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Caso n%

-Mujer de 81 anos

-Acude a Urgencias por lesion cutanea
en rodilla izquierda que provoca
impotencia funcional y dolor

Dermatologia

-Leucocitosis, hemoglobina y plaquetas (biOPSia)
normales.

-Frotis de sangre periférica: 68% de

blastos.

-LDH aumentada. ,
Hematologia






Historia clinica

- AP: DM tipo 21D, protesis bilateral de
rodilla, histerectomia con doble
anexectomia, cataratas.

- Presenta a nivel de rodilla izquierda lesion
cutanea de evolucion torpida de tres meses
de evolucion.

- Astenia y anorexia progresiva

- ECO: aumento del tejido celular
subcutaneo con marcada heterogenicidad

- RX: no lesiones 6seas




- Hemograma: Leucocitos 20.1x10%/L (neutrofilos
2.5x107%/L, linfocitos 6.8x10%/L, monocitos 10.5x10%/L),
plaquetas 152x10°%/L, Hb 9.3g/dL, VCH y HCM normales.
Bioguimica; PCR 91.1 mg/L, resto de parametros dentro
de la normalidad.

- Frotis de sangre periférica: 65% monoblastos con
displasia de serie granulocitica y 3% de eritroblastos.
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- Infiltracion cutanea de crecimiento difuso por
celulas de habito hemolinfoide

- No epidermotropismo

- Tamano celular intermedio/grande

- Citoplasma mal definido con nucleos irregulares
de cromatina laxa y nucleolos no evidentes

- Sospecha diagnostica: infiltracion cutanea por
leucemia mieloide aguda Vs linfoma de células
grandes

| eucemia cutis



Hematopathology / Skix Locavization oF Myeroid Disorpers

Histologic and Immunohistologic Characterization
of Skin Localization of Myeloid Disorders

A Study of 173 Cases

Claire Bénet, MD,! Aurélie Gomez,? Claire Aguilar,® Clairve Delattre, MD ,* Béatrice Vergier, MD, PhD
Marie Beylot-Barry, MD, PhD,® Sylvie Fraitag, MD,* Agnes Carlotti, MD,” Pierre Dechelotte, MD,2
Valérie Hospital,” Michel d’Incan, MD, PhD,? Valérie Costes, MD, ° Olivier Dereure, MD, PhD,!!
Nicolas Ortonne, MD, 12 Martine Bagot, MD, PhD,!? Liliane Laroche, MD,* Astrid Blom, MD, 4
Sophie Dalac, MD, "> and Tony Petrella, MD!-1¢

Key Words: Myeloid leukemia cutis; Morphology; Immunchistochemistry; CD68; CD33; CD123; Chronic myelomonocytic leukemia;
Plasmacytoid dendritic cell

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology
DOI: 10.1309/AJCPFMNYCVPDENDO



iTable 11
Chronology of 173 Skin Lesions

Chronology No. (%) of Cases

De novo: no underlying myeloid disorder 13 (7.5)

After diagnosis of myeloid disorder 105 (60.7)

Unknown 9 (5.2

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology

DOI: 10.1309/AJCPFMNYCVPDENDO



iTable 28
Distribution of 173 Cases of Myeloid Disorders

Myeloid Disorder No. (%) of Cases
Acute myeloid leukemia 113 (65.3)

0 3

1 11

2 10

3 2

4 15

5 48

6 1

Not specified 23
Chronic myelomonocytic leukemia 19(11.0)
Refractory anemia 18 (10.4)
Myeloproliferative syndrome 10 (5.8)

Chronic myeloid leukemia 5

Polycythemia vera 3

Essential thrombocythemia 1

Eosinophilic syndrome 1
Extramedullary granulocytic sarcoma 3(1.7)
Unknown 10 (5.8)

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology

DOI: 10.1309/AJCPFMNYCVPDENDO



iTable 18
Subtypes of Leukemia Involving Skin

Myeloid/monocytic disorders
Acute myeloid leukemia
Acute myelomonocytic leukemia
Acute monocytic leukemia
Chronic myelogenous leukemia
Chronic myelomonocytic leukemia (transformation)
Myelodysplastic syndromes (transformation)
Lymphoproliferative disorders
B-cell leukemias/lymphomas
Precursor B-cell acute lymphoblastic leukemia
Chronic lymphocytic leukemia/small lymphocytic lymphoma
T-cell leukemias/lymphomas
Precursor T-cell acute lymphoblastic leukemia
Adult T-cell leukemia/lymphoma
T-cell prolymphocytic leukemia
Sézary syndrome

© American Society for Clinical Pathology Am J Clin Pathol 2009;132:101-110 101
DOI: 10.1309/AJCPE6GR8BDEXPKHR



Elmage 10 Clinical features of myeloid leukemia cutis. A, Muitiple diffuse lesions. B, Solitary lesion.

