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Rezumat

Sarcomul Kaposi (KS) este o afectiune angio-
proliferativd cu etiologie multifactoriald. Infectia cu virus
herpetic uman tip 8 este necesard, dar nu suficientd pentru
dezvoltarea bolii. O serie de factori genetici, sociali,
imunologici si endocrini sunt, de asemenea, implicafi.
Sarcomul Kaposi recunoaste patru forme clinice, si anume
forma clasicid (sporadici), forma endemicd, intdlnitd in
Africa Sub-Sahariand, forma epidemicd, asociatd infectiei
cu virusul imunodeficientei umane (HIV) si forma
iatrogend, care apare la pacientii aflati in tratament
imunosupresiv cronic.

Spre deosebire de KS asociat infectiei HIV, pentru
forma clasicd de KS nu existd un sistem de stadializare sau
ghid de tratament general acceptat. Nici unul dintre
tratamentele sistemice nu este aprobat in mod specific
pentru forma clasicd de KS si nu au fost desfisurate studii
randomizate pentru compararea eficienfei diverselor
medicamente, prin urmare managementul acestor pacienti
reprezintd adesea o provocare pentru clinicieni.

Prezentdm cazul unui pacient in vdrstd de 61 ani,
HIV-negativ, fird istoric de malignitate sau imunosupresie
cronicd, diagnosticat in clinica noastrd cu KS - forma
clasicd rapid progresiv, cu leziuni cutanate generalizate si
afectarea muicoasei orale si discutdm optiunile terapeutice
in astfel de cazuri.
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Summary

Kaposi sarcoma (KS) is an angioproliferative condition
of multifactorial etiology. Human herpes virus 8 infection
is necessary, but not sufficient for the development of KS.
Various genetic, social, immunologic and endocrine factors
also play a role. KS encompasses four clinical subtypes:
classic (sporadic) KS, endemic KS that occurs in Sub-
Saharan Africa, epidemic KS, which develops in patients
with human immunodeficiency virus (HIV) infection and
iatrogenic KS, associated with the chronic use of
immunosuppressive drugs.

Unlike KS arising in HIV-pozitive patients, there is no
generally accepted staging system or treatment guideline
for classic KS. No systemic treatment is specifically
approved for this form of the disease and randomized trials
comparing drug efficacy are lacking, therefore the
management of these patients often represents a real
challenge for clinicians.

We present the case of a 61 year-old HIV-negative male
patient with no personal history of malignancy or
immunosuppression diagnosed in our clinic with rapidly
progressive classic KS with generalized cutaneous lesions
and oral mucosa involvement and discuss the treatment
strategies in such cases.
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Introducere

Sarcomul Kaposi (SK) este o afectiune angio-
proliferativa descrisa initial de Moritz Kaposi in
1872 [1]. Originea exactd a KS este inca incerta,
dar rezultatele celor mai multe studii sugereaza
cd boala derivda dintr-o celuld progenitoare
mezenchimald pluripotentd. Etiologia sa este
multifactoriald. Infectia cu virusul herpetic uman
(HHV) 8 este necesard, dar nu suficienta pentru
dezvoltarea KS [2, 3]. Diversi factori genetici,
sociali, imunologici si endocrinologici joacd, de
asemenea, un rol important.

KS cuprinde patru subtipuri clinice: KS clasic
(sporadic), care afecteazd in mod obisnuit
barbatii de varsta medie sau avansata din zona
mediteraneand sau evrei, KS endemic, intdlnit in
Africa sub-sahariand, KS epidemic, asociat
sindromului imunodeficientei dobandite (SIDA)
si KS iatrogen, asociat cu utilizarea cronicd a
medicamentelor imunosupresoare, in special la
pacientii transplanti.

