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Rezumat

Sarcomul Kaposi (SK) epidemic, conditie definitorie de
SIDA, este cea mai frecventd neoplazie intalnitd la pacientii
cu HIV, la nivel mondial. Sarcomul Kaposi (KS) este o
tumord vasculard cu grad scazut de malignitate care se
dezvoltd ca urmare a infectiei cu herpesvirus uman 8
(HHV8), mai ales in contextul imunodeficientei. Leziunile
sarcomului Kaposi au localizdri predominant cutanate, dar
pot sd implice toate organele si locatiile anatomice, cu o
evolutie clinicd variabild, de la forme foarte indolente, la o
boali rapid progresivd. Incidenta SK a scizut dramatic in
epoca terapiei antiretrovirale foarte activdi (HAART) si
reprezintd in prezent primul pas in managementul bolii.
Optiunile terapeutice variazd pentru sarcomul Kaposi.
Terapia HAART fie singurd, fie in combinatie cu terapia
sistemicil si locald are un rol crucial in controlul SK. In
acest review din, am dorit sd subliniem complexitatea
criteriilor de stadializare si de tratament ale sarcomului
Kaposi asociat SIDA.
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Summary

Epidemic Kaposi's sarcoma (KS) is the most frequent
malignancy in HIV-infected patients worldwide and it's an
AIDS-defining illness. Kaposi sarcoma (KS) is a low-grade
vascular tumor that develops secondary to infection with
the human herpesvirus 8 (HHVS), typically occurring in
the context of immunodeficiency. Kaposi sarcoma lesions
predominantly present at mucocutaneous sites, may
involve all organs and anatomic locations with a variable
clinical course, ranging from very indolent forms to a
rapidly progressive disease. The incidence of KS has
dramatically decreased in the Highly Active Antiretroviral
Therapy (HAART) era and now represents the first step in
the management of the disease. Therapeutic options vary for
KS. HAART, either alone, or in combination with systemic
and local therapy has a crucial role in controlling KS. In
this review, we aimed to pinpoint the complexity of the
staging criteria and treatment of AIDS-associated Kaposi
sarcoma.
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Introducere

Sarcomul Kaposi este o afectiune angio-
proliferativd multicentricd, in principal cu
afectare cutanata si reprezintd cea mai frecventa
neoplazie asociatd cu infectia HIV. Sarcomul
Kaposi (KS) a fost descris pentru prima data de
dermatologul Moritz Kaposi in 1872, mai mult de
un secol in urma [1]. In 1994, Chang si colab.,
dupé detectarea unui fragment de ADN viral, au
identificat virusul herpes uman tip 8 (HHV-8) ca
agent etiologic al sarcomului Kaposi (sarcom
Kaposi asociat herpesvirusului / herpesvirus
uman 8 KSHV / HHYV 8). Virusul a fost desco-
perit a fi prezent in toate cazurile de sarcom
Kaposi si este recunoscut ca un factor esential si
necesar in patogeneza SK [2]. La Inceputul anilor
1980, a devenit mai cunoscut dupd recunoasterea
asocierii sale cu sindromul imunodeficientei
dobandite (SIDA). Infectia HIV potenteaza
actiunea agentului etiologic al sarcomului
Kaposi, HHV-8, si provoaca forme fulminante si
afectiuni generalizate [3]. Pand iIn prezent,
sarcomul Kaposi raiméane cea mai frecventa forma
de cancer definitorie SIDA la nivel mondial.

SK endemic asociat SIDA, cel mai frecvent
afecteaza pacientii infectati HIV cu o deteriorare
imund avansata si cu un numar de celule T CD4
+ mai mic de 500 celule pe milimetru cub. In
contextul imunosupresiei substantiale, in stadiul
SIDA terminal, KS poate fi foarte agresiv si se
rdspandeste rapid la nivelul organelor interne [4].
Din punct de vedere clinic, leziunile sunt aproape
identice cu cele din sarcomul Kaposi clasic.
Totusi, diferentele esentiale constau in faptul cd
pot apdrea oriunde in organism (inclusiv
localizare viscerald) si au o evolutie accelerata.

SK epidemic implica frecvent organele in-
terne, incluzand tractul gastro-intestinal, gan-
glionii limfatici si plamanii. Prognosticul afectarii
pulmonare este grav. In cazul localizdrilor
digestive, simptomatologia este mai zgomotoasd,
manifestdindu-se prin sindroame de mal-
absorbtie, ocluzii si hemoragii. Unele cercetari
arata implicarea tractului gastrointestinal la 40%
din pacientii cu sarcom Kaposi asociat SIDA in
momentul diagnosticdrii initiale cu SK. Mani-
festarea pulmonard este mai rard si In general,
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Introduction

Kaposi’s sarcoma is a multicentric angio-
proliferative disorder that frequently involves the
skin and represents the most common
malignancy associated with HIV infection.
Kaposi’s sarcoma (KS) was first described by the
dermatologist Moritz Kaposi in 1872, more than a
century ago [1]. In 1994, Chang et al, after
detection of a viral DNA fragment, identified
human herpes virus type 8 (HHV-8) as the
etiologic agent of Kaposi sarcoma (Kaposi
sarcoma herpesvirus/human herpesvirus 8
KSHV /HHVS). The virus has been revealed to be
present in all cases of Kaposi sarcoma and is
recognized as an essential and necessary factor in
the pathogenesis of KS [2]. In the early 1980s, it
became more widely known after recognition of
its association with the acquired immune
deficiency syndrome (AIDS). HIV infection
potentiates the action of the etiologic agent of
Kaposi’'s sarcoma, HHV-8, and causes fulminant
forms and generalized disease [3]. Until now,
Kaposi sarcoma remains the most frequent AIDS-
defining cancer worldwide.

