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Erupcion macular en la pierna izquierda.

Histopatologia: estructuras vasculares de la dermis
dilatadas conteniendo células mononucleares que no
expresan marcadores endoteliales (CD34 y factor VIII), pero
si marcadores histiocitarios (MAC-387 y CD68).
Denominaron el proceso histiocitosis intravasculary
discutieron el diagnostico diferencial histopatologico con el
linfoma intravascular.
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Intralymphatic Histiocytosis. A Clinicopathologic
Study of 16 Cases

Luis Requena, MD,* Laila El-Shabrawi-Caelen, MD,1 Sarah N. Walsh, MD, [§¥
Sonia Segura, MD," Mirjana Ziemer, MD,** Mark A. Hurt, MD,
Omar P. Sangiieza, MD, ['§ and Heinz Kutzner, MDT T

Abstract: Intralymphatic histiocytosis is a rare condition charac-
terized by the presence of dilated lymphatic vessels containing
aggregates of mononuclear histiocytes (macrophages) within their
lumina. The phenomenon seems to occur almost exclusively within
the reticular dermis. Although its pathogenesis remains uncertain,
there has been speculation about the possible relationship between
intralymphatic histiocytosis and intravascular reactive angioendothe-
liomatosis. In addition, several examples historically have been
associated with rheumatoid arthritis. We describe our experience with
16 cases of intralymphatic histiocytosis. Clinically, the lesions were
located predominantly on the upper and lower limbs, and they
consisted of asymptomatic and poorly demarcated erythematous
plaques and livedo reticularis-like lesions. They were characterized
histopathologically by dilated vascular structures involving the
reticular dermis. Some of these dilated vessels had empty lumina,
whereas others contained variable number of mononuclear histio-
cytes. An inflammatory response of variable intensity from case to
case was also present in the adjacent dermis. The dilated vessels
exhibited thin walls with irregular shapes, and a single discontinuous
faver of flat endothelial cells lined their lumina. Immunohistochemi-
cally, the endothelial cells lining the dilated lumina expressed
immunoreactivity for CD31, CD34, podoplanin, D2-40, Lyve-1, and
Prox-1. which confirmed their nature as lymphatic endothelial cells.
Intralymphatic mononuclear histiocytes expressed CD68 (PGM1),
although some cases also had variable immunoexpression for
myeloperoxidase, CD31, and podoplanin. In the 4 cases that
employed double immunohistochemistry, with podoplanin + CD68
(PGM1) or with Lyve-1 + CD68 (PGMI1), each marker highlighted
their specific target cells unequivocally: the endothelial cells
expressed podoplanin or Lyve-1 immunoreactivity, and intralym-
phatic histiocytes showed CD68 (PGM1) immunoexpression. Our

findings expand on the previously described morphologic and
immunohistochemical features of intravascular histiocytosis. We also
discuss the possible relationship between intralymphatic histiocytosis
and the so-called reactive intravascular angioendotheliomatosis.

Key Words: intralymphatic histiocytosis, intralymphatic macro-
phages, reactive intravascular angioendotheliomatosis, intravascular
lymphoma, lymphatic endothelial cell markers, immunohisto-
chemistry, rheumatoid arthritis, breast carcinoma, joint prosthesis
inflammatory reaction, CD31, CD34, D2-40, podoplanin, Lyve-1,
Prox-1, CD68

(Am J Dermatopathol 2009;31:140-151)

he condition known as intravascular histiocytosis was first
documented in 1994 by O’Grady et al.' They described
an otherwise healthy 77-year-old woman with a nontender
erythematous rash below the left knee, which was histopath-
ologically characterized by dilated dermal vessels, some of
them containing collections of mononuclear histiocytes
(macrophages) within their lumina. The intravascular cells
expressed immunohistochemical markers for macrophagic
histiocytes (Mac 387 and Kpl), whereas the endothelial
cells of the dilated vessels stained positively with antibodies
to factor VIll-related antigen. Thus, those authors named
the condition “intravascular histiocytosis™ and discussed
the histopathologic differential diagnosis with intravascular
lymphoma.
Five years later, in 1999, Rieger et al* described 2 similar
patients, one of them with history of rheumatoid arthritis,
and speculated about the possible relationship between




