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General considerations

Development of first line strategies
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Results of standard regimen
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Progressive shortening in response duration and survival
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Fig. 5 Kaplan-Meier plots of overall survival (OS) and progression-free survival (PFS) in patients with mantle cell lymphoma after multiple
lines of therapy. a, b OS and PFS after treatment with line 1, line 2, line 3, line 4, and line 5-9



BTKi have changed the fate of relapsed MCL
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Long-term Outcomes With Ibrutinib Treatment for Ibrutinib versus temsirolimus in patients with relapsed or
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Add on strategies are of great benefit

@ TRIANGLE: Overall survival P nium
1.0 oS =4-year OS:
D9 A: 81%
0.8 (MCL Younger exp.: 80%)
. 0.7 A+l 88%
£ 0.6+ :
._g I: 90%
T 05
8 0 4,
a Y- =two-sided test, (a0 = 5%):
0.3 median follow-up = 55 Avs. |: p=0.0019, HR: 0.565
0.2 = A median not reached o ' ’ e
. = A+l, median not reached Avs. A+l: p=0.0036, HR |: 0.587
0.1 = |, median not reached A+l vs. I: ongoing
0.0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Similar impact on treatment of
elderly patients?



Development of novel options

Quality of response

Development of treatment
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SHINE: Trial Design

Ty Rituximab maintenance

BR induction for 6 cycles every 8 weeks for up to 2
Patients years

. Primary endpoint:
* Previously untreated MCL
» 265 years of age

N =523 Ibrutinib 560mg (4 capsules daily) until PD or unacceptable * PFS (investigator-assessed)
- Stage -V disease toxicity
« No stem cell transplant Key Secondary endpoints:
_ ) » Complete response rate
Stratification factor and overall response rate

« Simplified MIPI score (low - . :
vs intermediate vs high) ppse  Rituximab maintenance

BR induction for 6 cycles every 8 weeks for up to 2 * Overall survival
years + Safety

* Time to next treatment

Enrol'l:le: bethen ;:Il:); 2013 Data cutoff for the primary
and November in i i ici is:
e e Placebo (4 capsules daily) until PD or unacceptable toxicity analysis: June 30, 2021

Median follow-up: 84.7 months

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJM0a2201817. Online ahead of print.



Response to treatment

Table S2. Antitumor Activity in the Intention-to-Treat Population.*

Ibrutinib plus BR | Placebo plus BR Relative Risk
(N=261) (N=262) (95% CI)

Objective response — no. (%) 234 (89.7) 232 (88.5) 1.01 (0.95-1.07)
Best overall response — no. (%)

Complete response 171 (65.5) 151 (57.6) 1.14 (1.00-1.30)**

Partial response 63 (24.1) 81 (30.9)

Stable disease 1(0.4) 6 (2.3)

Progressive disease 3(1.1) 10 (3.8)

Could not be evaluated 23 (8.8) 14 (5.3)

Duration of overall response — mo

Median (95% Cl)t

81.0 (64.2-NR)

63.5 (47.0-76.9)

Undetectable MRD assessed among
complete responders — no. (%)

Yes 162 (62.1) 148 (56.5)
Bone marrow 59 (22.6) 49 (18.7)
Blood only 103 (39.5) 99 (37.8)




PFES

100 —
90 -
80 —
70 -
60 —
50
40 —
30 4
20 4
10 4

Patients Progression-Free
and Alive (%)

0

——o— |brutinib + BR
Placebo + BR

Median PFS, months

Ibrutinib + BR Placebo + BR

80.6

529

{95% Cl) (61.9-NE) (43.7-71.0)
Stratified HR (95% Cl) 0.75 (0.59-0.96)
p value 0.011*