AlDS-related epidemic KS most commonly
affects HIV-infected patients with advanced
immune impairment and CD4+ T cell counts of
less than 500 cells per cubic millimeter. In the
context of substantial immune suppression, as
terminal AIDS, KS can be highly aggressive and
quickly spreads to internal organs [4]. From a
clinical point of view, the lesions are almost
identical to those of classical Kaposi’s sarcoma.
However, essential differences lie in the fact it can
occur anywhere in the body and has accelerated
evolution.

Epidemic KS frequently involves the viscera,
including the gastrointestinal tract, lymph nodes
and lungs. The prognosis of pulmonary disease is
grave. In case of digestive localizations, the
symptomatology is more aggressive and
manifests in malabsorption syndromes,
obstructions and bleedings. Some researches
show involvement of the gastrointestinal tract in
40% of patients with AIDS-associated KS at the
time of initial KS diagnosis. Pulmonary




pacientii cu forme pulmonare de SK au stadii
avansate ale infectiei cu virusul HIV. Un aspect
particular este reprezentat de faptul cd implicarea
pulmonara este uneori asimptomaticda, dar
pacientii sunt de obicei simptomatici. SK a fost
raportat in afectarea mai multor organe viscerale,
inclusiv ficat, splind, inima, pericard, oase si
méaduva osoasd, dar prezenta In aceste situri este
rar diagnosticatd. [5] Formularea unui diagnostic
se sprijind pe aspectul clinic, pe modificarea unor
constante biologice, pe evaluarea statusului
imun, dar diagnosticul de certitudine se pune pe
baza studiului histopatologic. Desi pentru
standardizarea tratamentului si pentru aprecierea
evolutiei si prognosticului ar fi nevoie de o
clasificare/stadializare a sarcomului Kaposi
epidemic, pand in acest moment, nu este acceptat
in mod oficial un sistem de stadializare [6].
Sistemul de stadializare cel mai utilizat pe scara
largd pentru KS a fost propus in 1988 de citre
Comitetul de Oncologie al Grupului de Trialuri
Clinice SIDA (ACTG) care urmdreste trei directii:
extinderea tumorii, statusul imun masurat prin
nivelul de celule CD4, gradul de afectare al
organismului sau boala sistemica. Acest sistem ia
in considerare distributia tumorii, numarul de
celule CD4, simptomele asociate cu HIV si
complicatiile infectiilor oportuniste; separd
pacientii In grupe cu risc scazut si cu risc crescut,
pentru fiecare dintre aceste 3 variabile. Statusul
imun rdmane cel mai important predictor de
raspuns la terapie pentru SK: este probabil ca,
pacientii cu mai mult de 200 celule CD4 / mm? s
reactioneze mai bine decadt cei cu perturbari
imunitare mult mai grave [7]. Lipsa unui sistem
de stadializare bun si oficial acceptat reprezinta o
problemd si, in absenta lui, este dificil sa se
compare raspunsurile la tratament.

SK poate afecta calitatea vietii intr-o varietate
de moduri si poate deveni amenintdtor de viata
atunci cand se extinde la pldmani, ficat si la
nivelul tractului gastro-intestinal. Pe langa
desfigurarea cosmeticd si impactul psihologic
sever, durerea cauzati de leziunile cutanate
ulcerative sau dificultatile de deplasare din cauza
edemului, sunt unele dintre simptomele care pot
afecta calitatea vietii [8].
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manifestation is rare and generally patients with
pulmonary KS have advanced HIV disease. A
particular aspect is the fact that pulmonary
involvement is occasionally asymptomatic and
patients typically are symptomatic. KS has been
reported to involve many visceral organs,
including liver, spleen, heart, pericardium, bone,
and bone marrow, but involvement of these sites
is rarely diagnosed [5]. Determining a diagnosis
depend on clinical appearance, modification of
the biological constant and evaluation of the
immune status, but accurate diagnosis is defined
based on histopathological study. Although the
evolution and standardization of treatment and
prognosis would require a classification/staging
of epidemic Kaposi’s sarcoma, so far, there is no
officially accepted system for staging [6].
Throughout times, several classification systems
have been made. The most widely used staging
system for KS was proposed in 1988, by the
Oncology Committee of the AIDS Clinical Trials
Group (ACTG) which follows three directions:
extent of tumor, status of the immune system, as
measured by CD4 cell levels and extent of
involvement within the body or systemic illness.
This system also takes into account the tumor
distribution, HIV-associated symptoms and
opportunistic complications; it separates patients
into good- and poor-risk groups for each of these
3 variables. Immune status remains the most
important predictor of response to therapy for
KS: patients with more than 200 CD4 cells/mm?
are likely to do better than those with more
serious immune disruption [7]. The lack of a
good staging system represents a problem and in
the absence of an accepted staging system, it is
difficult to compare responses to treatment.