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology

DOI: 10.1309/AJCPFMNYCVPDENDO



Hematopathology / OricinaL ArTiCLs
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Elmage 20 Low magnification. Examples of diffuse (A, H&E,
x100) and nodular (B, H&E, x25) patterns.

BIImage 30 Granuloma annulare—like pattern (H&E, x200).

278 AmJ Clin Pathol 2011:135:278-290

DOI: 10.1309/AJCPFMNYCVPDENDO

© American Society for Clinical Pathology




1 Ilmage 40 High magnification. Examples of small (A, H&E,
x400), medium-sized (B, H&E, x400), and large (C, H&E,
x400) blast cells.

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology
DOI: 10.1309/AJCPFMNYCVPDENDO




iTable 31
Histologic Results and Statistical Correlations™

AML P

Histologic All Cases All Types1land Types4and CMML RA AML/  AML Types CMNMIL/
Criteria @=173) @=113) 2@=21) 5@=63) (u=19) (@m=18) CMML 1-2/4-5 RA
Diffuse pattern 97 (66.1) 63 (55.8) 9 (43) 39 (62) 7 (37) 10 (56 3 A3 3
Nodular pattern 90 (52.0) 61 (54.0) 12 (57) 31 149) 12 (63) 12 (67) 5 5 .8
Single file cells 31(17.9) 24(21.2) 2(10) 16 (25) 3(16) 11(6) .8 & 6
Tumor cell density .07 .011 7

1 lweak) 20 25(22.1) 10 (48) 10 (16) 2(11) 2(11)

2 (medium) 53 55 (48.7) 8 (38) 34 (54) 15 (79) 12 (67)

3 (dense) 27 33(29.2) 3(14) 19 (30) 2(11) 4 (22)
Tumor cell size .6 .033 9

Small 17 (9.8) 11 (9.9) 4 (19) 3 (5) 1(5) 1(6)

| VP2 T W\ f72 (B4 Q) Q (A2) 27 (RQ) Q (17) [oWi={a)

Large 17 (9.8) 9 (8.0) 1(5) 7(11) 2(11) 2(11

Small and medium 21(12.1) 16(14.2) 6 (29) 6 (10) 2(11) 0 (0)

Medium and large. 30(17.3) 15 (13 3) 1.(R) 10 (18] 5 (26) 8133

| Kidney-shaped cells 12 (6.9) 5(4.4) 0 (0) 4 (6) 3(16) 3(17 .091 .6 1

TOSES > ields x400) 34 119.7] Z201(1/.7) Z (T0) 15 1Z4) 4 (Z1) 317 8 2 1
Apoptotic bodies 55 (31.8) 34 (30.1) 4(19) 21 (33) 6 (32) 7 (39) 1 2 6
Inflammatory background 76 (43.9) 37(32.7) 9 (43) 16 (25) 9(47) 10 (56) .023 o I 4 A
Inflammatory background components

Lymphocytes 31/50 (62) 8/13 (62) 14/23 (61)  8/10 (80) 6/10 (60) .5 1 6

Plasma cells 4/47 (9) 1/12 (8) 1/22 (5) 3/10 (30) 1/10(10)  .095 1 .6

Neutrophils 7/47 (15) 3/12 (25) 2/22 (9) 2/10 (20) 4/10 (40) .7 3 6

Eosinophils 2/47 (4) 1/12 (8) 1/22 (5) 2/10 (20) 110 (10) .14 1 1

Mast cells 58/75(77) 8/13 (62) 31/40 (78) 15/16 (94) 10/13(77) .18 3 3

AML. acute myeloid leukemia; CMML. chronic myelomonocytic leukemia; RA, refractory anemia.
* Data are given as number (percentage) or number/total (percentage).

278 AmJ Clin Pathol 2011;135:278-290 © American Society for Clinical Pathology
DOI: 10.1309/AJCPFMNYCVPDENDO
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|nmunofenotipo

- CD45-, CD20-, CD/9a-, CD3-, CD30-, EMA-,
CD138-, ALK-1-.

- CD8-, TdT-, MPO-, CD1a, S-100, CD21-, CD117-
- CD43+, CD638+, CD4+, CD56+
- Ki-67% 40%




Leukemia Cutis

Jeong Hee Cho-Vega, MD, PhD,! L. Jeffrey Medeiros, MD,? Victor G. Prieto, MD, PhD,’
and Francisco Vega, MD, PhD?

