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Pacient 39 de ani, HIV infectat de 6 ani, fard tratament
antiretroviral. Solicita consultul infectionistului pentru febra
(38°C), tuse seaca, scadere ponderala, mialgii, astenie mar-
cata. Obiectiv: leziuni maculare cutanate de culoare viola-
cee (0,5-2 cm) pe torace si membrele superioare, candidoza
orofaringianad, raluri sibilante unice bilateral, hemodinamic
stabil, fara semne de insuficientd respiratorie. Radiografia to-
racelui cu opacitati reticulare, alveolare si nodulare bilateral
in regiunile hilare, la pacientul cu valoarea CD4 50/mm?, a
fost interpretata ca si pneumonie prin pneumocist. Multiplele
opacitati nodulare (1-3 cm) stelate, difuz raspandite bilateral,
cu arii de condensare si reticulatie In lobul inferior si mediu
pe dreapta la HRCT (L. engl. High Resolution Computed Tomo-
graphy), au fost atribuite tuberculozei pulmonare (testele
bacteriologice si biomoleculare pentru micobacteria tubercu-
lozei - negative, la fel ca si culturile pentru fungi), leziunile
cutanate maculare de culoare violacee pe torace fiind subes-
timate (Figurile ,,a-k”).

Intrebdri:

1. Considerand datele anamnestice si modificarile cutana-
te, care este cel mai probabil diagnostic?

2. Care alte localizari ale leziunilor cutanate sunt frecvent
intalnite In aceastd maladie?

3. Care sunt formele clinice ale acestei boli?

4. Care semn imagistic traduce prezenta unei hemoragii al-
veolare?

5. Descrieti piesa histologica.

A thirty-nine years old man, known as HIV positive during
the last 6 years, not on antiretroviral treatment, is consulted
for fever (38°C), dry cough, unintentional weight lost, myal-
gia and severe fatigue. Physical exam reveals purple macular
skin lesions (0.5-2 cm) on chest and upper limbs, oropharyn-
geal candidiasis, scattered bilateral wheezing and no signs of
respiratory or cardiovascular failure. The chest X ray image,
showing reticular and nodular opacities combined with hil-
ary distributed lung consolidation, in a patients with 50/mm?
CD4 cells count was interpreted as Pneumocystis jiroveci pneu-
monia. At the same time, underestimation of the chest skin
lesions and detection of the multiple nodular opacities (1-
3 cm) with diffuse bilateral distribution, associated with ar-
eas of consolidation and reticulation in the right lower lobe
by HRCT (High Resolution Computed Tomography) pushed
the diagnosis for the lung abnormalities towards pulmonary
tuberculosis. However, sputum molecular assays for Mycobac-
terium tuberculosis were negative as well as sputum culture
for fungi (Figures ,a-k”).

Questions:

1. Considering history and skin lesions, which is the most
likely diagnosis?

2. What other sites of the skin lesions are commonly en-

countered in this disease?

. What are the clinical variants of the disease?

4. What chest imaging sign does reveal an alveolar hemor-
rhage?

5. Describe the histological abnormalities.
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Figurile ,a-k”: Imaginile aferente cazului prezentat

Figures ,a-K”: Presented case’s images
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Figurile ,l, m”: Imagini cutanate si pulmonare caracteristice

Rdspunsuri

1. Sarcomul Kaposi.

2. Leziunile cutanate maculare de culoare rosie-violacee sau
bruna sunt frecvent intalnite si la nivelul extremitatii cefali-
ce - nas, pleoape si urechi (Figural).

3. Exista patru forme de sarcom Kaposi: forma clasica sau me-
diteraneang, forma africana sau endemica, sarcomul Kaposi
asociat cu SIDA si sarcomul Kaposi asociat cu o imunode-
presie iatrogena.