KS may affect quality of life in a variety of
ways and may become life threatening when the
cancer spreads to the lungs, liver or gastro-
intestinal tract. In addition to cosmetic dis-
figurement and severe psychological impact,
pain caused by ulcerated cutaneous lesions or
mobility impairments due to edema are some of
the symptoms that may affect the quality of life

[8].
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Terapia antiretrovirala si sarcomul
Kaposi

Terapia antiretrovirald inalt activda (HAART)
a fost utilizata pe scard larga de cétre persoanele
infectate cu HIV, in jurul anului 1997. De atunci, a
existat o scddere rapidd a incidentei sarcomului
Kaposi, in special in acele tdri in care terapia
HAART este disponibild [9]. HAART definitd in
conformitate cu U.S. National Institutes of Health
Guidelines, in 1997, include fie 2 sau mai multi
inhibitori nucleozidici ai revers transcriptazei
(INRT), fie un inhibitor de proteaza (indinavir,
saquinavir, ritonavir, nelfinavir), sau un inhibitor
de revers transcriptaza non-nucleozidici (NNRTT:
nevirapina, delavirdina) [10]. Incepand cu luna
martie 2003, a fost lansat pe piatd primul medi-
cament dintr-o a patra clasd, aceea a inhibitorilor
enzimei de fuziune sau intrare. Unul din aceste
medicamente — numit deseori T-20 — a fost
licentiat in unele tari incepand cu 2003, insd doar
pentru utilizarea de cdtre persoane care au
incercat deja alte tratamente [11]. Inhibitorii de
intrare previn intrarea virusului HIV in celulele
umane.

Virusul HIV incomplet supresat are rate
foarte rapide de replicare, mutatie si diversificare,
cu aparitia de tulpini rezistente sau foarte
virulente. Ocazional, se produce o noud tulpina
care poate deveni rezistentd la efectele unui
medicament antiretroviral [12]. Administrarea a
doud sau mai multe antiretrovirale concomitent
reduce semnificativ rata la care se dezvolta
rezistenta. De aici necesitatea aparitiei unei
combinatii de 3 sau mai multe medicamente anti-
HIV.

HAART este asociatd cu o ameliorare
semnificativd a supravietuirii la pacientii cu SK si
a devenit componentd esentiald a manage-
mentului SK. Efectul HAART asupra evolutiei SK
HIV- asociat este unul variabil. In terapia HAART
se Incearca supresia replicdrii HIV la niveluri
nedetectabile si mentinerea in acest mod pe
termen cat mai lung (luni sau chiar ani de zile).
Raspunsul la HAART variaza intre 20 si 80%, in
functie de stadiul bolii si de pretratamentele
urmate [13].

Intr-un studiu realizat pe 37 de pacienti cu
forme pulmonare de SK sub tratament chimio-
terapic, Holkova si colab. au observat de
asemenea, imbundtatirea supravietuirii in randul
celor cu terapie HAART. Dupa initierea terapiei
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Antiretroviral therapy and Kaposi’s
sarcoma

Highly active antiretroviral therapy
(HAART) has been widely used by HIV-infected
people since about 1997. Since then, there has
been a rapid decline in the incidence of Kaposi’s
sarcoma, especially in those countries where
HAART is readily available [9]. HAART was
defined according to the 1997 U.S. National
Institutes of Health Guidelines as 2 or more
nucleoside reverse transcriptase inhibitors
(NRTI) plus either a protease inhibitor (indinavir,
saquinavir, ritonavir, nelfinavir) or a non-
nucleoside reverse transcriptase inhibitor
(NNRTI: nevirapine, delavirdine) [10]. Since
March 2003, the first drug in a fourth class was
launched, that of fusion or entry enzyme
inhibitors. One of these drugs - called T-20 - has
been licensed in some countries since 2003, but
only for use by people who have already tried
other treatments [11]. It was found that entry
inhibitors prevent HIV from entering in the
human cell.

Incomplete suppressed HIV-virus has very
rapid rates of replication, mutation and
diversification, with the emergence of highly
virulent or resistant strains. Occasionally, there is
a new strain that can become resistant to the
effects of an antiretroviral drug [12]. Admi-
nistration of two or more antiretrovirals at the
same time reduces significantly the rate at which
resistance develops. Hence, the necessity of a
combination of three or more anti-HIV drugs.

HAART is associated with significant
improvement in the survival of patients with KS
and has become an essential component of KS
management. Therapy attempts suppression of
HIV replication to undetectable levels and
maintains it as such, for a long-term (months or
even years). Response to HAART varies between
20 and 80% depending on the stage of disease
and pretreatments followed [13].

