K L I N I K U M MEDIZINISCHE KLINIK UND POLIKLINIK III

I— M u DER UNIVERSITAT MUNCHEN DIREKTOR: PROF. DR. M. VON BERGWELT

Research to Practice: Hodgkin and Non-Hodgkin Lymphoma * ASH 2021, Atlanta

MANTLE CELL LYMPHOMA
STANDARD OF CARE AND FUTURE TRENDS

N agey ey
O G
S \ & AL
0 v el
L VS
L 3
e
e, X 4
R A é )
M \

Prof. Dr. Martin Dreyling
Dept. of Medicine Il
LMU Hospital Miinchen

German N
Lymphoma',
Alliance

“é‘
%

fan MmcL et




Qgression KLINIKUM

MCL: Standard of care and future trends
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MCL : Standard of care and future trends o

MCLYounger/Elderly
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Dreyling, EHA 2020



Mantle cell lymphoma: Standard of care and future trends

KLINIKUM

young patient (<65) elderly patient (>65) compromised patient
First line treatment

dose-intensified conventional Best supportive care?
immuno-chemotherapy immuno-chemotherapy R-Chlorambucil
(R-CHOP, high dose Ara-C) VR-CAP, R-CHOP,BR, R-BAC) BR (dose-reduced)
— Autologous SCT ¥ R-CVP

o Rituximab maintenance Rituximab maintenance

1. relapse
_ immuno-chemotherapy
immuno-chemotherapy (BR, R-BAC) Immuno-chemotherapy
(R-BAC, BR) or targeted approaches (BR)
or targeted approaches ' or targeted approaches
) discuss:
discuss: - Rituximab maintenance
- allogeneic SCT - radioimmunotherapy

higher relapse

Targeted approaches: Ibrutinib, Lenalidomide,
Temsirolimus, Bortezomib (preferable in combination )
Alternatively: repeat previous therapy (long remissions)

Dreyling, ESMO/EHA CR MCL 2017 (updated)



Mantle cell lymphoma : Standard of care and future trends KLINIKUM
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03] median follow-up = 5.3

TTF - primary analysis
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Numbers At Risk years from randomization

R-DHAP 232 190 170 180 111 77 52 26 6 0
R-CHOP 234 176 1563 125 82 53 35 24 6 0

Hermine, ASH 2021, #380 Hermine, Lancet 2016



Mantle cell lymphoma : Standard of care and future trends

KLINIKUM

young patient (<65) elderly patient (>65) compromised patient
First line treatment

conventional

immuno-chemotherapy
(VR-CAP, R-CHOP,BR, R-BAC)

\

dose-intensified

immuno-chemotherapy
(R-CHOP, high dose Ara-C)
= Autologous SCT

Best supportive care?
R-Chlorambucil
BR (dose-reduced)

- . I : R-CVP
= Rituximab maintenance Rituximab maintenance
_ immuno-chemotherapy
immuno-chemotherapy (BR, R-BAC) Immuno-chemotherapy
(R-BAC, BR) or targeted approaches (BR)

or targeted approaches ' or targeted approaches
) discuss:

discuss: - Rituximab maintenance

- allogeneic SCT - radioimmunotherapy

higher relapse

Targeted approaches: Ibrutinib, Lenalidomide,
Temsirolimus, Bortezomib (preferable in combination )
Alternatively: repeat previous therapy (long remissions)

Dreyling, ESMO/EHA CR MCL 2017 (updated)



MCL : Standard of care and future trends o

Progression-free Survival
R-CHOP  VR-CAP

Overall Survival

100+ No. of Events 165 133
904 Median Progression-free 14.4 24.7
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Median follow-up: approx. 80 months
Robak, NEJM 2015 Robak, Lancet Oncol 2019

Dreyling, ASH 2021, #382 : R-HAD +/- B in relapsed MCL



Mantle cell lymphoma: Standard of care and future trends

KLINIKUM

young patient (<65) elderly patient (>65) compromised patient
First line treatment
dose-intensified conventional Best supportive care?
immuno-chemotherapy immuno-chemotherapy R-Chlorambucil
(R-CHOP, high dose Ara-C) (VR-CAP, R-CHOP,BR, R-BAC) BR (dose-reduced)
— Autologous SCT ¥ R-CVP
= Rituximab maintenance Rituximab maintenance

Immuno-chemotherapy
(BR, R-BAC)
or targeted approaches

immuno-chemotherapy
(R-BAC, BR)
or targeted approaches

mmuno-chemotherapy
(BR)
or targeted approaches

_ discuss:
discuss: _ - Rituximab maintenance
- allogeneic SCT - radioimmunotherapy

higher relapse

Targeted approaches: Ibrutinib, Lenalidomide,
Temsirolimus, Bortezomib (preferable in combination )
Alternatively: repeat previous therapy (long remissions)

Dreyling, ESMO/EHA CR MCL 2017 (updated)



MCL first line: Standard of care and future trends

Early POD Late-POD
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R-BAC R-B
——— ibrutinib
others
0.00
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24 30 36 42 0 6 12 18 24 30 36 42 48 54 60
Months relapse Months relapse
At risk:

BAC 45 45 40 35 26 23 16 14 12 8
BR 32 30 26 23 22 20 16 15 13 10
ibru 23 22 20 18 10 6 6 4 0 0
other 34 31 27 24 23 19 16 13 12 8

~No o~

Visco, Leukemia 2020

*Ibru vs R-B and R-BAC (P=0.02); vs others (P=0.03)

Menyang, ASH 2021, #182: Real life experience



European MCL Network

0o years

vs. chemo

MCL younger:
R-CHOP/DHAP =>ASCT
R-CHOP+I/DHAP =>ASCT => |

R-CHOP+I/DHAP => |

R-HAD

> 60 years

> 65 years

KLINIKUM

MCL elderly R2:

