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Objective

¢ To examine efficacy outcomes in patients with high-risk MCL
in the ECHO trial

Conclusions

¢ ABR significantly improved PFS in patients with high-risk MCL
compared with PBR

A significantly higher proportion of patients in the ABR arm
had CR compared with the PBR arm among patients with
high-risk MCL

The hazard ratio for OS comparing ABR with PBR was
0.87 (95% CI: 0.64, 1.19)

Patients with biological high-risk features had a numerically
more pronounced benefit in PFS (blastoid/pleomorphic:

HR 0.59; Ki-67 >30%: HR 0.63) compared with the total study
population (HR 0.73)

— Data on TP53 alterations were incomplete and did not allow
for meaningful analysis

Introduction

Triple-combination therapy with ABR significantly improved PFS over PBR (HR 0.73; 95% CI 0.57, 0.94; P = .0160) in older patients with
previously untreated MCL in the randomized, double-blind, placebo-controlled, phase 3 ECHO trial (NCT02972840)’

Patients with high-risk features, namely Ki-67 index >30%, high-risk MIPI, blastoid/pleomorphic histology, or TP53 mutation, tend to respond

poorly to conventional treatment?

The study design is shown in Figure 1

Efficacy outcomes (PFS and OS) were analyzed in the subgroup
of patients with high-risk disease, defined as any of the following:
— Ki-67 index >30%

— High-risk MIPI (6-11)

— Blastoid/pleomorphic histology

— TP53 mutation (assessed via FFPE analysis)

— Any of 3 biological high-risk factors (Ki-67 index >30%,
blastoid/pleomorphic histology, TP53 mutation), removing MIPI,
which was considered less important than biological factors in
the phase 2 ALTAMIRA trial®

— Any of 2 biological high-risk factors (Ki-67 index >30%,
blastoid/pleomorphic histology)

e /P53 mutation status was not routinely collected for
the study population with >60% missing data; therefore,
the data may not be representative of the population with
TP53 mutation

PFS was also analyzed by individual high-risk factors as exploratory
outcomes (blastoid/pleomorphic histology, Ki-67 index >30%, Ki-67
index >50%)
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aBendamustine 90 mg/m? on days 1 and 2.

Rituximab 375 mg/m? on day 1.

P

atients

@As of February 15, 2024, 299 patients each were randomly

assigned to the ABR and PBR arms

Among them, 62.5% (n = 187) and 61.2% (n = 183) of patients
had high-risk disease in the ABR and PBR arms, respectively;
proportional breakdown of each high-risk feature is shown in Table 1

@ Demographics and baseline characteristics were similar between

patients with high-risk disease and the overall study population,
with the exception of a greater proportion of patients with high
LDH (Table 2)

Efficacy

In patients with high-risk disease, ORR was 89.8% with ABR vs
84.7% with PBR

The proportion with best overall response of CR was significantly
higher with ABR vs PBR (Figure 2)

Median PFS among patients with high-risk disease was
significantly longer with ABR vs PBR (HR 0.74; 95% CI 0.55, 0.99;
P =.0432; Figure 3A)

— After disease progression, 38 patients with high-risk disease
who received placebo crossed over to acalabrutinib

— Of the 99 patients who progressed on placebo, 75 (75.8%)
received at least 1 subsequent anticancer therapy, and among
these 75, 68 (90.7%) received BTKis, including 51 patients
who crossed over to acalabrutinib within the trial’

With an OS maturity rate of 42%, the HR for OS comparing ABR
vs PBR was 0.87 (95% Cl 0.64, 1.19; P = .3913; Figure 3B)

— When deaths due to COVID-19 were censored (24 COVID-19
deaths in the ABR arm and 17 in the PBR arm), the HR for
OS comparing ABR vs PBR was 0.76 (95% CI 0.53, 1.10;

P = .1459; Supplemental Figure 1)

When considering only patients with any of the 3 biological

risk factors (Ki-67 index >30%, TP53 mutation, and blastoid/
pleomorphic histology), ABR also demonstrated significantly longer
PFS vs PBR (Figure 4A) and a HR of 0.83 (95% CI 0.59, 1.16) in
OS (Figure 4B)

— Results were similar when patients with 2 biological risk factors
(Ki-67 index >30% and/or blastoid/pleomorphic histology)
were evaluated: PFS was significantly longer with ABR vs PBR
(HR 0.64; 95% CI 0.46, 0.90; P = .0092), and HR for OS was
0.85 (95% CI1 0.60, 1.20; P = .3574)

There was a positive trend favoring ABR in patients with blastoid/
pleomorphic histology

— The sample size in this subgroup was small; the difference in
median PFS was ~24 months (Figure 5)

PFS was significantly improved with ABR in patients with Ki-67

index >30% (Figure 6)

— There was a positive trend favoring ABR in patients with Ki-67
index >50% (Supplemental Figure 2), although the number of
patients was low in this subgroup
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ABR, acalabrutinib + bendamustine + rituximab; BID, twice daily; BR, bendamustine + rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence
interval; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; FFPE, formalin-fixed paraffin-embedded;

HR, hazard ratio; IRC, independent review committee; LDH, lactate dehydrogenase; MCL, mantle cell ymphoma; MIPI, MCL International Prognostic
Index; NE, not estimable; ORR, overall response rate; OS, overall survival; PBR, placebo + bendamustine + rituximab; PD, progressive disease; PFS,
progression-free survival; PO, orally; PR, partial response; sMIPI, simplified MCL International Prognostic Index; ULN, upper limit normal.
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