In a study of 37 patients with pulmonary KS
undergoing chemotherapy, Holkova et al. also
observed improved survival among those on
HAART therapy. After HAART was initiated,
CD4+ cell count increased fourfold, HIV-viral
load decreased to undetectable levels, and the




HAART, numarul celulelor CD4 + a crescut de
patru ori, nivelul de incarcaturd virald in infectia
HIV a scdzut la niveluri nedetectabile si
simptomatologia pulmonard a SK a regresat in
mod dramatic. Anterior introducerii acesteia in
practicd se considera ca 90% din cazurile cu
afectare pulmonard evoluau spre deces, iar
ulterior rata acestei progresii a scazut la 47%. [14]

Tratamentul sarcomului Kaposi este uneori
dificil de manipulat si greu de standardizat,
datoritd aspectelor sale clinice si evolutive
considerate a fi extrem de polimorfe. Cu toate
acestea, chiar si cu o terapie ART eficienta si o
infectie HIV bine controlatd, unii pacienti
dezvoltd SK progresiv. Acesti pacienti sunt
candidati pentru tratamente antineoplazice
specifice.

Unii dintre inhibitorii proteazei au efecte
antineoplazice specifice. Tratamentul pacientilor
cu virusul imunodeficientei (HIV) cu inhibitori
de proteaza precum ritonavir poate duce la
cresteri ale numdrului de celule T CD4 +,
independente de o reducere a Incarcaturii virale a
virusului HIV-1 [15]. Pati si colab., in 2002, au
efectuat un studiu cu privire la efectele
antitumorale ale inhibitorului de proteaza HIV,
ritonavir. Rezultatul studiului a fost cd ritonavir
afecteazd in mod direct activarea sistemului
imunitar celular, proliferarea si susceptibilitatea
la apoptozd. De asemenea, s-a demonstrat ca
ritonavir inhiba activarea si proliferarea celulelor
endoteliale primare si scade producerea facto-
rului de necrozd tumorala alfa (TNF-alfa), a IL-6,
a IL-8, a factorului endotelial de crestere
vasculard, precum si a factorilor care contribuie la
neovascularizarea tumorald si la dezvoltarea
leziunilor de sarcom Kaposi (SK) [16].

Sgadari si colab. in 2003, au descris de
asemenea, inhibarea sarcomului Kaposi cu
inhibitori de proteazd cum sunt indinavir sau
saquinavir si mentioneaza cd aceste medicamente
pot induce regresia leziunilor angioproliferative
SK-like, generate de factorul basic de crestere
fibroblastica (bFGF) si factorul de crestere a
endoteliului vascular (VEGF), combinate [17].

Terapia locala versus terapia sistemica

Tratamentul sarcomului KS 1isi propune
indepartarea tumorii, avand in vedere faptul ca
celulele kaposiene elibereaza factori care stimu-
leaza in continuare proliferarea tumorii, dar in
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pulmonary KS regressed dramatically. Prior to
therapy introduction it is considered that 90% of
cases with severe pulmonary involvement,
evolved to death and subsequently this
progression rate decreased to 47%. [14]

Treatment of Kaposi’'s sarcoma is sometimes
difficult to handle and difficult to standardize
due to its clinical and evolutionary aspects
considered to be highly polymorphic. However,
even with effective ART and well-controlled HIV
infection, some patients develop progressive KS.
These patients are candidates for specific
antineoplastic treatments.

Some of the protease inhibitors have specific
antineoplastic effects. Treatment of patients with
human immunodeficiency virus (HIV) with
protease inhibitors such as ritonavir can result in
increases in CD4+ T-cell counts that are
independent of a reduction in HIV-1 viral load
[15]. Pati et al, 2002, conducted a study about
antitumorigenic effects of HIV protease inhibitor,
ritonavir. The outcome of the study was that
ritonavir directly affects immune cell activation,
proliferation, and susceptibility to apoptosis. It
was also shown that ritonavir inhibited the
activation and proliferation of primary
endothelial cells and decreased the production of
tumor necrosis factor alpha (TNF-alpha), IL-6, IL-
8, vascular endothelial growth factor, factors that
all contribute to tumor neovascularization and to
the development of Kaposi sarcoma (KS) lesions
[16].

Sgadari et al.. in 2003 described also the
inhibition of Kaposi’s sarcoma with protease
inhibitors as indinavir or saquinavir and they
also mention that these drugs can induce
regression of angioproliferative KS-like lesions
promoted by basic fibroblast growth factor
(bFGF) and vascular endothelial growth factor
(VEGF) combined [17].

Local therapy versus systemic therapy

Treatment of KS sarcoma aims to tumor
removal, given the fact that kaposiene cells
release factors that still stimulate tumor
proliferation, but, at the same time, tries to
prevent the appearance of new lesions. Treatment
can be either local or systemic.
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acelasi timp, incearcd sa prevind aparitia de noi
leziuni. Tratamentul poate fi local sau sistemic.

Tratamentul local se realizeazd cel mai
frecvent pentru leziunile mai putin numeroase si
cu o evolutie lentd, in care efectele secundare
sistemice ale tratamentului sunt mai mari decat
beneficiile. In cazul SK asociat infectiei HIV,
tratamentul local al leziunilor, indiferent de
metoda abordatd, are aplicabilitate mai restransa,
recurgdndu-se la el doar in cazul leziunilor
ulcerate sau al celor unice, dar cu grav prejudiciu
cosmetic. De asemenea, este util in cazuri de
comorbiditdti severe sau boald refractarda la
terapiile sistemice. Se crede cd, pacientii cu mai
putin de 10 leziuni si boala relativ stabild asociata
cu simptome minore, sunt candidati pentru
terapia locald. [18] Terapia sistemicd este trata-
mentul de alegere pentru acei pacienti cu boala
viscerald simptomaticd sau cu afectare muco-
cutanatd rapid progresiva (> 10 leziuni noi in
luna precedentd). Avantajele terapiei locale, in
special la pacientii cu imunosupresie avansatd,
asociatd SIDA, includ in principal lipsa relativa a
efectelor adverse sistemice. [19]

