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RANDOMIZED POPULATION 
FFS/OS FROM RANDOMIZATION (ITT ANALYSIS) 

FFS Superiority of A+I vs. A FFS Superiority of A vs. I FFS Superiority of A+I vs. I

Dreyling M, et al. ASH 2024



§4-year OS:
§A: 81%

(MCL Younger exp.: 80%)
§A+I: 88%
§ I: 90%

§ two-sided test, (a = 5%):
§A vs. I: p=0.0019, HR: 0.565
§A vs. A+I: p=0.0036, HR I: 0.587
§A+I vs. I: ongoing

TRIANGLE: Overall survival

Dreyling M, et al. ASH 2024



WHAT DO WE KNOW ABOUT 
RITUXIMAB MAINTENANCE (Rm) 

IMPACT ON SURVIVAL?

• R maintenance was added following national guidelines in all 3 trial arms

Blood (2024) 144 (Supplement 1): 237.

Arm A: PFS Arm A+I: PFS Arm I: PFS



MCL Treatment: The Horizon for Older MCL

v SHINE trial: BR + ibrutinib until PD
v ECHO: BR + acalabrutinib until PD
v ENRICH: Ibrutinib-R vs. BR/R-CHOP
v AVR: acalabrutinib-venetoclax-R
v ALR: acalabrutinib-lenalidomide-R
v BOVEN: zanubrutinib-obinu-venetoclax
v GloVe: Glofitamab-obinu-lenalidomide
v VR-BAC: venetoclax consolidation after R-BAC

Trials of relevance for an elderly population 

v MANGROVE: Zanubrutinib-R vs. BR

v VIRAL: VR+ibrutinib vs V+R-benda+ibrutinib

PUBLISHED RESULTS

PENDING RESULTS

ONGOING TRIAL



Need for Subsequent Anticancer Therapy 
Was 3-fold Higher With PBR

Wang et al. Blood (2025) 146 (Supplement 1): 885



Wang et al. Blood (2025) 146 (Supplement 1): 885



Patterns of survival in patients with recurrent mantle cell lymphoma in the modern era: 
progressive shortening in response duration and survival after each relapse.  

Kumar et al. Blood Cancer Journal volume 9, Article number: 50 (2019).

Despite progress in first line treatment, relapse is still the rule.

Treatment of R/R MCL is still a complex issue.



Novel BTK Inhibitor Platforms: Is 
Rechallenge a Viable Option?

Michael Wang, et al. Ibrutinib Combined with Venetoclax in Patients with Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study.
Blood, Volume 142, Supplement 2, 2023, Page LBA-2





CAR-T cells therapy: KTE-X19 – ZUMA 2 trial long term FU

Wang et al. JCO,2022 Jun 4;JCO2102370.

Median DOR 28.2 months

Median PFS 25.8 months

Median OS 46.6 months

Best ORR/CR: 92%/68%



Best ORR/CR:  87%/75%



Toxicity ZUMA-2 (KTE-X19) TRANSCEND (Liso-cel)
Neurotox ≥ G3 31% 9%
CRS ≥ G3 15% 1%
Late ICAHT ≥ G2 ≥16% 24%
Severe infection 32% 15%
ICU admission n.a. 7%
Non-relapse mortality 7.4% 18%

Wang et al. JCO,2022 Jun 4;JCO2102370. 
Wang et al. J Clin Oncol. 2024;42:1146–57

Pivotal trials of CARTs labelled for R/R MCL





GLOBRYTE: A Phase III, Open-Label, 
Multicenter, Randomized Trial Evaluating 
Glofitamab Monotherapy in Patients with 

Relapsed or Refractory Mantle Cell Lymphoma



PIRTOBRUTINIB
BISPECIFICS 
CLINICAL TRIAL 

BTKi ERA

FIRST-LINE 
BTKi-containing 

regimen 

YES

NO

Still-ON 
BTKi

BTKi-
OFF

cBTKi- rechallenge
SYMPATICO TRIAL 
PIRTOBRUTINIB
BISPECIFICS 
CLINICAL TRIAL 

HD-AraC eligible 
(<70?)

HD-AraC ineligible 
(>70?)

TRIANGLE 
(ARM I)

ECHO
ENRICH 
V-RBAC



Ø Large B-Cell Lymphoma



Westin J and Sehn LH. Blood 2022;139 (18): 2737–2746.

DLBCL Patient Journey : Likelihood of cure is highest with treatment in 1L setting
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R-CHOP “INSUFFICIENT”
(30-40%)

R-CHOP is insufficient in 35% of DLBCL:

• High-Risk “Clinical” (IPI 3-5)

• High-Risk “Biological”

BC Cancer Agency Database, Sehn, Hematology 2012

R-CHOP has been the SoC for patients with
previously untreated DLBCL for the past 20 years





Catherine Thieblemont et al. Large B-cell lymphoma (LBCL): EHA Clinical Practice Guidelines for diagnosis, treatment, and
follow-up. Volume9, Issue9. September 2025. e70207



