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Mantle cell lymphoma –
First line treatment – focus on High Risk
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Development steps of treatment of MCL

−Establishment of 
− Dose intensification (HDT)

− Introduction of especially active cytostatics (cytarabinosid, bendamustine)

− Identification of effective targeted agents (Proteasome inhibitors, BTKi, BCL-2i, 
Celmods)

− Introduction of T-cell engaging therapies
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−Work in progress
− Combination approaches

− Tailoring of treatment based on individual risk profiles.



MIPI-C is valid in elderly and younger

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



Ki67 high OR p53 ICH > 50% or Blastoid morphology

Dreyling et a. Blood (2019) 134 (Supplement_1): 3996.



First line treatment
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Chemoimmunotherapy as SOC

−R-CHOP superior to R-FC
−R maintenance superior to IFN

−RB equivalent to R-CHOP
−Role of Rm after RB not formaly proven, but 

reasonable evidence

−VR-CAP superior to CHOP

−R-BAC intensive alternative with long term
remissions

Kluin-Nelemans H, et al. N Engl J Med. 2012;367(6):520-31 | Rummel MJ, et al. Lancet. 2013;381(9873):1203-10 | Tisi et al., ASH 2021; abstract 384 |



Salles et al., EHA 2021 EP785 (poster presentation)

Maintenance rituximab (MR) after first-line BR or R-CHOP in 
patients with MCL from a large US real-world cohort

MR was associated with improved rwTTNT and rwOS with both BR and R-CHOP

Real world TTNT Real world OS



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.



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.



PFS in high risk patients

Wang et al., NEJM, 2022, suppl



Overall Survival Similar in Both Arms

Ibrutinib + BR

Patients at Risk

Placebo + BR

261 239 221 208 197 187 171 163 158 152 145 138 128 118 70 25 0

262 244 223 212 203 197 188 177 171 165 159 154 147 137 90 31 2
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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.



Chemofree: Ibrutinib | Rituximab 

Giné et al. JCO, 2022, 40:1196-1205



Ibrutinib Rituximab -
results

Giné et al. JCO, 2022, 40:1196-1205



MDA-experience

Jain et al, JCO. 2021; 40:202-212



Key Trials: ENRICH

Untreated, non 
transplant scheduled, 

Phase III.
R

Rituximab Rituximab maintenance

Ibrutinib until Progression

Bendamustin/
CHOP

Rituximab Rituximab maintenance

https://doi.org/10.1186/ISRCTN11038174



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
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Randomized trial of the EMCL-network





TP53 mutation in HDT-treated patients

Eskelund et al., Blood 2017; DOI 10.1182/blood-2017-04-779736; Rule et al. | Haematologica | 2019; 104(5):e211-e214
Including unapproved information in Japan  



Alternative induction treatment



Alternative induction treatment



De-escalation for induction treatment



TRIANGLE: study design

Dreyling et al. ASH 2022; Plenary Scientific Session 1

− MCL patients

− previously untreated

− stage II-IV 

− younger than 66 years

− suitable for HA and ASCT

− ECOG 0-2

− Primary outcome: 

− FFS

− Secondary outcomes:

− Response rates

− PFS, RD

− OS

− Safety



Triangle: A+I vs I

Dreyling et al. ASH 2022; Plenary Scientific Session 1



Triangle: overall survival

Dreyling et al. ASH 2022; Plenary Scientific Session 1



low

high

low

high

TRIANGLE: FFS Superiority of A+I vs. A 

A arm: R-CHOP/R-DHAP+ASCT; A+I arm: IR-CHOP/R-DHAP+ASCT+I
37



Today age still 
dominates
treatment
recommendation

Onkopedia 2023



EMCL-Trial strategy for HighRisk CAR-T in firstline

Hess, Dreyling - under submission on behalf of the EMCL  - confiential, not for lease



Summary

−Mantle Cell Lymphoma prognosis has improved over the recent years
− Introducion of ARA-C, Rm and in the past HDT

− Introduction of BTK in relapse and now firstline, at least for younger patients

−High risk definition
− Still can not be used for treatment recommendation in every patient

− In younger: TRIANGLE like treatment would be the primary choice

− In elderly patients optimal treatment yet to be defined
− Waiting especially for results of ENRICH, OASIS, VIRAL

− Incorporation of new approaches (CAR‘s, Bispecs etc) highly attractive.



→ > 1500 patients included
→ 10 countries open
→ Open for cooperation / collaboration
→ www.emcl-register.net 

Understand treatment pathways



Thank you | Discussion