4. Semnul haloului, definit prin prezenta ariilor de opacitati
tip ,sticla matd”, ce se extind circumferential, pornind de la
un nodul sau masa pulmonara dispuse central. Este frec-
vent in stadiul initial al aspergilozei invazive la pacientii
imunocompromisi. A mai fost descris la pacientii cu pne-
umonie eozinofilici, pneumonie organizanta, candidoza,
granulomatoza cu poliangiita, carcinom bronsiolo-alveolar,
sarcom Kaposi si cu limfom. Mecanismul de formare a
haloului este variat in boli diferite: hemoragia alveolara
in aspergiloza si/sau infiltratia tumorald 1n carcinomul
bronsiolo-alveolar si in sarcomul Kaposi.

5. Infiltratie tumorala a septurilor alveolare si a spatiilor in-
tra-alveolare.

Sarcomul Kaposi, de rand cu limfomul non-Hodgkin si car-
cinomul invaziv de col uterin sunt recunoscute ca si boli SI-
DA-definitorii. Sarcomul Kaposi (SK) este o tumora angiopro-
liferativa, provenita din celulele endoteliale, apreciata ca si cea
mai frecventa boalda maligna HIV-asociata. Incidenta a sporit
odata cu cresterea numarului de cazuri cu SIDA. Mai des, boala
apare pe fundalul unei imunosupresii severe cu CD4 sub 50/
mm?3, dar sunt descrise tot mai multe cazuri cu CD4 intre 100
si 350/mm?. Aparitia sarcomului Kaposi este asociata cert cu
infectia cu virusul herpetic uman de tip 8 (HHV8). Indiferent
de tipul epidemiologic al sarcomului Kaposi, practic toti paci-
entii sunt infectati cu HHV8 (numit, actualmente, virusul her-
petic asociat sarcomului Kaposi). Mecanismele oncogenezei
nu sunt cunoscute pana la capat, dar este recunoscut ca imu-
nosupresia la persoanele infectate cu HHV8 conduce la expre-
sia acestei malignitati. Implementarea HAART (1. engl. Highly
Active Antiretroviral Therapy) pentru infectia HIV a condus la
reducerea incidentei sarcomului Kaposi printre bolile SIDA-
definitorii, mai probabil in rezultatul reconstituirii imune.

Spre deosebire de celelalte forme clinice de sarcom Kaposi
(clasica, iatrogena si africana), forma asociata infectiei HIV de-
buteaza la persoane tinere prin leziuni maculare multiple, de
culoare rosie-violacee sau bruna care, ulterior, iau un aspect
papulo-nodular si nodular. Cele mai multe leziuni se localizea-
za la nivelul extremitatii cefalice (nas, pleoape si urechi) si pe

Figures ,l, m”: Characteristic skin and pulmonary images

Answers

1. Kaposi sarcoma.

2. Macular red-purple or brown skin lesions are frequently
encountered in the cephalic end -nose, eyelids and ears
(Figure1).

3. Four variants of Kaposi sarcoma are known: the classical or
Mediterranean, African or endemic, Kaposi sarcoma associ-
ated with AIDS, and Kaposi sarcoma associated with iatro-
genic immunosuppression.

4. Halo sign is defined by areas of ground glass opacities ex-
tending circumferentially from a centrally located pulmo-
nary nodule or mass. It is frequent in the initial stage of in-
vasive aspergillosis in immunocompromised patients. Also,
it was described in patients with eosinophilic pneumonia,
organizing pneumonia, pulmonary candidiasis, granulo-
matosis with polyangiitis, bronchioloalveolar carcinoma,
Kaposi sarcoma and lymphoma. The underlying lesions of
the halo vary in different diseases: alveolar hemorrhage in
aspergillosis and /or malignant cells infiltration in bronchi-
ololoalveolar carcinoma and Kaposi sarcoma.