HISTIOCITOSIS INTRALINFATICA

Caracteristicas clinicas

16 pacientes: 6 hombres y 10 mujeres.
Edad: 46-85 afios (media 70 afos).
Lesiones preferentemente localizadas en extremidades superiores e inferiores.
Apariencia clinica: Placas eritematosas mal delimitadas y livedo reticularis.
Enfermedades asociadas:

- 5 pacientes con artritis reumatoide

- 2 pacientes con cancer de mama

- 1 paciente con melanoma
2 pacientes con lesiones en cicatriz de protesis de cadera.
2 pacientes con lesiones en cicatriz de mastectomia.
1 paciente con lesiones bilaterales en las piernas, que desaparecieron
espontanemente en la extremidad en la que se colocd una protesis de rodilla,
permaneciendo sin cambios en la otra extremidad.
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CD31 Expression in Intratumoral Macrophages
A Potential Diagnostic Pitfall

Jesse K. McKenney, M.D., Sharon W. Weiss, M.D., and
Andrew L. Folpe, M.D.
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British Journal of Dermatology 1999; 140: 497-504,

Reactive angioendotheliomatosis or intravascular histiocytosis?
An immunohistochemical and ultrastructural study in two

cases of intravascular histiocytic cell proliferation

E.RIEGER, H.P.SOYER, P.E.LEBOIT,* D.METZE,T R.SLOVAK} AND H.KERL
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Accepted for publication 16 October 1998

Desde el trabajo de Rieger et al., todos los autores han
considerado la histiocitosis intravascular como un estadio
inicial de la angioendoteliomatosis reactiva intravascular.
Los histiocitos intravasculares aparecerian en las fases
iniciales del proceso y posteriormente serian reemplazados
por una proliferacion intravascular de células endoteliales.
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HISTIOCITOSIS INTRALINFATICA
Y
ANGIOENDOTELIOMATOSIS REACTIVA INTRAVASCULAR

La angioendoteliomatosis reactiva intravascular se desarrolla
en vasos sanguineos.
La histiocitosis intralinfatica se desarrolla en vasos linfaticos.

Angioendoteliomatois Histiocitois
reactiva intravascular intralinfatica



HISTIOCITOSIS INTRALINFATICA: PATOGENIA

| ARTRITIS REUMATOIDE| =§» [HISTIOCITOSIS INTRALINFATICA| = |GANGLIOS LINFATICOS |




ORIGINAL STUDY

Unique Histologic Variants of Cutaneous Kaposi Sarcoma

Patrick J. O’Donnell, MD,* Liron Pantanowitz, MD,* and Wayne Grayson, MBchB, PhD, FCPath(SA)7

Background: Kaposi sarcoma (KS) is a low-grade angioprolifer-
ative neoplasm derived from lymphatic endothelium. Lesions prog-
ress from early patch stage into plaques that ultimately form tumor
nodules. Several histological variants of KS have been described. The
aim of this study is to describe 5 new histopathologic variants of
cutaneous KS.

Method: Skin biopsy material submitted to a South African der-
matopathology practice diagnostic of KS was reviewed. Formalin-fixed,
paraffin-embedded tissue was routinely processed and stained with
hematoxylin and eosin. Confirmatory immunohistochemical stains
included CD31 and latent nuclear antigen-1 (human herpesvirus 8).

Results: All biopsies were procured from HIV-positive patients with
a clinical diagnosis of cutaneous KS tumor. Five distinct histologic
KS variants, not previously well characterized in the literature, were
identified including glomeruloid KS, telangiectatic KS, ecchymotic
KS, KS with myoid nodules, and pigmented KS. Tumor cells in all of
these variants were immunoreactive for CD31 and latent nuclear
antigen-1.

Conclusions: These unique cases highlight the ability of KS to
exhibit variable histomorphology. Their clinical significance requires
further study. Dermatopathologists should be aware of these newly
described variants to avoid the potential for their misdiagnosis.
Key Words: AIDS, HIV, Kaposi sarcoma, pathology, skin, variant

(Am J Dermatopathol 2010:32:244-250)

be problematic for the histopathologist. Fortunately, the avail-
ability of immunohistochemical stains, such as latent nuclear
antigen-1 (LNA-1), for identifying latent HHVS infection
within KS lesional cells serves as a valuable diagnostic tool.”
The detection of LNA-1 has proved diagnostically helpful in
recognizing some KS variants.”