Patients at Risk

T T T T T
0 o6 12 18 24

Ibrutinib + BR 261 228 207 191 182
Placebo + BR 262 226 199 177 166

| | | | | | |
30 36 42 48 54 60 66
Months

167 152
158 148

139
135

130
119

120 115
109 103

106
98

72

95
90

78

78
78

T T T
84 90 96

39
41

1
1

|Ibrutinib combined with BR
and R maintenance
demonstrated a 25%
reduction in the relative
risk of disease progression
or death versus BR and R
maintenance

Significant improvement
in median PFS: 80.6 month
(6.7 years) versus 52.9
months (4.4 years) (A=2.3
years)



Overall Survival Similar in Both Arms

Ibrutinib + BR Placebo + BR

100 4 am. (N = 261) (N =262)
90 2 Median OS, months NR NR brutinib+BR Stebo e
7] HR (95% Cl) 1.07 (0.81-1.40) rutinio+ acebo+
i Cause of death (N=261) (N=262)
_. 80
(=}
S 70 - Death due to PD 30 (11.5%) 54 (20.6%)
[
2 60
= Death due to TEAEs* 28 (10.7%) 16 (6.1%)
50 - i
42 T Death during post-
.g 40 — E 55% treatment follow-up 46 (17.6%) 37 (14.1%)
S 30 4 ! period excluding PD
20 - | Total deaths 104 (39.8%) 107 (40.8%)
10 | —e— Ibrutinib + BR E
— 4+ Placebo + BR ! *The most common Grade 5 TEAE was infections in the ibrutinib
0 4 ; and placebo arms: 9 vs 5 patients. Grade 5 TEAE of cardiac

6 é 1|2 1I8 2|4 3|0 3I6 4|2 4I8 5|4 6I0 6I6 7|2 7I8 84 9|0 9I6 disorders in 3 vs 5 patients, respectively.

Months
Patients at Risk

Ibrutinib + BR 261 239 221 208 197 187 171 163 158 152 145 138 128 118 70 25
Placebo + BR 262 244 223 212 203 197 188 177 171 165 159 154 147 137 90 31



Safety (AESI)

Ibrutinib + BR Placebo + BR
(N =259) (N = 260)

Any Grade Grade3or4 AnyGrade Grade3or4

Any bleeding* 42.9% -- 21.5% --
Major hemorrhage 5.8% 3.5% 4.2% 1.5%
Atrial fibrillation 13.9% 3.9% 6.5% 0.8%
Hypertension 13.5% 8.5% 11.2% 5.8%
Arthralgia 17.4% 1.2% 16.9% 0

Wang et al., EHA 2022; S209 (oral presentation; Wang et al., N Engl J Med. 2022 Jun 3. doi: 10.1056/NEJM0a2201817. Online ahead of print.



ECHO-Trial: ACALABRUTINIB PLUS BENDAMUSTINE AND RITUXIMAB IN
UNTREATED MANTLE CELL LYMPHOMA: RESULTS FROM THE PHASE 3,
DOUBLE-BLIND, PLACEBO CONTROLLED

ECHO: multicenter, double-blind, placebo-controlled, Ph 3 trial Primary endpoint:

Untreated MCL (N=598)

Age >65 years
ECOG PS <2

Stratification

* sMIPI score: Low vs
intermediate vs high

* Geographic region: North
America vs Western
Europe vs other

Enroliment: Apr 2017-Mar 2023 1:1
Sites: 195 globally ’

R
A
N
D
O
M
!
Z
E

* PFS (Independent Review Committee)
Key secondary endpoints:

* ORR (Independent Review Committee)
* OS

Safety

Ben_dan.mstinea if 2PR Maintenance Rituximab
Rituximab®
x 6 cycles (every 2 cycles x 2 years)

Acalabrutinib 100 mg BID, PO until PD or toxicity

l Crossover to
Be;&tian:\ustézea Maintenance Rituximab I acalabrutinib after PD
ituxima :
(every 2 cycles x 2 years) was permitted

x 6 cycles

Placebo BID, PO until PD or toxicity

1 cycle = 28 days




Remission rates

ORR (%)
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Acalabrutinib + BR
(N=299)