5. Malignant cells infiltration of the alveolar septa and alveoli.

Kaposi sarcoma, along with non-Hodgkin lymphoma and
invasive cervical carcinoma are recognized as AIDS-defining
malignancies. Kaposi sarcoma (KS) is a tumor derived from
endothelial cells, reported as the most common HIV-associat-
ed malignancy. The KS incidence has increased once the AIDS
patients’ number increased. More often the disease occurs on
the background of severe immunosuppression, when the CD4
count goes under 50 cells/mm?. However, an increasing num-
ber of KS cases in subject with a CD4 counts between 100 and
350/mm? is observed. Kaposi sarcoma is definitely associated
with infection with human herpes virus type 8 (HHV8). Irre-
spective of the KS variant, almost all patients are infected with
HHV8 (now called Kaposi’s sarcoma associated herpes virus).
Despite the fact that the mechanisms of the oncogensis are not
completely understood, it is recognized that immunosuppres-
sion in persons infected with HHV8 leads to the expression of
KS. The implementation of HAART (highly active antiretroviral
therapy) for HIV has reduced the incidence of Kaposi sarcoma
among AIDS-defining diseases, most likely as a result of im-
mune reconstitution.

Unlike other clinical forms of Kaposi sarcoma (classic, iat-
rogenic and African) that associated with HIV infection, usual-
ly develops in young adults with multiple red-purple or brown
macular lesions that subsequently take a papulo-pustular and
nodular appearances. Majority of the lesions are localized on
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trunchi (unde urmeaza liniile de clivaj), fiind dispuse simetric.
In cazurile cu evolutie prelungiti, este posibild coalescenta
leziunilor In placi intinse, boala ludnd un aspect diseminat
la nivel cutanat. Prezentdri atipice posibile sunt formele pa-
ucilezionale, formele cu leziuni telangiectatice, echimotice,
cheloidiene, buloase, cavernoase, limfangiom-like. Leziunile
cutanate pot fi asimptomatice, pruriginoase sau dureroase.
Asociaza fenomene generale (scadere ponderald, astenie, fe-
brd) si, In peste 30% dintre cazuri, adenopatii. Sarcomul Ka-
posi SIDA determinant decurge nu doar cu implicare cutanata
si a ganglionilor limfatici, dar, deseori si prin forme diseminate
pulmonare, in tractul digestiv, ficat si splind, prezenta afectarii
viscerale fiind estimata la 30-80% dintre cazuri. Uneori, leziu-
nile sarcomatoase viscerale le preced pe cele cutanate.

Localizarea toracica este mai putin frecventa decat impli-
carea cutaneo-mucoasd, digestivda sau ganglionara (rareori
poate aparea succesiv implicarii cutanate). Ca si sediu al tu-
morii poate fi, in egala masura, atat parenchimul pulmonar, cat
si bronhiile, pleura, ganglionii mediastinali. Tabloul clinic nu
prezinta nimic specific, fiind mai mult sau mai putin similar
celui dintr-o infectie pulmonara (tuse, dispnee, febra, rareori
junghi toracic sau hemoptizie). La aparitia simptomelor pul-
monare (inclusiv, a dispneei cu o reducere semnificativa a
DLCO [capacitatea de difuziune a monoxidului de carbon])
contribuie edemul peritumoral, uneori foarte important.
Tabloul auscultativ este sarac.

Diagnosticarea sarcomului Kaposi pulmonar ramane
dificila. Aspectul imagistic (radiografia si CT) este adesea
foarte caracteristic si permite suspectarea diagnosticului.
Sunt prezente opacitati liniare, reticulare de tip interstitial,
dar mai ales Ingrosari peribronhovasculare, al caror sub-
strat este infiltratia tumorala a interstitiului pulmonar ca si
urmare a distributiei limfatice (Figura ,m”). Acest sindrom
interstitial predomina in regiunile perihilare. La CT pot fi vi-
zualizate opacitati nodulare de diverse dimensiuni (0,5-3 cm),
cu un contur spiculat, deseori - mai mult de 10. Acesti noduli,
atunci cand sunt prezenti Intr-un numar mai mare, prin con-
fluare, dau sindromul de condensare alveolara. Sunt posibile
si condensari alveolare sistematizate segmentare sau lobare.
Opacitatile tip ,sticla mata” sunt Intalnite la fel de frecvent si
traduc, de obicei, o hemoragie alveolara (semnul haloului).

