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Rezumat

Porokeratoza actinicd superficiald diseminatd este
forma cea mai comund de porokeratozd. Se asociazd cu
expunerea indelungatd, cumulatiod la soare si prezintd un
mic risc de transformare malignd. Clinic, leziunile sunt
descrise ca fiind papule si plici rotund ovalare, bine
delimitate, cu margini hiperkeratozice elevate care din
punct de vedere histologic corespund lamelei cornoide.

Raportdm un caz de porokeratoza actinici superficiald
diseminatd la un pacient de 58 ani cu un istoric de expunere
moderatd la soare. Diagnosticul a fost sustinut prin aspectul
clinic tipic, coroboat cu aspectul dermatoscopic si
examinarea prin colorare cu violet de gentian si ulterior a
fost confirmat histologic. La reevaluare dupd 6 luni nu a
prezentat semne clinice de transformare malignd.

Cuvinte cheie: porokeratozd; porokeratozd actinicd
superficiald diseminatd, la mella cornoidd.
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Summary

Disseminated superficial actinic porokeratosis is the
most common form ofporokeratosis, associated with
prolonged sun exposure and a low risk of malignant
transformation. Clinically, the lesions are described as
annular papules and plaques, with a well demarcated,
hyperkeratotic and elevated margin, histologically
corresponding to cornoid lamella.

We report a case of disseminated superficial actinic
porokeratosis in a 58-year-old patient, with a history of
moderate sun-exposure. The diagnosis was sustained by
clinical appearance, dermoscopy, gentian violet exa-
minationand it was histologically confirmed. At 6 months
follow-up, there was no evidence of malignant
transformation.
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Introducere

Porokeratoza (PK) este o genodermatoza rard,
de tip autosomal dominant, un grup heterogen
de keratinizare. PK mai este scrisd si drept
patologie autoinflamatorie cutanatd dobanditd in

Introduction

Porokeratosis (PK) is a rare autosomal
dominant type of genodermatosis, otherwise a
heterogeneous group of keratinization. PKis also
described as a skin autoinflammatory condition
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urma expunerii la lumina ultravioletda (UV)
si/sau in contextul imunosupresiei'2.

Aceastd patologie cutanata se poate prezenta
ca sileziuni distructive si desfigurante care pot
interesa inclusiv fatad, poate interesa cicatriciile
postarsurd? sau se poate prezenta ca si multiple
leziuni la nivelul zonelor fotoexpuse®.

Clinic, leziunilesunt papule si pldci rotund
ovalare care prezintd atrofie centrald si margini
bine delimitate, hiperkeratozice, elevate. Uneori
poate avea culoare brun deschis.

Prezentare de caz

Prezentdm cazul unui barbat de 58 ani care se
prezintd pentru niste leziuni asimptomatice
apdrute la nivelul pielii fotoexpuse, in special la
nivelul extremitatilor dar si la nivelul abdo-
menului si care evolueaza de aproximativ 2 ani.
Prezintd un istoric de expunere moderata in
timpul verii In ultimii 30 de ani fara s4 fi luat in
mod constant si sustinut masuri de fotoprotectie.
Clinic se constatd o eruptie simetric distribuitd pe
fata dorsolaterald a bratelor si antebratelor,
abdomen si pretibial care constd din papule si
placi roz-cafeniu care prezintd atrofie centrald,
bine delimitate, cu magine vizibild in periferie si
aspect rugos. Aspectele clinice, dermatoscopice si
cele de la examinarea cu violet de gentian (Fig. 1
si Fig. 2) sugereaza diagnosticul de porokeratoza
actinicd superficiald diseminatd. Examenul
histopatologic confirmd diagnosticul prin
evidentierea lamelei cornoide( LC). Pacientul a
vaut valori normale ale testelor de laborator si nu
a prezentat niciun semn de boala sistemica. I s-a
recomandat sd limiteze expunerea la UV, sa
foloseascd crema fotoprotectoare si sa revind la
control dacd sesizeazda modificarea aspectului
leziunilor. La reevaluare dupd 6 luni nu a
prezentat semne clinice de transformare maligna,
aspectul leziunilor fiind constant.

