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FFS a 4 años:     A: 70 %             A+ I:82%     p= 0,0026  

FFS a 4 años:     A: 70 %              I:81%     p= 0,98 

Resultados



Dreyling M et al. ASH 2024.
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Linfoma del Manto: 
Estudios fase III con iBTK en 1L en pacientes

añosos



Wang M et al. EHA 2022
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SHINE: AE

Wang M et al. LBA, EHA 2022



Study Design for ECHO (NCT02972840)

aBendamustine 90 mg/m2 on days 1 and 2. bRituximab 375 mg/m2 on day 1. 
BID, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; MCL, mantle cell lymphoma; sMIPI, simplified Mantle Cell Lymphoma International Prognostic Index; ORR, overall response rate; OS, overall survival; PD, 
progressive disease; PFS, progression-free survival; PO, orally; PR, partial response.

Bendamustinea

Rituximabb

x 6 cycles

Untreated MCL (N=598) 
• Age ≥65 years
• ECOG PS ≤2

Stratification
• sMIPI score: Low vs 

intermediate vs high

• Geographic region: North 
America vs Western 
Europe vs other

Primary endpoint:
• PFS (Independent Review Committee)
Key secondary endpoints:
• ORR (Independent Review Committee)
• OS
SafetyR
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Bendamustinea

Rituximabb

x 6 cycles

Maintenance Rituximab

(every 2 cycles x 2 years)

Maintenance Rituximab

(every 2 cycles x 2 years)

if ≥PR

if ≥PR
Crossover to 
acalabrutinib after PD 
was permitted

ECHO: multicenter, double-blind, placebo-controlled, Ph 3 trial

Enrollment: Apr 2017–Mar 2023 
Sites: 195 globally 1 cycle = 28 days

Acalabrutinib 100 mg BID, PO until PD or toxicity

Placebo BID, PO until PD or toxicity

EHA Library. Wang M. 06/13/2024; 4136515; LB3439
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IR (n eventos /n° ptes) R- QMT (n eventos /n° ptes) HR (IC95%) 

R- CHOP 24/54 44/53 0,37( 0,32-0,62)

R- Bendamustina 70/145 77/145 0,91(0,66-1,25)

Resultados 

Lewis D et al. ASH 2024 



Costo anual iBTK USD 167.000 / 1 millon USD x 6 años !!!



• In April 2023 the Bruton’s tyrosine kinase inhibitor, ibrutinib
(Imbruvica) has been voluntarily withdrawn from the United States 
market as a treatment option for patients with mantle cell lymphoma 
(MCL) who have received at least 1 prior therapy, and for the 
treatment of patients with marginal zone lymphoma (MZL) who 
require systemic therapy and have received at least 1 prior anti-CD20-
based therapy.1

• The withdrawal decision was made by The Janssen Pharmaceutical 
Companies of Johnson & Johnson in collaboration with Pharmacyclics, 
an AbbVie Company, following a consultation with the FDA 
regarding procedural guidance on accelerated approvals. The decision 
has no impact on other indications for ibrutinib.

TRIANGLE ES CON IBRUTINIB !!!!





ASCO, Abstract 7508, June 6th 2023.



Caso Clínico: Linfoma del Manto

Hombre 65 años FIT, ECOG 1. 3 meses de baja de peso (síntomas B)
Biopsia ganglionar: Linfoma del Manto clásico (no blastoide, ni pleomórfico). 
Ki67 20%. NGS: sin mutación de TP53
MIPI intermedio riesgo standard

Triangle en LATAM: No indicaría iBTK a todos los pacientes 

RCHOP/RDHAP  o RDHAOX x 4 >> TAMO 
>> Mantenimiento con Rituximab x tres años (EFS a 7 años 76%)



Conclusiones
• iBTK de primera línea solo haría por tiempo finito para pacientes 

aptos que presenten enfermedad de alto riesgo.

• Para LATAM  el TAMO es la opción de consolidación más 
económica (NO TRIANGLE)

• En pacientes NO candidatos a TAMO (SHINE y ECHO) el uso de 
iBTK continuo, NO muestras una superioridad en la sobrevida 
global 

• Favorecería para añosos CIT seguido por mantenimiento con 
antiCD20 y iBTK en recaída 2L (secuenciación) 

• iBTK sin quimio tiempos finito es hoy una ocpion (ENRICH)

• Se incrementan los costos y toxicidad al emplear iBTK de primera 
línea sin demostrar claro beneficio en SG.

• Aumento de toxicidad EA y financiera





Back - up







• Between Sept 30, 1996, and July 1, 2004, 269 patients were randomly assigned
to receive either autologous HSCT or interferon alfa maintenance therapy.
• Median age 55 years
• R-CHOP induction was used in 68 (39%) of 174 patients.
• The median follow-up was 14 years
• Median PFS 3.3 years ASCT vs 1.5 years in the interferon maintenance group
• No benefit PFS for Rituximab treated patients

 

Zoellner, et al Lancet Hem, 2021 