Forma clasicd de KS se manifestd sub forma
de macule, papule, plici sau noduli violacei, rosii
sau bruni care afecteazd de obicei membrele
inferioare, dar se pot generaliza. Leziunile cresc
in dimensiuni treptat si pot conflua. Ele sunt, in
general, asimptomatice, cu exceptia celor
localizate la nivel plantar, adesea dureroase.
Limfedemul se dezvoltd ca urmare a obstructiei
vaselor limfatice. Mucoasa orald este frecvent
implicata. Afectarea ganglionara sau viscerald (in
special gastro-intestinald si pulmonara) pot
apdrea, de asemenea [4, 5]. Forma clasica de KS
are o evolutie indolent [6]. Cu toate acestea,
aproximativ o treime din acesti pacienti dezvolta
un al doilea neoplasm, in special hemopatii
maligne [5].

Diagnosticul se bazeazd pe aspectul clinic si
pe examenul histopatologic al leziunilor cuta-
nate. In functie de stadiul bolii, examenul
histopatologic releva diferite grade de angio-
genezd, cu formarea de fante vasculare in dermul
superficial, prezenta unui infiltrat inflamator
compus din limfocite, plasmocite, macrofage si
proliferare de celule fuziforme [4, 7]. Modificarile
angioproliferative sunt mai pronuntate in stadiul
de pete sau plici, In timp ce nodulii sunt in
principal compusi din fascicule de celule
endoteliale fuziforme [8]. Testele imunohisto-
chimice sunt pozitive pentru factorul VIIla in
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Introduction

Kaposi sarcoma (KS) is an angioproliferative
condition first described by Moritz Kaposi in
1872 [1]. Uncertainty persists regarding the cell of
origin in KS, but the results of most studies
suggest it derives from a pluripotent mesenchy-
mal progenitor cell. Its etiology is multifactorial.
Human herpes virus (HHV) 8 infection is
necessary, but not sufficient for the development
of KS [2, 3]. Various genetic, social, immunologic
and endocrine factors also play a role.

KS encompasses four clinical subtypes:
classic (sporadic) KS that usually affects middle-
aged or elderly Mediterranean or Jewish men,
endemic KS that occurs in Sub-Saharan Africa,
epidemic KS, which develops in patients with
acquired immunodeficiency syndrome (AIDS)
and iatrogenic KS, associated with the use of
immunosuppressive drugs, especially in trans-
plant recipients.

Classic KS manifests as violaceous, red or
brown macules, papules, plaques or nodules that
usually affect the lower limbs, but can be
generalized. The lesions gradually enlarge and
can coalesce. They are generally asymptomatic,
except for those located on the soles, which are
often painful. Lymphedema develops as a result
of lymphatic vessels obstruction. The oral
mucosa is frequently involved. Lymph node or
visceral involvement (especially gastrointestinal
and pulmonary involvement) can also occur
[4, 5]. It has an indolent course, the patients
usually dying with, not of KS [6]. However, up to
one third of patients develop a second neoplasm,
particularly hematologic malignancies [5].

The diagnosis is based on the clinical picture
and the histopathologic examination of lesional
skin samples. Depending on the stage of the
disease, the histopathologic examination reveals
various degrees of angiogenesis, with the
formation of slit-like vascular spaces in the upper
dermis, the presence of an inflammatory infiltrate
composed of lymphocytes, plasma cells, and
macrophages, and spindle cell proliferation [4, 7].
The angioproliferative pattern is more pro-
nounced in the patch and plaque stages, whereas
nodules are mainly composed of fascicles of
spindle-shaped endothelial cells [8]. Immuno-
histochemical studies show positivity for factor
VIIIa in the cells lining the vascular spaces and




celulele care tapeteaza spatiile vasculare si pentru
antigenul nuclear asociat latentei (LANA) 1 al
HHYV 8, CD34 si CD 31 in celulele fuziforme [7, 9].

Spre deosebire de KS asociat infectiei HIV,
pentru forma clasica de KS nu exista un sistem de
stadializare general acceptat. Desi au fost
concepute mai multe astfel de sisteme, cele mai
frecvent utilizate sunt cele propuse de Mitsuyasu
si Brambilla et al [10,11].

Mitsuyasu a clasificat KS in 4 stadii:

e Stadiul I: KS nodular localizat, intalnit la
barbatii varstnici din America de Nord si
Europa.

o Stadiul II: KS localizat, invaziv si agresiv.

e Stadiul III: KS cutaneo mucos diseminat,
intalnit la barbatii homosexuali si copiii
africani.

e Stadiul IV: Stadiul III cu afectare viscerala
[10].