Radioterapia este cea mai eficientd terapie
locald, iar alegerea tehnicii potrivite depinde de
locul, adédncimea si extensia leziunilor. Desi in
cursul infectiei HIV statusul imun al pacientului
este deprimat, radioterapia este bine toleratd, iar
rata de raspuns este de 80-90%. Leziunile cele
mai iradiate regreseazda cu tratament, dar
reaparitia acestora in 4-6 luni este adesea
prezentd. Radioterapia este eficientd in tratarea
leziunilor cavitatii bucale, dar din cauza riscului
semnificativ al mucozitei induse de radiatii,
aceastd terapie ar trebui sd fie rezervata pentru
boala simptomaticd. [20] Prin radioterapie se
poate controla durerea, singerarea si se poate
oferi o imbunatatire cosmeticd semnificativa.

Excizia chirurgicald se practici in cazul
leziunilor nodulare, de mici dimensiuni. Limita
de sigurantd oncologicdi nu este necesard,
deoarece evolutia bolii nu este metastatica, ci
multicentrica. Recurentele locale sunt frecvente.

Terapia intralezionald se utilizeaza pentru a
realiza concentratii mai mari de substante active
la nivelul leziunilor, in acest mod, micsorandu-se
si efectele secundare. Injectiile intralezionale cu
vinblastind au fost folosite pentru a trata
afectiunea limitati la nivel mucocutanat. in

Local treatment is most commonly per-
formed for lesions less numerous and with a slow
evolution, in which the systemic side effects of
treatment outweigh the benefits. In the case of
HIV-related Kaposi’'s sarcoma topical treatment
of lesions, regardless of the method approached,
has narrower applicability, resorting to it for
either ulcerated or lesions unique, but with
serious cosmetic damage. It is also useful in cases
of severe comorbidities or refractory disease to
systemic therapies. It is believed that, patients
with fewer than 10 lesions and relatively stable
disease, associated with minor symptoms, are
candidates for local therapy [18]. Systemic
therapy is the treatment of choice for those
patients with symptomatic visceral disease or
with rapidly progressive mucocutaneous disease
(>10 new lesions in the preceding month).
Advantages of local therapy, particularly in
patients with advanced AIDS-related immuno-
suppression, principally include the relative
absence of systemic adverse effects. [19]

Radiotherapy is the most effective local
therapy and choosing the right technique
depends on the location, depth and extent of the
lesion. Although during HIV infection, the
immune status of the patient is depressed,
radiotherapy is well tolerated, the response rate
is 80-90% Most irradiated lesions regress with
treatment, but regrowth, is often common within
4-6 months. Radiation therapy is effective in
treating oral cavity lesions, but because of the
significant risk of radiation-induced mucositis,
this therapy should be reserved for symptomatic
disease. Radiotherapy can control pain, bleeding
and may provide a significant cosmetic impro-
vement. Surgical excision is practiced in nodular
small-sized lesions. [20] Oncologic safety limit is
unnecessary, because the evolution of the disease
is mulitcentric, not metastatic. Local recurrences
are frequent.

Intralesional therapy is used to achieve
higher concentrations of active substances in
lesions, decreasing the side effects as well.
Intralesional injections with vinblastine have
been used to treat limited mucocutaneous
disease. In general, smaller lesions are more
likely to respond. The treatment consist in 0.1 mL
of a dilute solution containing 0.2 mg/mL of
vinblastine is injected into a lesion. Vinblastine
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general, leziunile mai mici au mai multe sanse sa
raspundd la tratament. Tratamentul constd in
injectarea la nivelul unei leziuni a 0,1 ml dintr-o
solutie diluata ce contine 0,2 mg/ml vinblastina.
Vinblastina a fost folositd, cu rezultate bune, in
doze de 0,2-0,5 mg/ml. Injectii repetate pot fi
necesare. Acestea sunt adesea dureroase si pot fi
asociate cu o reactie inflamatorie locala. Cele mai
multe raspunsuri sunt partiale, iar regenerarea
tumorii este frecventd in 4-6 luni [21]. Injectiile cu
interferon alfa (IFNa) de trei ori pe saptdmand,
timp de 3-4 sdptamani, obtin rezultate similare.
Sunt preferate doze mai mici; s-a observat c4, la
doze foarte mari, pot apdrea aceleasi efecte
secundare ca la administrarea sistemica. [22] Ca
si In cazul altor tratamente locale, decolorarea
pielii este regula post terapie.

Crioterapia se foloseste in general pentru
leziunile mici (<2cm), maculare sau nodulare, cu
o ratd de raspuns de peste 85%. Se pot aplica 2-3
cicluri, repetate la 3 sdptdmani, cu eficientd mai
mare fatd de aplicatiile continue. Azotul lichid
este aplicat direct pe tumora pentru a ingheta
(circa 40 secunde) si este utilizat pentru leziunile
cosmetice deranjante, mai ales de la nivelul fetei
[23].

