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Rezumat

Keratoacantomul este o tumord cu grad redus de
malignitate, rapid evolutivd, cu punct de plecare la nivelul
foliculului pilosebaceu.

Afectiunea este raspanditd pe intreaga suprafatd a
globului dar cu mari variatii geografice; se intilneste mai
frecvent la persoanele de sex masculin (barbati/ femei = 2:1)
si rasd albd, avind o incidentd crescutd la cei cu vdrsta de
peste 50 de ani si expunere prelungitd la soare.

Clinic se prezintd ca un nodul exofitic, nedureros, cu
ulceratie centrald crateriformd, umplutd cu keratind;
marginile tumorale prezintd pe suprafatd numeroase
telangiectazii.

Histologic se observd tumora cu aspect crateriform,
cu mase de keratind care formeazd miezul central al
keratoacantomului; tumora este formatd din celule
scuamoase, uneori cu pleomorfism nucleo-citoplasmatic,
celule diskeratozice, globi de keratind intratumorali;
epidermul peritumoral are aspect de pinten sau
streasind.

Cuvinte cheie: keratoacantom, ulceratie crateriformd,
celule scuamoase.

Summary

Keratoacanthoma is a low-grade malignant tumor,
rapidly evolving, that originates in the pilosebaceous
glands. The disease is spread across the surface of the globe
but with large geographical variations; it is more frequently
in males (male / female = 2:1) and Caucasians, with an
increased incidence in those over 50 years and prolonged
sun exposure.

Clinically, it presents as an exophytic nodule, painless,
with a central crateriform ulceration or keratin plug; the
tumor margins have many teleangiectatic areas.

Histologicaly examination revealed a crateriform
tumor with mases of keratin that constitute the central core
of keratoacanthoma. The tumor is composed of squamous
epithelium with mild degree of pleomorphism; on top,
peritumoral epidermis looks spur or eave.

Keywords: keratoacanthoma, core of kerato-
acanthoma, squamous epithelium.
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Introducere

Keratoacantomul este o tumord cutanata
benignd, dar cu trasdturi clinice si histopatologice

asemdnatoare carcinomului spinocelular.

Introduction

Keratoacanthoma is a benign cutaneous

neoplasm, but clinically and histopatologicaly
similar to squamous cell carcinoma.

*  Centrul Medical “Humanitas”, Bucuresti/Medical Center “Humanitas”, Bucharest.
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Date despre keratoacantom au aparut prima
datd In literatura de specialitate in anul 1889 cand
Jonathan Hutchinson a descris leziunea ca un
“ulcer crateriform al fetei”[1]. In 1934, Ferguson
Smith a descris keratoacantoamele multiple dupa
ce le observase la familii inrudite din Scotia [2].
Mai tarziu, In 1950, Grybowsky se confrunta cu
un pacient cu leziuni cutanate similare
pacientului lui Ferguson Smith, dar acestea erau
mult mai numeroase si implicau si mucoasa orala
[3]. Keratoacantomul subunghial a fost raportat
prima datd in 1961 de cdtre Fischer ca “boala
digitala distructiva, distincta “ [4]. Tn 1962
Miedzinski si Kozakiewicz au atras atentia
asupra unei tumori pe care au denumit-o kerato-
acantom certifug datoritd cresterii periferice
extensive, iar Belisario a comunicat alte sapte
cazuri cu tumori similare, stabilind astfel
termenul de keratoacantom centrifug marginat
[5,6].

Desi prezintd similitudini histopatologice cu
carcinomul  spinocelular, keratoacantomul
poseda capacitatea de regresie spontana in
majoritatea cazurilor si numai rareori evolueaza
catre un carcinom invaziv. Histopatologic,
literatura recenta de specialitate face referiri la
keratoacantom drept un “carcinom spinocelular de
tip keratoacantom” [7].

Epidemiologie si etiopatogenie

Keratoacantomul se intdlneste mai frecvent la
persoanele de sex masculin (badrbati/ femei =2:1)
si rasd albd, avand o incidentd crescutd la cei cu
varsta de peste 50 de ani si expunere prelungita la
soare. Afecteaza mai ales zonele fotoexpuse, cu
precadere extremitatea cefalica si fata dorsald a
mainilor.

