
PTCL: morphology and pathobiology

Anaplastic large cell lymphoma

Stefano A. Pileri

Director Haematopathology

European Institute of Oncology - Milan

Alma Mater Professor of Pathology 

Bologna University



Systemic!



Indistinguishable
morphologically and

phenotypically

ALK-positive ALK-negative

CD30 CD30

Perforin Perforin

Anaplastic large cell lymphoma

CD45+/-

EMA +/-

TCM -/+

CD43 +

CM +

PAX5 ï(*)

TCR/R

(*) Feldman et a., Mod Pathol 2010, 23:593602.

hallmark cells

Benharroch D et al. Blood 1998
EMA

CD45



ALK+ hallmark cells

ALK+ small cells

(reservoir?)

ALCL  - CT            - mixed      - SCV

- HL  (perivascular) - LH

In
fl
a

m
m

a
to

ry
 c

e
lls

Morphologic spectrum of ñALK+ ALCL

In
fl
a

m
m

a
to

ry
 c

e
lls

Benharroch D et al. Blood 1998



Anaplastic large-cell lymphoma.
InghiramiG and Pileri SA. SemDiagnPathol2011; 28:190-201.

Translocations and fusion proteins involving 

the ALK gene in ALK+ ALCL



Translocations and fusion proteins involving 

the ALK gene in ALK+ ALCL

The oncogenic role of ALK fusion proteins

Å Translocations involving ALK produce fusion proteins with constitutive tyrosine 
kinase activity in most cases deriving from spontaneous dimerization induced by the 
different fusion partners

Å Transforming ability in vitro

Å Tumorigenic role in transgenic mouse models

Å Engagement of intracellular pathways

ALK, anaplastic lymphoma kinase.
ChiarleR, et al. Nat Rev Cancer 2008;8:11ς23.
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ALK-positive: most frequent in the first three decades of life1 Overall survival of systemic ALK according to ALK status2

ALCL: ALK-positive and ALK-negative 
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