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Brentuximab Vedotin (SGN-35) for Relapsed
CD30-Positive Lymphomas

Anas Younes, M.D., Nancy L. Bartlett, M.D., John P. Leonard, M.D.,
Dana A. Kennedy, Pharm.D., Carmel M. Lynch, Ph.D., Eric L. Sievers, M.D.,
and Andres Forero-Torres, M.D.

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

ALMA MATER STUDIORUM ~ UNIVERSITA DI BOLOGNA




Inflammatory cells

ALCL -CT - mixed
- HL (perivascular) - LH

Inflammatory cells




Translocations and fusion proteins involving
the ALK gene in ALK+ ALCL

Inghirami and Pileri  Anaplastic Large-Cell Lymphoma

195

Table 1  Chromosomal translocations involving the ALK gene in human lymphoma

Chromosomal
Disease abnormalities Fusion protein (kDa) Partner gene Frequency (%) ALK IHC stains Principal references
ALCL-DLBCL t(2;5)(p23;q35) NPM-ALK (80) NPM1 75-80 Cyto/nuclear 7, 18

Nuclear

ALCL-IMT t(1;2)(q25;p23) TPM3-ALK (104) (104) TPM3 12-18 Cyto 45
ALCL t(2:3)(p23:q921) TGF-ALK 113,97.85) TFG 2 Cyto 46, 47
ALCL-IMT inv(2)(p23:q35) ATIC-ALK (96) ATIC 2 Cyto 48,73
ALCL-IMT-DLBCL t(2;17)(p23;q23)  CLTC1-ALK (250) CLTL1 2 Cyto 49
ALCL t(2;17)(p23;925)  ALO17-ALK (ND) ALO17 <1 Cyto 51
ALCL t(2;X)(p32;q11-12) MSN-ALK (125) MSN <1 Cyto 50, 73
ALCL-IMT t(2;19)(p23;p13)  TPM4-ALK(95-105) TPM4 <1 Cyto 73
ALCL t(2;22)(p23;q11.2) MYH9-ALK (220) MYH9 <1 Cyto 52

Abbreviations: ALCL, anaplastic large-cell lymphoma; ALK, anaplastic lymphoma kinase; ATIC, 5-aminoimidazole-4-carboxamide ribonucleotide
formyltransferase/IMP cyclohydrolase; CLTL1, Clathrin heavy chainlikel; cyto, cytoplasmic; DLBCL, diffuse large B-cell lymphoma; MSN, moesin; NPM,

nucleophosmin.

Anaplastic largeell lymphoma.
InghiramiG andrRileri SAemDiagnPathel2011;28:19201.
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ALK Kinase Domain Mutations in Primary
Anaplastic Large Cell Lymphoma:
Consequences on NPM-ALK Activity and
Sensitivity to Tyrosine Kinase Inhibitors

Federica Lovisa'*, Giorgio Cozza?, Andrea Cristiani®, Alberto Cuzzolin®,
Alessandro Albiero*, Lara Mussolin'>, Marta Pillon', Stefano Moro?, Giuseppe Basso',
Angelo Rosolen'!, Paolo Bonvini'®

PLOS ONE | DOI:10.1371/journal.pone.0121378 April 13,2015



ALK* ALCL

Seminars in Diagnostic Pathology (2011) 28, 190-201

Giorgio Inghirami, MD,*® Stefano A. Pileri, MD,¢ and the European T-Cell
Lymphoma Study Group
Small Molecule ALK-Tyrosine Kinase Inhibitors
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PDGEFR blockade is a rational and effective therapy for
NPM-ALK-driven lymphomas

Daniela Laimer!2>, Helmut Dolznig?2>, Karoline Kollmann32°>, Paul W Vesely*242>, Michaela Schlederer>,

Olaf Merkel®24, Ana-Iris Schiefer!, Melanie R Hassler!-7, Susi Heider!, Lena Amenitsch!, Christiane Thallinger’,
Philipp B Staber®?, Ingrid Simonitsch-Klupp!, Matthias Artaker!?, Sabine Lagger!%-24, Suzanne D Turner!,
Stefano Pileri!2, Pier Paolo Piccaluga!?, Peter Valent'*!4, Katia Messana'®, Indira Landra!®, Thomas Weichhart?,
Sylvia Knapp!617, Medhat Shehatal?, Maria Todaro!>, Veronika SexI?, Gerald Hofler4, Roberto Pival®18,

Enzo Medico'%20, Bruce A Ruggeri?!, Mangeng Cheng?!, Robert Eferl?2, Gerda Egger!, Josef M Penninger?3,
Ulrich Jaeger'?, Richard Moriggl®, Giorgio Inghirami!>!® & Lukas Kenner!»

Received 23 July; accepted 10 September; published online 14 October 2012; do0i:10.1038/nm.2966
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ALCL: ALK-positive and ALK-negative
status

ot s

ALK™ anaplastic large-cell lymphoma is clinically and immunophenotypically
different from both ALK ALCL and peripheral T-cell lymphoma, not otherwise
specified: report from the International Peripheral T-Cell Lymphoma Project

Kerry J. Savage,’ Nancy Lee Harris,? Julie M. Vose,* Fred Ullrich,* Elaine S. Jaffe,® Joseph M. Connors,! Lisa Rimsza,®

Stefano A. Pileri,” Mukesh Chhanabhai,® Randy D. Gascoyne,® James O. Armitage,® and Dennis D. Weisenburger,? for the
International Peripheral T-Cell Lymphoma Project
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A novel patient-derived tumorgraft model with TRAF1-ALK
anaplastic large-cell lymphoma translocation Leukemia (2015), 1-12

