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R-CHOP Has Been the Standard
Initial Therapy for DLBCL for >20 Yr

* Long-term outcomes from randomized study of 399 previously untreated patients with DLBCL
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POLARIX: Polatuzumab Vedotin + R-CHP vs R-CHOP

5-year follow up

PFS in the global ITT population
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Time (months)
Patients remaining at risk
Pola-R-CHP 440 407 357 335 318 303 292 280 258 213 100 56 NE

R-CHOP 439 391 332 302 287 274 2858 251 240 192 95 54 NE

Tilly. ASH 2021. Abstr LBAL. Tilly. NEJM. 2022;386:351, Salles ASH2024.
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Chemoimmunotherapy backbone 1n clinical trails

RCHOP vs Pola RCHP



Glofit + R-CHOP and Glofit + Pola-R-CHP in 1L DLBCL

Glofit + R-CHOP and Glofit + Pola-R-CHP administration
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1. Topp MS, et al. Blood 2022;140:1775-7;
2. Dickinson MJ, et al. J Clin Oncol 2023:7549.




SKYGLO (NCT06047080) is a Phase lll, multicenter, randomized, open-label trial of Pola-R-CHP
with or without glofitamab in 1L LBCL.

Arm A: glofitamab + Pola-R-CHP
Pola-R-CHP C1-6 m

Previously untreated, Glofitamab* C2-8
CD20-positive LBCL

N=1130 (planned)

Study design

Patients aged 18-79 Arm B: Pola-R-CHP
yr with previously
untreated DLBCL and Pola-R-CHP C1-6 Rituximab C7-8 — LR
HGL/DHL;
IPl 2-5 [

] 21-day cycles

*Administered with step-up dosing. C, cycle.



Beyond RCHOP — RCHOP Backbone Dominates in RP3
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RCHOP vs Pola V-RCHP in ongoing studies

= RCHOP acceptable control arm
— Studies are complicated depending on region and Pola-V approval status

= Pola-V activity in ABC DLBCL could affect control arm PFS in studies
focusing on non-GCB/ABC subtypes
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Patient selection:

IPI and molecularly driven patient selection
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Probability of Progression-

Cell of Origin Subtypes in DLBCL — Over 25 Years in Making

free Survival (%)

Subgroup of Diffuse Large-B-Cell Lymphoma

P
0.25 0,50 1.00 200 4,00
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Probability of Overall

Survival (%)

Two major molecular subtypes:
Activated B-cell like (ABC)

* B-cell receptor driven
Germinal center B-cell like (GCB)
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Lenz etal. N Engl J Med 2008;359:2313-2323.



Improving on R-CHOP in DLBCL

R-CHOP +
esc rituximab?

COO driven Increase Substitute with

rituximab dlffersgt EDZO GOYA R-CHOP
B-R-CHOP? antibody + everolimus?®s

Bortezomib (B) R-CHOP
REMoDL-B

- 13,14
G.CHOPS R-CHOP14

+ enzastaurinl®

R-I-CHOP? X-R-CHOP - M LR R-CHOP
PHOENIX maintenance (M) + lenalidomide?

R2-CHOP* HDS7.89 R-CHOP +
m. ROBUST y rituximab M18

DA-EPOCH-R?0

bevacizumab® (X) chemotherapy " R_CHOfZ
Ry R-ABCVP + ASCT

#] novel agent Intensify

1. He. Cancer Med. 2021;10:7650. 2. Davies. Lancet Oncol. 2019;20:649. 3. Younes. ASH 2018. Abstr 784. 4. Vitolo. ICML 2019.

5. Seymour. Haematologica. 2014;99:1343. 6. Vitolo. JCO. 2017;35:3529. 7. Schmitz. Lancet Oncol. 2012;13:1250. 8. Cortelazzo. JCO.
2016;34:4015. 9. Chiappella. Lancet Oncol. 2017;18:1076. 10. Wilson. Blood. 2016;128:469. 11. Casasnovas. Blood. 2017;130:1315.

12. Stiff. NEJM. 2013;369:1681. 13. Delarue. Lancet Oncol. 2013;14:525. 14. Cunningham. Lancet. 2013;381:1817. 15. Witzig. Ann Oncol.
2018;29:707. 16. Crump. JCO. 2016;34:2484. 17. Thieblemont. JCO. 2017;35:2473. 18. Jaeger. Haematologica 2015;100:955.