Placebo + BR
(N=299)




PFES

100
80

60

PFS (%)

40

PFS: total trial population

D[

Acalabrutinib + BR Placebo + BR
(N=299) (N=299)
PFS-Ereignisse, N (%) 110 (36,8) 137 (45,8)

l-'.7l1a;l 99!221\

20 1 Medianes PFS, Monate (95% 66,4 49,6
KI) (55,1; NE) (36,0; 64,1)
Stratifizierte HR (95% Kil) 0,73 (0,57; 0,94); P=0,0160°
O T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Patient number months
ABR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
PBR 299 243 204 181 159 142 118 102 &4 63 44 25 4 0

PFS: COVID-19-deaths censored

100 -
80
'o\'; 60 -
wn
L
a 40 Acalabrutinib + BR Placebo + BR
(N=299) (N=299)
PFS-events, N (%) 83(27,8) 117 (39,1)
PD 57(19,1) 99 (33,1)
20 A NE 61,6
. o .
Median PFS, month (95% Kl) (66,4; NE) (49,6; 68,9)
Stratifie HR (95% KI) 0,64 (0,48; 0,84); P=0,0017°
o T T T T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60

months

156 136 122 98 73 53
142 118 102 84 63 44

Patient number

ABR 299 258 232 205 182
PBR 299 243 204 181 159

66

34
25

72
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Overall survival

OS: total (inkl. Cross-Over)

100 -~
80 -
60 A
xR
%)
© 40 Acalabrutinib + BR Placebo + BR
(N=299) (N=299)
OS-Ereignisse, N (%) 97 (32,4) 106 (35,5)
1 0,
20 A m)edlanes 0S, Monate (95% NE (72,1; NE) NE (73,8; NE)
Stratifizierte HR (95% KI) 0,86 (0,65; 1,13); P=0,2743°
0 T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Patients at risk

ABR 299
PBR 299

280 259
268 247

months

243 230 207 181 163 146 110 86 58 25 3 0
229 215 193 175

157 141 108 78 51 21 3 0

OS: COVID-19-deaths censored

100 -
80 A
= 60 -
3\/
%)
o 40 | Acalabrutinib + BR Placebo + BR
(N=299) (N=299)
OS events, N (%) 64 (21,4) 80 (26,8)
20 + Median OS, months (95% Kl) NE (NE; NE) NE (73,8; NE)
stratified HR (95% Cl) 0,75 (0,53; 1,04); P=0,0797°
0 T T T T T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54
months
Patients at risk

ABR 299
PBR 299

280 259 243 230 207 181 163 146 110
268 247 229 215 193 175 157 141 108

60 66 72 78

86 58 25
78 51 21
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Acalabrutinib + BR Placebo + BR
Acalabrutinib + BR Placebo + BR (n=297) (n=297)
nte ) o

Any TEAE 296 (99.7) 294 (99.0) Event, n (%)
Grade 23 264 (88.9) 262 (88.2) Atrial fibrillation 18 (6.1) 11 (3.7) 13 (4.4) 5(1.7)
Grade 5 36 (12.1) 30(10.1) Hypertension 36 (12.1) 16 (5.4) 47 (15.8) 25 (8.4)
SAEs 205 (69.0) 184 (62.0) Major bleeding® 7 (2.4) 6(2.0) 16 (5.4) 10 (3.4)
Grade >3 191 (64.3) 166 (55.9) Infections® 232 (78.1) 122 (41.1) 211 (71.0) 101 (34.0)
TEAE related to acalabrutinib/ 202 (68.0) 165 (55.6) Second primary
malignancies (excluding 29 (9.8) 16 (5.4) 32 (10.8) 20 (6.7)
placebo )
non-melanoma skin)®
TEAE leading to acalabrutinib/ 127 (42.8) 92 (31.0)

Median treatment

placebo discontinuation exposure (range), months

29 (0.1, 80.1) 25 (0.03, 76.4)

