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General considerations
Development of first line strategies



Development of novel options
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Results of standard regimen

Martin et al., JCO; 2023 Hoster el al., J Clin Oncol, 2016; 34(12):1386-94



Kumar et al. Blood Cancer J 2019; 9(6):50

Progressive shortening in response duration and survival



BTKi have changed the fate of relapsed MCL



Add on strategies are of great benefit 

Similar impact on treatment of 
elderly patients?



Development of novel options
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→ SHINE & ECHO 



SHINE: Trial Design

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJMoa2201817. Online ahead of print.



Response to treatment

Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJMoa2201817. supplemtal data



PFS

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJMoa2201817. Online ahead of print.



Overall Survival Similar in Both Arms

Ibrutinib + BR
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NR, not reached. 

Cause of death
Ibrutinib+BR 

(N=261)
Placebo+BR 

(N=262)

Death due to PD 30 (11.5%) 54 (20.6%)

Death due to TEAEs* 28 (10.7%) 16 (6.1%)

Death during post-
treatment follow-up 
period excluding PD

46 (17.6%) 37 (14.1%)

Total deaths 104 (39.8%) 107 (40.8%)

55%

57%

Ibrutinib + BR 
(N = 261)

Placebo + BR 
(N = 262)

Median OS, months NR NR

HR (95% CI) 1.07 (0.81-1.40)

*The most common Grade 5 TEAE was infections in the ibrutinib 
and placebo arms: 9 vs 5 patients. Grade 5 TEAE of cardiac 
disorders in 3 vs 5 patients, respectively.

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJMoa2201817. Online ahead of print.



Safety (AESI)

Ibrutinib + BR

(N = 259)

Placebo + BR

(N = 260)

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

Any bleeding* 42.9% -- 21.5% --

Major hemorrhage 5.8% 3.5% 4.2% 1.5%

Atrial fibrillation 13.9% 3.9% 6.5% 0.8%

Hypertension 13.5% 8.5% 11.2% 5.8%

Arthralgia 17.4% 1.2% 16.9% 0

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJMoa2201817. Online ahead of print.



ECHO-Trial: ACALABRUTINIB PLUS BENDAMUSTINE AND RITUXIMAB IN 
UNTREATED MANTLE CELL LYMPHOMA: RESULTS FROM THE PHASE 3, 
DOUBLE-BLIND, PLACEBO CONTROLLED 

Wang, et al. EHA 2024 LB3439



Remission rates

Wang, et al. EHA 2024 LB3439
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PFS
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PFS: total trial population PFS: COVID-19-deaths censored 
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Medianes PFS, Monate (95% 
KI)

66,4 
(55,1; NE)

49,6 
(36,0; 64,1)

Stratifizierte HR (95% KI) 0,73 (0,57; 0,94); P=0,0160a

Acalabrutinib + BR
(N=299)

Placebo + BR
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PFS-events, N (%)
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61,6 
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Stratifie HR (95% KI) 0,64 (0,48; 0,84); P=0,0017a
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Overall survival

Wang, et al. EHA 2024 LB3439
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(N=299)
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KI)

NE (72,1; NE) NE (73,8; NE)

Stratifizierte HR (95% KI) 0,86 (0,65; 1,13); P=0,2743a

months months
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(N=299)
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OS events, N (%) 64 (21,4) 80 (26,8)

Median OS, months (95% KI) NE (NE; NE) NE (73,8; NE)

stratified HR (95% CI) 0,75 (0,53; 1,04); P=0,0797a
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Wang, et al. EHA 2024 LB3439



Summary

−The addition of a BTK-inhibitor to BR improves ORR, CR and PFS 

−There is not overall survival benefit

−However, many patients may not need any subsequent therapy

−There is added toxicity using this approach

−The design of the trials does not any longer reflect the urge for time 
limited treatments (especially with no risk stratification)



Development of novel options
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BTKi based treatments w/o 
chemotherapy



Ibrutinib Rituximab - results

Giné et al. JCO, 2022, 40:1196-1205



Ibrutinib-rituximab is superior to rituximab-chemotherapy in previously untreated older mantle cell 
lymphoma patients: Results from the international randomized controlled trial, Enrich

25

B, bendamustine; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; I, ibrutinib; MCL, mantle cell lymphoma; R, rituximab.

Lewis DR, et al. ASH 2024. Oral presentation 235. 

Aim

Phase 3: BR plus maintenance or R-CHOP plus maintenance vs IR (until progression)

Design

To investigate if chemotherapy-free treatment can replace chemotherapy in patients 
with MCL



ENRICH: Results from the international randomized 
controlled trial

Chemo, chemotherapy; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; CI, confidence interval; CNS, central nervous system; D, Day; ECOG, Eastern Cooperative Oncology Group; HBC, Hepatitis B virus 
core protein; HCV, Hepatitis C virus; HIV, human immunodeficiency virus; I, ibrutinib; IQR, interquartile range; MCL, mantle cell lymphoma; 
MIPI, Mantle Cell Lymphoma International Prognostic Index; od, once daily; R, rituximab; sc, subcutaneous.
Lewis DR, et al. ASH 2024. Oral presentation 235. 



Results from the international randomized controlled 
trial, Enrich (cont’d)

27
B, bendamustine; chemo, chemotherapy; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; CI, confidence interval; HR, hazard ratio; I, ibrutinib; mo, months; PFS, progression-free survival; R, rituximab.
Lewis DR, et al. ASH 2024. Oral presentation 235. 