Leukemia Cutis

. _I MPO+ I MPO- or —/+
Myeloid dllsorders Lysozyme+ Lymphoproliferative disorders Lysozyme-
| | |
Myeloid Monocytic |
TdT+ TdT- :
MPO— or —/s MPO— Mature B-cell leukemia
CD10+ CD5+
AML CML AMoL AMMoL ALL CD19+
CD20+
CD56-/+ CD56+ CD23+
CD68 (PGM1)- CcD68 (PGM1)+ Mature T-cell leukemias Cyclin D1
CD117+ CD117-/+ €Lk
CD34+ CD34-
TdT-/+ TdT-
B-cell T-cell | I
i CD3+ CD3-/+
PAX-5/BSAP+ CD3 (cyto)+ con CD4+ CDa+
CD79a+ CD79a- CDB: 388-“ CD8-/+
CD1a+ 7+ CD7- I
CD4+ CO7-ix ozt oo
CD8+ CD25+ CD45RO+ cpasROs
CD45RO-/+ cpasRA- CD45RA—
CD45RA-/+ TCL-1+
130 AmJ Clin Pathol 2008;129:130-142 © American Society for Clinical Pathology

DOI: 10.1309/WYACYWFENGM3WBRT



Anatomic Pathelogy / Urpatep ArrroacH To LEUKEMIA CUTIS

An Updated Approach to the Diagnosis of Myeloid
Leukemia Cutis

Danielle M. P. Cronin, MD,! Tracy I. George, MD,! and Uma N. Sundram, MD, PhD?

CD3-/CD20- mal‘ignant neoplasm
CD43+

(32/33)*

MPO+ MPO-

(13/32) (19/32)

Myeloid leukemia
cutis CD68+ CD68-
(19/19) (0/19)
Other hematologic malignancies

CD56+ CD56- (ie, CD30+ lymphoproliferative disorders,

(10/19) (9/19) blastic plasmacytoid dendritic cell neoplasm,

Myeloid leukemia cutis other CD3-/CD20- lymphoma/leukemia)
consider blastic plasmacytoid | CP117% (019) (9/9) CD117-
dendritic cell neoplasm

Myeloid leukemia cutis, Myeloid leukemia cutis
consider mast cell sarcoma

© American Society for Clinical Pathology Am J Clin Pathol 2009;132:101-110 101
DOI: 10.1309/AJCPE6GR8BDEXPKHR



Diagnostico

Neoplasia hematologica CD4+ CD56+
. Leucemias mieloides agudas

. Leucemia de células dendriticas
plasmocitoides blasticas







Diagnostico

Neoplasia de celulas dendriticas

plasmocitoides blasticas
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Morfologia de sp:

- células de aspecto
monocitoide con rasgos
de inmadurez
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Inmunofenotipo MO

- €D123
- CD7, CD4,CDA43
- CD56
- HLA-DR, CD38




Biologia molecular y citogenética

* Ausencia de reordenacion de Ig-JHy TCR
« Cuantificacion de ADN:
- Indice de ADN: 1

- S+G2/M: 0.5
- Ausencia de aneuploidias.
* 11923 no alterado (0/200 cel)

- GO/G1:99.5 \|J> Bajo grado de proliferacion




TAC

- Adenopatias
. mediastinicas
. paratraqueales
. subcarinales

. paraaorticas izquierdas de hasta 2,5 cm.
. axilares bilaterales multiples de hasta 1,5 cm.
. retroperitoneales de hasta 2,2 cm.
. ilTacas bilaterales de hasta 3,1 cm.
- Lesiones hipodensas esplénicas




CD4+/CD56+ Hematodermic Tumor

The Features of an Evolving Entity and Its Relationship

to Dendritic Cells

Marco Herling, MD, and Dan Jones, MD, PhD

iTable 18

An Evolving Entity: Past and Current Nomenclature of Tumor Types That Overlap With the CD4+/CD56+ Hematodermic Tun

Tumor Type

References

Histiocyte-associated hematologic malignancy
CD4+/CD56+ acute monoblastic leukemia
Acute agranular CD4+ NK-cell leukemia
Cutaneous agranular CD2-/CD4+/CD56+ lymphoma
Myelomonocytic precursor cell-related lymphoma
Primary cutaneous CD4+/CD56+ hematolymphoid neoplasm
Agranular CD4+/CD56+ blastic NK leukemia/lymphoma
Blastic NK-cell lymphoma (WHO)
(Lympho)blastoid NK-leukemia/lymphoma
DC2 precursor acute leukemia
CD56+TdT+ blastic NK-cell tumor of skin
CD4+/CD56+ acute leukemia
Agranular CD4+/CD56+ hematodermic tumor
Early plasmacytoid dendritic cell leukemia/lymphoma
DC2-related CD4+/CD56+ blastic tumor of skin
Closely related tumors with unclear single-entity status
Plasmacytoid T-cell lymphoma
Plasmacytoid monocytes associated with myeloid disorders

Gattei et al’

Tauchi et al?

Brody et al®

Kameoka et al*

Bagot et al®

Petrella et al®

Kimura et al’

Chan et al,® DiGiuseppe et al,® Bayerl et al,'? and Falcao et al!
Estalilla et al,'? Ginarte et al,’® and Knudsen et al'*
Chaperot et al'® and Anargyrou et al'®

Khoury et al'’

Feuillard et al'®

Petrella et al'® and Kato et al?®

Jacob et al?' and Giagounidis et al??