Recently, there have been reports suggesting a much
broader spectrum of cutaneous KS, and as a result many
clinical and/or histologic variants of KS have been described
in the literature. Previously described KS variants include
anaplastic (pleomorphic) KS, several lymphedematous var-
iants (lymphangioma-like, lymphangiectactic, and bullous
KS), and hyperkeratotic (verrucous), keloidal, micronodular,
pyogenic granuloma-like, and intravascular KS.” ' An in situ
form of KS has been described,'’ and the histopathology of
involuting KS lesions as a result of treatment-related regres-
sion has also been documented.'? Herein, we describe 5 unique
histologic variants of cutaneous KS.

METHODS

Skin biopsy material submitted to the Division of
Anatomical Pathology, National Health Laboratory Service
and the University of the Witwatersrand, Johannesburg, South
Africa, that were all clinically diagnostic of AIDS-associated
KS was reviewed. Formalin-fixed, paraffin-embedded tissue was
routinely processed and stained with hematoxylin and eosin
(H&E). Histochemical stains for hemosiderin (iron-Prussian
blue) and melanin (Fontana Masson) were performed in one
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Cinco nuevas variantes histopatologicas de sarcoma de Kaposi

asociado a SIDA:
- Glomeruloide: Areas de vasos con patrén glomeruoide en la
vecindad de sarcoma de Kaposi nodular clasico.
- Telangiectasico: Vasos dilatados y congestivos
- Equimaético: Gran cantidad de hematies extravasados
- Con nédulos mioides: Nodulos mioides en el espesor de sarcoma de

Kaposi nodular
- Pigmentado: Células dendriticas S100 positivas con pigmento

melanico (Fontana-Masson positivo y azul de Perls negativo).
El diagndstico en todos los caso fue confirmado
iInmunohistoguimicamente por la positividad del CD31 en las células
neoplasicas y por la intensa positividad de la proteina LNA-1 del

HHVS.
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Pseudomyogenic Hemangioendothelioma: A Distinctive,
Often Multicentric Tumor With Indolent Behavior

Jason L. Hornick, MD, PhD and Christopher D.M. Fletcher, MD, FRC Path
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50 casos. Nodulos dermicos y/o subcutaneos, a menudo multiples, en
extremidades.

Bordes infiltrativos

Fasciculos de células fusifomes u ovaladas con nucleo vesiculoso,
nucléolo prominente y amplio citoplasma llamativamente eosinofilo,
gue confiere a algunas de estas células una apariencia de
rabdomioblastos. Escaso numero de mitosis.

Inmunohistoquimica: Positividad intensa de FII1 y AE1/AE3.
Expresion variable de CD31, CAM5.2, SMA y EMA. Negatividad de
CD34, MNF116, S100 y desmina. Expresion intacta de INI-1.

58% de los pacientes con recurrencia local o nuevos nodulos en la
misma region. 1 paciente con metastasis a ganglios linfaticos
regionales y 1 paciente con metastasis diseminadas y muerte.
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Cancer
Genetics

Cancar Ganefics 204 (2011) 211-215
BRIEF COMMUNICATION

Translocation 1(7;19)(q22;q13)—a recurrent
chromosome aberration in pseudomyogenic
hemangioendothelioma?

Domenico Trombetta *°, Linda Magnusson °, Fredrik Vult von Steyern ¢,

Jason L. Hornick ¢, Christopher D.M. Fletcher %, Fredrik Mertens °*
* Dapartment of Genetics and Microblology, University of Bari, Bari, Italy; ® Department of Clinical Ganetics, University and
Regional Laboratories, Lund University Hospital, Lund, Swedan; © Department of Orthopeadics, Clinical Sclences, Lund

University and Skane University Hospital, Lund, Sweden; ® Dapartment of Pathology, Brigham and Women's Hospital, Harvard
Medical School, Boston, MA, USA