COVID-19—-related AEs

Acalabrutinib + BR Placebo + BR
n (%) (n=297) (n=297)

Any AE 121 (40.7) 88 (29.6)
Grade >3 60 (20.2) 50 (16.8)
Grade 5 28 (9.4) 20 (6.7)

SAEs 60 (20.2) 52 (17.5)
Grade >3 58 (19.5) 48 (16.2)

AE leading to acalabrutinib/ 31 (10.4) 19 (6.4)

placebo discontinuation



Summary

—The addition of a BTK-inhibitor to BR improves ORR, CR and PFS
—There is not overall survival benefit
—However, many patients may not need any subsequent therapy

—There is added toxicity using this approach

—The design of the trials does not any longer reflect the urge for time
limited treatments (especially with no risk stratification)



Development of novel options
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BTKi based treatments w/o
chemotherapy



lbrutinib Rituximab - results

TABLE 3. Resporsas After 12 Cyeles of IR Combination and According to Molecular Subtypes (naMCL or eMCL) and TPS3 Mutational Status

Gene Expression Profile L-MCL16 TP53

Response All Patients (N = 50) nnMCL (n = 17) cMCL (n = 14) Wild-Type (n = 35) Mutated (n = )
Owverall responss 42 (84, 74 to 94) 15 (88) 12 (86) 31 (83) 5(83)

CR 40 (80, 69 to 91) 14 (82) 11 (79) 29 (83) 5 (83)

PR 2(4,0t09) 1 (6) 17 216 —

sD 3 (6, 0 to 10) 1 (6} 1A 38 -

PD 1(2,0to06) 1 (6) — — 1(17)
MNonevaluatle® 4(8,0to 15) - 17 113} -

MNOTE. Data are MNo. (%, 95% CI).

Abbraviations: ¢MCL, corvertional MCL malecular subtype; CR, complete response; IR, ibrutinib, rituximab combination; MCL, mantle cell lymphama;
nnMCL, non-nodal MCL molecular subtype; PD, progressive dissase; PR, partial responss; SD, stable diseasse.

*Four patients were nonevaluable at 12 months of treatment because of treatment discontinuation: ssvere aplastic anemia, skin rash, and withdrawal
consent because of treatment intolerance and unrelated event with vertebral fractures,
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lbrutinib-rituximab is superior to rituximab-chemotherapy in previously untreated older mantle cell
lymphoma patients: Results from the international randomized controlled trial, Enrich

Aim
To investigate if chemotherapy-free treatment can replace chemotherapy in patients
with MCL

@ Design

Phase 3: BR plus maintenance or R-CHOP plus maintenance vs IR (until progression)

B, bendamustine; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisolone; I, ibrutinib; MCL, mantle cell lymphoma; R, rituximab.
Lewis DR, et al. ASH 2024. Oral presentation 235.

25



ENRICH: Results f
controlled trial

Trial design

-

Inclusion criteria

*60 years or older

*Pathologically confirmed MCL, including either cyclin D1
overexpression or t(11;14)(q13;932)

*Previously untreated, measurable (>1.5cm), stage II-IV MCL in
need of treatment

*ECOG 0-2

Exclusion criteria

*Considered fit for stem cell transplantation
*CNS involvement

*Known serological positivity for HBC/HCV/HIV

Rituximab 375mg/m?

Ibrutinib - 560mg od

Bendamustine 90mg/m? D1+D2 of 28 day cycle

CHOP - (Cyclophosphamide 750mg/m?, Doxorubicin 50mg/m?,
Vincristine 1.4mg/m?, Prednisolone 100mg *5 days) 21 day cycle
Maintenance rituximab - 1400mg sc every 56 days

| Choice of
immunochemotherapy (R-
Chemo)

