18 weeks respectively two of the six 

patients stopped treatment. One patient greatly irnproved but stopped treatment after 18 

weeks because of side-effects. These three patients did not experience any flare-up. Three 
of the six patients had to continue treatment on a reduced dose to control symptoms. 

Two of our eight patients aged 21 and 34 stopped the trcatrnent after 12 and 10 wecks 

due to lack of improvement and side-effects. These two non-responders had a five- and 

ten-year history of perigcnital pruritus respectively. Lichen sclerosus et atrophicus was 

diagnosed in 1983 in both cases. The six patients who reported improvement were agcd 

42-63 (mean 53.3 years) with a sirnilar 3- to 20-year long history of symptoms (rnean 10.3
years). Lichen sclerosus et atrophicus had been diagnosed 3-13 years earlier (mean 4.0
years).

All patients experienced the characteristic side-effects of etrctinate in various degree. 
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DISCUSSION 

The improvement seen in six of eight patients in this open uncontrolled study could be 

verified by clinical evaluation, photograpic documentation and histological examination. 
The fact that those patients who reported improvement were older than the non-respond

ers and had had tbe disease for a longer time, could be explained by a possible greater 

tolerance of side-effects, less expectations and greater patience often found in older 

patient populations. 

It is rather well documented that lichen sclerosus et atrophicus has a relationship to 

auto-immune disease (3) and that the retinoids have several effects on the irnmune system 

(4). There is also evidence for anti-inflammatory activity of etretinate and in this way it 

exerts distinct therapeutic effects on various skin diseases with dermal inflammatory 

involvement (5). Hein et al. (6) have shown that collagen production and the synthesis of 

non-collagenous proteins were reduced with increasing concentrations of etretinate and 

various retinoid analogues. These different effects of etretinate may contribute to the fäet 

that some patients with lichen sclerosus et atrophicus show improvement on etretinate 

treatment. 

In an open, uncontrolled pilot study including 8 patients with various subtypes of lichen 

sclerosus et atrophicus, Neuhofer & Fritsch (7) concluded that only moderate therapeutic 

effects can be achieved with etretinate. Allevato et al. (8) reported clinical improvement of 
etretinate in five patients with lichen sclerosus e t  atrophicus. In some of these patients a 

histological improvement was seen, but the lack of international experience was stressed. 

Romppanen & Tuimala (2) reported effect of etretinate treatment in thirteen women with 

vulvar dystrophy, i.e. keratotic changes of the vulva including lichen sclerosus et atrophi

cus, leukoplakia and pruritus. 

The present study shows improvement in six of eight patients with vulva! lichen 

sclerosus et atrophicus treated with etretinate. We conclude !hat this drug should be tried 

if the result of other therapeutical efforts are unsatisfactory. 
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