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European MCL Network

Do years
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> 65 years

KLINIKUM

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

R-CHOP+I/DHAP => |

MCL elderly R2:
R-CHOP vs R-CHOP/Ara-C
=> Rituximab M
+/- Lenalidomide

BR +/- BTK

= Rituximab M

+/- BTK

VR-BAC:
R-BAC
= Venetoclax
= (only high risk)

vs. chemo o

ENRICH:
R-CHOP/Benda
Vs
R-Ibrutinib

OASIS 2:
R-lbrutinib
+/-
Venetoclax

MCL elderly 3:
BR (Ibrutinib)

Vs
R-Venetoclax-lbrutinib

Relapse

Ibrutinib +/-
ABT-199




Lenalidomide |<L|N|I<UM

Mechanisms of action

T-Cell Effects
Activation and proliferation

NK-Cell Effects

: t Number and activity of NK cells
t Immune synapse formation + Enhanced ADCC
t CD8+ T-effector cell activity , I o—

Stimulation of cytotoxic CD8+ and i L

helper CD4+ T cells
t Dendritic cell antigen presentation

Immune synapse
formation

T-cell activation
and proliferation

ADCC and enhanced
cytotoxicity

Malignant B-Cell Effects

t p21WAF1, AP-1

+ CDK2, CDK4, CDK6, Rb

+ Akt, Gab1 phosphorylation
t G/G, arrest; + proliferation

Vi - { Effect
t Anti-inflammatory cytokines:
IL-2, IL-8, IL-10, IFN-y, TNF-a

+ Inflammatory cytokines:

IL-1, IL-6, IL-12, TNF-a

Stromal cell

Gribben, JCO 2015



Relapsed Mantle cell lymphoma
Lenalidomide

KLINIKUM

Lenalidomide IC
(n =170) (n = 84)
Median PFS, mo (95% CI) 8.7 (5.5-12.1) 5.2 (3.6-6.9)
HR (95% CI) 0.61 (0.44-0.84); P=0.004
Lenalidomide
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Lenalidomide
IC 84

Trneny, Lancet Oncol 2016



Mantle cell lymphoma M niom

Rituximab-Lenalidomide (first line)
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Mantle cell lymphoma (first line) Nk

- Rituximab maintenance

1st line induction: | + Lenalidomide
/' 8x R-CHOP /’ 15 mg daily d1-21,
\ 28 days
® s PR/CR
~80% Treatment: max. 2 years
\ 1st line induction:
6x R-CHOP/Ara-C Rituximab maintenance

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



MCL-R2 Elderly: survival analysis MCL
ELDERLY

PFS since maintenance randomization - Maintenance ITT set
With Number of Subjects at Risk and 95% Confidence Limits
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Off Therapy

R-BAC500 x 4 R-BAC500 x 2

Rituximab 375 mg/m2 d1, Rituximab 375 mg/m2 d1,

[ L R] Bendamustine 70 mg/m2 d1,2 Bendamustine 70 mg/m2 d1,2

Cytarabine 500 mg/m2 d1,2,3%; g28 Cytarabine 500 mg/m2 d1,2,3%; g28

ﬁ Less than CR

Previously untreated =
xpected
MCL > 65 or 60-65 not pathology
- . report
eligible to ASCT; fit

Classical/Pleomorphic
and Ki67<30%

N

Consolidation

‘ (800 mg, 4 cycles, (400 mg, 2 years)

) \ 4
according to CGA
g y l

Maintenance

q28)

Blastoid or Ki67230% or
P53 mutation/deletion R;Eﬁ.ﬁiggmif —> | ABT-199 ABT-199

Bendamustine 70 mg/m2 d1,2

[HR] Cytarabine 500 mg/m2 d1,2,3%; q28

1‘ Off Therapy 'T‘ 1‘

PET, CT, PET, MRD PET, MRD

( sc:l':st?ing) (before consolidation) (before maintenance)




Relapsed mantle cell lymphoma I(LINIKUM
Failure under ibrutinib
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Interdisciplinary CAR-T Taskforce LMU M niom
Immunotherapy in Lymphoma

Building on a MEDIII Immuno-Taskforce based
on T cell bispecifics Experience
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A Smartphone Application
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CAR-T cells in mantle cell lymphoma

= Patients with R/R MCL have very poor outcomes

In patients whoIprogress after BTK inhibitor therapyJ ORR is
25% — 42% and OS is 6 — 10 months, -3 and few patients proceed to
alloSCT

= KTE-X19 is a new anti-CD19 CAR T cell therapy containing a
CD3C T cell activation domain and CD28 signaling domain