Psaugomyogenic hamangloendothelloma Is a recently dascribed morphologic antity among soft
tissua tumors. It 8 more common In young Indwiduals, ashows &8 male predominance, Is often
muitdocal and Invelves diffarent tissue planes, and shows a high propensity for local recurrenca,
To our knowledgs, no genetic charactenstics of this tumor type have besn presented before,
Hera, wa daescribe the finding of a balanced 1(7;19)(g22;q13) as the sole anomaly in threa lesions
from a 14-year-old girl, By means of fluorescancs in situ hybndization, the breakpoints could ba
dalineated, but reverse transcnptase—polymerasa chain reaction for putative fusion genes did
not raveal any fusion transcript. Interphase fluorascancs in situ hybridization on sections from
nine ather pseudomyoganic hemangiosndotheliomas indicated the presence of an unbalanced
dar(7H(7;19) in one of them, Thus, the translecation batwean chromosomes 7 and 19 seams
o be a recurrent phenomenon and is likely to be of pathogenatic significance in at least a subsat
of pseudomyogenic hemangioendotheliomas,

Keywords Pseudomyogenic hemangloendothelloma, translocation, 1{7;18)(q22.q13),
SERPINE1

© 2011 Elsavier inc. All rights resarved.
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ERG Transcription Factor as an Immunohistochemical
Marker for Vascular Endothelial Tumors
and Prostatic Carcinoma

Abstract: ERG | > lan transcryt [ ! wn
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TABLE 1. Endothelial Nuclear ERG Expression in Vascular

Tumors
Hemangioma, total 61/61
Juvenile 8/8
Lobular capillary 8/8
Cavernous 10/10
Miscellaneous capillary 12/12
Papillary endothelial hyperplasia 5/5
Epithelioid hemangioma 4/4
Spindle cell hemangioma 14/14
Lymphangioma I1/11
Lymphangioendothelioma 2/2
Kaposiform hemangioendothelioma 3/3
Retiform/Dabska hemangioendothelioma (3 + 1) 4/4
Epithelioid hemangioendothelioma 42/43
Anglosarcoma, total 96/100
Angiosarcoma of the scalp or face 21/21
Other cutaneous angiosarcoma (nonradiation associated) 6/6
Postradiation angiosarcoma of the breast/chest wall 6/6
Lymphedema-associated angiosarcoma 5/5
Angiosarcoma of the deep soft tissue. peripheral 15/16
Angiosarcoma, intra-abdominal/mediastinal 12/13
Angiosarcoma of the breast parenchyma /1
Hepatic angiosarcoma 1/1
Splenic angiosarcoma 5/5
Angiosarcoma of bone 2/2
Other visceral angiosarcomas 22/24
Angiosarcoma of epithelioid cell type (included above) 15/15
Kaposi sarcoma (including 3 AIDS associated) 26/26

Total for vascular tumors 250




TABLE 2. Nuclear ERG Immunoreactivity in Nonepithelial
Mesenchymal, Neuroectodermal, and Hematopoietic Tumors,
Other Than Vascular Endothelial Tumors

