








Linfoma T. Diagndstico AP

1545 Diagnostic Accuracy of a Defined Immunophenotypic and molecular Genetic Approach for Peripheral T/NK

Cell Lymphomas: A North American PTCL Study Group Project. E-r iS5 5D, L - H SEEs e =a st h-an
374 casos PTCL revisados x 7 Hematopatodlogos
4 niveles:
Hematoxilina
1 IHC (CD3, CD5, CD10, CD20, CD21, CD30, CD45, PAX5)
AFECNCD2y CDACEAAGEEHNCD? 3, "PD1; CD56; EBER; ALKHTIALSTCRGIIERBEL)
Estudio reordenamiento genes.

Nivel 1: 16.3%,

DIAGNOSTICOS Nivel 2: 36.9%,
Nivel 3: 82.7%,
ML LRl Nivel 4: 85.9% (un 8% requirieron este nivel para acuerdo)

7.5% de desacuerdo (subtipos)

A 1610 Comparison of Referring and Final Pathology for T-Cell Lymphomas in the NCCN
Alex F Herrera, Allison Crosby-Thompson, Jonathan W. Friedberg, é

39% coincidieron diagnostico
61%: discrepancia
28% discrepancia con estudios adicionales

A E. prospectivo: 7 centros
A Periodo 2007-2011: 98 pacientes

Mejor correlacion: ALCL + (73%)

Correlacion media: ALCL i (47%)

Baja correlacion: PTCL (28)
AITL  (28%)
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El Linfoma T requiere patologos expertos y paneles adecuados




LINFOMAS T: Incidencia

4264 Trends in Incidence and Outcome in T-Cell
Lymphoma Since 1992: A SEER Database Analysis

AM. Petrich, | Helenowski, R W. Galamaga, and C Nabhan, .

Robert H. Lurie Comprehensive Cancer Center, Northwestern
University Feinberg School of Medicine, Chicago

A  PERIODO. 19927 2008.
A N°total Linfomas T: 11,492

A International Classification of Diseases for Oncology
(ICD-0O) codes

3536; CASOS PTCL
31% 3591 2
31% ALCL
mAITCL
NK/T NASAL
526;5%1 ; 2762, m otros
9% 24%

——Total

------- PTCL-NOS

= = ALCL
——AITL

— - ENKTL, nasal

A 1607 Angioimmunoblastic T-Cell Lymphoma (AITL)
Is the Most Prevalent T-Cell Lymphoma Entity in

Western Europe
Marie Parrens, MD1*, Antoine Martin, MD2*, Laurence Lamant

E. Prospectivo: network Lymphopath
(Franciay limitrofes)
Periodo 2010-2011

LR Casos

32; 3%
33; 3%

99; 11% "AITL

314; 34%

PTCL
mALCL+

ALCL-
BNKIT

EATCL

EHTLV-1 LL

239; 26% "HE-TCL

mNC

INCIDENCIAS DIFERENTES SEGUN AREAS: OBTENER DATOS PROPIOS













Linfomas T: Tratamiento 12 linea wAmefican S
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Table 2. Selected studies of novel CHOP-like or other combinations in the primary treatment of PTCLs
Combination/Study type Subtypel(s) ORR% (CR%) EFS/FFS/PFS os

VIF/ABVD vs CHOPS phase 35 FTCL (N = 88) 58 (44) 2.y 45% vs 41%, p = .TO Median OS 42 mo for both
70 (35) (median falow-up 110
mo)

CHOP (like) vs CHOP (ike) plus FTCL-MNOS, ALCL, AILT 3y T1% vsD1%, p = 004 3-y81% vs7D %,
etoposide retrospective analysis (N = 331; =680 yof P = 285 (median
of phase 3 tnals” age, normal LDH)™ fallow-up 44 m)

FTCL-NOS, ALK, AILT 3-y61% vs 48%, p = 057 Mot reported
ALK 3y91% ws82%,p = 012 Not reported