Retinoizii topici actioneazd printr-un feno-
men de “down-regulation” a expresiei pentru
receptorul IL-6. Retinoizii au dovedit inhibarea
cresterii celulare a sarcomului SK in vitro, pro-
babil datoritd hipopreglarii expresiei receptorului
interleukinei-6. Doza initiald recomandata de
alitretinoin gel 0,1% (acid 9-cis-retinoic) este de a
aplica de douad ori pe zi timp de 2 saptdmani, cu
madrirea dozei la fiecare doud sdptimani, in
functie de toleranta [24] .

Recomandadrile terapiei sistemice in functie
de statusul bolii sunt folosite la majoritatea
pacientilor cu KS epidemic, cu leziuni extinse ale
pielii, asociate cu leziuni viscerale. Ameliorarea
simptomelor ar trebui sd fie obiectivul principal
al tratamentului la pacientii cu SIDA, cu forme
rapid progresive, extinse sau simptomatice de
SK. Optiunile disponibile in gestionarea SK
asociat-HIV, ca si terapii sistemice, includ IFN-
alfa, cu sau fara medicamente antiretrovirale si
chimioterapie citotoxica [25].

IFN-alfa a fost primul tratament sistemic
licentiat pentru SK asociat cu SIDA, aprobat
pentru tratamentul SK inainte de HAART. Pre-
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has been used with good results in doses of
0,2-0,5mg/mL. Repeated injections may be
necessary. The injections are often painful and
may be associated with a local inflammatory
reaction. Most responses are partial, and tumor
regrowth is common within 4-6 months [21].
Injections of interferon alpha (IFN4) three times
per week for 3-4 weeks, achieves similar results.
Lower doses are preferred; it has been observed
that at very high doses, the same side effects can
occur as in the systemic administration [22]. As
with other local therapies, skin discoloration is
the rule post therapy.

Cryotherapy is generally used for small
macular or nodular lesions (<2 cm), with a
response rate of over 85%. It can be applied
2-3 cycles, repeated every 3 weeks with higher
efficiency compared to continuous applications.
Liquid nitrogen is applied directly to the tumour
to freeze it (approximately 40 seconds) and it is
used for cosmetically disturbing lesions, parti-
cularly of the face [23].

Topical retinoids act through a phenomenon
of down regulation of the expression for IL-6
receptor. Retinoids have been shown to inhibit KS
cell growth in vitro, presumably due to the down
regulation of interleukin-6 receptor expression.
The initial recommended dose of alitretionin gel
0.1% (9-cis-retinoic acid) is to apply twice daily
for 2 weeks, increasing every two weeks as
tolerated. [24]

Systemic therapeutic recommendations
according to disease status are used in most
patients with epidemic KS, with extensive skin
lesions, associated with visceral injuries. The
primary goals of treatment in AIDS patients with
rapidly progressive, extensive, or symptomatic
KS should be alleviation of symptoms. The
options available in the management of HIV-
associated KS as systemic therapies include IFN-
alfa, with or without antiretroviral agents and
cytotoxic chemotherapy [25].

IFN-alfa was the first systemic treatment
licensed for AIDS-related KS, approved for the
treatment of KS prior to HAART. It is of parti-
cular interest because of its antiproliferative, anti-
viral (anti-HIV), antiangiogenic, and immune-
modulating properties, exercised by suppressing
mRNA translation into protein, thus preventing
viral assembly. The combination of interferon
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zintd un interes particular datorita proprietatilor
sale antiproliferative, antivirale (anti-HIV),
antiangiogenice si imunomodulatoare, exercitat
prin suprimarea translatiei ARNm in proteind,
prevenind astfel asamblarea virald. Combinatia
de interferon si chimioterapie nu oferd rezultate
superioare la monoterapia cu interferon sau
agenti citostatici. Mai multe studii au evaluat
IFN-alfa in combinatie cu o varietate de
medicamente antiretrovirale. S-au observat rate
de raspuns de 42-46% pentru tratamentul cu
IFN-alfa si zidovudind. Comparativ cu IFN-alfa
ca singur agent, de aceastd combinatie au
beneficiat mai degraba pacientii cu prognostic
prost si cu risc crescut de SK (CD4 <150 celule/
mm?, cu afectare viscerald sau leziuni volumi-
noase). Studii despre IFN-alfa in combinatie cu
terapia antiretrovirald inalt activd, ce includ inhi-
bitori de proteazd, sunt in curs de desfasurare.
[26].

Chimioterapia citotoxicd este indicata la
pacientii cu SK mucocutanat extins, cu afectare
cutanatd rapid progresiva (mai mult de 10 de
leziuni noi pe lund), boald viscerald simpto-
maticd, boli pulmonare sau limfedem extins
simptomatic. Chimioterapia sistemica este
administratd cu scopuri paliative, In special la
pacientii cu afectare viscerald severd sau
simptomatica sau cu afectare mucocutanata rapid
progresivda. O mare varietate de agenti chimio-
terapeutici, individuali si in combinatie, au fost
evaluati pentru tratamentul SK. [27] Agentii care
sunt eficienti impotriva SK asociat SIDA includ
alcaloizii de vinca (vincristind si vinblastind),
paclitaxel, etoposid, antracicline lipozomale si
non-lipozomale (doxorubicina si daunorubicina)
si bleomicina. Primii agenti care au fost utilizati
au fost vincristina, vinblastina si bleomicina,
urmati de etoposid si doxorubicind. Regimuri
combinate de chimioterapie au fost evaluate in
speranta Imbundtdtirii atat a ratei de rdspuns
global cét si a duratei de rdspuns la chimioterapie
pentru pacientii cu SK asociat cu SIDA. Regimuri
terapeutice combinate asigurda o rata dubla
comparativ cu monochimioterapia [28].