ENRIcH

IR-Chemo every 21/28
days

<

Rituximab every 56
days for 2 years

A

Follow-up

Randomisation

|

Induction

rituximab

IR in cycles as per
choice of chemo

Follow-up

Daily ibrutinib plus
rituxi every 56
days for 2 years

Ongoing ibrutinib

treatment to disease
progression

rom the international randomize

Patient characteristics

ENR|CH

S S S Ssl s
Immunochemotherapy, Ibrutinib plus rituximab,
N =198 N =199
Age (median, IQR) 74 (70, 78) 74 (70, 77)

Male 146 /198 (73.7%) 150 /199 (75.4%)
0 107 /198 (54.0%) 124 /199 (62.3%)
ECOG 1 80/ 198 (40.4%) 64 /199 (32.2%)
2 11/198 (5.6%) 117199 (5.5%)
stage IV 183 /198 (92.4%) 175/ 199 (87.9%)
Blastoid 15/ 192 (7.8%) 10/178 (5.6%)
Ki67 2 30% 71/ 157 (45.2%) 55/ 142 (38.7%)
Tow 23/195 (11.8%) 23/198 (11.6%)
MIPI Intermediate 61/195 (31.3%) 64 /198 (32.3%)
High 1117195 (56.9%) 111/ 198 (56.1%)
TP53 mutation 18/75 (24.0%) 22/ 80 (27.5%)




Results from the international randomized controlled

° ° ’
trial, Enrich (cont PFS for R-CHOP choice  enRjcw
~ = Ibrutinib plus rituximab == R-CHOP
% 1.00- -1.00
'8 HR (95% CI): 0.37 (022 10 0.62)
a
w 0.75 =075
>
g
@« 0.50- 050
8
- . s 025- -025
rogression-free surviva ENR|CH
o
2 0o . : : . . . . ; : 0.00
> =+ Ibrutinib plus rituximab == Immunochemotherapy o Years frm; randomisation
% 1.00- -1.00 Number at risk (number censored)
© : : !
8 HR (95% CI): 0.69 (0.52 to 0.90)
o £=0.003 54(0) 430) 39(0) 35(3) 25@) 21(9) 14(16) 4(26) 1(9) S5-year PFS (95% Cl)
= 0.75- -0.75 RCHOP 53(0) 38(2) 31(2) 182 13¢4 76 3(m 1@ o@ IR 52.4% (40.0% to 68.6%)
2 s + 2 s 4« s+ & 5 5 RCHOP:19.2% (10.6% to 35.1%)
S Years from randomisation
) 050~ -0.50
(0]
o
¥
5 0.25- -0.25
[} .
8 PFS for BR choice eNR|cH
o 0.00- . ' ' ' , \ ' ' -0.00
<] 0 1 2 3 4 5 6 7 8
o Years from randomisation > == Ibrutinib plus rituximab == Bendamustine-rituximab
Number at risk (number censored) 5 b 9 e e o
& n
Ibrutinib plus rituximab 199 (0) 158 (2) 140(3) 120(9) 94 (27) 58(51) 27 (79) 5(101) 1(104) s (e 075
2
Immunochemotherapy 198 (0) 157 (5) 133(5) 103(8) 70(25) 44 (43) 12(66) 3(75) 0(77) a 050- -050
3
0 1 2 3 4 5 6 7 8 £ . | .
. Years from randomisation i Y S . 2
Median Follow up PFS median (95% Cl) :
47.9 th IR: 65.3 mo (52.7 to not evaluable) e oo | | | | | | I I
9 montnhs 5 <4 (] 1 2 3 4 5 6 7 8
R-chemo: 42.4 mo (32.7 to 55.3) ¥ eaxrs fron: rrdonsation

Number at risk (number censored)

0 145(0) 115(2) 101(3) 85(6) 69(19) 37(42) 13(63) 1(75) 0(75) 5-year PFS (95% CI)

Bendamustine-rituximab 145 (0) 119(3) 102(3) 85(6) 57(21) 37(37) 9(59) 2(66) 0(68) IR: 50.8% (42.8% to 60.4%)
BR: 47.4% (39.5% to 56.9%)