Atingerea pleurala se traduce prin colectii lichidiene uni-
sau bilaterale, uneori masive, izolate, dar mai des in asociere
cu leziuni parenchimatoase, mai rar - In asociere cu o colectie
pericardica. Adenopatia mediastinala si/sau hilara, unilaterala
sau bilaterala, asociata cu leziuni parenchimatoase, relateaza im-
plicarea ganglionard a tumorii. Adenopatia nu are aspect necro-
zat, ceea ce permite diferentierea de o micobacterioza tipica sau
atipicd. In cazul implicirii izolate a bronhiilor, radiografia poate
fi nemodificata sau prezenta atelectazie distal de sediul tumorii;
diagnosticul se stabileste prin fibrobronhoscopie.
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the cephalic end (nose, eyelids and ears) and trunk (follow-
ing the cleavage lines) and have a symmetrical distribution. In
cases of prolonged evolution, large plaques or disseminated
skin lesions could occur. Atypical presentations are possible
(telangiectasia, ecchymorsis, keloid, bullae, cavernous, lymph-
angioma-like). Skin lesions may be asymptomatic, itchy or
painful. General signs (weight loss, fatigue, fever) and lymph-
adenopathy (30% of cases) could be present. AIDS defining KS
could involve not only skin and lymph nodes, but also lung,
gastrointestinal tract, liver and spleen. Presence of visceral
involvement is reported in 30-80% of the cases. Sometimes
sarcomatous visceral lesions precede those on skin.

Chest involvement is less frequent than that of skin, mu-
cosa, gastrointestinal tract or lymph nodes (rarely may occur
sequentially to skin involvement). Lung parenchyma, bron-
chi, pleura and mediastinal lymph nodes are involved with
an equal frequency. The clinical presentation does not show
anything specific, being more or less similar to that of a re-
spiratory infection (cough, dyspnea, fever, chest pain or rarely
hemoptysis). The respiratory symptoms (including dyspnea
with a significant reduction in DLCO [Carbon Monoxide Diffus-
ing Capacity]) are due to peritumoral edema, sometimes quite
important. Changes at auscultation are insignificant.

Diagnosis of pulmonary KS remains difficult. Radiologic
imaging (radiography and CT) is often very characteristic and
suggest the diagnosis. Linear, reticular opacities and especial-
ly peribronhovascular thickening are present. The underlying
morphology abnormalities consist of malignant cells infiltra-
tion of the lung interstitium, as a result of lymphatic spread
(Figure ,m”). This interstitial pattern is distributed predom-
inantly in perihilar regions. On chest CT scan spiky nodular
multiple opacities (often more than 10) of various sizes (0.5-3
cm) could be revealed. Areas of lung consolidation generated
by merging of the nodules could be present. Consolidation
could be segmental or lobar. Ground glass opacities are en-
countered with a similar frequency and usually translate an
alveolar hemorrhage (halo sign).

Pleural involvement is translated by uni- or bilateral pleu-
ral effusion. The latter could be massive and /or isolated, but
more often in association with parenchymal lesions, rarely in
association with pericardial effusion. Mediastinal adenopathy
and/or hilar, uni- or bilateral associated with parenchymal le-
sions, reveals the lymph nodes involvement. No necrotic as-
pect of the adenopathy allows distinguishing from typical or
atypical mycobacteriosis. In case of isolated bronchial involve-
ment, the chest X-ray may be normal or presenting signs sug-
gestive for atelectasis; diagnosis is established by bronchos-

copy.
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