CycloBEAP phase 2 (abstract)® PTCL, ALCL, AILT 5y 69% S-y 72% (median

SRS fdiowpB2mo) |

CHOP-akemtuzumab phase 212 Exdude ALK (N = 20, 1-y 43% 1-y 44% (median
17-65 ) follow-up —7 mao)
CHOP-alkemtuzumab phase 213 PTCL-MNOS, AILT, ALK 2-y 48% 2-y 53% (median
(M = 24,16-70 y) follow-up — 17 mao)
CHOP-denleukin difitox phase 2 AlPTCLs (N = 4g) Median PFS 12 mo 2-y 60% (medan
(abstract)"? fallow-up not reported)
CHOP and bortezomibphase 2 Exdude ALK~ ALCL Not reported Not reported
(abstract)™ (N = 486)
FEGs phase 2 (abstract)23 Exdude ALK+ (M = 34, 1-y 38% Not reported (median
7T9% newly diagnosed) fallow-up 13 mo)
GIFOX phase 2 (abstract)?? Bxcdude ALCL (N = 21, 5-y 49% Median survval 30.5mo
High-nsk IP1 3-5) (median falow-up not
reported)

Survival estimates are roundaed ofi.
“Analysis of patients from BH1and CHOEP trials

Revision hasta 2011: Nuevas opciones 12 linea

CHOP como tratamiento de referencia + asociaciones.
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LINFOMAS T: Tratamiento ASH12 i,

57 First Interim Efficacy and Safety Analysis of an International Phase Ill Randomized Trial In
Newly Diagnosed Systemic Peripheral T-Cell Lymphoma Treated with Chemotherapy with or

without Alemtuzumab and Consolidated by High Dose Therapy
Francesco d'Amore, Sirpa Leppéd, Maria Gomes da Silva, Thomas Relander, Peter De Nully Br own , é

41 centros. Estudio en marcha (ACT-1, ACT-2). 186 pacientes.

Control: CHOP bisemanal x 6
Experimental: CHOP bisemanal x 4 + Alentuzumab 30 mg (dia 1 de cada ciclo):

A Seguridad en brazo ACT-1 (jovenes).
A Primeros 68 pacientes aleatorizados.

A

Balanceados: Edad, IPI, Estadio, ECOG, LDH, sintomas B, Afect. MO,
enf. Voluminosa y subtipo histolégico.

Controles Alentuzumab

RESULTADOSe2015




LINFOMAS T: Tratamiento ASH12

60 Brentuximab Vedotin Administered Concurrently with Multi-Agent Chemotherapy As Frontline Treatment of ALCL

and Other CD30-Positive Mature T-Ce | |  a-@dll Lyshfhomas
Michelle A. Fanale, Andrei R. Shustov, Andres Forero-Torres, Nancy L. Bartlett, et al

11 centros. (EEUU+GB)
Tipo: ALCL alto riesgo y LT CD30 pos.

Brazo 1: Brentuximab (1.8 mg/m2) x 2 ciclos (cada 3 semanas) +CHOP x21 x 6

Brazo 2: Brentuximab (1.8 mg/m2) dia 1 + CHP (cada 3 semanas) x 6 ciclos Se extraen los resultados de seguridad
Brazo 3: Aplicar modificaciones segun toxicidad de brazo 2. respuestas y efectos adversos en Brazo 2
Mantenimiento en 2-3: 8-10 ciclos Brentuximab (en respondedores)

A 26 pacientes:19 ALCL (16 ALK-) + 7 LT CD30 + (2 PTCL, 2AITL, 2 ATCL, 1 EATCL)

E. ADVERSOS (30%):

A nausea (58%), fatigue (50%), diarrhea (50%), peripheral sensory neuropathy

(38%), and alopecia (38%)

5 (19%) pacientes
E.A. SEVEROS (>grado 3): >5% discontinuaron
A Febrile neutropenia (19%), nausea (8%), neutropenia (8%), and pulmonary embolism (8%)

RESULTADOS

A 100 % (26) respuesta objetiva
A 88% (23) respuesta completa (todos los no ACLC)
A 16 pacientes contintian con mantenimiento.