Herling et al®®

Prasthofer et al?4
Vermi et al?®

DC2, a subset of dendritic cells; NK. natural killer; TdT. terminal deoxynucleotidyl transferase: WHO, World Health Organization.

Am J Clin Pathol 2007;127:687-700
DOI: 10.1309/FY6PK436NBKORYD4

© American Society for Clinical Pathology



CLASIFICACION CLINICA DE LOS
LINFOMAS T/NK (OMS, 2001)

- Formas leucémicas-diseminadas
- Formas cutaneas
- Otras formas extranodales

- Nodales
- Neoplasia de incierto origen y grado de diferenciacion
* Linfoma NK blastico




CLASIFICACION EORTC-OMS DE LOS LINFOMAS
PRIMITIVOS CUTANEOQOS -2005-

Table 1 WHO-EORTC classification of cutaneous lym-
phomas with primary cutaneous manifestations

Cutaneous T-cell and NK-cell lymphomas

Mycosis fungoides
MF vanants and subtypes
Folliculotropic MF
Pagetoid reticulosis
Granulomateus slack skin
Sézary syndrome
Adult T-cell leukemia/lymphoma
Primary cutanecus CD30+ lymphoproliferative
disorders
Primary cutaneous anaplastic large cell lymphoma
Lymphomatoid papulosis
Subcutaneous panniculitis-like T-cell lymphoma
Extrancdal NK/T-cell lymphoma, nasal type
Primary cutaneous peripheral T-cell lymphoma,
unspecified
Primary cutaneous aggressive epidermotropic
CD8+ T-cell lymphoma (provisional)
Cutaneous v/5 T-cell lymphoma (provisional)
Primary cutaneous CD4+ small/medium-sized
plecmorphic T-cell lymphoma (provisicnal)

Cutaneous B-cell lymphomas

Primary cutaneous marginal zone B-cell lymphoma
Proimary cutaneocus follicle center lymphoma
Primary cutaneous diffuse large B-cell lymphoma,
leg-type
Primary cutaneous diffuse large B-cell lymphoma,
other
Intravascular large B-cell lymphoma

Precursor hematologic neoplasm

CD4=/CD56+ hematcdermic neoplasm
(blastic NK-cell | phoma)




Tabhle 1. Acute Myeloid Leukemia (AML) and Related Precursor Neoplasm

ANL with recurrent genetic abnormalities

AML weith t8: 210022022 BLUNET-RLINETTT

AML with w1 B3 2. 1022 or 01 616 (p1 3.1 022) CHFEB-MYHT1
Acute promyelocytic leukermia with 0151 g2 201 2 PML-EARA,
AL weith t09 1 10p2 2023 MLLT3-MLL

AWML with tl6: S(p23:q934); DEK-MUPZ1 4

AML weith im0 21 g26.2) ar (30021 q26.2 RPMN1-BEVIT

AWML with mutated RPM1F

AWML with mutated CEBPA*

AML with myelodysplasia-related changes

Therapy-related myeloid neoplasms

WMyeloid sarcoma

WMyveloid proliferations related to Down syndrome

Transient abnormal myelopoiesis

Wyeloid leukemia associated with Dowh Syndiorme

EBlastic plasmacytoid dendrtic cell neoplasm

*Pravisional entities.



Células dendriticas plasmocitoides

» Son presentadora de antigenos (CPA):
- Inician la respuesta Inmune primaria de
las células T.
- activacion linfocitos B.
- iInmunidad natural (NK, macrofagos,

células NK-T, eosinofilos).
- tolerancia inmunologica.
* Origen mieloide vs linfoide.

e Ceélulas inmaduras>> activacion>>
migracion a tejidos linfoides
maduracion)>> respuesta inmune.




Plasmacytoid dendritic cell leukaemia/lymphoma: towards a
well defined entity?

Francine Garnache-Ottou,"? Jean Feuillard’® and Philippe Saas'?

'EFS BFC, Haematology and Immunology Laboratory, Besancon, France; “INSERM U645, Besancon, France; University of Franche-
Comte, Besangon, France; IFR133, Besancon, France, and SCHU Dupuytren, Haematology Laboratory, Limoges, France

Table I.J Arguments in favour of the ontogeny origin of plasmacytoid dendritic cell leukaemia.

