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Survival for Patients With MCL

University of Nebraska. Unpublished data.
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Survival of r/r MCL after upfront autologous
transplant: previous versus modern era (HDAC)

0

.2

.4

.6

.8

1

0 20 40 60 80 100
O

ve
ra

ll
Su

rv
iv

al 34 months OS

EBMT registry 2000-2009 (n=360)

Dietrich S, Ann Oncol 2014

FIL study 2007-2017 (n=188)

Visco C, BJH 2019

21 months OS
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MANTLE-FIRST: OS after first vs second relapse

7.2 m 34 m

MANTLE-FIRST

Visco C et al, unpublished data

Strong need for
new drugs in the

r/r setting



BCL2 expression and pre-clinical evidence

Tucker CA, Mol C Th 2008

BCL2 expression in MCL at least 2-
fold higher than t(14;18) FL

MCLCTRLs

Davids MS, ASCO and EHA 2014;

Z-138 xenografts exhibit a significant tumor 
growth delay following BCL2 inhibition. Tumor 
growth delay was associated with decrease in 
proliferation and increase in apoptosis



January 28, 2016
N Engl J Med 2016; 374:311-322

https://www.nejm.org/toc/nejm/374/4?query=article_issue_link


Davids et al, JCO 2017

A Phase 1 Study of Venetoclax (ABT-199 ) 
in Patients with R/R NHL

Patients received 
venetoclax once daily 
until progressive 
disease or 
unacceptable toxicity 
at target doses from 
200 to 1,200 mg in 
dose-escalation and 
safety expansion 
cohorts



Patients characteristics

Davids et al, JCO 2017



Objective response

Davids et al, JCO 2017



Treatment-Emergent Adverse Events

* Two TLS (1 MCL 200 mg), no clinical sequelae

Davids et al, JCO 2017



Progression-free survival by histology

Median PFS 14 months

Davids et al, JCO 2017



Efficacy of venetoclax in high risk relapsed MCL

N=24 r/r patients (median 5 prior tx); 67% had progressed on BTKi and 54% had 
blastoid or pleomorphic histology.

ORR 50%, CR 21%

Whole-exome sequencing (WES) from 
7 pts: venetoclax resistance in MCL is 
predominantly associated with non-
BCL2 gene mutations

Zhao S et al, AJH 2020



BTK refractory patients

N=20 patients; ORR 53% (CR 35%); median time to response 48 days;
Median PFS 3.2 months and median OS 9.4 months

Eyre T et al, Haematologica 2019



Tam CS et al, NEJM 2018



Anti-BTK+BCL2 treatment tolerability

Tam CS et al, NEJM 2018



Immune recovery in patients with MCL

Davis JE et al, Blood Advances 2020

Long-term ibrutinib and venetoclax combination therapy



Previously untreated MCL 
≥ 65 or 60-65 not eligible 
to ASCT; fit according to 

CGA

ABT-199 

Consolidation
(800 mg, 4 cycles, q28)

Maintenance
(400 mg, 2 years)

Blastoid or Ki67≥30% or 
P53 mutation/deletion 

[HR]

R-BAC500 x 4 
Rituximab 375 mg/m2 d1, 
Bendamustine 70 mg/m2 d1,2 
Cytarabine 500 mg/m2 d1,2,3*; q2840%

R-BAC500 x 4 
Rituximab 375 mg/m2 d1, 
Bendamustine 70 mg/m2 d1,2 
Cytarabine 500 mg/m2 d1,2,3*; q28

R-BAC500 x 2 
Rituximab 375 mg/m2 d1, 
Bendamustine 70 mg/m2 d1,2 
Cytarabine 500 mg/m2 d1,2,3*; q28

[LR]
Classical/Pleomorphi

c and Ki67<30%

60%

ABT-199

PD

PET, CT, 
MRD

(screening)
PET, MRD

(before consolidation)
PET, MRD

(before maintenance)

Off Therapy 

Expected 
pathology

report

Less than CR

Off Therapy

PD

VR-BAC
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