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arier’s disease, also known as keratosis follicularis, is an uncommon
autosomal dominant disorder.1 It is characterized by symmetrical
multiple hyperkeratotic or crusted papules localized on seborrheic

areas with characteristic histological findings.1,2

The treatment of Darier’s disease is usually unsatisfactory. The most fre-
quently used systemic therapies in the treatment of severe Darier’s disease are
oral (etretinate, acitretin, isotretinoin) and topical retinoids.1,2 There are a few
published reports about the use of cyclosporine therapy against Darier’s dise-
ase with variable outcomes.3-6 As Darier’s disease is a keratinization disorder
and an altered lymphocytic response to mitogens, particularly involving T
lymphocytes have been reported in etiopathogenesis of Darier’s disease,3 cylos-
porine therapy was started in our patient. Herein, we report a case with gene-
ralized Darier’s disease that did not response to cyclosporine therapy.

A 34-year-old man presented with widespread eruption on his trunk
(Figure 1). He had been suffering from these lesions for 15 years. His mot-
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AABBSS  TTRRAACCTT  Da ri er-Whi te (Da ri er’s) di se a se is a ra rely se en au to so mal do mi nant di se a se cha rac te -
ri zed by ke ra to tic pa pu les which de ve lop pre fe ren ti ally on se borr he ic are as. The most ac cep ted
the ra pi es used in ge ne ra li zed Da ri er’s di se a se are oral re ti no ids.  In ad di ti on, cyclos po ri ne the rapy
has be en re por ted with conf lic ting re sults in the tre at ment of Da ri er’s di se a se. In this re port, we pre -
sent a 34-ye ar-old man with Da ri er’s di se a se.  He had be en tre a ted with syste mic re ti no ids for a long
ti me wit ho ut any be ne fit. Cyclos po ri ne the rapy was star ted and con ti nu ed for six months.  Ho we -
ver, the le si ons al so did not reg ress with this tre at ment.  

KKeeyy  WWoorrddss::  Cyclos po ri ne; ke ra to sis fol li cu la ris; the rapy

ÖÖZZEETT  Da ri er-Whi te (Da ri er) has ta lı ğı, özel lik le se bo re ik böl ge ler de ge li şen ke ra to tik pa pül ler le
ka rak te ri ze na dir göz le nen oto zo mal do mi nant bir has ta lık tır. Yay gın Da ri er has ta lı ğın da en çok ka -
bul gör müş te da vi oral re ti no id ler dir. Da ri er has ta lı ğı nın te da vi sin de sik los po rin te da vi si çe liş ki li so -
nuç lar la bil di ril miş tir. Bu ya zı da, 34 ya şın da ki Da ri er has ta lı ğı olan er kek ol gu yu su nu yo ruz. Ol gu
uzun sü re dir sis te mik re ti no id te da vi si alı yor du an cak bu te da vi den her han gi bir fay da gör me miş -
ti. Has ta ya sik los po rin te da vi si baş lan dı ve altı ay sü rey le de vam edil di. An cak lez yon la rı bu te da -
viy le de ge ri le me di.  

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Sik los po rin; ke ra to zis fo li kü la ris; te da vi
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her, both of his sons and da ugh ter al so had the sa -
me di se a se with va ri ab le cli ni cal in vol ve ments. Be-
fo re he had ad mit ted to our cli nic, he had be en
tre a ted se ve ral ti mes with to pi cal re ti no ids and
syste mic re ti no ids with par ti al be ne fit. 

On der ma to lo gi cal exa mi na ti on, the re we re
warty brown pa pu les co a les cing to form lar ge patc-
hes on his fa ce, trunk, bi la te ral ex tre mi ti es, glu te -
as, both of the axil lary and in gu i nal re gi ons.

The ro u ti ne la bo ra tory tests inc lu ding comp -
le te blo od co unt, pro te ins, elec troly tes, li pids, im-
mu nog lo bu lins, re nal and li ver func ti ons we re
nor mal.  The his to pat ho lo gi cal exa mi na ti on of the
bi opsy of the le si ons was con sis tent with Da ri er’s
di se a se (Fi gu re 2). Oral cyclos po ri ne the rapy 3.5
mg/kg/day was star ted. The ot her lo cal tre at ments
we re dis con ti nu ed a month be fo re star ting cyclos-
po ri ne the rapy. The tre at ment of  the pa ti ent was
star ted in our hos pi tal and the pa ti ent was kept in
hos pi tal for  the first two we eks of the the rapy. La -
ter, he was eva lu a ted every month. In each vi sit,
he was eva lu a ted by the sa me der ma to lo gist, his

skin le si ons we re ob ser ved and pho tog rap hed, and
ro u ti ne la bo ra tory tests we re do ne. No pat ho logy
was de tec ted in la bo ra tory fin dings du ring the  sub-
se qu ent con trol vi sits. Du ring the tre at ment, the
pa ti ent’s comp la int abo ut pru ri tus dec re a sed; ho-
we ver, the re was no chan ge in the se ve rity of the

FI GU RE 1: The ap pe a ran ce of the skin le si ons be fo re cyclos po ri ne the rapy.

