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Orden del día

• Elección de quimioterapia para el linfoma de células T en primera
linea

• Papel del brentuximab vedotina

• Papel de nuevos agentes

• Ensayos clínicos en curso
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German High-Grade Lymphoma Pooled Analysis
All (n = 320) ALK+ (n = 78) ALK− (n = 113) PTCLU (n = 70) AITL (n = 28) Other (n = 31)

Sex

Male 197 (61.6%) 44 (56.4%) 69 (61.1%) 49 (70.0%) 15 (53.6%) 20 (64.5%)

Female 123 (38.4%) 34 (43.6%) 44 (38.9%) 21 (30.0%) 13 (46.4%) 11 (35.5%)

Median age, y 
(range)

50 (18, 78) 37 (18, 74) 50 (18, 77) 54 (20, 78) 64 (22, 77) 49 (18, 75)

Age > 60 y 96 (30.0%) 11 (14.1%) 39 (34.5%) 25 (35.7%) 15 (53.6%) 6 (19.4%)

LDH > UNV 121 (37.8%) 21 (26.9%) 41 (36.3%) 31 (44.3%) 19 (67.9%) 9 (29.0%)

ECOG > 1 53 (16.6%) 11 (14.1%) 16 (14.2%) 12 (17.1%) 8 (28.6%) 6 (19.4%)

Stage III, IV 163 (50.9%) 41 (52.6%) 49 (43.4%) 37 (52.9%) 23 (82.1%) 13 (41.9%)

More than 1 
extranodal site

61 (19.1%) 16 (20.5%) 16 (14.2%) 18 (25.7%) 3 (10.7%) 8 (25.8%)

IPI

0, 1 163 (50.9%) 45 (57.7%) 64 (56.6%) 32 (45.7%) 6 (21.4%) 16 (51.6%)

2 80 (25.0%) 21 (26.9%) 27 (23.9%) 16 (22.9%) 8 (28.6%) 8 (25.8%)

3 48 (15.0%) 10 (12.8%) 14 (12.4%) 12 (17.1%) 7 (25.0%) 5 (16.1%)

4, 5 29 (9.1%) 2 (2.6%) 8 (7.1%) 10 (14.3%) 7 (25.0%) 2 (6.5%)

B symptoms 139 (43.4%) 42 (53.8%) 39 (34.5%) 28 (40.0%) 19 (67.9%) 11 (35.5%)

Bulky disease 82 (25.6%) 23 (29.5%) 35 (31.0%) 12 (17.1%) 2 (7.1%) 10 (32.3%)
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Supervivencia libre de progression (SLP) segun la PTCL histologia
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SLP en pacientes < 60yo: CHOEP v CHOP
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Nuevos agentes seleccionada: PTCL

Agente MOA Tasa de Repuesta Mediana DR (mos)

Belinostat HDACi ORR: 26%
CR: 11%

13.6

Brentuximab vedotin Anti-CD30 ADC sALCL ORR: 86%
CR: 57%

sALCL 25.6

PTCL/AITL ORR: 41%
CR: 24%

PTCL/AITL 7.6

Pralatrexate DHFRi ORR: 29%
CR: 10%
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Romidepsin HDACi ORR: 41%
CR: 18%

8.9

ORR: 25%
CR: 15%

17
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Terapia de anticuerpo monoclonal: mecanismo de acción
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Brentuximab vedotina: mecanismo de acción



ECHELON-2: Brentuximab vedotin in previously untreated PTCL
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• CD30 > 10%
• 70% LACG
• ALK (+) LACG se permito

si IPI >2
• 81% estadio III o IV

Horowitz et al. ESMO Annals of Oncology, 

2022, 



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

2022, 



ECHELON-2: supervivencia general
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ECHELON-2: Toxicidades importantes

BV + CHP CHOP

Neutropenia febril 41 (18%) 33 (15%)

Neuropatía periférica 117 (52%) 124 (55%)

Eventos adversos mortales 7 (3%) 9 (4%)
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ECHELON-2: subgrupos de enfermedades
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Horowitz et al. ESMO Annals of Oncology, 

2022, 



SGN35-032: BV + CHP en pacientes con CD30 < 10% 

PTCL CD30 < 10% 
n = 82 CD30 <1%

CD30 1% to <10% ECHELON-2: CHOP
ECHELON-2: BV + 
CHP CD30 ≥ 10%

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

OS, median, mos NR NR NR NR

16
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Epigenética en el linfoma de células T
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Las mutaciones epigenéticas son frecuentes en PTCL
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Mutation Frequency Frequency

TET2 AITL
PTCL-NOS

42-89%
28-48%

DNMT3A AITL
PTCL-NOS

33%
27%

IDH2 AITL
PTL-NOS

20-45%
8%

KMT2D/MLL2 All PTCL
AITL
PTCL-NOS

42%
25%
36%

KMT2C All PTCL 8%

SETD2 EATL
MEITL

32%
92%

A Tigu et al. Curr Issues Mol Biol. 2023

P Zhang et al. Clin Epigenetics. 2020



PTCL-TFH: aumento de las mutaciones epigenéticas
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Phase 1: CC486 (azacitadine oral) + CHOP
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Phase 1: CC486 (azacitadine oral) + CHOP
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17 de 20 pacientes
con PTCL-TFH



Duvelisib
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Mecanismos de acción: 
1. Bloquea los factores

mitogénicos dentro de la 
célula del linfoma. 

2. Bloquea los factores
mitogénicos en el
microambiente tumoral.

3. Activa las células T CD8+ 
antitumorales.

50% tasa de respuesta objetiva
como agente único en fase 1.



Duvelisib en combinations

23

Romidepsin + Duvelisib:

SM Horvitz et al. Nat Med. 2024 Jun 
17;30(9):2517–2527



Romidepsin + Duvelisib: Efficacy
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SM Horvitz et al. Nat Med. 2024 Jun 
17;30(9):2517–2527



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) -
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SM Horvitz et al. Nat Med. 2024 Jun 
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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) 

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

- CHOP/CHOEP given standardly 
- With  GCSF support

- Duvelisib 25mg BID days 1-21

CHOP or CHOEP x 6 cycles (n=53)

R (1:1:1)

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

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

- CHOP/CHOEP given standardly 
- With  GCSF support

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

Cycle =21 days

N=53

N=53

N=53



Puntos a llevar en casa

• Para el tratamiento inicial del linfoma de células T periféricas (PTCL): 

– Considerar CHOEP para pacientes menores de 60 años.

– Administrar brentuximab vedotina (BV + CHP o BV + CHEP) si el CD30 es ≥ 1%.

• El LCTP 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 problemática.

– La combinación de romidepsina y duvelisib muestra buena actividad prometedora en el PTCL 
recidivante y podría servir como puente al trasplante alogénico.

• Estudios actuales evalúan:

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

– El papel del trasplante en la primera remisión completa (¡con centros en Latinoamérica!).
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