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Orden del dia

e Eleccion de quimioterapia para el linfoma de células T en primera
linea

* Papel del brentuximab vedotina
* Papel de nuevos agentes
* Ensayos clinicos en curso
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Median age, y
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LDH > UNV
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German High-Grade Lymphoma Pooled Analysis

Sex

197 (61.6%)
123 (38.4%)
50 (18, 78)

96 (30.0%)
121 (37.8%)
53 (16.6%)
163 (50.9%)
61 (19.1%)

163 (50.9%)
80 (25.0%)
48 (15.0%)
29 (9.1%)
139 (43.4%)
82 (25.6%)

Schmitz, N et al, Blood, 2010

44 (56.4%)
34 (43.6%)
37 (18, 74)

11 (14.1%)
21 (26.9%)
11 (14.1%)
41 (52.6%)
16 (20.5%)

45 (57.7%)
21 (26.9%)
10 (12.8%)
2 (2.6%)

42 (53.8%)
23 (29.5%)

69 (61.1%)
44 (38.9%)
50 (18, 77)

39 (34.5%)
41 (36.3%)
16 (14.2%)
49 (43.4%)
16 (14.2%)

64 (56.6%)
27 (23.9%)
14 (12.4%)
8 (7.1%)

39 (34.5%)
35 (31.0%)
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49 (70.0%)
21 (30.0%)
54 (20, 78)

25 (35.7%)
31 (44.3%)
12 (17.1%)
37 (52.9%)
18 (25.7%)

32 (45.7%)
16 (22.9%)
12 (17.1%)
10 (14.3%)
28 (40.0%)
12 (17.1%)

15 (53.6%)
13 (46.4%)
64 (22, 77)

15 (53.6%)
19 (67.9%)
8 (28.6%)
23 (82.1%)
3 (10.7%)

6 (21.4%)
8 (28.6%)
7 (25.0%)
7 (25.0%)
19 (67.9%)
2 (7.1%)

20 (64.5%)
11 (35.5%)
49 (18, 75)

6 (19.4%)
9 (29.0%)
6 (19.4%)
13 (41.9%)
8 (25.8%)

16 (51.6%)
8 (25.8%)
5 (16.1%)
2 (6.5%)
11 (35.5%)
10 (32.3%)



Supervivencia libre de progression (SLP) segun la PTCL histologia
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SLP en pacientes < 60yo: CHOEP v CHOP

6 x CHOEP-14/21 (n=42)

6 x CHOP-14/21 (n=41)

20 - p=0.003
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Schmitz, N et al, Blood, 2010
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Nuevos agentes seleccionada: PTCL

Belinostat HDACi ORR: 26%
CR: 11%
Brentuximab vedotin Anti-CD30 ADC SALCL ORR: 86% SALCL 25.6
CR: 57%
PTCL/AITL ORR: 41% PTCL/AITL 7.6
CR: 24%
Pralatrexate DHFRI ORR: 29% 10
CR: 10%
Romidepsin HDACi ORR: 41% 8.9
CR: 18%
ORR: 25% 17
CR: 15%
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Terapia de anticuerpo monoclonal: mecanismo de accion

Antibody-dependent cellular
cytotoxicity (ADCC)

Rituximab
(1)

CD20

®cyq

Complement-
dependent cytotoxicity
(CDC)

Induction of non-classical
apoptosis
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Brentuximab vedotina: mecanismo de accion

Brentuximab vedotin

MMAE

Anti-CD30 —»
monoclonal antibody
CD30

Receptor-mediated Endosome
endocytosis of MMAE released into cytosol binds and

brentuximab vedotin Lysosome fusion with disrupts microtubule polymerization,
}Q release of MMAE by leading to cell cycle arrest

lysosomal proteases

;o
S 7
N

apoptosis k@
Tumor cell Lysosome ’4
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ECHELON-2: Brentuximab vedotin in previously untreated PTCL

Active Comparator: CHOP
cyclophosphamide, doxorubicin,
vincristine, and prednisone

o
Patients With ~
s N= 450 = ;
CD30-positive > g : Safety and Efficacy
Mature T-cell a Study
Lymphomas <z,;
o