TABLE 3. Results on ERG Immunoreactivity in Epithelial
Neoplasms

Alveolar soft part sarcoma 0/13
Angiolciomyoma 04 . : 5 L :
Angiomyolpoma 0/9 Adcnocarc!nom.i. ductal, breast 0/26
Astrocytoma, cercbellar o7 Adenocarcinoma, colon 0/45
ondrosarcoma / . . P . y
CRORATORaCmA. Ch L G 0/17 Adenocarcinoma, endometrium, differentiated . 0/14
Chondrosarcoma, dedifferentiated 0/6 Adenocarcinoma, endometrium, sarcomatous (Malignant 0/9
Chondrosarcoma, mesenchymal 0/7 ixed llerian t
Chordias 0/22 mixed mullerian umor)
Desmoid fibromatosis 0/19 Adenocarcinoma, lung 0/27
Dermatofibrosarcoma protuberans 0/32 ; = N/12
Endometrial stromal sarcoma 0/6 ¢
Ependymoma 0/4 Adenocarcinoma, prostate 30/66
A e " o ’
Ewing sarcoma 2120 CROCATCINOMAL, STomac SIgnet Ting cer) 023
Extramedullary myeloid tumor, blastic 7/10 Adenoid cystic carcinoma. major/minor salivary glands 0/16
Fibrous hi;;lioc:\'lonm: benign, cutancous 0, .I'R (‘il ol hu-sul Cc,_l' skin 3 “"‘5
GIST (50 gastric. 38 small intestinal) 0/88 Cholangiocarcinoma, hepatic 0/6
Suoplastoms. thultiforme o7 Hepatocellular carcinoma 0/7
Glomus tumor 0/18 i .
Granular cell tumor 0/20 Renal cell carcinoma 0/52
Granulosa cell tumor of ovary 09 *a of se s papillary. ovary o a1 o )
Hemangioblastoma of cerebellum 0/6 Ca of serous pdpl"dl’). ovary or peritoneum 0';9
Hemangiopericytoma, meningeal 0/24 Ca of small cell, Iung 0/26
Hemangiopericvtoma, SFT, soft tissue 0/51 Ca of squamous cell. ]ung 0/20
Leciomyosarcoma 026 o ) ) f
Liposarcoma, well differentiated 0/9 Ca of squamous cell, csoph:lgus 0/8
Liposarcoma, dedifferentiated ()::l-} Ca of squamous cell. l'dl'yll.\ 0/24
Liposarcoma, myxoid/round cell 0/25 Ca of squs I . v 0/12
Liposarcoma, plcomorphic 07 40 aqu.arppus cell, UlCl’:ll'Ie CErvix . [V &
IL—OW-L'lmdc "'bmmly-“{'dlwrwml«" :;_113 Ca of transitional cell, urinary bladder or renal pelvis 0/21
mphoma, anaplastic large ce / . . . ;
X ymiphome. difuis kirge B ool o/ Ca of undifferentiated large cell, lung 1/42
Lymphoma, T-cell lvmphoblastic 0/7 Ca of Merkel cell 0/4
Lymphoma, mantle ccll 09 ., - oA aveerealo et J
Malignant peripheral nerve sheath tumor 0/12 Ca of lh)l‘O!d, dn‘l_pldhuc 0/13
Medulloblastoma 0/19 Ca of thyroid, follicular 0/12
Melanomi, metastatic 0/34 ., e e [
Monlngisn 0/65 Ca of thy m!d. mcdpllary 0/7
MFH. pleomorphic 0/35 Ca of thyroid, papillary 0/14
Myofibroma 0/9 arcinoid i tinal/I<let ce /1<
NG rGElastasia p< et Carcinoid, lmc‘suqdl,lslu .ull tumor 0/14
Neurofibroma 0/6 Ca of small intestine, undifferentiated 0/9
Nodular fasciitis 0/29 alion: ae X p s1179 / NeT > )
Oligodendroglioma g Mf:llgn‘mt mgolhdnpma._ pleura/peritoneum | '..7
Osteosarcoma 0/12 Mixed tumor/myoepithelioma 0/31
Euraganglioma . o4 Embryonal carcinoma, testis 0/8
Perincurioma, sclerosing 0/6 0. = :
Rhabdomyosarcoma, alveolar 0/16 Seminoma, testis 0/10
Rhabdomyosarcoma. embryonal 0/15 Wilms tumor 0/16
Schwannoma 0/14 o
Synovial sarcoma 0/36 Total 32/657
Total 9/973

MEFH indicates malignant fibrous histiocytoma; SET, sohtary fibrous tumor, Ca indicates carcinoma.
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ERG (avain v-ets erythroblastosis virus E26 oncogen homolog) es un
factor de transcripcion de la familia ETS.

Positividad en los nucleos de las células endoteliales de vasos
sanguineos y linfaticos normales.

Positividad en los ndcleos de las células endoteliales de neoplasias
benignas y malignas de endotelio sanguineo y linfatico.

Los pericitos y las fibras musculares lisas son ERG negativo.

Ademas de células endoteliales, ERG se expresa en las celulas
epiteliales del 50% de los casos de cancer de prostata (no en tejido
prostatico normal), células mieloides inmaduras de medula 0Osea,
celulas de leucemia mieloide cronica y células de sarcoma de
Ewing.
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MYC High Level Gene Amplification Is a Distinctive
Feature of Angiosarcomas after Irradiation or
Chronic Lymphedema
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Consistent MYC and FLT4 Gene Amplification in
Radiation-Induced Angiosarcoma But Not in Other
Radiation-Associated Atypical Vascular Lesions
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Angiosarcoma (AS) is a distinet group of sarcomas characterized by upregulation of vasculanspecific receptor tyrosine ki
nases, including TTE/, KDR, TEK, and FLT . In keeping with the chnical hoterogenaity, ge