R-CHOP vs R-CHOP/Ara-C BR +/- BTK
=> Rituximab M = Rituximab M
+/- Lenalidomide +/- BTK

ENRICH:
R-CHOP/Benda
'S
R-lbrutinib

VR-BAC:

= Venetoclax
= (only high risk)

R-BAC

OASIS 2:
R-lbrutinib
+/-
Venetoclax

MCL elderly 3:
BR (Ibrutinib)
Vs
R-Venetoclax-lbrutinib

Relapse
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Triangle

3x R-CHOP/
3x R-DHAP

ASCT

Observation

A+l

R maintenance (3 years)

ASCT

2 yrs I-maintenance || Observation

R maintenance (3 years)

2 yrs I-maintenance

Observation

R maintenance (3 years)

superiority/non-inferiority: time to treatment failure
HR: 0.60; 65% vs. 77% vs. 49% at 5 years

KLINIKUM



Mantle cell lymphoma (first line)

1st line induction:
8x R-CHOP

1st line induction:
6x R-CHOP/Ara-C

®/
\

sponsor: LYSARC

Rituximab maintenance
+ Lenalidomide
15 mg daily d1-21,
q28 days

PR/CR ®
— ~80% Treatment: max. 2 years

Rituximab maintenance

central pathology: W. Klapper
MRD diagnostics: M. Ladetto, C. Pott, MH Delfau

Ribrag, ASH 2021, #379

KLINIKUM



European MCL Network KLINIKUM

< 65 years > 60 years > 65 years
MCL younger: MCL elderly R2: VR-BAC:
R-CHOP/DHAP =>ASCT R-CHOP vs R-CHOP/Ara-C BR +/- BTK R-BAC
+ chemo | r-cHop+IDHAP =>ASCT => | => Rituximab M = Rituximab M — Venetoclax
R-CHOP+I/DHAP => | +/- Lenalidomide +/- BTK = (only high risk)

ENRICH: BR MCL elderly 3: OASIS 2:
R-CHOP/Benda BR (Ibrutinib R-lbrutinib
vs. chemo ? vs vs ( vs ) +-

R-Ibrutinib BTK-R R-Venetoclax-Ibrutinib Venetoclax

Relapse

R-HAD Ibrutinib +/-
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IMCL-2015: SURVIVAL ~ ®weceazsonzoas

Survival
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-~ 3-yr 0S: 91% (C195%: 82-100) MCL progression (4):
— 3-yr PFS: 92% (Cl 95%: 85-100
o Y ( ) At 12, 38, 40 and 52 mo
3-yr EFS: 77% (CI195%: 65-91) "
] | | | | (4, 1 adenocarcinoma)
0 12 24 36 48 60
Time (months) Stop Tx as per protocol:
No. at risk: 19 pahents
OS 50 48 37 21 7 0
PFS 50 48 36 21 6 0 | MRD(-)->MRD(+) (3)
EFS 50 46 31 17 4 0

Gine, ICML 2021
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OASIS: Patients’ outcome PES

* ¥ %
* *
-EHA
* *

P

* mFU = 14 months (range, 5 to 19)
* One patient progressed (not TP53 mutated nor 17p deleted)
e 14 patients remain in CR and under treatment

* PFS at one year is 93.3% (95% Cl, 81.5- 100%)
0OS

e OS at one and two years is 100%

Le Gouill, EHA 2020; Blood 2021

Wang, ASH 2021, #2416 : Acala/Venetoclax/Ritux
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Patients

LOXO-305 Treatment Duration in Mantle Cell Lymphoma
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Eyre, ASH 2021, #2422: Phase 3 against BTKi

Wang, ASH 2020



Relapsed or Refractory MCL KLINIKUM

4 Cohort 1 N
Patients who 20mg weekly (n=12):
—

previously | ——> parsaclisib OR: 8.3%
received (QD) f|<(>r 8 \
Ibrutinib WEEKS
K / 2.5mg parsaclisib
CETIALEXY Y E
Cohort 2 OR: 35.3%
Patients

who have

20mg parsaclisib

not received Primary endpoint: ORR
a BTK Secondary endpoints: CRR, DOR, PFS, OS, Safety

inhibitor

Zinzani, ASH 2020: 2044
Mehta, ASH 2021, #382



CAR T-cells in MCL KLINIKUM

* The medians for DOR, PFS, and OS were not reached after a median follow-up of 17.5 months

1001 DOR 100- PFS 100- 0S
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Overall Survival, %
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Duration of Response, %
Progression-free Survival, %

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38
] Time, months ) Time, months ) Time, months
Patients 55 47 43 40 39 35 24 18 13 13 13121212 11 1 1 1 Patients 60 53 44 423935302213 13 1313121212 4 1 1 0 FalieNts 65 56 5555 50 50 5036 20212020 19191914 8 5 1 0

Wang, ASH 2020
Y. Wang, ASH 2021, #744 : Real life experience



Carlo-Stella, EHA 2021

Time on treatment and response

Aggressive NHL

Indolent NHL
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European MCL Network

Potential future therapeutic algorithm ?

TP53, SOX11 negative
NOTCH1, <——— BRUNENIEIRdENII ———— > without adverse

other mutations
MIPI-c risk

high low
intermediate intermediate

R-Che_mo + BTKi + X BTKi +/-R conventional treatment
BTKi + X +/-R A (low tumor load:
MRD+ MRD- watch & wait)

l ? l ‘ ./ \. l
Immunotherapy (CAR T-cells) ? Post-trea.tment risk
evaluation: MRD

MRD+ MRD-

consolidation/ observation

modified from: Dreyling, Haematologica 2016; Jain, JCO 2021 maintenance

KLINIKUM
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