Arguments in favour of a

Lymphoid origin

Myeloid origin

Marker expression

Clonogenic culture: generation
of pDC from

Experimental data

Data obtained from pDCL

British Journal of Hasmatology, 136, 539-548

Lymphoid markers: pre-Teo, lambda-like, Ig-related
genes, Spi-B, CD115— (Briere et al, 2002; Rissoan
et al, 2002)

A cord blood progenitor expressing CD34 and CD7
but lacking CD38. This progenitor generated B cells
and NK cells but not myeloid or erythroid cells
(Hao et al, 2001)

Common blockage of T, B cell and pDC, but not
myeloid, differentiation with Id-2 and Id-3

(Spits et al, 2000)

Expression of TCLI, a proto-oncogene involved in
lymphoid malignancies (Herling et al, 2003;
Petrella et al, 2004a)

Myeloid markers: CD36, CD68, ILT3, CDlIc,
CD13, CD33 (see text)

A myeloid progenitor expressing CD34 and
CD115 (Olweus et al, 1997)

A murine pDC subset present in the bone
marrow and expressing CD115 mRNA
(Pelayo et al, 2005)

Transformation of pDCL in CMML and AML
(Khoury et al, 2002; Herling et al, 2003)
Myelodysplasic features in BM myeloid

cells of pDCL patients or a history of
myelodysplastic syndrome before the
diagnosis of pDCL (Feuillard et al, 2002;
Khoury et al, 2002; Kazakov et al, 2003)



AN O S

histopatologico, fisiopatologia v avances recientes de un
tumor originado en células dendriticas plasmocitoides

CDI~CD 56 hematvdermic meoplasam. Histwlogicel diagmmis, pathophysiology |

wand rvvent advances of @ tvmer aoviginated from plasmacyrid dendritisc ooty

o’ Colula precursora
(CD344)

Calula precusora
mieloede

Celula monocitica
Precusora cuculante

DC precusora
mmadura’
KO0Ta+CONcs, CDIA)

Precursor de CL
C01a+ L0144,
CLA)

AL
¥

N iu
e

CHula dendritica meeloide (DCY)
[COV T+, COIb+ CDI13s,
COM+ COSSRO MMC-1+)

Cédula de Langerans (CL)
[COIa+ Langennas S100+ Cad-Es)

\‘-"')la\ig hematodérmica CD4+/CDS6+, Diagnostico _

A CMuls precursora
linfosde
(COMows CDI0 CLD43 LD25)

ro-cslula 17
({CDM+ CO3-, CDN COB-,CD25)

pre-LOP
(CD4+,CD123+,C03, TCR-,.CDY I,
C013.,.CD33-.CO19. CD20

Cetula dendntica plasmocitoede 1DC2)
(CO4+, CDA04, CDBO+, CDBG+
CDI234 COMSRA +, MMC-l1+)



Plasmacytoid dendritic cell leukaemia/lymphoma: towards a
well defined entity? s joms o semstobgy, 136, 539-548

Francine Garnache-Ottou,"” Jean Feuillard® and Philippe Saas"?

'EFS BEC, Haematology and Immunology Laboratory, Besancon, France; 2INSERM U645, Besancon, France; University of Franche-

Immunophenotying &
Absence infection CD4" CD58* C0123™° CO1168™* HLA-DR" CO34™ CD11c™®
m.:-?pn"&m CO10™ Tt™? CO13Y™ CD4SRA" COMSRL™Y CDAs’ CDes’

BOCA-2" BOCA-4" BOCA-1™? BOCA-3™? CD38" COSZ™?

CD22" CD10" CD20" CD33" CD113" CD117* CD11c”

cD65" cD7* CcD2* CD5* Tdt™ CD34” CD56"%? CD4™? Granzyme”
Garnache Ottou et al, unpublished; Gopesa et al, 2005 e

3 Elmpero‘tre};i.‘ 2001: Feuillard et al, 2002;
. Reichard et al, 2005 Ng et al, 2006

Functional Properties

MYy e ""\\——"‘Aw- oK A i’\
Molecular analysi
Lack of TCR and Ig-JH

rearangement
Expression of franscripts: Pre-Tao, Lambda-ike, Spi B, Granzyme B
Gene expression peoliing: GPR160, SIGLEC 6, TLRS, TLR10

Ay

TCR arrangement Chaperot et al, 2001 Dijkman et al, 2006
Penven et al, 2003

Complex cytogenelic anomalies

4

, Parsal or total deletions of 5q, 12p, 13, 15.6,9 R A
Pseudolymphocytic - undifferentiated blastic - Array-based CGH. recurrant deletion of 4434, fip13-p11, a7
pseudomonoblastic aspects il 9312934 and 13q12-931 P

-

Leroux et al, 2002; Dijkman et al, 7()06\\

| Ny
‘i“ pDCL Immunohistochemical | >

TCL1® CD101° CD43" CO88" CLA' BDCA2"
MxA profein expression  ALK™9 C030™Y @

Herling et al, 2003; Petrella et al, 2004a;
Meyer et al, 2005; Urosevic et al, 2005

ICytochemical reactions

<’

Courtesy of Michel Degenne, Tours, France
ound Richard Garand, Nantes, France
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Neoplasia células dendriticas plasmocitoides blasticas

= |ncidencia;:
- <1% de las leucemias agudas.
- 0'7% de los linfomas cutaneos.

 Hombres 3:1 mujeres.
« Edad media 70 anos.




Clinica

Presentacion: linfoma cutaneo/leucemia
aguda.

Lesiones cutaneas difusas o localizadas
como clinica inicial (90%) con afectacion
posterior de otros organos (m.o,
gg.linfaticos, pulmones, riidn, bazo...).