0 1 2 3 4 5 6 7 8
Years from randomisation




Results from the international randomized controlled

tr

ial, Enrich (cont’d

Overall survival probability

Overall survival

= |brutinib plus rituximab == Immunochemotherapy

ENRICH

1.00- -1.00
HR (95% Cl): 0.87 (0.64 to 1.18)
0.75- -0.75
0.50- -0.50
0.25- -0.25
0.00- i ' ' ' ' ' ' ' -0.00
0 1 2 3 4 5 6 7 8

Years from randomisation

Number at risk (number censored)
5-year OS (95% Cl)

IR: 57.7% (50.6% to 65.7%)
Immunochemotherapy 198 (0) 171(6) 153 (8) 131(13) 94(38) 59(60) 18(93) 3(108) O(111) p Sparo. £4 5oy (47.3% to 62.8%)

0 1 2 3 4 5 6 7 8
Years from randomisation

Ibrutinib plus rituximab 199 (0) 174 (2) 158 (3) 133 (11) 104 (30) 62 (61) 28(92) 6(114) 1(118)

Overall survival probability

Overall survival for BR choice

== Ibrutinib plus rituximab == Bendamustine-rituximab

ENR|cCH

1.00- 1.00
HR (95% CI): 1.00 (0.70 to 1.44)
0.75- -0.75
0.50- -0.50
0.25- 0.25
0.00- ' ' ' ' ' ' ' ' ' 0.00
0 1 2 3 4 5 6 7 8
Years from randomisation
Number at risk (number censored)
5-year OS (95% CI)

loruino plus iluimab 145 (0) 128(2) 113(3) 94(8) T74(22) 39(S0) 13(74) 1(80) 060 T oo (49.0% to 66.8%)

Bendamustinerituximab 145(0) 127 (4) 114(6) 97(10) 68(30) 43(48) 10(76) 2(84) 0(8)  BR: 58.1% (49.9% to 67.6%)

0 1 2 3 4 5 6 7 8
Years from randomisation

Overall survival probability

Overall survival for R-CHOP choice

== Ibrutinib plus rituximab == R-CHOP

ENRICH

1.00- 1.00
HR (95% CI): 0.64 (0.36 t0 1.13)

0.75- 0.75

0.50- 050

0.25- -0.25

000- ' . . . . . ' . -0.00

0 1 2 3 4 5 6 T 8
Years from randomisation

Number at risk (number censored)
5-year OS (95% Cl)

IR: 59.4% (46.9% to 75.3%)
RCHOP 53(0) 44(2) 30 4@ 26() 16(12) 8(17) 14 0@ R.CHOP: 46.3% (33.5% to 63.8%)

Ibrutinib plus rituximab 54 (0) 46(0) 45(0) 39(3) 30(8) 23(11) 15(18) 5(28) 1(32)

0 1 2 3 4 5 6 7 8
Years from randomisation




Results from the international randomized
controlled trial, Enrich (cont’d)

Grade 3-4 Adverse events ENRICH

N partic (% of safety p Ibrutinib plus rituximab, Bendamustine-rituximab, R-CHOP,
N=198 N=143 N=52

Total 125 (63.1%) 97 (67.8%) 36 (69.2%)
IAII Cardiac AEs 44 (22.2%) 7 (4.9%) 7 (13.5%) l
All bleeding AEs 10 (5.1%) 3(2.1%) 3 (5.8%)

Atrial Fibrillation 12 (6.1%) 1(0.7%) 0

Neutropenia 18 (9.1%) 27 (18.9%) 11 (21.2%)
Neutropenic sepsis 6 (3.0%) 2 (1.4%) 8(15.4%)

Corona virus infection 10 (5.1%) 10 (7.0%) 0

Grade 3 and 4 adverse events during induction treatment and maintenance
Safety population - patients who had at least one cycle of treatment