Manufacturing process removes circulating tumor cells*

= ZUMA-2 is a Phase 2, pivotal, multicenter, international study
evaluating KTE-X19 in patients with R/R MCL

KLINIKUM

KTE-X19

L

scFv (anti-CD19)

Hinge/Transmembrane

Signal 2: CD28

Signal 1: CD3(



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
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KTE-X19 versus Standard of Care for Relapsed/Refractory Mantle Cell Lymphoma Previously EHA-1751

Treated with Bruton Tyrosine Kinase Inhibitors: Real-World Evidence from Europe

atherine

KLINIKUM
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Brexu-Cel RWE: Patient demographics

Variables Number Variables Number
Age, median (range) 67 (34-89) Prior therapies
Sex, male 76 (80%) Total lines, median (range) 3 (1-10)
ECOG PS 22 8 (8%) Prior CD20 antibody 94 (99%)
Simplified MIPI Prior anthracycline or bendamustine 82 (86%)
Low risk (0-3) 30 (32%) Prior cytarabine 43 (45%)
Intermediate risk (4-5) 54 (57%) Prior AutoSCT 27 (28%)
High risk (6-11) 11 (12%) Prior rituximab maintenance 41 (43%)
Ki-67, 250% 50/88 (57%) Prior BTKi 78 (82%)
Blastoid/pleomorphic 39 (41%) BTKi-refractory n=69 (73%), BTKi-intolerant n=5 (5%)
TP53 mutation or deletion 31/70 (44%) Prior lenalidomide 22 (23%)
Complex karyotype 8/28 (29%) Prior venetoclax 33 (35%)
Stage llI-IV 83 (87%) Disease status
CNS involvement 7 (7%) Relapsed after last line 53 (56%)
Bone marrow involvement 30/67 (45%) Refractory to last line 42 (44%)
Bulky disease (210 cm) 10 (11%) Total (received CAR T infusion) 95

g (J.S. CAR-T Lymphoma

CONSORTIUM Wang Y et al. ASH 2021, Abstr #744.



Brexu-Cel RWE: Clinical response

« Median time to initial response Best (regga)onse
n=
was 30 days (range 16-104). . 0
« Day 30 ORR (n=92 evaluated) was 88%, s
including 66% CR and 22% PR. 80
CR
+ 12 of 20 patients with PR and 1 of 2 patients B PR
with SD at day 30 achieved CR after a 60 -
median of 64 days (range 22-1395). 81%
« Median time to best response was 30 days  40-
(range 16-168).
 The best ORR was comparable to e 9%
that reported in ZUMA-2 (93%). o 15 N
Objective Stable Progressive
Response Disease Disease

X Wang Y et al. ASH 2021, Abstr #744.

i (J.S. CAR-T Lymphoma
W CONSORTIUM




Brexu-cel RWE: Progression-free survival
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Baseline characteristics

Glofitamab fixed dosing

+ 1000mg Gpt (n=3)

Glofitamab SUD +
1000mg Gpt (n=7)

Glofitamab SUD +
2000mg Gpt (n=19)

All patients
(N=29*)

Median age, years (range)
Male
Ann Arbor stage llI-IV at study entry

MCL IPI score 26 at study entry
Median time since last therapy, months
(range)

Prior lines of therapy, median (range

81.0 (66-84)
2 (66.7)
2 (66.7)
3 (100)

1.1 (1.0-8.5)
3 (2-5

69.0 (64-75)
6 (85.7)
6 (85.7)
3 (42.9)

3.4 (1.2-53.2)
4(3-5

66.0 (41-84)
12 (63.2)
16 (84.2)
12 (63.2)

1.6 (0.1-107.5)
3 (1-6

69.0 (41-84)
20 (69.0)
24 (82.8)
18 (62.1)

1.7 (0.1-107.5)
3 (1-6

. Lenalidomide
Prior
therapy Chemotherapy
Alkylator

Anti-CD20 monoclonal antibod

Refractory to any prior therapy

Refractory Refractory to prior anti-CD20 therapy
status Refractory to first-line therapy

. 3(00

0
3 (100)
0
3 (100
2 (66.7)
2 (66.7)

1(14.3)
7 (100)
6 (85.7)
6 (85.7
3 (42.9)
2 (28.6)
5 (71.4)

3 (15.8)
18 (94.7)
7 (36.8)
14 (73.7
10 (52.6)
11 (57.9)
13 (68.4)

4 (13.8)
28 (96.6)
13 (44.8)
23 (79.3
15 (51.7)
15 (51.7)
20 (69.0)

Refractory to last prior therapy

Philips, ASH 2021, #130

2 (66.7)