Discutii

Desi descrisd cu mai mult de cat un secol in
urmd, PK este o patologie relativ rara de etiologie
necunoscutd si patogeneza obscurd. Desi rezul-
tatele diverselor studii sunt oarecum contra-
dictorii, toate sugereazd patogenia complexa si
plurifactoriald.
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which may beacquired following ultraviolet
(UV) lightcummulative exposure and immuno-
suppression!2.

This cutaneous condition may present as a
destructive and disfiguring lesions involving the
face® as well as it may to involve the burn scars?
or as dozens of lesions occurring on sun-exposed
extremities®.

Clinically, the lesion is characterized by
annular or gyrate papules and plaques, with
central atrophy and sharply elevated
hyperkeratotic borders. Sometimes has a lightly
brown color.

Case presentation

We report the case of a 58-year-old patient,
whowas concerned about asymptomatic lesions
over the sun-exposed extremities and abdomen,
evolving for about 2 years. He admitted having a
history of moderated sun-exposure during
summer in the last 30 years and he did not use
constantly photoprotection measures in the
past.Physical examination revealed a dissem-
inated, symmetrically distributed eruption over
the dorsolateral part of the arms and forearms,
abdomen and anterior aspect of the lower legs,
consisting of reddish-brown papules and plaques
with central atrophy, well-demarcated, with a
ringlike border in periphery, slightly rough in
appearance. Clinical, dermatoscopical and
gentian violet examination ( Fig.l & Fig. 2)
suggested the diagnosis of disseminated
superficial actinic porokeratosis. Histological
examination confirmed the diagnosis, by
revealing the cornoidlamella. The patient had
usual blood tests within normal values and no
evidence of systemic disease was observed. He
was advised to limit ultraviolet exposure, to use
photoprotection cream and to return to the
hospital, if he noticed a change in the aspect of
the lesions. After 6 months, the aspect of the
lesions remained stable, without any signs of
malignant transformation.

Discussion

Although first reported more than a century
ago, PK is an uncommon disorder of unknown
etiology and unclear pathogenesis, as results
from different studies are contradictory, but for
sure complex and plurifactorial.




'(:' Hi"'

DermatoVenerol. (Buc.), 61: 241-248

Fig. 1. Stanga - sunt marcate cu sigetidoud leziuni de porokeratozd. Dreapta - sunt marcate aceleasi doud leziuni de
porokeratozi dupd evidenfierea acestora cu solutie violet de gentiand

Fig. 1. Left - there are marked by arrows two lessions of porokeratosis. Right - there are marked the same two
porokeratosislessions after coloring them with gentian violet solution

La pacientii cu predispozitie geneticd, factori
trigger externi activeazd o clond anormald a
keratinocitelor din epiderm. S-au raportat deja
unele conditii care predispun la aparitia leziunii
precum infectiile virale (streptococul de grup A,
virusul herpes simplex) ,unele boli autoimmune
(dermatomiozita, sindromul Sjogren, artrita
reumatoidd), bolile inflamatorii intestinale,
alterarea statusului imun (pacientii transplantati,
utilizarea pe termen lung a corticoterapiei,
infectia HIV/SIDA), bolile limfoproliferative si
unele tumori maligne solide (cancerul ovarian si
de colon, colangiocarcinomul) 7.

Mecanismele de diseminare a PK raméan
necunoscute desi au fost propuse mai multe
ipoteze. Supra expresia genei p53 se pare cd este
implicatd in patogeneza PK asociatd tumorilor
maligne solide’. Deficitul imunologic este cel mai
adesea incriminat mecanism in bolile infectioase,

In patients with a genetic predisposition it is
possible that external triggering factors can
activate an abnormal clone of epidermal
keratinocytes. Some predisposing conditions
have been reported already, namely bacterial and
viral infections (group A streptococcus, herpes
simplex virus), autoimmune diseases (dermato-
myositis, Sjogren syndrome, rheumatoid
arthritis), inflammatory bowel disease, immuno-
compromised status (organ transplantation, long
term use of corticosteroids, HIV/AIDS),
lymphoproliferative disorders, and solid malig-
nant tumors (ovarian and colon cancer, cholan-
giocarcinoma)®”’.