Clasificarea recomandatd de Brambilla et al.
cuprinde, de asemenea, 4 stadii, dupa cum
urmeaza:

e Stadiul I (stadiul maculo-nodular): mici
macule si noduli limitati la membrele
inferioare.

e Stadiul II (stadiul infiltrativ): placi loca-
lizate in special la nivelul membrelor infe-
rioare, uneori asociate cu noduli.

e Stadiul III (stadiul florid): pldci angio-
matoase multiple si noduli care implica
extremitatile inferioare, adesea ulcerate.

e Stadiul IV (stadiul diseminat): multipli
noduli si pldci angiomatoase care se extind
dincolo de extremitdtile inferioare [11].

Tratamentul pacientilor diagnosticati cu
forma clasicd de KS trebuie individualizat.
Radioterapia reprezinta baza tratamentului in
majoritatea cazurilor. O serie de terapii locale
sunt utilizate in cazul leziunilor inestetice sau in
scop paliativ pentru leziuni simptomatice sau
avansate local. Date fiind proprietdtile sale
imunomodulatoare si antivirale directe, inter-
feronul (IFN)-alfa este eficient in KS, insd este
aprobat in Romania doar pentru tratamentul KS
asociat infectiei HIV. Eficienta medicamentele
antiherpetice, precum foscarnetul, ganciclovirul
si cidofovirul la pacientii cu KS nu a fost
doveditd. Chimioterapia, atit In monoterapie,
cat si in regimuri combinate este in general
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for HHV 8 latent antigen, CD34 and CD 31 in
spindle cells [7, 9].

Unlike KS arising in human immuno-
deficiency virus (HIV) pozitive patients, there is
no generally accepted staging system for classic
KS. Although multiple such systems have been
developed, the most commonly used are those
proposed by Mitsuyasu and Brambilla et al.
[10,11].

Mitsuyasu classified KS into 4 stages:

e Stage I: localized nodular KS in elderly

men in North America and Europe.
e Stage II: localized, invasive, and aggressive
KS.

e Stage III: disseminated mucocutaneous KS
in African children and men who have sex
with men .

e Stage IV: Stage III with visceral involve-
ment [10].

The classification recommended by Brambilla

et al also comprises 4 stages, as follows:

e Stage I (the maculonodular stage): small
macules and nodules primarily confined to
the lower limbs.

e Stage II (the infiltrative stage): plaques
mainly involving the lower limbs,
sometimes associated with a few nodules.

o Stage III (the florid stage): multiple
angiomatous plaques and nodules
involving the lower extremities that are
often ulcerated.

e Stage IV (the disseminated stage): multiple
angiomatous nodules and plaques
extending beyond the lower extremities
[11].

The management of classic KS should be
individualized. Radiation therapy is the mainstay
of treatment. A series of local treatments are also
employed in case of unaesthetic lesions or as
palliation therapy for symptomatic, locally
advanced lesions. Given its immunomodulatory
and antiviral properties, interferon (IFN)-alpha is
also efficient in KS, but it is only approved in
Romania for the treatment of HIV-associated KS.
The use of antiherpetic drugs, like foscarnet,
ganciclovir, and cidofovir in classic KS cases has
ensued contradictory results. Chemotherapy,
either as monotherapy or combined regimens is
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rezervatd cazurilor avansate, cu afectare viscerald
[4, 12, 13].

Prezentdm cazul unui pacient diagnosticat cu
KS - forma clasicd rapid progresiv, cu leziuni
cutanate generalizate si afectarea mucoasei orale
si discutdm strategiile terapeutice disponibile in
astfel de cazuri.