Results from the international randomized controlled 
trial, Enrich (cont’d)

B, bendamustine; chemo, chemotherapy; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; CI, confidence interval; HR, hazard ratio; I, ibrutinib; OS, overall survival; R, rituximab.
Lewis DR, et al. ASH 2024. Oral presentation 235. 



Results from the international randomized 
controlled trial, Enrich (cont’d)

30

AE, adverse event; B, bendamustine; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; COVID-19, coronavirus disease 2019; I, ibrutinib; MCL, mantle cell lymphoma; PFS, progression-free survival; QOL, 
quality of life; R, rituximab.
Lewis DR, et al. ASH 2024. Oral presentation 235. 



Summary

−Enrich is the first trial to demonstrate equivalence of IR to 
chemotherapy based treatment. 

−However, again the design of the trials does not any longer reflect the 
urge for time limited treatments

−→ Multidrug-combinations



The future: multidrug 
combinations



Initial results of OASIS II, a randomized Phase 2 trial

33

Ab, antibody; AE, adverse event; BM, bone marrow; C, Cycle; CD, cluster of differentiation; d/D, Day; Ibru, ibrutinib; IBTK, Bruton tyrosine kinase inhibitor; ICF, informed consent form; m, months; MCL, mantle cell lymphoma; 
MIPI, Mantle Cell Lymphoma International Prognostic Index; MRD, minimal residual disease; PB, peripheral blood; PT, patient; Ven, venetoclax.
Le Gouill S, et al. ASH 2024. Oral presentation 745.



Initial results of OASIS II, a randomized Phase 2 trial 
(cont’d)

34

Ab, antibody; AE, adverse event; CD, cluster of differentiation; CI, confidence interval; CR, complete response; ddPCR, droplet digital polymerase chain reaction; Ibru, ibrutinib; mAb, monoclonal antibody; MCL, mantle cell 
lymphoma; MRD, minimal residual disease; NE, not estimable; ORR, overall response rate; OS, overall survival; PD, progressive disease; 
PFS, progression-free survival; PR, partial response; SD, stable disease; Ven, venetoclax.
Le Gouill S, et al. ASH 2024. Oral presentation 745.



BOVEN: Zanubrutinib/Obinutuzumab/Venetoclax in 
TP53 mutated  MCL

Boven et al., JCO, 2025



Boven - results

Kumar et al., JCO, 2025



Phase 1b/2 study of venetoclax, ibrutinib, prednisone, obinutuzumab, and 
lenalidomide (ViPOR) in relapsed/refractory and treatment-naive mantle cell 
lymphoma: Preliminary analysis of safety, efficacy, and MRD

37

BCL2, B-cell lymphoma 2; BTK, Bruton tyrosine kinase; CD, cluster of differentiation; CT, computed tomography; ctDNA, circulating tumor deoxyribonucleic acid; GR, glucocorticoid receptor; IKZF, Ikaros family zinc finger protein; 
IRF4, interferon regulatory factor 4; mo, months; MRD, minimal residual disease; NF-ΚB, nuclear factor-kappa B; 
PET, positron emission tomography; RNA-seq, ribonucleic acid sequencing; WES, whole exome sequencing; Yr, year.
Melani C, et al. ASH 2024. Oral presentation 750.

Aim

Single center, Phase 1/2 

Design

To investigate the potential for an all in 
chemotherapy-free combination



ViPOR: Preliminary analysis of safety, 
efficacy, and MRD (cont’d)

39

BM, bone marrow; BTKi, Bruton tyrosine kinase inhibitor; C, Cycle; CR, complete response; ctDNA, circulating tumor deoxyribonucleic acid; CT, computed tomography; EOT, end of treatment; MCL, mantle cell lymphoma; MRD, 
minimal residual disease; ND, not detected; PD, progressive disease; PET, positron emission tomography; PR, partial response;
R/R, relapsed/refractory; S/p, status post; SPD, sum of the product of diameters; SD, stable disease; TN, treatment-naïve. 
Melani C, et al. ASH 2024. Oral presentation 750.



ViPOR: Preliminary analysis of safety, 
efficacy, and MRD (cont’d)

40

MCL, mantle cell lymphoma; mo, months; R/R, relapsed/refractory; TN, treatment-naïve; yr, year. 
Melani C, et al. ASH 2024. Oral presentation 750.



Summary

−Multi-drug combinations demonstrate high effiacy and acceptable 
tolerability

−Even/especially in high risk populations they might be of great 
potential to overcome intrinsic chemoresistance

−Time limited / risk & response tailored treatments can be of special 
merit for patients → to be tested prospectively in upcoming trials



EMCL-elderly 
2023: VIRAL –
Phase II

R

Rituximab Rituximab maintenance

Bendamustin

Rituximab Rituximab maintenance

Venetoclax

Ibrutinib induction and post induction 

Ibrutinib induction and post induction 



In competitive matches, the teams have faced each other 12 times: 
Germany has won 2, Italy 4, and 6 matches ended in a draw. 
(weltfussball.de)

https://www.weltfussball.de/teams/deutschland-team/italien-team/11/?utm_source=chatgpt.com


Thank you

Department of Haematology 

and Medical Oncology
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