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R/R Mantle Cell Lymphoma (MCL) in Community Oncology:

Treatment Insights
By: Marc S Hoffmann, MD, Director, Lymphoma Program Associate Professor Division of Hematologic Malignancies and
Cellular Therapeutics, University of Kansas Cancer Center

Survey insights from April 2026, Cornerstone Specialty Network

A recent Cornerstone Specialty Network survey (Q2-2026) of over 100 U.S.-based community oncologists
revealed the complex landscape and challenges with treating patients with relapsed/refractory MCL

(R/R MCL). Respondents were mainly general hematologists / oncologists managing a modest volume
of patients with MCL, with modest individual exposure and experience to MCL and associated therapies.

INTRODUCTION

Mantle Cell Lymphoma (MCL) is a rare form of B-cell malignancy with poor outcome and limited
remission rates that has been historically managed with induction chemoimmunotherapy,
autologous transplant (autoSCT) in CR1 and rituximab maintenance. The treatment landscape
of MCL has evolved significantly in the last few years with the introduction of Bruton’s tyrosine
kinase inhibitors (BTKi) which are increasingly adopted in the frontline setting. For patients
experiencing relapsed or refractory disease, CAR T-cell therapy and bispecific antibodies are
highly effective later-line options, although access challenges remain in the community
oncology setting’; regardless, some patients will progress and require further treatment.
Optimizing therapy dependent on patient characteristics, transplant eligibility, disease burden,
and tumor biology as well as guidelines remains central to achieving best clinical outcomes.

Testing Practices and Transplant Consideration

Among patients treated in the community, approximately half are newly diagnosed and TP53
mutational testing is ordered by at least 75% of community oncologists. TP53 mutation
assessment, regardless of detection method used, is considered a central component of
treatment planning for MCL2. Induction treatment preferences are relatively evenly divided
between the ECOG-ACRIN EA4181 regimen?® (bendamustine and rituximab + BTKi) and
TRIANGLE regimen (R-CHOP-> r-Ara-cC+ BTKi)* with some limited use of the NORDIC regimen
(RmaxCHOP—->R-DHAP)>. Patients with MCL should be referred to academic centers for
evaluation of transplant eligibility, with data from EA4151 suggesting that measurable residual
disease (MRD) guides decisions. Approximately 80% of patients achieve uMRD6 after induction
and do not benefit from autoSCT; in contrast, the 20% of patients with detectable MRD appear
to have reasonable outcomes with autoSCT. Despite its relevance, MRD testing is not routinely
performed in the community setting with multiple challenges experienced such as access and
insurance barriers, lack of guidelines and standardization, difficulties with result interpretation,
and logistical constraints. Overall, transplant eligibility and TP53 mutational status are key
decision drivers for almost all community oncologists, in conjunction with additional factors
such as high-risk features, patient fitness, or disease burden.
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Treatment Landscape for MCL

Treatment of MCL in the community oncology setting aligns closely with NCCN Guidelines with
decisions heavily influenced by fitness, high-risk features, and comorbidities. For relapsed or
refractory disease, the introduction of covalent and non-covalent BTKis has provided greater
flexibility and additional options for patients although sequencing complexity has increased.

Frontline setting:

+ Chemotherapy-based regimens are preferred in the frontline setting by approximately two-thirds of
community oncologists, with covalent BTKi-based regimens increasingly utilized

« Fitness/frailty, disease aggressiveness, and molecular/biologic risk often guide selection between
time-limited and indefinite regimens

+ Using a “treat until progression” vs. a fixed duration BTKi protocol in the 1L setting can impact
retreatment options

Relapsed/Refractory setting:

« Initial treatment selection is dependent on prior therapy but mostly involves a shift away from
chemotherapy-based regimens and increased utilization of covalent BTKi regimens with some
limited adoption of non-covalent BTKis

+ 95% of patients are not treated with chemotherapy-based regimens aligning with NCCN Guideline
recommendations

« There is not a strong covalent BTKi therapy preference within community practice with efficacy,
safety, and tolerability considered the most important factors for treatment selection; patient risk
status and fitness levels are also prioritized in clinical decisions

« For the majority of community oncologists, rechallenge with a covalent BTKi after a response
duration of greater than 6 months is acceptable

« Less than 20% routinely use ibrutinib plus venetoclax for patients with R/R MCL suggesting limited
value in the combination

« Many community oncologists favor early evaluation for CAR T-cell therapy

« CART-cell therapy is heavily preferred over bispecific antibodies in the subsequent-line setting
although multiple factors such as patient fitness, disease biology, care support, logistics, and patient
willingness impact decisions

« Lisocabtagene maraleucel is the most commonly received CAR T-cell therapy

« As the patient journey progresses, there is increasing adoption of bispecific antibody therapy with

a small preference for mosunetuzumab + polatuzumab over glofitamab
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Future Considerations

Overall management of high-risk disease continues to be the primary unmet need associated
with treatment of MCL with earlier use of covalent BTKis, greater use of bispecific antibodies,

and more CAR T-cell therapy referrals anticipated in the next few years. The increasing
incorporation of the covalent BTKi zanubrutinib into induction regimens and the recent approval
of sonrotoclax (May 13, 2026)° in the relapsed or refractory setting continues to shift treatment
paradigms, with the promise of a zanubrutinib plus sonrotoclax combination (CELESTIAL-RRMCL
clinical trial underway) potentially delivering even deeper responses for patients with MCL in the
future.

Key Insights and Takeaways

Early evaluation of transplant status is critical, with MRD testing a vital
element to guide treatment decision. However, MRD testing is inconsistently
performed in the community setting

Covalent BTKis with or without chemotherapy are routinely utilized in the
frontline setting

Non-chemotherapy regimens are preferred in the immediate relapsed/
refractory setting

There is no clear BTKis preference to date

In spite of randomized positive data, ibrutinib plus venetoclax is not
routinely used

Early evaluation for CAR T-cell therapy is gaining traction and is currently
preferred over bispecific antibodies as a subsequent therapy

LN XX X X X

Movement of BTKis into induction regimens and the recent approval of
sonrotoclax are expanding clinical options
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FDA grants accelerated approval to sonrotoclax for relapsed or refractory mantle cell lymphoma | FDA
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