Experimental: A+CHP
brentuximab vedotin,
cyclophosphamide, doxorubicin,
and prednisone

e CD30>10%

 70% LACG

ALK (+) LACG se permito
si IPI >2

 81% estadiolllo IV

Horowitz et al. ESMO Annals of Oncology,
2022,
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ECHELON-2: Supervivencia libre de progression (SLP)

A 100 -

90 -
= B0+
=
S 70 -
2
[} 60_
£ 54 A+CHP
S ‘ .
3
5 301 Medians
L 204 N  Events (months) HR(95%CIl) Pvalue CHOP

104 A+CHP 226 94 62.26

o | crop 226 125 pg7g | 070(053-091) 0.0077

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time (months)

N at risk (events)
A+CHP 226 (0) 179 (36) 150 (62) 138 (72) 123 (78) 104 (81) 85(85) 67 (88) 44 (89) 31(91) 21(92) 10(94) 4(94) 2(94) 0 (94)
CHOP 226 (0) 159 (63) 128 (94) 116 (103) 101 (112) 94 (115) 79 (117) 70 (118) 55 (119) 39 (119) 24 (121) 6(125) 0(125) 0(125) 0 (125)

W Horowitz et al. ESMO Annals of Oncology,
Designated 2022,
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ECHELON-2: supervivencia general

A 100 -
90 A
80
70 *H ‘ : : A+CHP
60 -

50 CHOP
40 -

30 :
Medians
20+ N  Events (months) HR (95% Cl)  Pvalue

104 A+CHP 226 68 -
CHOP 226 89 . 0.72 (0.53-0.99) 0.0424

Percentage of surviving patients

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months)
N at risk (events)

A+CHP 226 (0) 208 (14) 193 (27) 184 (33) 173 (42) 162 (49) 156 (52) 152 (56) 143 (57) 117 (61) 103 (63) 80 (66) 48 (68) 23 (68) 5 (68) O (68)
CHOP 226 (0) 196 (24) 181 (39) 160 (57) 157 (60) 152 (64) 148 (68) 143 (71) 132 (75) 105 (78) 90 (83) 68 (86) 43 (88) 25 (89) 8 (89) 0 (89)

a NCI_g
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ECHELON-2: Toxicidades importantes

Neutropenia febril 41 (18%) 33 (15%)
Neuropatia periférica 117 (52%) 124 (55%)
Eventos adversos mortales 7 (3%) 9 (4%)

HE UNIVERSITY OF KANSAS
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ECHELON-2: subgrupos de enfermedades

Disease indication
ALK-positive sALCL  7/49 16/49 } ] i 0.40 (0.17-0.98)
ALK-negative sALCL 46/113 61/105 —a— 0.58 (0.40-0.86)
ATLL 2/4 213 | BN i 0.69 (0.10-4.94)
AITL 19/30 12/24 : - { 1.41 (0.64-3.11)
EATL 11 2/2 Not estimable
PTCL-NOS 19/29 32/43 : " { 0.79 (0.43-1.43)
sALCL 53/162 77/154 —a— 0.55 (0.39-0.79)
Non-sALCL 41/64 48/72 0.96 (0.63-1.47
[ T ’_1'_‘ T ( )
0.1 0.5 1 10
‘ A+CHP better CHOP better ’

W Horowitz et al. ESMO Annals of Oncology,
Designated 2022,
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SGN35-032: BV + CHP en pacientes con CD30 < 10%

:ngzc SERS R CD301%10<10% | ECHELON-2: CHOP ECHI;ECL[?:I(;ZZ: f;f, i
Per local CD30 n=34 n=48 N =226 N =226

ORR % 74% 79% 73% 83%

CR rate % 56% 69% 56% 68%

PFS, median, mos 10.9 mos NR 20.8 mos 48.2 mos

0OS, median, mos NR NR NR NR

lyer et al. ASCO May 2025 HE ' NIVERSITY OF K
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Epigenética en el linfoma de células T
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Las mutaciones epigenéticas son frecuentes en PTCL