Papulas, tumefaccion, nodulos,
hiperpigmentacion.

Estado clinico del paciente al diagnostico
aceptable.

Anemia-neutropenia (30%) y trombopenia
(60%). Afectacion m.o >80%.
Hiperleucocitosis infrecuente.




Neoplasia celulas dendriti lasmocitoides blasticas




Tratamiento y pronostico

Presentan una respuesta precoz con la quimioterapia (RC:78%).

La recaida es también precoz y rapidamente fatal en pocos
meses.

La quimioterapia intensiva de leucemia mieloide o linfoide no ha
demostrado prolongar la supervivencia.

La quimioterapia seguida de trasplante autdlogo todavia no ha
sido probado.

El trasplante alogénico es el Unico tratamiento curativo.

Se debe hacer profilaxis de SNC en todos los pacientes.
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Recognition of BPOC is of great clinical importance since patients respond poorly to conventional
chematherapy. Initial response is invariahly followed by relapse involving skin alone or skin plus other
sites. Long-lasting remission was occasionally achieved only after allogeneic stem cell
transplantation (Assaf ef &/, 2007). Prognosis in pediatric patients appears more favorable, even
without allogeneic stem cell transplantation (Jegalian ef a1, 2009h).




iTable 41

Diagnostico

Immunohistochemical Profile of Myeloid Leukemia Cutis”

Acute Monocvtic

Antibody All Cases Leukemia AML With MRC
\%843 32/33 (97) 5/5 (100) 7/7 (100)
68 31/33 (84} 5/5 (100) 777 (100}
MPO 14/33 (42) 1/5 (20) 1/7 (14)
CDb56 14/30 (47) 2/5 (40 57 (71)
CD163 7/28 (25) 3/ (60) 1/6 (17)
CD117 (total)  3/30 (10} 0/5 (0} 1/6 (17)
CD34 (total) 2/31 (6) 1/5 (20) 1/7 (14)
CD20 0/33 (0) 0/5 (0) 0/7 (0]
CD3 0/33 (0) 0/5 (0} 0/7 (0)

AML. acute myeloid leukemia; MPO, myeloperoxidase; MEC. myvelodysplasia-

related changes.

@© American Society for Clinical Pathology
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ETable 41
Immunohistochemical Results and Statistical Correlations”

AML ’
Types 1 and 2 Types 4 and 5 CMML AML/ AML Types
Antibody All Cases (n=173) All(n=113) (n=21) (n=63) n=19) RA(m=18) CMML 1-2/4-5
CD68 148/152 (97.4) 93/95 (98) 17/18 (94) 53/54 (98) 17/19 (94) 17/17 (100) 4 :3
CD163 49/95 (52) 30/62 (48) 3/12 (25) 22/37 (59) 6/9 (67) 9/13 (69) B .038
CD14 38/108 (35.2) 24/74 (32) 1/10 (10) 19/44 (43) 3/8 (37) 8/14 (57) 1 072
CD4 771126 (61.1) 49/79 (62) 6/13 (46) 29/44 (66) 14/18 (78) 5/14 (36) 2 2
iii jz : ié :i?.5) 60/98 (61) 13/17 (76) 32/55 (58) 9/18 (50) 11/16 (69) 4 b 74
CD33 66/71 (93 66/51 (93) 10/14 (71) 40/40 (100) 12/16 (75) 13/14 (93) .055 .003
.0) 22[76 (29) 6/14 (43) 11/40 (27) 3/14 (21) 4/15 (27) 7 3
CD34 7147 (4.8) 5/92 (5) 0/15 (0) 1/51 (2) 2/17 (12) 0/18 (0) 3 1
CD56 22/119 (18.5) 14/72 (19) 1/13 (8) 6/40 (15) 3/17 (18) 114 (7) 1 )
MIB-1 :2 8
<5% 41/1156 (35.7) 28/74 (38) 6/14 (43) 15/42 (36) 6/14 (43) 4/15 (27)
5%-33%  40/74 (54) 58/74 (78) 7/14 (50) 24/42 (57) 5/14 (36) 9/15 (60)
34%-66% 5/115 (4.3) 1774 (1) 0/14 (0) 1/42 (2) 1/14 (7) 2/15 (13)
>67% 7/115 (6.1) 7174 (9) 114 (7) 2/42 (5) 2/14 (14) 0/15 (0)
| CD123 11/123 (8.7)| 5/80 (6) 0/13 (0) 3/46 (7) 5/17 (29) 113 (8) 011 1
CD303 424 13.2) 1/81 (1) 0/13 (0) 1/48 (2) 2/16 (13) 114 (7) 077 1

AML. acute myeloid leukemia: CMML. chronic myelomonocytic leukemia: MPO. myeloperoxidase: RA. refractory anemia.
* Data are given as number positive/number tested (percentage).