Antitumor activity

Zoom video location
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Best % change in SPD

NMR

PMR

CMR

ND

CMR

CMR

PMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

ORR: 81%
CMR: 67%

Glofitamab 0.6mg + 1000mg Gpt
[ Glofitamab 16mg + 1000mg Gpt
B Glofitamab 25mg + 1000mg Gpt
Glofitamab 0.5/2.5/10/30mg + 1000mg Gpt
[ Glofitamab 2.5/10/16mg + 1000mg Gpt
[l Glofitamab 2.5/10/30mg + 1000mg Gpt
[l Glofitamab 2.5/10/30mg + 2000mg Gpt

Philips, ASH 2021, #130




Antitumor activity

Zoom video location
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CMR

PMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

CMR

ORR: 81%
CMR: 67%

Glofitamab 0.6mg + 1000mg Gpt
[ Glofitamab 16mg + 1000mg Gpt
B Glofitamab 25mg + 1000mg Gpt
Glofitamab 0.5/2.5/10/30mg + 1000mg Gpt
[ Glofitamab 2.5/10/16mg + 1000mg Gpt
[l Glofitamab 2.5/10/30mg + 1000mg Gpt
[l Glofitamab 2.5/10/30mg + 2000mg Gpt

Philips, ASH 2021, #130




LOXO0-305 Patient Characteristics

e MCL
Characteristics (n=134)
Median age (range), years 70 (46, 88)
Female / Male, n (%) 30 (22) / 104 (78)
Histology

Classic 108 (81)
Pleomorphic/Blastoid 26 (19)
ECOG PS, n (%)
0 82 (61)
1 50 (37)
2 2(2)
Median number prior lines of systemic therapy (range) 3(1,9)
Prior therapy, n (%)
BTK inhibitor 120 (90)
Anti-CDZ0 antibody 0 (9
Chemotherapy 122 (91)
Stem cell transplant? 30 (22)
IMiD 23 (17)
BCL2 inhibitor 20 (15)
Proteasome inhibitor 17 (13)
CAR-T 7(3)
PI3K inhibitor 5 (4)
Reason discontinued prior BTKi2
Progressive disease 100 (83)
Toxicity/Other 20 (17)

Wang, ASH 2021, #381



Pirtobrutinib Safety Profile

Treatment-related AEs, %

Fatigue
Diarrhea
Neutropenia?
Contusion
Bruising®
Rashd
Arthralgia
Hemorrhage®
Hypertension

Atrial fibrillation/flutterf

13%
15%
1%
15%

20%
9%
8%
5%
1%

Treatment emergentAEs (215%),

1% 1%

8%
4%
2%
2%

2%
2%
3%
2%
4%
1%

<1%
8%

<1%
<1%
1%9
2%
<1%

%

<1%
6%

<1%

23%
19%
18%
17%

22%

1%
1%
8%
7%
2%

No DLTs reported and MTD not reached

<1%
8%

<1%

<1%
<1%

Any Grade

9%
8%
10%
12%

15%
5%
3%
2%
2%

<1%

1% (n=6) of patients permanentl

Wang, ASH 2021, #381

discontinued due to treatment-related AEs



Pirtobrutinib Duration of Response in Mantle Cell Lymphoma

Patients with Response (%)

Number at risk
60

100 -
90
80
70
60
50
40
30
20
10

Median duration of response: 18 months (95% CI: 4.6, Not Estimable)

0
0

I I I I ! I I I I I I 1

2 4 6 8 10 12 14 16 18 20 22 24
Months from Start of Response
34 24 19 18 15 13 7 6 3 2 2 0

» Median follow-up of 8.2 months (range, 1.0 - 27.9 months) for responding patients

* 60% (36 of 60) of responses are ongoing

Wang, ASH 2021, #381



European MCL Network KLINIKUM
Potential future therapeutic algorithm ?

TP53, SOX11 negative
NOTCH1, <— ERVVENHEIRIdCNI[{Il —> without adverse

other mutations
MIPI-c risk

high low
intermediate intermediate

R-Chemo + 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-
modified from: Dreyling, Haematologica 2016, Jain, JCO 2021 consolidation/ observation

maintenance



Mantle cell Lymphome KLINIKUM

- high risk in clinical routine: Ki-67, p53 mut, blastoid

- first line: - younger: R/DHAP-autologous SCT- R-maintenance ?
Elderly: IR-CHOP/Benda (+ I) + R-maintenance

in studies: non-chemo (combined) approaches

- in early relapses: BTKi (combinations?)

- in studies: non-covalent BTKi, CAR -T cells, bispecific antibodies (combinations?)
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