TRIAL AGENTS HIGH-RISK LOW-RISK

POLARIX R-CHOP+POLATUZUMAB X IPI 2-5 -

waveLINE-010 
study

R-CHOP+ZILOVERTAMAB X IPI 2-5 X IPI 1

ESCALADE R-CHOP+ACALABRUTINIB X IPI 2-5 X IPI 1

BELIEVE-01 R-CHOP+ORELABRUTINIB X IPI 2-5

GOLSEEK-1 R-CHOP+GOLCADOMIDE X IPI 2-5 X IPI 1

DEB STUDY R-CHOP+TUCIDINOSTAT X IPI 2-5 X IPI 1

GUIDANCE-002 R-CHOP+X X IPI 2-5 -

FRONT-MIND R-CHOP+TAFA/LENA X IPI 3-5 -

EPCORE DLBCL-02 R-CHOP+EPCORITAMAB X IPI 2-5 -

SKY-GLO R-POLA-CHP-GLOFITAMAB X IPI 2-5 -

OLYMPIA-3 O-CHOP X IPI 2-5 -

ZUMA-23 CAR-T X IPI 4-5, DH/TH -

ONGOING CLINICAL TRIALS IN 1L DLBCL 



Westin J and Sehn LH. Blood 2022;139 (18): 2737–2746.

DLBCL Patient Journey : Likelihood of cure is highest with treatment in 1L setting



EMA, European Medicines Agency; FDA, United States Food and Drug Administration;

2018

2021

2020 2022

2019

Axi-cel1,2

Pola-BR5

Liso-cel10

Tisa-cel3,4 Selinexor8

Epcoritamab
EMA approved

FDA approved

Pola-BR6
2L+ ineligible for SCT

Tafa-len7
Ineligible for ASCT

Loncastuximab tesirine11 Glofitamab

Liso-cel10
After ≥1 prior therapy

Axi-cel1,2
After ≥1 prior therapy

Loncastuximab tesirine12

2023

Liso-cel13,14
After ≥1 prior therapy

Tafa-len9
Ineligible for ASCT

Liso-cel10

The evolving range of available treatments for
R/R DLBCL after ≥2 prior therapies

2024

Glofitamab plus Chemo

2025

Glofitamab plus 
Chemo

Odronextamab

Odronextamab

Ineligible for ASCT

Ineligible for ASCT



STARGLO1

R/R DLBCL
transplant
ineligible
(N=270)

Glofitamab IV +
GemOX vs
R-GemOX;

12 cycles* fixed 
duration

OS

EPCORE 
DLBCL-12

R/R DLBCL
transplant
ineligible
(N=552)

Epcoritamab SC
vs INV choice 

chemo (R-GemOx, 
BR); treat to 

progression or 
unacceptable 

toxicity

OS

SUNMO3

R/R aNHL 
(N=222)

Mosunetuzumab 
SC +

polatuzumab vs 
R-GemOx IV;
8 cycles* fixed

duration

PFS

Bispecific antibodies CAR T-cell therapies

BELINDA5

R/R aNHL 
(N=331)

Single tisa-cel 
following INV 
choice chemo 

(R-ICE,
R-GemOx, 

RGDP,
R-DHAP)

EFS

TRANSFORM6

R/R NHL 
(N=184)

Single liso-cel 
following chemo 

with fludarabine + 
cyclophosphamide

EFS

ZUMA-74

R/R DLBCL 
(N=359)

Single axi-cel IV 
following 

fludarabine + 
cyclophosphamide

EFS

Bispecific antibody and CAR T-cell therapy Phase III studies in
2L+ DLBCL

*21-day cycles.
aNHL, aggressive non-Hodgkin lymphoma; chemo, chemotherapy; GemOx, gemcitabine, oxaliplatin;
RGDP, rituximab, gemcitabine, dexamethasone, cisplatin; R-DHAP, rituximab, dexamethasone,
cytarabine, cisplatin; R-GemOx, rituximab, gemcitabine, oxaliplatin; R-ICE, rituximab, ifosfamide,
carboplatin, etoposide phosphate; vs, versus.

1. NCT04408638. Available at: https://clinicaltrials.gov; 2. NCT04628494. Available at: https://clinicaltrials.gov;
3. NCT05171647. Available at: https://clinicaltrials.gov; 4. NCT03391466. Available at: https://clinicaltrials.gov;
5. NCT03570892. Available at: https://clinicaltrials.gov; 6. NCT03575351. Available at: https://clinicaltrials.gov.



STARGLO

Abramson JS, et al. Glofitamab plus gemcitabine and oxaliplatin (GemOx) versus rituximab-GemOx for relapsed or refractory diffuse large B-
cell lymphoma (STARGLO): a global phase 3, randomised, open-label trial. Lancet. 2024 Nov 16;404(10466):1940-1954.  



Catherine Thieblemont et al. Large B-cell lymphoma (LBCL): EHA
Clinical Practice Guidelines for diagnosis, treatment, and follow-up.
Volume9, Issue9. September 2025. e70207



ØThe treatment landscape of MCL and DLBCL is rapidly evolving, driven by 

early use of targeted agents and novel immunotherapies.

Ø In MCL, the shift of BTK inhibitors to the frontline setting makes management 

of R/R disease a critical unmet need.

Ø In DLBCL, bispecific antibodies and CAR T-cell therapies are redefining 

treatment paradigms and enabling more personalized, targeted approaches.

ØOngoing clinical trials continue to expand therapeutic options, improving 

outcomes even in high-risk and heavily pretreated populations.

ØDespite major advances, challenges remain in treatment access, cost, and 

long-term monitoring of efficacy and durability of response.
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