Etiologia keratoacantomului nu este incd bine
precizatd. O serie de factori intervin in cresterea
riscului de aparitie a tumorii: expunerea
prelungitd si repetatd la radiatiile ultraviolete,
carcinogenii chimici (rdsini, gudroane, gaze
industriale etc.), factorii genetici, supresia
imunologicd prelungita, expunerea la radiatii X
in cadrul terapiei pentru neoplasme ale organelor
interne, ulcerele cutanate cronice, traumatismele
locale repetate, fumatul de tigarete, papiloma
virusurile umane (mai ales tipurile 9, 11, 13, 16,
18, 24, 25, 33, 37, 57) unele medicamente
(sorafenib — utilizat in terapia cancerului renal, cu
perspective de utilizare si In cancerul hepatic si
melanom [8]).
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Keratoacanthoma was first described in1889
by Jonathan Hutchinson like “carteriferm ulcer of
the face” [1]. In 1934, Ferguson Smith described
multiple keratoacantomas after he observed at
related families from Scotland [2]. Later in 1950,
Grybowsky dealed with a pacient with similar
lesions like Ferguson Smith’s pacient but more
numerous and involved the oral mucosa [3].
Subungual keratoacanthoma was reported in
1961 by Fischer like "distinctive, destructive,
digital disease” [4]. In 1962 Miedzinski si
Kozakiewicz called attention to a tumor they
named keratoacanthoma centrifugum because it
grew outward steadily and Belisario
comunicated another seven cases with similar
tumours, setting the name keratoacanthoma
centrifugum marginatum [5,6].

Even there are histopatological similarities
with squamous cell carcinoma, keratoacanthoma
possess the capacity to regress in the majority of
cases and rarely evolve into an aggressive
carcinoma. Histopathologicaly, recent related
literature name it “squamous cell carcinoma —
keratoacanthoma type” [7].

Epidemiology and Etiopathogeny

Keratoacanthoma is more frequently in males
(male / female = 2:1) and Caucasians, with an
increased incidence in those over 50 years and
prolonged sun exposure. Mainly affects sun
exposed areas, especially head and the dorsum of
the hand.

The etiology is not clear yet. A number of
factors are involved in tumor risk: prolonged
exposure to ultraviolet radiations, chemical
carcinogens (resin, tars, industrial gases), genetic
factors, prolonged immunological suppression, X
radiation exposure for treatment of internal
malignancies, chronic skin ulcers, repeated local
trauma, cigarettes smoking, human papilloma
viruses (specifically types 9, 11, 13, 16, 18, 24, 25,
33, 37, and 57), some medication ( sorafenib- used
in kidney cancer therapy, with prospects of use in
liver cancer and melanoma [8]).

There are similar epidemiological features
between keratoacanthoma and squamous cell




Se observa trasdturi epidemiologice comune
intre keratoacantom, carcinomul spinocelular si
boala Bowen, ceea ce sugereazd o posibild
patologie comuna.

Aspecte clinice

Keratoacantomul se caracterizeazd in general,
printr-o crestere rapida, atingand 1-2 cm in cateva
sdptamani, urmatd de o perioada de involutie
lentd de péana la un an, ldsand In urma o cicatrice
atroficd dacd nu este excizat.

Leziunea tipicd debuteazd sub forma unei
papule ferme de culoarea pielii sau rosieticd,
rotundd, rapid evolutivd catre un nodul “en
dome” cu suprafatd netedd si o ulceratie centrala
crateriformd umpluta cu keratind. Pe suprafata
tumorald se observd numeroase telangiectazii.
Dopul de keratind se poate detasa spontan sau la
presiune. Nodulul are de obicei dimensiuni
cuprinse Intre 1 si 2 cm si prezintd o margine bine
delimitatd. Leziunea este nedureroasd. Kerato-
acantoamele se impart In doua clase: solitare
(tabelul 1) si multiple (tabelul 2).

Diagnosticul pozitiv al leziunii se bazeaza pe
suspiciunea clinicd ce este apoi confirmatd prin
examen histopatologic.

Diagnosticul diferential ia in discutie carci-
nomul spinocelular, cornul cutanat, sindromul
Muir-Torre, keratoza actinicd, molluscum conta-
giosum, veruca vulgard, carcinomul metastatic
cutanat, prurigo nodular etc.