Intr-un studiu clinic randomizat, controlat,
HAART versus HAART si chimioterapie la
pacientii cu sarcomul Kaposi asociat HIV, naivi la
terapie, din 2012, Mosam si colab., comparand
HAART plus bleomicina, doxorubicina si vin-
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and chemotherapy do not provide superior
results to interferon monotherapy or cytostatic
agents. Several studies evaluated IFN-alfa in
combination with a variety of antiretroviral
agents. Response rates of 42-46% were observed
for treatment with IFN-alfa plus zidovudine.
Compared with IFN-alfa as a single agent, this
combination was more likely to benefit patients
with poor prognosis and high-risk KS features
(CD4 count <150 cells/mm?3, visceral disease or
bulky lesions). Studies of IFN-alfa in combination
with highly active antiretroviral therapy, which
includes protease inhibitors, are in progress [26].

Cytotoxic chemotherapy is indicated for
patients with extensive mucocutaneous KS,
rapidly progressive cutaneous disease (more than
10 new lesions per month), symptomatic visceral
disease, pulmonary disease, or extensive sympto-
matic lymphedema. Systemic chemotherapy is
administered with palliative purposes, particu-
larly in patients with severe or symptomatic
visceral involvement or with rapidly progressive
mucocutaneous disease. A wide variety of
chemotherapeutic agents, individually and in
combination, have been evaluated for the
treatment of KS [27]. Agents that are effective
against AIDS-associated KS include the vinca
alkaloids (vincristine and vinblastine), paclitaxel,
etoposide, liposomal and nonliposomal anthra-
cyclines (doxorubicin and daunorubicin), and
bleomycin. The first agents that have been used
were vincristine, vinblastine and bleomycin,
followed by etoposide and doxorubicin. Com-
bination chemotherapy regimens have been
evaluated in hopes of improving both the overall
response rate and duration of response to
chemotherapy for patients with advanced AIDS-
related KS. Combination regimens provide
double the rate as compared with mono
chemotherapy [28].

In a randomized controlled trial of HAART
versus HAART and chemotherapy in therapy-
naive patients with HIV-associated Kaposi
sarcoma from 2012, Mosam et al, comparing
HAART plus bleomycin, doxorubicin and
vincristine (ABV) to HAART alone, showed a
significant reduction in disease progression in the
HAART plus ABV group. The findings from this
review suggest that highly active antiretroviral
therapy (HAART) plus chemotherapy may be




cristina (ABV) cu monoterapia HAART, au ardtat
o reducere semnificativd in boala progresivd, in
grupul HAART plus ABV. Constatédrile din acest
review sugereazd cd terapia antiretroviralad Inalt
activd (HAART) plus chimioterapia poate fi
beneficd in reducerea progresiei bolii, comparativ
cu HAART in monoterapie la pacientii cu sarcom
Kaposi sever sau progresiv. Aratd de asemenea o
reducere a mortalitatii si a evenimentelor ad-
verse, dar acestea nu au fost statistic semni-
ficative. [29].

Mai existd si alte modalitdti terapeutice in
curs de evaluare, in diverse trialuri clinice.
Interleukina-12, agenti inhibitori ai angiogenezei,
terapia de manipulare hormonala (folosind beta-
HCG) reprezinta perspective terapeutice pro-
mitatoare.

Interactiuni medicamentoase si efecte
adverse

Cea mai frecventd complicatie terapeuticad ce
insoteste tratamentul pentru SK asociat SIDA
include mielosupresia. In plus, se folosesc o
varietate de medicamente mielosupresoare
pentru tratamentul HIV si complicatiile sale [30].
In zilele noastre, preparatele lipozomale ale
antra-ciclinelor doxorubicind si daunorubicina
sunt utilizate in speranta de a reduce efectele
secundare. Toxicitate medulard rdamane factor
major de limitare a acestor terapii. Factorii de
crestere mieloizi si eritroizi, sunt utilizati pe
scard largd pentru a sustine si a mentine numarul
de celule din sdnge la pacientii cu SK asociat
SIDA ce primesc chimioterapie.

Efectele secundare ale antiretroviralelor sunt
numeroase, in functie de categorie si doza.
Interactiunile medicamentoase si efectul
terapiilor combinate privind concentratiile de
droguri, trebuie de asemenea, sd fie luate in
considerare. Inhibitorii de proteazd, in special
ritonavir, care afecteaza metabolismul hepatic, ca
o0 mare varietate de medicamente, trebuie utilizat
cu precautie in combinatie cu agentii citotoxici.
Péana in prezent, sunt disponibile date minime in
ceea ce priveste interactiunile farmacocinetice
dintre inhibitorii de proteaza si chimioterapie.
[31] Studiile sunt in curs de a defini doza de
chimioterapie adecvatd, in prezenta inhibitorilor
de proteaza.
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beneficial in reducing disease progression
compared to HAART alone in patients with
severe or progressive Kaposi’s sarcoma. There
also appeared to be a reduction in mortality and
adverse events but these were not statistically
significant [29].