278 AmJ Clin Pathol 2011;135:278-290
DOI: 10.1309/AJCPFMNYCVPDENDO
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Immunohistochemical analysis 1s an essential tool 1n the
diagnosis of MLC. Several algorithms in the literature’->°
have emphasized the role of CD68 and MPO. The present
study shows that CD33 1s an additional mteresting tool in the

diagnosis of MCL. but overall it shows that PDC markers
such as CD123 are necessary in the panel.

From the !Anatomic Pathology Laboratory, University Hospital
Center (CHU), Plateau Biology Technology Gerard Mactk,
Dijon, France,; “Hematology Service, > Anatomic Pathology
Laboratory and °Dermatology Service, Hopital Haut-Léveéque,

CHU Bordeaux, France; Anatomic Pathology Laboratory,
SHopital Necker-Enfants Malades, Public Assistance Hospital

of Paris (APHP), Paris, France, *CHU, Lille, France, and
’Hopital Cochin, APHP, Paris; Anatomic Pathology Service and
*Dermatology Service, CHU Clermont-Ferrand, Hopital Estaing,




Anatomic Pathelogy / Urpatep ArrroacH To LEUKEMIA CUTIS

An Updated Approach to the Diagnosis of Myeloid
Leukemia Cutis

Danielle M. P. Cronin, MD,! Tracy I. George, MD,! and Uma N. Sundram, MD, PhD!?

iTable 5k
Comparison of Cutaneous Immunohistochemical Expression With Bone Marrow Flow Cytometric Phenotype

Cutaneous Immunohistochemical Profile

Case No. MPO CD34 CD56 CD68 CD117  Flow Cytometric Expression Profile”

2 - - - + - HLA-DR+, partial CD14+, CD33+, CD56+, CD64+

3 - - + + - MPO+, CD33>CD13, CD56+, CD64+, CD65w+

8 - - + + - HLA-DR+, weak MPO, CD14+, CD33>CD13, CD34+, CD56+, CD64+
12 + - ND - + HLA-DR+, CD13+, CD33+, CD34+, CD117+

16 - + - + - HLA-DR+, CD13—, CD15+, CD33+, CD34+, CD56+, CD64+

19 - - - + - Weak MPO, CD13+, CD15+, CD33+, CD34+, CD64+

21 + - - + + HLA-DR+, MPO+, CD15+, CD13>CD33, CD34+, CD64+, CD117+

22 + - - + - HLA-DR—, MPO+, CD13+, CD33+, CD34-, weak CD64, CD117+

24 - - - + - MPO+, CD13+, CD15+, CD33+, CD34+, CD117+

25 + - - + - HLA-DR+, MPO+, CD13+, CD15+, CD33+, CD34-, CD64+, CD117+
27 + - - + - MPO+, CD13+, CD15+, CD56+, CD33+, weak CD34, CD117+

31 + - + + - MPO+, CD15+, CD33+, CD34-, CD56+, weak CD64, CD117+

33 + - + + - MPO+, CD4+, CD11c+, CD13+, CD33+, CD34+, weak CD64+, CD117+

MPO. myeloperoxidase; ND. not done; +. positive; — negative.
* Bolded antigens were tested by immunohistochemical and flow cytometric analyses. Three patients with normal findings by bone marrow biopsy had accompanying negative
flow cytometric studies. One patient had only very limited flow cytometric data available (data not shown).

© American Society for Clinical Pathology Am J Clin Pathol 2009;132:101-110 107
DOI: 10.1309/AJCPE6GRB8BDEXPKHR



CONCLUSIONES

. La leucemia de células dendriticas plasmocitoides
blasticas es una entidad rara pero que debe ser
reconocida por los clinicos (dermatologos) por su
alta agresividad bioldégica y por los patologos por su
dificultad diagnostica.

. En el algoritmo diagnostico y panel
Inmunohistoquimico de las leucemias cutis se deben
Incluir marcadores de dichas células (CD123).

. Puede haber discordancia entre el perfil
Inmunofenotipico entre tejido y citometria de flujo.



Ceélulas dendriticas

Grupo heterogéneo de células, no linfoides, del

sistema inmune no-fagocitico.
Se localizan en drganos linfoides y no linfoides




Celulas dendriticas de los
ganglios linfaticos

CD Folicular

CD Interdigitante

CD de Langerhans

CD Histiocitica/fibroblastica

CD plasmocitoide




Historia clinica

. Mujer de 76 anos con tumoracion
Inguinal de crecimiento progresivo

gue ulcera la piel
. Antecedentes de adenocarcinoma
endometrial
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Diagnostico

Sarcoma de celulas

dendriticas foliculares




Neoplasias de células dendriticas
(Internatinal Lymphoma Study Group)

Tumores/sarcomas de CDF

Tumores/sarcomas de CDI
Tumoes/sarcomas de CL




Tumor/sarcoma de CDF

- Patrén variable: arremolinado, fascicular,
perlado, difuso, folicular-like o trabecular.