Aspecte histopatologice

Arhitectura keratoacantomului este la fel de
importanta pentru diagnostic ca si tipul celulelor
componente.

Astfel, pentru stabilirea diagnosticului este
necesara examinarea histopatologica a leziunii in
intregime. Biopsia tangentiald nu este reco-
mandatd deoarece modificdrile de la baza leziunii
sunt de mare importantd in diferentierea de un
carcinom spinocelular; excizia chirurgicala
completd sau biopsia incizionald profundd sunt
de preferat. Daca leziunea nu poate fi excizata in
intregime, se recomandd prelevarea unei piese
fusiforme din centrul leziunii care sd cuprindd
cel putin o margine.

Tumora complet dezvoltatd prezintd central
un crater umplut cu mase de keratind orto- sau
parakeratozicd; in partea superioara, epidermul
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carcinoma, suggesting a possible common
pathogeny.

Clinical aspects

Keratoacanthoma is generally characterized
by a rapid increase, reaching 1-2 cm in a few
weeks, followed by a slow involution up to one
year, leaving behind an atrophic scar if not
excised.

Typical lesion begins as firm, skin-
colored or reddish round papule, rapidly
evolving to “en dome” nodule with a smooth
surface and central crateriform ulceration filled
with keratin. On the tumot surface there are
numerous teleangiectatic areas. The keratin plug
can detach spontaneously or under pressure.
Nodule size is usually withinl-2 cm and has a
well defined edge. The lesion is painless.

Keratoacanthomas are two types: solitary
(table 1) and multiple (table 2).

Positive diagnosis is based on the clinical
suspicion confirmed by histological exam.

Differential diagnosis take in consideration
squamous cell carcinoma, cutaneous horn, Muir -
Torre syndrome, actinic keratosis, molluscum
contagiosum, verruca vulgaris, metastatic
carcinoma of the skin, prurigo nodularis.

Histologic findings

Keratoacanthoma architecture is as important
for the diagnostic as the type of cell components.
For a right diagnosis, a full lesion examination is
necessary. Shave biopsy results from a
keratoacanthoma is not recommended because
changes in the deep part of the lesion are
indistinguishable from invasive squamous cell
carcinoma (SCC); therefore, excisional or deep
incisional biopsy of the lesion is preferred [12]. If
the lesion cannot be excised completely we
recommend taking a spindle piece in the center of
the lesion, including at least one edge.

A fully developed lesion show in its center a
large crater filled with orto- or parakeratotic
masses of keratin; on top, the epidermis extend
like a spur or eave over the sides of the crater;
pseudoepiteliomatous hyperplasia is found
around end at the base of the crater (fig.1).

211



DermatoVenerol. (Buc.), 56: 209-215

Tabelul 1. Keratoacantoame solitare

Forma clinica

Descriere

Keratoacantomul solitar

Este leziunea tipica si cea mai frecventa.

Keratoacantomul gigant

Are dimensiuni de cétiva centimetri si se formeaza prin confluarea unor leziuni
tumorale vecine; se localizeaza la nivelul nasului, pleoapelor si pe dosul méinilor.
Lanivelul mainilor, diferentierea de carcinomul spinocelular poate fi foarte dificild;
tumora poate fi distructiva si chiar sd meta-stazeze.

Keratoacantomul centrifug marginat

Descris de Belisario in 1962, este o forma foarte rard cu tendintd redusa sau absentd de
regresie spontand[6]; poate atinge dimensiuni de pana la 20 de cm; prezinta central
atrofie si periferia supradenivelatd cu tendintd de extensie centrifuga; se localizeaza mai
frecvent pe dosul mainilor si picioarelor.

Tabelul 2. Keratoacantoame multiple

Forma clinica

Descriere

Keratoacantoame eruptive
generalizate (Grybowsky)

Descrise in 1950 de catre Grybowsky, reprezintd o forma rard de keratoacantoame
multiple, cu foarte putine cazuri raportate pana astazi in literatura de specialitate;
afecteaza persoanele in decadele 5 si 7 de viatd si se prezintd sub forma unei eruptii
generalizate de sute, uneori mii, de papule foliculare pruriginoase, de 1-3 mm,
diseminate pe fata si trunchi; afectarea fetei este caracteristica si poate duce la ectropion;
macroscopic, leziunile au centrul keratozic iar microscopic, trasaturile
keratoacantomului; evolutia bolii este cronica, iar raspunsul la tratament slab [3,9].