Some hypotheses have been proposed,
although the dissemination mechanisms of PK
remain unclear. The over expression of the p53
gene seems to be implicated in the pathogenesis of
PK associated with malignant solid organ tumors’.
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in cele immune precum si in cele inflamatorii.
Practic existd o clond patologicd a keratinocitelor
dar care rdimane latentd pand iIn momentul in care
este alterat statusul immunologic®. Pierderea
supravegherii imunologice cauzatd de imuno-
supresie permite proliferarea keratinocitelor
anorrmale, fapt care este sustinut de multe studii
care furnizeazd dovezi cd atat numadrul cat si
functia celulelor Langerhans cat si expresia HLA-
DR au fost scdzute in leziunile de PK’. Studiile
clinice si moleculare au demonstrat ca PK poate fi
consideratd o leziune cutanatd premalignd!®.

Din punct de vedere clinic, s-au descris sase
variante de PK: PK Mibellisau PK inplaci, PK
diseminata superficiala (PDS) descrisa frecvent la
pacientii imunosupresati, PK actinica superficiala
diseminata (PASD) PK lineard, punctata si
palmara si plantara diseminata.

PK este in mod curent clasificata astfel in
functie de manifestdrile clinice precum numadrul,
dimensiunea, morfologia si distributia lezi-
unilor!!. Cinicienii asteapta un nou sistem de
clasificare deoarece unele variante de PK
deoarece terminologia poate genera confuzii

Immunological impairment is most frequently
thought to be the mechanism in infections,
autoimmune and inflammatory diseases.
Practically, a pathologic clone of keratinocytes for
PK is present, but remains latent until there is a
decrease in the immunological status®.

Immunosuppression  causes loss  of
immunosurveillance whichallows abnormal
keratinocyte clones to proliferate, fact that is
sustained by many studies that provide evidence
that both the number and function of Langerhans
cells and expression of HLA-DR were reduced in
porokeratosislesions’.  Clinical and molecular
evidence has demonstrated that PK can be
considered to be a premalignant skin condition.

Regarding the clinical aspect of the lesions,
there are six clinical variants described: Mibelli or
plaque type, disseminated superficial (DSP) often
described in immunossuppressed patients,
disseminated superficial actinic porokeratosis
(DSAP), linear, punctuate, and palmaris et
plantarisdisseminata.

PK is currently classified according to the
clinical manifestations, such as number, size,
morphology, and distribution of lesions'’. A

Fig. 2. Imaginea dermatoscopicd a unor leziuni de porokeratozd, cu (stinga) si fird (dreapta) colorare cu solutie de violet de gentiand

Fig. 2. Dermatoscopic images of the same porokeratoticlessions, with (left) and without (right) gentian violet color
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1213 Cum uzual se intampld in incercarea de a
diferentia PSD de PASD doar prin prisma varstei
la care au debutat leziunile si prin faptul ca apar
pe zonele fotoexpuse.

PASD este cea mai frecventd forma de PK!.
Debuteaza in jurul varstei de 35 ani, progreseaza
lent si se caracterizeaza prin leziuni multiple, de
mici dimensiuni apdrute pe pielea fotoexpusa.
50% dintre pacienti acuza o exacerbare in timpul
lunilor de vara in urma expunerii mai intense la
soare. 30% dintre pacienti acuza prurit local sau
senzatie de Intepaturd'®. PK in general prezints o
preponderentd masculine (90% sunt barbati de
varsta medie) dar in mod particular PASD
prezintd o preponderentd feminind (1.76:1) si in
mod tipic apare pe suprafetele extensoare ale
membrelor, umeri si spate, foarte rar la nivelul
feteil®. Se prezintd ca si plici atrofice bine
delimitate cu margine hiperkeratozicd neta'”. Au
fost raportate in literaturd si prezentari atipice
precum varianta hipertroficid!®. Marginea
distinctd a hiperkeratozei care se observa la
periferia leziunii se coreleazd cu coloana de celule
parakeratozice descrise histopatologic si
cunoscutd sub denumirea de lamelacornoida
(LC). In mod uzual, stratul granular este absent
dedesubtul coloanei de celule parakeratozice si
din acest motiv epiteliul este vizibil subtire la
acest nivel (atrofia centrala descrisd anterior)!3.