Prezentare de caz

Relatdm cazul unui pacient de sex masculin
in varsta de 61 de ani, care s-a prezentat in clinica
noastrd pentru o eruptie generalizatd alcatuita
din papule si plici violacee indurate, elevate, de
forme neregulate si dimensiuni cuprinse intre 3
mm si 10 cm si noduli violacei de dimensiuni
variate (fig. 1). Leziunile prezentau tendintd la
confluare in pldci mari, infiltrate. Pacientul
prezenta, de asemenea, placi violacee, indurate,
discret elevate, cu diametrul de aproximativ
1,5 cm la nivelul mucoasei palatului dur si moale.
Atat leziunile cutanate, cat si cele mucoase erau
asimptomatice, cu exceptia placilor si nodulilor
plantari, care erau dureroase. Leziunile cutanate
erau insotite de edeme moderate ale membrelor
inferioare. Anamnestic, leziunile debutaserd cu
18 luni in urmd, si se extinsesera rapid. Restul
examenului fizic nu a relevat modificdri pato-
logice.

Pacientul nu prezenta istoric personal de
neoplazii sau imunosupresie cronicd, dar suferea
de hipertensiune arteriald, dislipidemie si
hiperuricemie si se afla in tratament anti-
hipertensiv si hipolipemiant.

A fost efectuatd o biopsie cutanatd, sus-
piciunea clinicdi de KS fiind confirmatd de
examenul histopatologic, care a ardtat prezenta
de celule alungite/fuziforme, depozite frecvente
de hemosiderina si vascularizatie crescutd in
dermul superficial, cu vase de dimensiuni mici
(aspect de purpura) (fig. 2). Studiile imuno-
histochimice au relevat pozitivitatea HHVS,
CD34 si CD31 in celulele fuziforme si a factorului
VllIa la nivelul celulelor care tapeteaza spatiile
vasculare.

Rezultatele testelor de laborator au fost in
limite normale. De asemenea, screening-ul
pentru infectia HIV a fost negativ. Tomografia
computerizatd toraco-abdomino-pelvind nu a
evidentiat afectare ganglionard sau viscerala.
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usually reserved for advanced cases, with
visceral involvement [4, 12, 13].

We present a case of rapidly progressive
classic KS with generalized cutaneous lesions
and oral mucosa involvement and discuss the
treatment strategies in such cases.

Case report

A 61 year old male patient was referred to our
clinic for the presence of widespread violaceous,
elevated, indurated, irregularly shaped papules,
plaques, and nodules of varying sizes, ranging
from 3 mm to more than 10 cm. The lesions had a
tendency to coalesce into large, infiltrated
plaques (fig. 1). The patient also presented
violaceous, indurated, slightly elevated plaques
of approximately 1.5 cm in diameter on the hard
and soft palate. Both the cutaneous and the
mucous lesions were asymptomatic, except for
the plantar plaques and nodules, which were
painful. The skin lesions were accompanied by
moderate lower limb edema. The lesions first
appeared 18 months previously on the soles and
rapidly extended and generalized. The rest of the
physical examination did not reveal pathologic
findings.

The patient had no personal history of
malignancy or immunosuppression, but suferred
from arterial hypertension, dyslipidemia, hyper-
uricemia and was receiving chronic treatment
with antihipertensive and hypolipemiant drugs.

A skin biopsy was performed and the
histopathologic examination confirmed the
clinical suspicion of KS, showing elongated/
fusiform cells, frequent hemosiderin deposits and
increased vascularization in the superficial
dermis with small sized vessels (a purpura-like
aspect) (fig. 2). Immunohistochemical studies
showed positivity for HHV 8 latency-associated
nuclear antigen (LANA) 1, CD34 and CD31 in
spindle cells and for factor VIlla in the cells lining
the vascular spaces.

Laboratory tests results were within normal
limits. Screening for HIV infection was also
negative. Cerebral, thoracic, abdominal and
pelvic CT scan did not reveal lymph node or
visceral involvement.
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Fig. 1. Papule si plici violacee elevate, indurate, de forme neregulate si noduli violacei de dimensiuni variate

Fig. 1. Widespread violaceous, elevated, indurated, irregularly shaped papules, plaques, and nodules of varying sizes
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Fig. 2. Coloratie Hematoxilind - eozind (A) magnificare x 40, (B) magnificare x 100, (C,D) magnificare x 200 ce aratd prezenta
de celule fusiforme caracteristice, vascularizatie crescutd si globule intracelulare de hialin

Fig. 2. Haematoxylin & eosin stain (A) magnification x 40, (B) magnification x 100, (C,D) magnification x 200 showing
elongated/fusiform cells, increased vascularization in the superficial dermis with small sized vessels and intracellular
hyaline globules

Pacientul a fost indrumat céitre serviciul de
oncologie si radioterapie. A fost initiatd radio-
terapia, care a vizat leziunile plantare, acestea
fiind intens simptomatice. Ameliorarea clinica a
fost, insd, minima.