Keratoacantoame familiale
multiple (Ferguson — Smith)

Descrise prima data in 1934, reprezinta cea mai comuna formd de keratoacantoame
multiple. Este o afectiune cu transmitere autozomal dominanta (rareori au fost citate
cazuri sporadice) care debuteaza in copilarie sau adolescenta pe ariile fotoexpuse;
leziunile apar brusc si involueaza lent lasand in urma cicatrice deprimate apoi reapar
dupd mai multi ani [10].

Sindromul Muir-Torre (1967)

Reprezinta cea de a doua forma familiald de keratoacantoame multiple, este o afectiune
cu transmitere autozomal dominantd, cu grad inalt de penetranta si expresie variabila,
caracterizata prin dezvoltarea de multiple neoplasme cutanate (keratoacantoame,
adenoame sebacee) precum si neoplasme viscerale (tractul gastrointestinal,
genitourinar); sindromul Muir Torre combind cel putin un neoplasm sebaceu (adenom
sebaceu, epiteliom sebaceu, carcinom sebaceu) cu cel putin un neoplasm visceral. Cand
un pacient este diagnosticat cu sindromul Muir Torre este obligatorie cautarea unui
neoplasm asociat varstei acestuia. Desi neoplasmele viscerale sunt putin agresive, un
diagnostic precoce este indicat [11]. Avand in vedere frecventa crescutd a neoplasmelor
de colon ascendent in apropierea flexurii hepatice, colonoscopia este de preferat
sigmoidoscopiei.

Table 1. Solitary keratoacanthoma

Clinical type

Description

Solitary keratoacanthoma

Is the typical and most frequent lesion.

Giant keratoacanthoma

Formed by the confluence of neighboring lesions, with few cm in size is located on the
nose, eyelids and dorsum of the hand. On the hands the differentiation to squamous cell
carcinoma can be very difficult; the tumor is destructive and even metastasis.

Keratoacanthoma centrifugum
marginatum

Described by Belisario in 1962, is a very rare variant of keratoacanthoma with slow or no|
spontaneously remission [6]; it can reach 20 cm in size; the lesion present atrophic center
and prominent edges with continuous centrifugal spread; locate more frequently on the
back of hands and feet.
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Table 2. Multiple keratoacanthomas

Clinical type Description

Generalized eruptive
Keratoacanthoma
(Grybowsky variant)

Described by Grybowsky in 1950 is a rare variant of multiple keratoacanthoma with
very few cases reported in related literature until today; it affects patients during the
fifth and seventh decades of life and appears as a generalized eruption of hundred,
sometimes thousand of pruriginous follicular papules, 1-3 mm in size, disseminated on
the face and trunk; facial involvement is characteristic and can lead to ectropion; the
leasions have keratotic center and shoe microscopic features of keratoacanthoma; the
course of the disease is chronic with poor response to therapy [3, 9].

Ferguson Smith type multiple
keratoacanthomas

many years [10].

Described in 1934, are the most common variant of multiple keratoacanthomas. The
disease is inherited in an autosomally dominant pattern with few sporadic cases
reported and begins in childhood or adolescence on the sun exposed areas; the lesions
suddenly appear and slowly involute leaving behind depressed scars and reappear after

Muir Torre syndrome (1967)

The second familiat type of multiple keratoacanthomas, is a disease inherited in an
autosomally dominant pattern with high level of penetrance and variable expression.
The disease is characterized by numerous skin neoplasms (keratoacanthomas, sebaceous
adenomas) and internal malignancies (gastrointestinal and genitourinary carcinomas);
Muir Torre syndrome is a disease that combine at least one sebaceous neoplasm
(sebaceous adenoma, sebaceous epithelioma, or sebaceous carcinoma) and at least one
visceral malignancies. When Muir-Torre syndrome is diagnosed, an age-appropriate
cancer screening workup is indicated. These internal malignancies tend to be low grade,
but early diagnosis is important [11]. Colonoscopy, rather than flexible sigmoidoscopy, is
recommended, since the colon cancer frequently is found in the right ascending colon,
proximal to the hepatic flexure.