. E CH
Conclusions NRI

* This is the first randomised study to demonstrate an improved PFS for IR
versus immunochemotherapy in previously untreated MCL
* Primarily driven by improved PFS for IR versus RCHOP

* PFS for IR versus BR broadly similar, despite more COVID-19 PFS events
in IR arm

* Adverse event profile in keeping with known AE profile of ibrutinib
* Less haematological toxicity versus chemoimmunotherapy
* Earlier improvement in QOL scores in those treated with IR
* Subgroup analysis suggests IR has particular benefit in those with Ki67 <30%

* |brutinib-rituximab can be considered a standard of care in previously
untreated MCL
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Summary

—Enrich is the first trial to demonstrate equivalence of IR to
chemotherapy based treatment.

—However, again the design of the trials does not any longer reflect the
urge for time limited treatments

——2> Multidrug-combinations



The future: multidrug
combinations




Initial results of OASIS Il, a randomized Phase 2 trial

Flow-Chart

assessment EOI
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Safety set informative MRD set

Trodonart st Ibru/CD20 Ibru/CD20/Ven
N=51 N=50
Median age (years 65 66
41 (80.4%) 37 (74.0%)
N Ann Arbor stage
> 4(7.8%) 5 (10.0%)
\ 45 (88.2%) 44 (88.0%)
Ou|
14 (27.5%) 13 (26.0%)
Intermediate 22 (43.1%) 23 (46.0%)
High 15 (29.4%) 14 (28.0%)
Blastoid Variant 1(2.0%) 3(6.1%)
>30% of Ki67
positivity celis 12/35 (34.3%) 20/42 (47.6%)
<10% of P53 group
e 32142 (76.2%) 33/38 (86.8%)
Safety evaluation — Most frequent AE (n=101)
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Initial results of OASIS II, a randomized Phase 2 trial

(cont’d)

» MRD negativity rate
assessed by ddPCR
at the end of
induction (after C6)

» N=39in each arms

MRD Negativity at End of Induction (Primary Efficacy Endpoint) (n=39)

(C180%; 71.7- 89.7%)

(C180%; 42.4- 85%)

lbru/CD20/Ven

Treatment arm

29 (56.9%)
11 (21.6%)
40 (78.5%)
2 (3.9%)
1(2%)
8 (15.7%)

32 (64 %)
8 (16 %)
40 (80%)
0
0
10 (20%)

Ibru/CD20Ab | Ibru/CD20Ab/Ven | Total (n=101)
(n=51) (n=50)

(60.4%)
19 (18.8%)
80 (79,2%)
2 (2%)
1(1%)
18 (17.8%)
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BOVEN: Zanubrutinib/Obinutuzumab/Venetoclax in
TP53 mutated MCL

1 2 3 4 5 b 7 8 Q 10 11...

Obinutuzumab m t ' t t t Minimum of
24 cycles

Dosing:
Zanubrutinib 160 mg oral twice daily =~ Obinutuzumab 1000 mg IV Venetoclax 400mg oral daily
Cycle 1: day 1, 8, 15 5-week ramp-up: 1 week each of 20mg; 50mg;
Cycle 2-8: day 1 100mg; 200mg; 400 mg oral daily
CR and uMRD — Stop treatment

After 24 cycles, MRD-driven approach to limit
treatment duration in selected patients:

<CR and/or dMRD — Continue ZANU and VEN

Figure 1. S5tudy schema. Patients received obinutuzumab on C1 day 1, 8, and 15 and monthly on day 1 of C2 to C8. Patients received zanubrutinib (ZANU) at a dose of 160 mg
by mouth twice daily for 2 28-day cydes before the weekly dose escalation of venetodax (VEN) to a target dose of 400 mg/d began. ZANU and VEN were continued until
disease progression or intolerance. After 24 cycles, if patients were in complete response (CR) and had uMRD status, ZANU and VEN were discontinued. dMRD, detectable
MRD; uMRD, undetectable MRD: IV, intravenous.
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Phase 1b/2 study of venetoclax, ibrutinib, prednisone, obinutuzumab, and
lenalidomide (ViPOR) in relapsed/refractory and treatment-naive mantle cell
lymphoma: Preliminary analysis of safety, efficacy, and MRD

