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IKTRODUCTIION

Histerical Review:-

Keratogis follicularis first dsscribed by Prince
Morrow in 1886. It is a genodermatoses inherited as an
irregular autosomal dominant in which there is a slight
male predominance, later White 1889 reported a similar
case, Two monthg later 1889 Darier described his first
case and accepted Wnite's case as belenging to the same

ETOUD.

Porter et al. (1947) prefer the synonyms "Darier's
disease" and "Darier's dyskeratosis". The term "Keratosis
follicularis" has been avoided by Porter et al. Dbecause
the disease is not primarily a Jollicular disease ( Ellis

T.A. 19L4),

Sometimes iesions of Darierls disecse ar

B
U

pressent in
the rroxinmity of or act.ally sirrcoundi.g z hazir foliicle,
Thie faet ~ed Darier (1889) =5 well as Whive (1689) to

the idez that irne proczss was folliculer (Jeerman 165G),

Darier's disease ic also mnow: as (1) Kerztosis tol-
licularis (2) Ichthyosis folliicularis (3) Psgggospermosis
(%) 4cne sebacee cornee (5) Ichtiyosis sebacea cornea and

(6) ileratosis vegetans, (J.C. Wright 1962).
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Darier's disease becomes manifest a* any age, but

usually beginsg in childhood (Svendsen & Albrectsen).

The early stages are described as papulies of wvarying
numbers which become crusted and produce vegetating growths
winich become foul-smelling particularly in the intertrigi-~

NOUS areag.

The distribution of the lesion may be wide sprezd in-
volving the face, torso and extremities particularly the
palnar and planter surfaces, Occasionally the rmcous mem-

branes may be involved (Weathers et al., 1969).

Sall changes are very consistent and Zharacteristic
& K

(foncrzse, . 1965),

Darier (1920) ccnsidered the diseage slind .7 as
Mryoyoa ™~ crache e a1 dicaszrt Il -NE vhtte B e A T T ] e
ravaALT ITLA._u;,, oLl IDAL1CALET T, 1.8 Wy DaCe. TIMATLY
lezion ig & payule coversd wis. = <ylsk trown cracet.

Pels and joodman reported tie cozse of a petient with
Darier's disease ir w:ion vegicle formation was a rrorinent

fezture, (1939),

Ellis (195C) prefers to call the syndrome Daricr's

he two variants as dry and wet
o

ct

Glsease and to separate
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and called them vesicular and non-~vesicular Darier's

disease. He further concluded after detailed study of 22
cases that Benign chronic familial pemphigus is a wvariant
of Darier's disease. He suggested that the two variants

mist be called vesicular and non-vesicular Dariert!s disease.

Montogomery (1948) in his notes on benign pemphigus
of Hailey and Hailey stated that "There are several der-
matologists who still believe that the condition is a form
of Darier's disease with which view, I am not in accord.,"
Warty dyskeratoma (Szymanski 1957) and isolated Darier's
disease (Graham and Helwig 1958) have been regarded as
solitary lesions of Darier's disease becauase of their

atnolozical regemoliance.
(=]

Ihe hereditary btackground of Darier's disease seems

to be widely accepted (8Sve..dsen & Alorectsen 1959),

secezuse of the close resenmblance Setween the Liorpho-
logic criteria of iiailey -~ Hailey disease and of Darier's
dis¢as., some authors feel that these twe disorders are
related, the Hailey - Hailey disease being a bullous var-

ient of Darier!'s disease (Ellis 1950).
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Genetic studies by other investigators indicate,

however that Hailey - Hailey's disease and Darier's
disease occur independently in the involved families and
are not known to be associated genealogically or to over-
lap (Svendsen, Albrectsen 1959 and Reymann & Raaschou
1959).

The similtaneous occurrence of Darier's disease,
Hailey - Hailey's disease and acrokeratosis verruciforymig

in one patient was reported by (liiordson 1965),
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BITOLOGY

1)  Heredity:

Fiscdher (1924) found a total of 97 publications
describing a total of 120 cases of Darier's disease.
Thirtytwo of these cases were familial and 88 sclitary cases.

(Svendsen & Albrectsen).

Arnold Sorsby (1953) stated that Darier's disease
is due to a single dominant gene, He stated further '"iso-
lated cases are commoner but the disease has often occured
in several members of a family. The pedigrees are small,
however, and seldom extead to more than three generations.

This may be caused bty social seleccion in marriage.”

Svendsen & Albrectse; (195%) have found the prevalence
of Darier's disease to De 1 pr. 100,00C nopulation in
Denmark. They stated Msince the condition is a result of
mutation, a possible incrsase in the incldence might point
to the existence of mutation provoking factors such as an

incrcase in radioactivity.™

They claimed that Darier's diseuse is aggravated 1f
the patient perspired a great deal or underwent nervous
strain. They further stated that exposure to sunshine had

been found to be a provokating factor. Tney concluded
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that the mode of inheritance of the disease appears to be

simpile dominant heredity.

According to Ford (1942). Darier's disease results
from two different types of genetic disturbances. In some
families it is inherited as a sex-linked dominant and in
others as an autosomal dominant., It was supposed that
one genetic type might account for the responsiveness to
vitamin A and the other genetic type for the refractorinesss
But this supposition is ruled out by the behaviour of L
patients with Darier's disease reporied by Carleton &
Steven (1943), Since ir one member of each family the

disease was refractory and in the other it was responsive.