F Abate'?*?', M Todaro™?', J-A van der Krogt*?', M Boi*”, | Landra®, R Machiorlatti®, F Tabbo®, K Messana®, C Abele®, A Barreca®,
D Novero®, M Gaudiano®, S Aliberti®, F Di Giacomo®, T Tousseyn®, E Lasorsa>, R Crescenzo®, L Bessone®, E Ficarra', A Acquaviva’,

A Rinaldi®, M Ponzoni’, DL Longo®, S Aime®, M Cheng”?, B Ruggeri’, PP Piccaluga'®, S Pileri'’, E Tiacci'', B Falini'", B Pera-Gresely'?,
L Cerchietti'?, J Igbal'®, WC Chan'?, LD Shultz'®, | Kwee*'®"7, R Piva"'® | Wlodarska®, R Rabadan?, F Bertoni®'®, G Inghirami*'®?° and
The European T-cell Lymphoma Study Group??

d 05 for NFKB1 and NFKB2 clusters
e P-value < 0.00119
084
gos- i RTINS Influence on
. L} neoplastic cells
— NK1
00 - NK2
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time
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NFKB1(n=31) 7 24
NFKB2 (n=28) 24 4
P<0.0001
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ALCL: ALK-negative

Anaplastic large cell lymphoma, Ny asor MG, Kinmey
ALK-negative (provisional entity) G Delsa " Fain
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T/null

1. Mason Degt al. In: SwerdlowSH et al. World Health:Organization'\(WHO). Classification of Tlumours of Haematopoietic-and-Lymphoid Tissues; Fourth editiomdeyohREr&®ress;)28GHh. 317;
2.Jaobsen E, The Oncologist 2006, 11:831-840.
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CD30-positive peripheral T-cell lymphomas share molecular
and phenotypic features

Bettina Bisig,*?® Aurélien de Reyniés,* Christophe Bonnet,® Pierre Sujobert,® David S. Rickman,’ Teresa Marafioti,®
Georges Delsol,® Laurence Lamant,® Philippe Gaulard,****** and Laurence de Leval****
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de Leval L and Gaulard P. Haematologica 2013; 95:1627-30.
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Intracellular TCR-signaling Pathway

Novel Markers for Lymphoma Diagnosis and Potential

Therap eUtIC Targ etS (Am J Surg Pathol 2014;38:1349-1359)

Claudio Agostinelli, MD, PhD,* Hasan Rizvi, MD,{ Jennifer Paterson, MS,{
Vishvesh Shende, PhD,{ Ayse U. Akarca, MS,{ Elena Agostini, MD,* Fabio Fuligni, MS,*
Simona Righi, MS,* Sebastiano Spagnolo, BS,* Pier Paolo Piccaluga, MD, PhD,*
Edward A. Clark, PhD,} Stefano A. Pileri, MD, PhD,* and Teresa Marafioti, MD, PhD{
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Gene expression analysis of peripheral
T cell ymphoma, unspecified, reveals distinct
profiles and new potential therapeutic targets —

Pier Paolo Piccaluga,’? Claudio Agostinelli,! Andrea Califano,® Maura Rossi,! Katia Basso,?
Simonetta Zupo,4 Philip Went,!.5 UIf Klein,? Pier Luigi Zinzani,! Michele Baccarani,?
i 2,6 ilerit
Riccardo Dalla Favera,2® and Stefano A. Pileri JCI. 117:823-34, 2007

Gene expression profiling uncovers molecular classifiers for the recognition of

Anaplastic Large Cell Lymphoma within Peripheral T-cell neoplasms

JCO, 2010; 28:1583-90.

Roberto P|va1 2, Luca Agnelli® Ellsa Pellegrino’’, Katia Todoerti:”, Valentina Grosso', Ilaria
Tamagno', Alessandro Fornarl Barbara Martlno%ll Enzo Medico?, Alberto Zamo®,
Fabio Facchettl Maurilio Ponzonl Eva Gelssmger Andreas Ros-:enwald&l Hans Konrad
MUIIer-Hermellnk Cristiane De WoIf-Peeters Pier Paolo Piccaluga'®, Stefano Pileri'®
Antonino Neri®, Glorglo Inghirami®-2

Identification of a three-gene model as a powerful diagnostic tool for the
recognition of ALK negative ALCL Blood, 2012;120:1274-81.

Luca Agnelli, Elisabetta Mereu, Elisa Pellegrino, Tania Limongi, Ivo Kwee, Elisa Bergaggio, Maurilio
Ponzoni, Alberto Zamo, Javeed Igbal, Pier Paolo Piccaluga, Antonino Neri, John C. Chan, Stefano Pileri,
Francesco Bertoni, Giorgio Inghirami and Roberto Piva
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Gene expression signatures delineate biologic and prognostic subgroups
in peripheral T-cell lymphoma

Javeed Igbal, George Wright, Chao Wang, Andreas Rosenwald, Randy D. Gascoyne, Dennis D.
Weisenburger, Timothy C. Greiner, Lynette Smith, Shuangping Guo, Ryan A. Wilcox, Bin Tean Teh, Soon
Thye Lim, Soon Yong Tan, Lisa M. Rimsza, Elaine S. Jaffe, Elias Campo, Antonio Martinez, Jan Delabie,
Rita M. Braziel, James R. Cook, Raymond R. Tubbs, German Ott, Eva Geissinger, Philippe Gaulard, Pier
Paolo Piccaluga, Stefano A. Pileri, Wing Y. Au, Shigeo Nakamura, Masao Seto, Francoise Berger,
Laurence de Leval, Joseph M. Connors, James Armitage, Julie Vose, Wing C. Chan and Louis M. Staudt

Prepublished online March 14, 2014;
doi:10.1182/blood-2013-11-536359
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140 - Morphological diagnosis
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