Discutii

Nu existd tratamente curative pentru KS, dar
poate fi obtinut controlul bolii pentru perioade
lungi de timp. Un numadr limitat de tratamente
sunt aprobate pentru forma clasicd de KS. Mai
mult decat atat, in prezent nu existd un consens in
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The patient was referred to an oncologist and
radiotherapist. Radiotherapy was initiated,
targeting the skin lesions located on the soles.
The clinical improvement was, however,
minimal.

Discussions

There is no curative treatment for KS, but
disease control can be achieved and maintained
for long periods of time. The therapeutic options
approved for classic KS are limited. Moreover,
there is currently no consensus regarding the
indications of systemic therapy in classic KS.




ceea ce priveste indicatiile terapiei sistemice in
KS clasic.

Radioterapia reprezintd tratamentul de
electie in majoritatea cazurilor de KS clasic.
Electronoterapia este foarte eficientd pentru
leziunile superficiale, in timp ce radioterapia
standard este indicatd pentru leziuni cutanate
mai profunde de KS [12]. Radiatiile fotonice cu
voltaj scazut (100 kV) si brahiterapia HDR (doza
ridicata de radiatii) au fost, de asemenea, utilizate
cu succes [14, 15]. Din nefericire, noi leziuni
cutanate continud sd apara adesea in zonele
neiradiate, prin urmare multi experti recomanda
iradierea unor campuri extinse, ceea ce asigura
rezultate superioare [4]. In cazul pacientilor cu
leziuni cutanate generalizate, beneficiile radio-
terapiei sunt, insd, limitate.

Pentru leziunile cutanate dureroase, sange-
rande sau inestetice sau in cazurile manifestate
prin cateva leziuni nodulare tratamentele
paliative locale cum ar fi crioterapia, terapia cu
laser, electrocauterizarea, excizia chirurgicald,
terapia fotodinamica, retinoizii topici, imiquimod
5% topic si injectarea intralezionala a alcaloizilor
vinca sau bleomicina sunt indicate [4, 12, 13].
Aceste tratamente nu influenteazd progresia KS
si sunt asociate cu risc ridicat de recurenta locala.
Contentia elasticd este utild in reducerea ede-
mului membrelor inferioare [16].

IFN-alpha s-a dovedit a fi eficient in forma
clasica de KS, atat in doze mari, cat si in doze mici
datoritd efectelor sale antiproliferative, anti-
angiogenice, imunomodulatoare si antivirale
directe [17, 18]. Cu toate acestea, administrarea
IFN-alpha este aprobatd in Roméania doar pentru
tratamentul KS asociat SIDA, iar pacientul nostru
nu a putut beneficia de acest tratament. Utilizarea
off-label a altor medicamente imunomodulatoare
si antiangiogenice, cum ar fi thalidomida si
pomalidomida, a fost raportata ca eficienta in KS
clasic [19,20].

Desi nici un medicament citotoxic nu este
aprobat in mod specific pentru KS clasic, diversi
agenti chimioterapeutici aprobati pentru trata-
mentul KS asociat SIDA sau al altor neoplazii,
cum ar fi vinblastina, vincristina, doxorubicina
lipozomala pegilatd, daunorubicina lipozomica,
etopozida, taxanii si gemcitabina ca monoterapie
sau terapie combinatd (doxorubicind, bleomicina
si vincristina) au fost, de asemenea, utilizati in KS
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Radiation therapy is the treatment of choice
in most cases of classic KS. Electron beam radia-
tion therapy is highly efficient for superficial
lesions, whereas standard radiotherapy is
indicated for deeper cutaneous lesions [12]. Low-
voltage (100 kV) photon radiation, high-dose-rate
brachytherapy have also been employed with
good results [14, 15]. Unfortunately, new lesions
often form in nonirradiated areas, therefore many
experts recommend extended-field radiotherapy,
which ensures a better outcome [4]. In patients
such as ours with generalized skin lesions, the
benefits of radiation therapy are limited.