LC este aspectul histopatologic descris in
toate variantele de PK. Aspectul LC poate fi
variat (confluent, subtire sau gros) in stransa
corelatie cu hiperplazia epidermica si inflamatia
dermicd. LC nu reprezintd insd un aspect
patognomonic pentru PK deoarece mai poate fi
identificatd si in alte leziuni cutanate inflamatorii
sau dobandite sau chiar poate fi un aspect
identificat accidental'®. Dezvoltarea LC sugereaza
existenta unei clone keratinocitare anormale iar
studiile genice sugereaza existenta unor mutatii
pe cdile de diferentiere si proliferare kera-
tinocitard!.

Clinic, LC poate fi evidentiatd prin colorarea
leziunii cu solutie violet de gentiand urmata de
curdtarea acesteia cu alcool. Culoarea persista in
LCY. Dermatoscopia evidentiaza o pigmentare
brund in centrul leziunii, o “margine alba” sau o
“dubla margine alba” la periferia leziunii care
corespund LC. Mai pot fi vizualizate puncte,
globuli si dilatatii capilare deoarece epidermul
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more accurate system of classificationis necessary
in clinical practice because some variants of PK
have unclear terminology''>13 as wusually
happens when trying to completely differentiate
DSAP from DSP only by age of onset and sun-
exposed areas.

DSAP is the most common form of PK!. It
appears usually around the age of 35 and after,
progress slowly is consisted of multiple, small
lesions on sun-exposed areas of the body. More
than 50% of the patients describe exacerbation
during the summer months because of more
intense sun exposure. 30% of patients accuse
pruritus or stinging sensations'>. Although in
generally PK has a masculine preponderance
(90% of affected patients are middle-aged males),
in particular, DSAP has a slight female
preponderance (1.76:1) and typically occurs on
the dorsal aspects of the extremities, shoulders
and back, rarely on the face'®. It usually presents
as atrophic, very sharply delimitated patches
with a distinctive hyperkeratotic rim!’. There
have been also reported in the literature atypical
presentation like hypertrophic variety's. At the
periphery of the lesion there is a distinctive rim of
hyperkeratosis which is represented
histopathologicaly by the presence of the column
of parakeratotic cells, known as the cornoid
lamella (CL).Usually the granular-cell layer is
absentbelow the column of parakeratotic cells
and that is why the epithelium often visible thin
( central atrophy described earlier in text)!s.

CL is the histological hallmark described in
all variants of PK . The pattern of CL variate
(slender, broad, or confluent) in relation with
hyperplasia and dermal inflammation. CL is not
a pathognomonic feature of PK because it can be
seen in someothers inflammatory and inherited
cutaneous disorders or simply it may bean
incidental finding!®. The development of a CL
suggest a focal, expanding clone of abnormal
keratinocytes gene studies suggesting a pathway
defect in which several mutations in keratinocyte
proliferation and differentiation lead to
development of PKY.

Clinically, CL can be hightlighted by painting
a lesion with gentian violet and then clean it with
an alcohol swab. The color remains within the
cornoid lamella'® Dermoscopy can reveal a
brownish pigmentation in the center of the lesion,
a ,white track” structure at the periphery or ,a
double white track” corresponding to cornoid
lamella. Dots, globules and enlarged capillary
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este atrofiat. Un aspect alb omogen al leziunii
sugereaza un epiderm acantotic?.