Frequenc Frequenc
e PSP Vuction | Freauency | Frequency

N KMT2D
%‘3 — TET2 AITL 42-89%
- _ o)
——" \ / PTCL-NOS 28-48%
DNMT3A AITL 33%
PTCL-NOS 27%
IDH2 AITL 20-45%
PTL-NOS 8%
KMT2D/MLL2 All PTCL 42%
KDM6A AITL 25%
EZH2 PTCL-NOS 36%
SETD? KMT2C All PTCL 8%
SETD2 EATL 32%
MEITL 92%

ATigu et al. CurrlIssues Mol Biol. 2023 HE ' NIVE RSITY OF K
S gnated P Zhang et al. Clin Epigenetics. 2020 CANCER CENTEP\
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PTCL-TFH: aumento de las mutaciones epigenéticas

TFH PHENOTYPE

Strong expression of at least two of
TFH markers, namely

Non-TFH vs TFH phenotype P value

-CD10, ORR to HDACi and HDACi 003
-CD279 (PD-1), R/R PTCL-NOS vs combinations

-CXCL13, AITL + TFH-PTCL 29% (19% CR) vs 56% (29% CR)

-1COS, receiving HDACi

-CXCRS, Logistic regression model 009
-BCL6& TFH independent predictive factor

by immunohistochemistry and/or of ORR to HDACI

flow cytometry

a NCl_g THE UNIVERSITY OF KANSAS e
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Phase 1: CC486 (azacitadine oral) + CHOP

A B

21 patients enrolled

Study Treatment 1 withdrew consent

§ CC-484: cycle 1, days-6 to 0; cycles 1-5, days 8-21
} Cydophosphamide, doxorubicin, vincristine: day 1
¥ Prednisone: days 1-5

& Growth factor e.g. pegfilgrastim

20 completed interim
assessment after C3

CHOP CHOP CHOP :
CC-486 CC-486 CC-486 2 discontinued treatment
1 from progression
llllllle TS vav T Um 1cogtoStongyicides &
— ypericitection
15 211 15 211 8 15 21

, J \ - J

Se s e 18 completed ECT

C1 C2w0 C5 Cé assessment after Cé

-CC484 (oral azacitidine) at 300 mg daily from day -6 to day 0 for cycle 1 priming,
and on days 8-21 following cycles 1-5. 1 l

-Patients in CR/PR following 6 cycles of treatment can proceed to consolidative
stemn cell transplant,

8 in observation 10 received SCT
other Rx 9 with autoSCI
1 with alloSCT

a NCI_g
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Phase 1: CC486 (azacitadine oral) + CHOP
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Duvelisib

Inhibition of PI3K by
Duvelisib

Nr\ B-Cell Receptor

A )
2
1
|
'. Cytokine Receptor
']
v 4
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Malignant B-Cell (not to scale)

DUVELISIB

o

e 9
\_, - CXCL13

3. cp4oL

CXCL12 \j

CXCR4

Tumor
Microenvironment

Mecanismos de accion:

1. Bloquea los factores
mitogénicos dentro de la
célula del linfoma.

2. Bloquea los factores

mitogénicos en el

microambiente tumoral.

Activa las células T CD8+

antitumorales.

50% tasa de respuesta objetiva
como agente unico en fase 1.
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Duvelisib en combinations

NCT#02783625

Consented
n=131

Screen fail (n=10)
Hospitalized (n=5)

No measurable disease (n=2)
Withdrew consent (n=1)
Never screened (n=1)

Ineligible by C1D1 (n=16)
Hospitalized (n=6)
Cytopenias (n=3)

Romidepsin + Duvelisib:

A

PTCL

2 = Roll hort f =]
B-cell lymphoma (n=1) EaES ﬂggfgg ggtguvdg{nsib o= Arm
O measuraple disease (n=
n=121 lnsurance(n=1)l —_ o
Hepatitis B =1 o
P:t‘i):r:tlcsiectsggn (21:1) é, 150— ] B
Unrelated death (n=1) o)
[ =
D 100
Arm A Arm B L =
Romi+Duv Bortez+Duv L 50
------------------------------ - e
. (0]
n=11 Dose escalation | n=17 = 0=l
............ | o
[0)
- — - b AR R R R L )
Dose expansion 4 50
| % o]
Duv mono = -100
PTCLICTCL
n=4 n=3 -
Lead-In CR
PTCL.CTCL PTCL.CTCL Evaluable patients (n=37)
n=20 | n=10 n=7 | n=8

F;IZCsL PTCL expansion
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SM Horvitz et al. Nat Med. 2024 Jun
17;30(9):2517-2527
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Romidepsin + Duvelisib: Efficacy

C

Fres AT A=A pationts — 100~ p =0.021 (Log-rank) D PTCL, Arm A: transplanted
100 p = 0.0006 (Log-rank) e Hazard ratio: 4.90
X Hazard ratio: 5.65 = 95% Cl 1.33-18.0 __100-
3 95% Cl 1.98-16.1 L 804 2
2 =1 & 1 | | @ 80-
pCF £ il 2 al =
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D o 9 L1l |
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W SM Horvitz et al. Nat Med. 2024 Jun
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Romidepsin + Duvelisib: Toxicities

Treatment related toxicities Romidepsin + Duvelisib (n = 59)

Grade 3 Grade 4

% (n) % (n)
Neutropenia 20 (12) 15 (9)
Thrombocytopenia 8 (5) 2 (1)
Febrile Neutropenia 2 (1) -
ALT increased 12 (7) -
AST increased 5 (3) -
Blood bilirubin increased 2 (1) -
Rash 12 (7) -
Diarrhea 15 (9) -
Infections 10 (6) -

W SM Horvitz et al. Nat Med. 2024 Jun

Cancer Comur 17;30(9):2517-2527
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A051902: Terapia initial para PTCL

Untreated PTCL

- CD30 expression
<10% by IHC
(excludes ALCL)

- Stratify for:
- TFH-PTCL/AITL
- CHOP/CHOEP
backbone therapy
- CHOP: age >60
- CHOEP (age<60)

N

53,

Duvelisib-CHO(E)P x 6 cycles (n=53)
- CHOP/CHOEP given standardly

) NCI_g
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R(1:

1:1)

53

- With GCSF support
- Duvelisib 25mg BID days 1-21

CC-486-CHO(E)P x 6 cycles (n=53)

A

- CHOP/CHOEP given standardly
- With GCSF support

- CC486 300mg QD
- Cycle-1: days-6to 0
- Cycles 1-5: days 8-21

53,] CHOP or CHOEP x 6 cycles (n=53)

Cycle =21 days

JIN1V Y OF KAN

CANCER CENTER

Primary Objective: CR rate

Secondary Objectives:
Toxicity, PFS, ORR, DOR
Response by TFT

PET correlation with response

Correlative Studies:
Monitoring MRD

Gene Expression Profiling and
Custom Capture Sequencing
Patient Reported Outcomes




Puntos a llevar en casa

e Para el tratamiento inicial del linfoma de células T periféricas (PTCL):
— Considerar CHOEP para pacientes menores de 60 afos.
— Administrar brentuximab vedotina (BV + CHP o BV + CHEP) si el CD30 es > 1%.
* EILCTP se caracteriza por mutaciones epigenéticas tratables.

— Esto es particularmente pronunciado en los subtipos LCTP-TFH.
— Los agentes hipometilantes y los inhibidores de HDAC tienen actividad.

* Duvelisib tiene actividad en el LCTP, pero su toxicidad es problematica.
— La combinacion de romidepsina y duvelisib muestra buena actividad prometedora en el PTCL
recidivante y podria servir como puente al trasplante alogénico.
e Estudios actuales evaluan:

— El papel de la azacitidina oral y duvelisib en combinacion con CHO(E)P para el tratamiento inicial del
PTCL.

— El papel del trasplante en |la primera remisién completa (jcon centros en Latinoamérical).
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