For bleeding, painful or unaesthetic cuta-
neous lesions, or in cases with few nodular
lesions local palliative treatments, such as
cryotherapy, laser therapy, electrocauterization,
surgical excision, photodynamic therapy, topical
retinoids, topical 5% cream and intralesional
injection of vinca alkaloids or bleomycin are
indicated [4, 12, 13]. These treatments do not
influence the progression of KS and are
associated with high local recurrence rates.
Compression bandages or stockings are useful in
reducing associated lower limb edema [16].

IFN-alpha has proven efficient in classic KS,
both in high and low doses due to its
antiproliferative, anti-angiogenic, immuno-
modulatory and direct antiviral effects [17,18].
However, it is only approved in AIDS-associated
KS and our patient could not benefit from it. Off-
label use of other immunomodulatory and anti-
angiogenic drugs like thalidomide and
pomalidomide have been reported as efficient in
classic KS [19, 20].

Even though no cytotoxic drug is specifically
approved for classic KS, various chemotherapic
agents approved for AIDS-associated KS or other
neoplasms, like vinblastine, vincristine, pegy-
lated liposomal doxorubicin, liposomal dauno-
rubicin, etoposide, taxanes and gemcitabine as
monotherapy or combination therapy (doxo-
rubicin, bleomicine and vincristine) have also
been used in classic KS [4,13]. Their efficacy has
not been compared in randomized clinical trials
[4]. There is no consensus as to the optimal dose
regimen and duration of treatment. Regression of
signs and symptoms is generally rapidly
obtained [4, 12]. Nevertheless, given the
significant toxicity of prolonged courses of such
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clasic [4, 13]. Eficienta acestora nu a fost
comparatd in studiile clinice randomizate. Nu
existd un consens in ceea ce priveste doza si
durata de tratament optime. Regresia semnelor si
simptomelor este in general obtinutd rapid
[4, 12]. Cu toate acestea, avand in vedere
toxicitatea semnificativd asociatad curelor pre-
lungite de tratament, riscul reactivarii HHV 8,
riscul de infectii oportuniste si predispozitia
acestor pacienti la dezvoltarea de alte neoplazii,
chimioterapia este rezervatd cazurilor avansate
de KS cu afectare viscerald sau pentru boala
mucocutanatd extinsd, rapid progresiva [4].

HHYV 8 joaca un rol central in etiopatogenia
KS, dar studiile care au evaluat eficienta agentilor
antiherpetici precum foscarnet, ganciclovir si
cidofovir in tratamentul KS au raportat rezultate
contradictorii [4].

Cercetdrile pentru identificare de noi moda-
litati terapeutice continud. Diverse medicamente
anti-angiogenice au ardtat rezultate Incurajatoare.
Acestea includ inhibitorii factorului de crestere al
endotelial vascular (VEGF), bevacizumab si
sorafenib [4]. Recent, au fost raportate o serie de
cazuri de KS clasic tratate cu succes cu sirolimus
[21, 22], imatinib [23] sau nivolumab/pembro-
lizumab [24].

Concluzii

Particularitatea cazului prezentat constd in
progresia rapidd si extensia leziunilor cutanate si
de mucoasa orald la un pacient HIV-negativ, fara
antecedente personale de malignitate sau imuno-
supresie cronicd. Absenta ghidurilor de trata-
ment bazate pe dovezi, paucitatea strategiilor
terapeutice aprobate pentru KS clasic si
toxicitatea semnificativd asociatd cu tratamentele
sistemice fac ca gestionarea acestor cazuri sa
reprezinte adesea o adevéaratd provocare pentru
clinicieni.
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