2) Dyskeratotic-Acantholytic Theory:

Caulficid & Wilgran (1963) stated thet the changes
commor +o basal cells and >rickle cells namcly separation
of the tonofilaments from desmosomes with subsequent dis-
integration of their attachment plates, produce most of
the classically accepted histological alternations ascribed

to Darier's disease.
3) Vitamin-A-Deficiencysi-

Peck in (1938) studied a case of Darier's disease in

a man aged 25 y. He postulated that since the chief
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pathologic change is a2 fellicular dyskeratosis, the disease

might possibly be due to vitamin-A-deficiency, He there-
fore tried the effect orf large doses of this vitamin ang

ovtalned considerable clinical improvement. He suggested
that the disease is due to a hereditary defect in absorp-
tlon of vitamin A or in conversion of provitamin (A) mani.-

festing itself in the skin as dyskeratosis,

Carleton and Stever (19%3) descided that there is no
resenblance between the pieture seen in cases of a vitamino-

sis &4 and that observed in Darierts 2iscase.

A sc they postulat:d that there is no reliatlic 1ink

berween Irskeratosis a'd  vitamin deficlercy, since dyske-
ratosis witl the produc.ic- of grainc end corrs ronds is

Ster 1rn a rumber of dormatosss such ss meslusoum contario-
sur, Pogettes diseas., Tow.ii's Zisens:e zid cer-—air Trpes

cf papillome avg epivociionz, in which vitamin deficlency

doesn't ;17 eany cllslc7ic rele,  3ut they siated trat
"It ls diificult to disrice the vitarin Tacter entirely

28 2 c-lnicel roszonse 1s  secn in a discrse which had

pPreviously remained uichansed for yecars,"

Ir spite of improven..T follows:.- treatment with vita-

=

min-A- in 3¢ Rany coses, S0 s eliar that the discase is
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not z simple deficiency state, (Porter et al. 1947).

Vitamin -A- when given in large amounts and over long
pericds, seldom leads tc disappearance of Darier's disease

manifestations entirely (Porter et al. 1947).

The only patients rezorced as havins recovered com-
pletely one the 2 cases described by Carleton & Steven

(1943) arnd = case reported Ty Jewman (1943).

Two labora.ory methods used to detect deficiency of
vitamin -A- . Tirstly, thc vitamin A and caroten levels
in the plasma, sccondly, dark cdcptation tests. lioore
{19=¢) Imund tnL. iLean average 1cU.1 to be withil normal
iimZts irn 3 caseés, alilouzn irgividuzl estimetior revealed

swonormad Levels in 2 ¢l Tkom,

Carleton & Steven (1343), iowever reported ormal
liwvelz 1o zil thedr b carges, Porter, Jodding ani Iratzuer

(19-7) Fouwsd tie figure -

try
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Gmnses rororieid LY then cefors viTwoin -~A= therapy was

DEZUl.

Porter et al. (194%7) pestulcted that the nest satis-
faev vy hypothesis is that (he epitiielial cells of ths

- - -

g¥il. wr. unople TO makeé —sc of tThve vitamin -A- ovailable
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in a nermal manner, This idca is consistent with the

common finding of normal amounts of vitamin -A~ in the

plasma as mentioned previously.

Six patients suffering from Darier'!s disease were
observed by Leitner and Moore (1948) who concluded that
Darier's discase is probably not due to a simple avitami-
nosis. They postulated that vitamin -4~ may be dirsctly
or indirectly connected with the eruption of the diseasge.
They sugrested the possibility of impaired liver function

vhich might interfere with the utilization of the vitanmin,

Liver function tests were carried out on six cases
of Darier's iiscase bty Porter & Brunasuer (1949) in an
attempt to cvaluaie the getiological significance of vita-
min A, Altnough minor abrormalities occurrcd, ne sure
evidence of nepavic fallure was obtained in any case or

tnée disensc.
L) Viral Theorys=-

Ikada (1971) postulatcd that Darier's discase may be
a new type of crronic viral infection o1 the skin on the
bosis of results from epidermologic studies. JZaias et al.

(1973) stated that "A surprising finding was the presence
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of pizarre miltimicleate epithclial giant cells, mostly in
the nail bed, which bear a striking resemblance to the

giant cells in the epidePmis of measles.

Preliminary electron microscopic studies utilizing
paraffin sections recmbeded in epoxyresin, show bodies
similar to RNA-type-C-Viral particles, Perhaps Darier's
supposition was correct: An infectious agent may be in-

volved in the pathogenegis of Darier's~White discase.

Graham & Helwig (1958) stressed that single isolated
lesions of Dardier's disease may b- viral. Shelley et al.
(1959) concloded trat there is no < vidence supporting viral
theory, furthermor: they failed tc find ény transferabie

causal agent,
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CLINICAT PICTURE

The distinctive lesion of Darier's disease is a
greasy crusted papule, skirp—coloured, yellow-brown or

hrowna.

If %he adherent . crust is removed acentral , funnel=-
shaped orifice may sometimes be exposed. Coalescence of
papules produces irregular warty plagues or papillomatous
masses which in the flexures betome vegstating and mal-
odourous. The sites of predilection are the gseborrheic
areas of the trunk, the flanks, the face particularly
the temples, fore heady ears, nasolabial furrows and
the scalpe. The flexures notably the anogzenital region,
the groins and the natzl cleft, are often involveds
The dilsted follicular openings may become infecteds

with ulecration and purulent discharge.

Terier(1920) considered the diseasc clirdcelly as
npopulocrusts, ofter folliculer". the sypiczl erupzive
lesion is apapule covered with agrayish brovn crust.
The crust when removed leaves a red weeping suriace

which may blecds
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