Linfomas T: Tratamientos R/R

Revision hasta 2011: Nuevas opciones Recaida / Refractario

Table 4. Selected study of novel drugs currently under investigation in the treatment of relapsed/refractory PTCLs
Agent Subtype ORR% (CR%)™ PFS and/cr DoR Main toxicities

Novel chemotherapy
Gemcitabine phase 221 PTCL-NOS (N = 20) 55 (30) DoR (median) for CR MNeutropenia, thrombocytopenia
patients (7 of 9), 34 mo
Pralatrexate phase 242 PTCL (N = 111) 25 (11) PFS (median) 3.5 mo, OS5 Thrombocytopenia, mucositis,
{median) 14.5 mao, DoR neutropenia
(median) 10.1 mo
L-asparaginase retrospective®® NK/TCL (N = 15) (50) Mot reported Anti-thrombin deficiency, sepsis,
hepatitis
AspaMetDex phase 2% NK/TCL (N = 119) (B81) PFS (median) 12.2 mo, Anti-thrombin deficiency, sepsis,
DoR (median) 12 mo hepatitis, neutropenia
Bendamusfine? AILPTCL (N = 38) (29) DoR (median) —~5 mo Meutropenia, thrombocytopenia,
infections

HDAC inhibitors
Romidepsin AILFTCL (18) DoR (median) 8.9 mo Mausea, vomiting, fatigue,
Phase 2 (NCI)* (N =47 (15) DoR (median) 12 mo thrombocytopenia, neutropenia
®  Phase 2 (abstract)'s (N =131)
Belinostat FTCL (10) DoR(medan) ~%ma Toxigty not detailed in absiract
Phase 2 (abstract)*” (N =20)
Antibody-directed therapy
® Brentuamab (SGN-35) Systemic ALCL (N= 58, ALK, (57}t DoR1-9mo (median not  MNausea, diarrhea, peripheral
Ant-CD30-drug conjugate 70%) reached) neuropathy
phase 2 (abstract)-C
Zanoimumab (IHuMax-CD4) CD4” PTCL (N = 21, AILT, 43%) (9.9) Mot reported Rash, infusion reaction, infections
phase 2°1
Other targeted therapy
Lenclidomide phase 25% AIPTCL (N = 24) (@) Median PFS ~3 mo Fatigue, constpation,
thrombocytopenia
Aurora A kinase inhibitor B- and T-cell nonHodgkin (33) Mot reported Meutropenia, fatigue, diarrhea,
phase 1 (abstract)55§ lymphoma (N = 48;including alopecia

Nuevos farmacos buscando posicion
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“ Subnpo EN] “ on [cnn s "f o

Linfopenia g3-4 (70%). Neutropenia g3-4
Fase || Mogamulizumab (KW-0761)(T. Ishida) PTCL/CTCLCCRA+:R 35(14) (16%), Trombopenia g3-4 (3%). Rash g 3-4
(8%). Toxicidad infusidn (22%)
. , - ) neuropatia (38%), rash (27%), fatiga (34%),
Fase |l Brentuximab (SGN-35) (M. Duvic) CTCL({CD30+) y MF CD30+: 12 linea 63 (315) . .
alopecia, mialgias, nauseas

2730 | fasell | I-Asparraginasa (YeGou) ___[] NK-TCL(nasal): Recaida / refractario m 82,5 (40) Anemia, Neutropenia, piel (12.5%)
2737 m Dosis Lenalidomida (N.Uike ATL / PTCL: Recaida / refractario _

mediana RC no
Romidepsina GPI-06-0002 Study Update (B. . . Nauseas, Fatiga, vémitos, Trombopenia,
3641 . PTCLrecaidos / refractarios 25(15) alcanzada. Mediana OR )
Coiffier) fiebre
28m
thrombocytopenia (36%), neutropenia
Bortezomib + Panobinostat (NCTO0901147) . . . o vtop E ) ) . P )

PTCLrecaidos / refractarios 11 545 (18) mediana PFS: 6 meses (27%), diarrhoea (18%) and fatigue (9%),

(Daryl Tan) . .

peripheral neurophaty (35%)