Aim
To investigate the potential for an all in
chemotherapy-free combination

Design
Single center, Phase 1/2

A Targeted Survival Pathways
__ CD20

B-cell

\](’ receptor
/ 1]

vah(l

A

TRTATRI

B Treatment and Follow-up

ViPOR
[ ]
Obinutuzumab ® @

Prednisonel m E E B B B

Ibrutinib

lenalidomide © ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢
Venetoclax i & & & & & & & & & & & &

1 23 456 7 8 91011121314~ 21
Days

Treatment Follow-up

ViPOR
6 cycles

TTTHTT?TTT TTT
tttt t ot T

t PET scans 1tCTscans 1ctDNAanalysis tGenomic analysis (WES, RNA-seq)
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ViPOR: Preliminary analysis of safety,
efficacy, and MRD (cont’d)

| v

Response Rate in Off Treatment at End-of-Therapy | | Change in Tumor Burden from Baseline by CT Quantitative and Qualitative MRD
Best Overall Response . x * ik * % ¥ * % 97% (36/37) had a calibrating rearrangement detected for MRD via Adaptive clonoSEQ (Sensitivity 1 x 10°6)
: i ' ‘ ‘ | ‘ | ‘ g 5 Venetoclax
2 -] oy P &
E 100% Sb/eo '§ - g L e.:eﬂ
; (1(::5) |zu/1$1 m PR g il | PR & CRbyPETEM § 1 ,,:‘:‘
acr < ! | - !
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VIiPOR: Preliminary analysis of safety,
efficacy, and MRD (cont’d)

| v

Survival Outcome in R/R vs TN MCL Time to Progression (TTP) in All MCL by Proliferation Time to Progression (TTP) in All High-Risk MCL
Time to Progression (TTP) Progression-free Survival (PFS) Ki-67 > 30% MCL3S Proliferation Signature Blastoid/Pleomorphic TP53 Aberration
e S 1 95% o0ty 95 0y | PP . 100% . 100 L_ 9126% 100% — 200yt W PP 100:% | Noneos 100 T 1
; 2% | v i 1 - g = Rt . — d L - . T e
im ’ e ?m H im 82%; " E'v : iw 79%§ Em -
i E i- i- i i-
Median (range) follow-up = 27.6 (3.1-57.5) mo. Median (range) follow-up = 27.6 (3.1-57.5) mo. Median (range) follow-up = 27.6 (3.1-57.5) mo.

?
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Summary

—Multi-drug combinations demonstrate high effiacy and acceptable
tolerability

—Even/especially in high risk populations they might be of great
potential to overcome intrinsic chemoresistance

—Time limited / risk & response tailored treatments can be of special
merit for patients = to be tested prospectively in upcoming trials



Ibrutinib induction and post induction

Bendamustin

Rituximab Rituximab maintenance

EMCL-elderly
2023: VIRAL —
Phase |l e . W N E—

® Ménchengladbach

@ Berlin
® Minden ® Brandenburg

@ Chemnitz Venetoclax

@ Koblenz

Ibrutinib induction and post induction

® Mainz
@ Trier

@ Homburg

@ Regensburg
® Mutlangen

® Ulm

® Miinche

Traunstein ®
@ Verona
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In competitive matches, the teams have faced each other 12 times:
Germany has won 2, Italy 4, and 6 matches ended in a draw.
(weltfussball.de)



https://www.weltfussball.de/teams/deutschland-team/italien-team/11/?utm_source=chatgpt.com

EUROPEAN

MCL

NETWORK

Thank you

B UNIVERSITATSmedizin.

German MAINZ
Lymphoma
Alliance Department of Haematology
and Medical Oncology
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