- Células ovoides o poligonales (mono, bi o
multinucleadas).

- Citoplasma eosinoéfilo, ocasionalmente espumoso o
vacuolizado, con bordes mal definidos.

- NUcleos de forma variada (indentado,
cerebriforme, ovoide o polilobulado) con nucléolo
pequeno o mediano)

- ME: prolongaciones numerosas y finas unidas por

desmosomas. Ausencia de granulos de Birbeck.
D



Dendritic cell neoplasms: An overview

Sebastien Kairouz, Jana Hashash, Wadih Kabbara, Wassim Mchayleh and Imad A. Tabbara

Department of Internal Medicine, Division of Hematology/Oncology, The George Washington University Medical Center, Washington, DC

Dendritic cell neoplasms are rare tumors that are being recognized with increasing frequency. They were
previously classified as lymphomas, sarcomas, or histiocytic neoplasms. The World Health Organization
(WHO) classifies dendritic cell neoplasms into five groups: Langerhans’ cell histiocytosis, Langerhans’ cell
sarcoma, Interdigitating dendritic cell sarcoma/tumor, Follicular dendritic cell sarcoma/tumor, and Dendritic
cell sarcoma, not specified otherwise (Jaffe, World Health Organization classification of tumors 2001; 273-
289). Recently, Pileri et al. provided a comprehensive immunohistochemical classification of histiocytic and
dendritic cell tumors (Pileri et al., Histopathology 2002;59:161-167). In this article, a concise overview
regarding the pathological, clinical, and therapeutic aspects of follicular dendritic, interdigitating dendritic,
and Langerhans’ cell tumors is presented. Am. J. Hematol. 82:924-928, 2007. © 2007 Wiley-Liss, Inc.

TABLE I. Characteristics of Dendritic Cell Neoplasms

Histology Specific markers S-100 CD1a
FDCT/S Desmosomes R4/23, Ki-M4, Ki-FDC1, CD21, CD23, Negative, but positive Negative
C vimentin HLA-DR, CD 68, Ki 67, CNA 42, with avidin—biotin
DRC-1, smooth muscle actin, CD 74, complex technique
Desmoplakin, EMA, CD35, clusterin
IDDCT/S Interdigitating junction ATPase, HLA-DR Positive Negative
LCT/S Birbek granules CD 68 Positive Positive

FDCT/S, Follicular dendritic cell tumor/sarcoma; IDDCT/S, Interdigitating dendritic cell tumor/sarcoma; LCT/S, Langerhans' cell tumor/sarcoma.



Células dendriticas de los
ganglios linfaticos
- Morfologia, funcion y ultraestructura

caracteristica.
- Inmunofenotipo no bien definido: variable en

funcion de estudios sobre tejido o en
suspension.

- Origen indeterminado: celulas estromales o
celulas hematopoyeéticas




Célula dendritica folicular (CDF)

Presentadora de antigenos a las células B
Proliferacion y diferenciacion de las células B
—orman una red en los centros germinales
primarios y secundarios

- Implicadas en la generacion y regulacion de la

reaccion del centro germinal aunque le
mecanismo exacto no esta totalmente definido.
- Son células grandes (70-100 um) con dos
nucleos (redondeados, ovales o triangulares)
con citoplasma eosinofilo y limites imprecisos.
Se relacionan entre si mediante desmosomas
(caracteristico).




Célula dendritica folicular (CDF)

CD21 +

CD35 +

R4/23 +
Ki-FDC1p +
Ki-M4 +
HLA-DR variable
S-100 —

CD45 ?




Differential iImmunophenotypic analysis of dendritic
cell tumours

Tomohiko Orii,™? Hiroaki Takeda,? Sumio Kawata,? Kunihiko Maeda,’
Mitsunori Yamakawa'

DC neoplasms J

5100 protein'/",
Fascin'/, DC-SIGN", §-100 protein®,
Langerin, DEC-205 Fascin', DC-SIGN*/

N |
} FDCS ji}LLc&chs‘

Langerin®, | Langerin,
DEC-205* l 1 DEC 205"
LCH, LCS

Ki-67, cvelin A, cyelin
B1, p53,
Acetylated histone H3

Low High

N S
LCH | | LCS ] IDCS

CD123, Foxp3 ¥

Figure 3 Diagnostic flow chart of dendntic cell neoplasms. Follicular
dendritic cell sarcoma is negative for DC-SIGN, Langenn and DEC-205.
Langerhans cell tumours and interdigitating cell sarcoma (IDCS) are
recognised by S-100 protein®, fascin® and DC-SIGN"'~. Langerhans
cell hustiocytosis (LCH) and Langerhans cell sarcoma (LCS) are
distinguished from IDCS by the immunostaining of Langerin and . . g .
DEC-205. Expression of cell-cycle markers, acetylated histone H3 and “/ C,ln PathO, 2010'63497 503
p53 is low in LCH, whereas it is high in LCS.
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