La momentul prezentarii la dermatolog
pacientii descriu o evolutie in medie de un an ale
ziunilor. Avand in vedere proliferarea clonala
keratinocitars, maturarea keratinocitara
anormald si studiile genetice care demonstreaza
supra expresia p532!, PK este consideratd o
patologie premalignd. Progresia cdtre un tip de
cancer de piele nonmelanocitar (in mod special
boala Bowen si carcinomaul spinocelular) este
bine documentatd intr-un procent de 6,9 pana la
30%%%?3 si din acest motiv monitorizarea
leziunilor este esentiald. Riscul de transformare
malignd este cu atdt mai mare cu cat pacientul
sufera de PK lineard sau leziunile sunt de
dimensiuni mari si cu evolutie indelungata®.

Tratamentul PASD ar trebui individualizat
infunctie de numaérul si dimensiunea leziunilor,
de regiunea anatomica afectatd, de considerente
estetice cat si de preferintele pacientilor. Desi
existd multe principii de tratament disponibile
(keratolitice, diclofenac gel, retinoizitopici), in
mod frecvent raspunsul PK la tratament este slab
si boala progreseazd. Rar s-a obtinut succes
terapeutic sub corticoterapie locald, retinoizi, 5-
fluorouracil (5-FU), imiquimod, analogi de
vitamina D3, crioterapie si laserterapie®?° si acid
metil levulinic. Alte optiuni terapeutice includ
electrodesicarea, curetarea, dermabraziunea,
terapia fotodinamica si excizia'® dar este dificil de
obtinut o remisiune completd. Oricum, optiunile
terapeutice distructive pot fi utile doar la
pacientii care prezintd un numadr mic de leziuni.
Sunt descrise in literaturd si leziuni care s-au
vindecat spontan la pacientii imunocompromisi
dupd ce patologia primara a fost tratatals.
Educatia privind protectia fatd de razele solare
precum si monitorizarea periodica pentru
identificarea transformarii maligne a leziunilor se
impune la pacientii cu PASD.

Concluzii

Am raportat un caz tipic de PASD la un
pacient de 58 ani, care a prezentat un aspect clinic
specific in contextul expunerii cronice la soare.
Este important de retinut cd, desi transformarea
malignd a leziunilor este incerta, pacientul
trebuie sa se prezinte pentru un consult
dermatologic de fiecare datd cand aspectul
leziunilor se modifica.
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vessel can be seen, due to atrophy of the
epidermis. A white homogenous aspect of the
lesions suggests an acanthotic epidermis?.

Usually patients are present presenting to the
dermatologist with on average over a year long
history. Given the clonal proliferation, dysker-
atotic cells, abnormal keratinocyte maturation,
and genetic studies demonstrating over-
expression of p53%!, PK is considered a prema-
lignant condition. Progression to nonmelanoma
skin cancer (especially Bowen’s disease and
squamous cell carcinoma) is well-documented
and estimates range from 6.9 to 30%%>?3 , hence
follow-up is essential. The risk of transforming in
one type of cancer is greater if the patient has
linear-type porokeratosis, or a large or long-
standing lesion?.

The treatment of DSAP should be
individualized taking into account the number
and size of the lesions, anatomical location,
aesthetic considerations as well as the patient
preference. Although there are multiple
treatments available (keratolytic, diclofenac gel,
and topical retinoids) usually the response of PK
to therapy is poor and the disease usually
progresses. Scarcely success has been obtained
with topical corticosteroids, retinoids, 5-
fluorouracil (5-FU), imiquimod, vitamin D3
analogues, cryo- andlasertherapy and also®>2°
methyl aminolevulinate!*. Other treatment
options include electrodesiccation, curettage,
dermabrasion, photodynamic therapy and
excision!® but is difficult to achieve complete
resolution of lesions.Anyway, the destructive
procedures may be useful in patients with one or
a few PK lesions. It has also been reported that
lesions have spontaneously healed in
immunocompromised patients after the primary
malignacy was treated'*. Education regarding
protection from sunlight as well as regular checks
for malignant conversion of lesions conditions is
mandatory in patients with DSAP.

Conclusions

We reported a typical case of disseminated
superficial actinic porokeratosis in a 58-year-old
patient, with specific clinical appearance and
related to sun-exposure. It is important to keep in
mind that eventhought the malignant
transformation is uncertain, the patients should
seek a dermatological opinion every time the
aspect of the lesions changes.
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