FI GU RE 2: After six months of the cyclosporine therapy, the appearance of
the skin lesions.

FI GU RE 3: The appearance of suprabasal acantholysis and dyskeratotic
cells (HE, x 200).
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le si ons. Af ter six months, not only the old le si ons
we re still pre sent but al so new le si ons ap pe a red
con ti nu o usly. The re fo re, we dis con ti nu ed the tre-
at ment (Fi gu re 3). 

The exact mec ha nism of cyclos po ri ne in Da ri -
er’s di se a se is not known.  Its ef fect is pro bably du -
e to in hi bi ti on of lymphocy te ac ti va ti on and
pro li fe ra ti on by sup pres si on of the cyto ki nes IL-2,
IL-4 and in ter fe ron-γ. The use of cyclos po ri ne as a
the rapy aga inst Da ri er’s di se a se was re por ted pre vi-
o usly in li te ra tu re with con tra dic ting re sults.  Mar-
ti ni et al re por ted a pa ti ent who was tre a ted
suc ces fully with cyclos po ri ne at a a do se of 3
mg/kg/day. Ho we ver, abo ut thre e  months af ter
dis con ti nu a ti on of the the rapy, the le si ons re lap -
sed.3 Sha hi dul lah et al re por ted a pa ti ent with Da-

ri er’s di se a se with a se ve re ec ze ma ti za ti on and who
was tre a ted with the sa me do se of cyclos po rin with
go od re sults.4 Ho we ver, our pa ti ent’s skin le si ons
sho wed no chan ge with the sa me the rapy af ter six
months. 

The re are re ports with conf lic ting re sults abo -
ut cyclos po ri ne in Da ri er’s di se a se. Cyclos po ri ne
the rapy may be use ful in Da ri er’s di se a se. Ho we -
ver, cylos po ri ne has sig ni fi cant si de ef fects es pe ci -
ally in long term tre at ment. Long term si de ef fects
of cyclos po ri ne in chro nic and he re di tary di se a ses
such as Da ri er’s di se a se sho uld al so be con si de red
and pa ti ents sho uld be ca re fully scre e ned. The re -
fo re, furt her stu di es sho uld be ma de to con firm the
ef fec ti ve ness of cyclos po ri ne the rapy in the tre at -
ment of Da ri er’s di se a se.

1. Zeg la o ui F, Za raa I, Fa zaa B, Ho u im li S, El
Fe kih N, Ezzi ne N, et al. Dyske ra to sis fol li cu -
la ris di se a se: ca se re ports and re view of the li -
te ra tu re. JE ADV 2005;19(1):114-7.

2. Bur ge S. Ma na ge ment of Da ri er’s di se a se.
Clin Exp Der ma tol 1999;24(2):53-6.

3. Mar ti ni P, Pe o ni a G, Be ne det ti A, Lo ren zi S.

Da ri er-Whi te syndro me and cyclos po rin. Der-
ma to logy 1995;190(2):174-5.

4. Sha hi dul lah H, Hump hreys F, Be ve rid ge GW.
Da ri er’s di se a se: se ve re ec ze ma ti za ti on suc-
ces fully tre a ted with cyclos po rin.  Br J Der ma -
tol 1994;131(5):713-6.

5. Gup ta AK, El lis CN, Nic ko loff BJ, Gold farb MT,

Ho VC, Roc her IL, et al. Oral cyclos po ri ne in the
tre at ment of inf lam ma tory and no ninf lam ma tory
der ma to ses. A cli ni cal and im mu no pat ho lo gic
analy sis. Arch Der ma tol 1990; 126(3): 339-50.

6. Lar bre B, Ni co las JF, Frap paz A, Thi o ve let J.
[Cyclosporine and Darier’s disease). Ann Der-
ma tol Ve ne re ol 1993;120(4):310-1.

REFERENCES


