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Occlusion, urine and genital 
lichen sclerosus

Sir,
I congratulate my friends and colleagues, Drs. Gupta, 
Malhotra and Ajith on their perspicacious observations 
concerning the distribution of genital lichen sclerosus 
(GLSc), recently published in your journal.[1] I also 
applaud the clarity of their interpretation, with which 
I unequivocally agree, that occlusion of susceptible 
skin is central to the pathogenesis of this cryptic 
but important dermatosis. My own view is that it 
is occlusion specifically with urine that is key. May 
I have your permission, Sir, to paraphrase here from 
letters from myself that have appeared in the urology 
literature over the last couple of years about this 
theory?[2,3]

In the male (M), GLSc affects principally the 
uncircumcised only rarely occurring in those who were 
circumcised at birth, where it is associated with trauma, 
instrumentation, genital jewellery (piercing) and gross 
anatomical abnormalities such as hypospadias and 
its surgical repair,[4] situations that can create urinary 
leakage. In girls, GLSc can be self‑limiting, perhaps 
because tighter control of continence is acquired with 
aging (R. U. Sidwell‑personal communication). In the 
adult female GLSc classically causes characteristic 
perianal disease[5] and has been associated with 
incontinence in women in a single report.[6] But 
GLSc never normally causes perianal disease in men 
because in striking contradistinction to women the 
male perineum is never normally chronically exposed 
to urinary irritation. However, MGLSc occurs and 
recurs in grafts.[4,7]

Arguably, the arrangement of the distal urethra, 
navicular fossa and meatus has evolved to function as 
a low‑pressure valve. The embryology is complicated 
and a wide, albeit often subtle, variation in 
naviculomeatal valve structure and function, and 
the relationships of both to striking variation in the 
structure and function of the prepuce, is revealed by 
meticulous clinical assessment. Many men presenting 
with GLSc will confess to dribbling after voiding and 

have abnormal naviculomeatal morphology on close 
examination. In these men, urine dribbling from the 
meatus after the prepuce has been replaced following 
voiding will spread widely between the juxtaposed 
mucosal surfaces. Occlusion and the phenomenon 
of koebnerization create the inflammation.[8] Our 
magnetic resonance spectroscopy work suggests 
that there is not one single indictable component of 
urine.[9]

Female GLSc seems to spare non‑cornified stratified 
squamous epithelium. Women do not get urethral 
disease,[5] but this can be a devastating complication 
in men. Perhaps this is because, in the male, 
susceptibility to the irritant effects of urine may 
be due to variability in the epithelialization of the 
mucosa of the distal urethra and navicular fossa, as 
well as dysfunction of the naviculomeatal valve. The 
definition of mucosa is controversial but undoubtedly 
the proximal penile urethra possesses a true mucosa, 
while the circumcised glans certainly does not, the 
uncircumcised glans and inner prepuce might not, 
and the outer prepuce most likely does not. There 
are transition zones between true urothelium and 
true skin. Just as there is wide variability in the size 
and shape of the navicular fossa, there is probably 
variability in the site of the epithelial transition zones, 
the degree of keratinization of the glans, the length and, 
thus, surface area of the foreskin, and the disposition 
of adnexae. Perhaps urethral LSc eventuates because 
the transition to stratified keratinizing squamous 
epithelium occurs and/or urethral mucus glands are 
lost, too proximally, thus rendering the epithelium 
focally susceptible to the pernicious irritant effects 
of urine. Some recent histological findings may 
be pertinent to this argument.[10] Non‑genital and 
especially true mucosal, e.g.,  buccal, skin grafts are 
held to be more successful than genital skin grafts in 
the repair of MGLSc.[11,12]

The clinical observations of Gupta and his colleagues 
help us considerably in better understanding 
the pathogenesis of GLSc. Enlightenment in this 
regard is directly relevant to prevention or early 
diagnosis and medical and surgical treatment of the 
potentially catastrophic condition that is MGLSc. For 
example, surgical management of complicated GLSc 
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must be designed so as not further to compromise 
naviculomeatal competence.
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Correlating epidermal thickness 
and basement membrane length 
to angiogenesis in the centre and 
the periphery of vitiligo lesion

Sir,
In vitiligo it is well‑documented that epidermis is thicker 
than in normally pigmented skin in frozen sections 
and that inflammatory changes are more frequent and 
intense in the epidermis and dermis of perilesional 
skin. Moreover angiogenesis, vascular endothelial 
growth factor (VEGF)‑positive cells and mast cells are 
increased in the center compared to the periphery.[1‑3]

Based on the above we investigated the thickness of 
keratin, the subjacent epithelium and the length of 
the basement membrane in the center (final stage) 
and the periphery (initial stage) of vitiligo, in order to 
find any difference between the two areas of the same 
lesion and a possible correlation between epidermal 
thickness and increased dermal angiogenesis.

After the approval of the Ethical Committee of the 
Medical School of the University of Athens biopsies 
were taken with informed consent from a group of 
33 Greek patients (9 men, 24 women; age range, 20–
72  years), with different phototypes [Fitzpatrick II 
(n=7), Fitzpatrick III (n=11), Fitzpatrick IV (n=15)], all 
suffering from generalized vitiligo vulgaris, stable for 
at least 2 years. The patients did not reveal any hyper‑ 
or hyposensitivity to pain, heat, cold, tickle, or touch, 
and did not show other abnormal sensations in their 
involved or clinically nondepigmented (uninvolved) 
skin areas. The duration of the disease ranged from 2 to 
35 years. The patients had not received any treatment 
for vitiligo for the last 5 years atleast.

Biopsies (4 mm) were taken from the center and the 
periphery of the same lesion in each patient. Every 
effort was made to ensure that the diameter of tissue 
taken, the subsequent measurement of basement 
membrane length and the percentage of shrinkage 
of the tissue specimen after excision, due to skin 
elasticity would not be affected by the procedure. The 
thickness of keratin layer and subjacent epithelium 
(granular layer to basement membrane) was measured 
in H‑E (Hematoxylin‑Eosin)‑stained sections (center 
and periphery). The length of the basal membrane was 
measured in PAS (Periodic Acid‑Schiff)‑stained sections.
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