ne-exprossion profiling distinguishes
two AS genomic clusters, which correlate with amutomical location and prior exposure to radiation. Furthermore. a high
percentage of secondary AS, but not primary AS, shows datinee B8q24 chromosomal gains, due 1o MYC
this study, we mined the transcriptional output of 10 secondary and |1 primary AS to better define the dichotomy in the
pathogenesis of these two chnical subsets. The oncopenic role of MYC was investigated further m secondary AS as wel as
In radation-induced atypical vascular Sesions (AVL) and other radlation-assoclated sarcomas High-love! MYC anv
was found in 100% of secondary AS, buc in none of the AVL or other radiation-associated sarcomas. Coampli
FLT4 (encoding VEGFR3) was identified i 25% of secondary AS, but not in other types. Our findings reinforce the distinet
pathogenesis of AS subtypes, with MYC amplification being an early, but necessary event i secondiry AS ¢
genetic hits, such as FLT4 gene coamplification or KDR mutations, may pliy a role in tumor progression as wel as potental
therapeutic targeting © 2010 Wikey-Lss, Inc
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Radiation-Associated Cutaneous Atypical
Vascular Lesions and Angiosarcoma
Clinicopathologic Analysis ol 42 Cases
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Postradiation vascular proliferations: an increasing problem

T Brenn & C D M Fletcher

iepartment of Pathology. Brigham amd Woenen's Hospitad and Horvand Medion! Selool. Boston, MA USA
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(2006} Hidopaethology 48, 1061 14

Postradiation vascular proliferations: an increasing problem

The occurrence of cutancous vascular lessons is o rare
bat welldocumented complication of radistion trem-
ment el may be asoctinled with signillcant morbidity
ax well i mortulity, The overall incidence is low but
appears to be rising doe 1o o change in the prevailing
treatment ol breast carcinoma with Inceeised use of
radlation in the setting of breast-conserving therapy for
stige 1 oumd 2 discase. The spectram of postrisdintion
vasculir lestons s wide and ranges from atypical
vasculur feskons with reportedly benign clinkeal belsu-
viour to frank cutinesas woglossrcomes, There s,

bowever. stmificant clinsenl v well as hisologwal
overlap. It s roquently difficudt e classify  these
postradiation viscular leslons accurately and they
creste an emerging dagnostic und therapeutic chal-
lenge o both pathologists and clinicins, Experience
with these vascular lessoos s very lmited. wod this
article ubns 10 provide an overview of oar curnent
understandding  und concept of  radiation-associted
vieular lesions with focus on thetr clinical und
histologlcal presentation v well as bebaviowr und
treatment

Keywoeds: ungiosarcomiz, myplcal viscular keslon. hreast. nsliation, shin

DERMATOPATHOLOGY

Post-radiotherapy vascular proliferations in mammary

skin: A clinicopathologic study of 11 cases
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Atypical Vascular Lesions After Surgery and
Radiation of the Breast

A Cinicopathologic Study of 32 Cases Analyzing Histologic
Heterogeneity and Association With Anglosarcoma

Kurr T Pacton. MD. Andrea T. Deyrup, MD. PhD. and Sharon W. Weiss, MD

Abstract: Wo repoct the clinlcopuibologic study of A2 cases of
-l,plul vascular lesbons (Avl.-) afvaer nn.nry and vadiatson of
the Breast, which woiw 4t us e wver w17
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Anomalias cromosomicas en el 8924 llevan a una amplificacion del gen
MYC en angiosarcomas secundarios a radioterapia y en angiosarcomas
asociados con linfedema crénico, pero no en angiosarcomas primarios.

No se demuestra amplificacion del MYC en proliferaciones vasculares
atipicas inducidas por radioterapia.

LLa amplificacion de MYC es no exclusiva del angiosarcoma: La proteina
LANA del HHV8 del sarcoma de Kaposi estabiliza y activa el MYC y un
Incremento en el numero de copias de MYC se ha descrito también en el

histiocitoma fibroso maligno de hueso, el condrosarcoma de alto grado y
osteosarcoma resistente a metotrexato.