There are other therapeutic modalities
currently being evaluated in various clinical
trials. Interleukin-12, angiogenesis inhibitory
agents, hormonal manipulation therapy (using
beta-HCG) represent promising therapeutic
perspectives.

Drug Interactions and Adverse Effects

The most frequent therapeutic complication
accompanying treatment for AIDS-associated KS
include myelosuppression. In addition, a wide
variety of myelosuppressive agents are used for
the treatment of HIV and its complications [30].
Nowadays, liposomal preparations of the
anthracyclines doxorubicin and daunorubicin are
being used in the hope of reducing side effects.
Bone marrow toxicity remains the major limiting
factor in these therapies. The myeloid and
erythroid growth factors are being used widely to
support and maintain blood cell counts in
patients with AIDS-related KS receiving chemo-
therapy.

Side effects of antiretrovirals are numerous,
depending on the type and antiretroviral dose.
Drug interactions and the effect of combination
therapies on drug concentrations must also be
considered. The protease inhibitors, particularly
ritonavir, which affects the hepatic metabolism of
a wide variety of medications, must be used
cautiously in combination with cytotoxic agents.
As yet, minimal data are available regarding the
pharmacokinetic interactions between the
protease inhibitors and chemotherapy. [31]
Studies are underway to define appropriate
chemotherapy dose modifications in the presence
of protease inhibitors.

Studies of treatment side effects in patients
with epidemic KS are complicated by the
difficulty of distinguishing between side effects
caused by treatment aimed at the HIV retrovirus
itself and those caused by treatment for KS.
Common problems related to KS treatment
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Studii ale efectelor secundare ale tratamen-
tului la pacientii cu SK epidemic sunt complicate
de dificultatea de a distinge intre efectele
secundare cauzate de tratamentul ce vizeaza
virusul HIV in sine si a celor cauzate de
tratamentul pentru SK. Probleme frecvente legate
de tratamentul KS includ afectarea maduvei
osoase, pierderea parului si leziuni ale nervilor.

Alte probleme legate de tratament includ
pierderea In greutate din cauza inapetentei si
edeme datorita retentiei de lichide [32]. Pacientii
pot primi consiliere nutritionald, medicamente
pentru a stimula apetitul sau diuretice pentru a
reduce nivelul de lichid in tesuturi. Acestea sunt
unele dintre metodele utilizate la acesti pacienti.

Concluzii

Desi SK raméne o neoplazie incurabila, din
pacate, nu au fost definite protocoale de terapie
standard.

De-a lungul timpului, odatd cu introducerea
terapiei antiretrovirale inalt active (HAART),
sarcomul Kaposi asociat cu sindromul imuno-
deficientei dobandite (SIDA), si-a diminuat
incidenta. Tratamentul pentru SK asociat SIDA
continud sd evolueze si trebuie sa fie indivi-
dualizat in functie de locatia si severitatea
leziunii, de simptomele asociate si de toleranta
pacientilor la tratament.

Selectia terapiei pentru SK trebuie sd ia in
considerare beneficiul potential si efectele
adverse ale tratamentului si, de asemenea,
impactul potential asupra sistemului imunitar.
Mai mult, pacientii infectati HIV cu sarcomul
Kaposi vor necesita in continuare, nu numai
chimioterapie si terapie antiretrovirald, dar, de
asemenea, un set de tratamente de sustinere, in
special in timpul chimioterapiei, inclusiv factori
de crestere hematopoietici, antibiotice profi-
lactice, medicamente pentru durere si suport
psihologic si incurajare. Aceste masuri de sprijin
nu numai ca vor extinde supravietuirea pacien-
tilor, dar vor si imbunatati calitatea vietii
acestora.
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include damage to the bone marrow, hair loss,
and nerve damage from medications.

Other treatment-related problems include
weight loss due to poor appetite, and swelling of
body tissues due to fluid retention [32]. Patients
can recive nutritional counseling, medications to
stimulate the appetite or diuretics to reduce the
level of fluid in the tissues. These are some of the
methods used in these patients.

Conclusion

Although KS remains an incurable tumor,
unfortunately, no standard therapy protocols
have been defined.

Over time, with the introduction of highly-
active anti-retroviral therapy (HAART), Kaposi’s
sarcoma associated with acquired immuno-
deficiency syndrome (AIDS), diminished the
incidence. Treatment for AIDS-related KS is still
evolving and must be individualized based on
the location and severity of the lesion, associated
symptoms and patients tolerance to treatment.

The selection of therapy for KS must take into
account the potential benefit and adverse effects
of treatment and also, the potential impact on the
immune status. Furthermore, HIV-infected
patients with Kaposi’s sarcoma will continue to
require not only chemotherapy and antiretroviral
therapy but also an assortment of supportive
treatments, especially during chemotherapy,
including hematopoietic growth factors,
prophylactic antibiotics, pain medications and
psychological support and reassurance. These
supportive measures not only will extend
patients” survival but also will improve their
quality of life.
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