se prelungeste putin peste marginile craterului
luand aspect de ,pinten” sau ,streasind”; in jurul
si la baza craterului se observa o hiperplazie
pseudoepiteliomatoasa. (fig.1)

Epiteliul scuamos care tapeteaza craterul este
format din celule spinoase foarte bine diferentiate
cu grad redus de pleomorfism; se intalnesc multi
globi cornosi, rare celule diskeratozice, celule
atipice, cu nuclei mari, pleomorfi, hipercromatici,
vacuolizati (fig. 2). Marginea leziunii este
regulata, bine delimitatd iar baza nu se intinde
dincolo de nivelul glandelor sudoripare [12].
Periferia tumorii este inconjuratd de un infiltrat
inflamator dens.

Termenul de CSC tipul keratoacantom a fost
introdus pentru keratoacantoamele clasice care
prezintd Intr-o zona periferica celule spinoase cu
mitoze atipice, nuclei hipercromatici care
penetreazd agresiv in tesutul inconjurétor. (fig. 3).
Clasificarea drept CSC tipul KA aratd dificultatile
de diferentiere histopatologicd precum si natura
agresivd a keratoacantomului in unele cazuri
foarte rare, cu potential de distrugere locala si
mai rar, de metastazare. De aceea, tratamentul

chirurgical agresiv este adesea de preferat
[7,12,13].

Squamous epithelium lining the crater is
composed by well-differentiated squamous cells
low degree of pleomorphism; there are many
horn pearls, rare dyskeratotic cells, atypical
mitotic figures with large, hyperchromatic and
vacuolated nuclei (fig.2). The base of a fully
developed keratoacanthoma appears regular and
well demarcated and usually does not extend
below the level of the sweat glands [12]. A dense
inflammatory infiltrate is present at the base of
the lesion.

The term SCC-KA type has been introduced
for classic keratoacanthomas that reveal
peripheral zone formed by squamous cells with
atypical mitotic figures, hypercromatic nuclei
that penetrate in the surrounding tissue in a more
aggressive pattern (fig.3). Clasification of
keratoacntoma as a squamous cell carcinoma
keratoacanthoma-type show the difficulties of
histological differentiation and aggressive nature
of the tumor in rare cases but also the potential
for local destruction and, more rarely, of
metastases. Therefore, aggressive surgical
treatment is often preferred [7, 12, 13].
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A LT AR Y D [ W
Fiqura 1. Aspectul histopatologic al keratoacantomului-
craterul central si pintenul aldturat

Figure 1. Histopathological aspect of keratoacanthoma-
central crater and the adjacent spur

Fiqura 2. Aspect histopatologic
Figqure 2. Histopathological appearance

Figura 3. Carcinom spinocelular

Figure 3. Squamous cell arcinoma

Concluzii

Keratoacantomul este o tumora cu grad redus
de malignitate, cu punct de plecare la nivelul
foliculului pilos. Se caracterizeaza printr-o
crestere rapidd In cateva sdptamani urmata de o
perioada de involutie de la cateva luni pand la un
an. Desi posedd capacitate de regresie spontana
in majoritatea cazurilor, au fost raportate cazuri
de evolutie agresiva cu distructie locald si
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Conclusions

Keratoacanthoma is a low-grade malignant
tumor that originates in the hair follicle. It is
characterized by rapid growth within weeks
followed by involution in month to one year.
Even though spontaneous regression develops in
the most cases, aggressive tumors with local
destruction and metastasis were reported; in
recent related literature most of dermato-




metastaze; in literatura recentd de specialitate,
majoritatea medicilor anatomopatologi fac
referire la keratoacantom drept un ”carcinom
spinocelular de tip keratoacantom”.

Pentru diagnosticul final al keratoacanto-
mului este importantd excluderea carcinomului
spinocelular deoarece tratamentul prea agresiv
sau insuficient al acestei tumori poate avea
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pathologist refer to keratoacanthoma as a
“squamous cell carcinoma - keratoacanthoma
type”. It is important to exclude squamous cell
carcinoma for a final diagnosis of kerato-
acanthoam; treatment too aggressive or
inadequate can lead to unpleasant effects with
functional and aesthetic implications.
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urmari

nedorite, cu implicatii estetice si

functionale.
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