EFS and OS in Patients < 60 Years

EFS (n = 342) lbrutinib + R-CHOP OS (n = 342)
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Patients at risk Patients at risk

Ibrutinib + R-CHOP 156 146 133 125 121 117 113 93 72 44 27 13 2 0 Ibrutinib + R-CHOP 156 151 145 142 138 137 134 125 96 62 39 18 3 0
Placebo + R-CHOP 186 177 148 137 132 127 120 104 78 52 24 16 3 0 Placebo + R-CHOP 186 181 173 161 153 148 145 130 101 70 38 21 5 0

Younes A et al. J Clin Oncol. 2019;37(15):1285-1295.



Ibrutinib plus RCHOP in Patients < 60 Years and MCD/N1

MCD DLBCL
1.0
S 08;
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ROBUST Trial: Geographical Distribution of
Cell of Origin in DLBCL
1
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Nowakowski. Haematologica. 2020;105:e72.



BTK inhibitors plus RCHOP approaches

= Younger patients

— Phase 3 study, <65 (now 70) yo, non-GCB : Acalabrutinib (A)R-CHOP vs RCHOP (Escalade)

Enroliment (N=600)
=250 sites in 23 countries

Arm A: Acala® + R-CHOP®
(n=300)

Arm B: Placebo® + R-CHOP
(n=300)
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ntral cell of origin (COO) testing entral laboratory confimation by gene expression profil

CNS prophylaxis and post-treatment RT allowed

= Deeper molecular profiling

— Phase 3 Orlelabrutinib plus RCHOP vs RCHOP in MCD subtype of DLBCL (Belive 01)
(NCT05234684) — stopped

— Guidance 2 — one of the arms



Integrated Genomic Analyses Identify Subgroups

Within and Distinct From Cell of Origin
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RCHOP vs RCHOP + Molecularly Selected X

Guidance-01

Newly Diagnosed DLBCL
+18-80 years - IP122

)

Treatment Procedure

B,

Tumor Biopsy

Gene Re-arrangement

Gene Mutation

NOTCH1 EZH2
B eravo sTATS
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£) TNFRSF14 TP53

N=128

B R-CHOP x 1 cydie

BCL2
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Complete Response Rate
100% R-CHOP-X 100%
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60%
40%
20%

P=<0.001
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Output
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® TP5I™

MCD-like

24

Progression-free Survival

HR 0.28 (95%Cl, 0.14-0.55)

36

i-
v

Secondary Endpoints

months.
48

Genetic Subtyping

—
(TP53W Id type)
L] MCD-I ke

R-GHOP + Ibrutinib
R-CHOP

R-CHOP ]

R-CHOP + Lenalidomide x5 cycles
R-CHOP

R-CHOP + Tucidinostat
R-CHOP

R-CHOP + Decitabine
R-CHOP

R-CHOP

Overall Survival

100% 4———_
10P-X

80%

60% &

40%

20%

P=0.001
o, |_HR0.23 (95%C1 0100500 montns

12 24 36 48

= ECOG-ACRIN working on
molecularly targeted design
with each arm independently
powered

= Major limitation feasibility of
molecular assessment

— Looking into liquid bx vs
tissue-based classifier

Zhang et al., 2023, Cancer Cell 41, 1705-1716



Ongoing multicenter trials: The GUIDANCE-02 study

GUIDANCE-02 (NCT05351346)

Primary endpoint: PFS

Secondary endpoint: CRR, ORR, OS, AEs

Untreated DLBCL
Age 18-80

- |IPI 2-5 or
1 with bulky

=9 R-CHOPx1

Stratified by -

genetic subtypes

MCD & BN2
& N1 '~ R-CHOP+orelabrutinib x 5
L1R \ R-CHOP X 5
EZB & ST2
&NOS | R-CHOP+lenalidomide x 5
LIR N R-CHOP x 5
TP53mut A R-CHOP+decitabine X 5
1:1R N\

R-CHOP % 5

Thanks to Peng P and Zhao WL\



Beyond RCHOP - Subtype Driven vs Agnhostic

RCHOP+RMant
R-CHOP + ASCT
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Beyond RCHOP — IPI

2002: R-CHOP superior 2023: Pola-R-CHP
to CHOPT superior to R-CHOP¥
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CC-220-DLBCL-001

High Risk Low IPI in Golcadomide plus RCHOP vs RCHOP Trial

GOLSEEK-1 trial design
Key eligibility criteria Primary endpoint

* Previously untreated LBCL . * PFS by investigator
(WHO 2022 classification?) mmmmmg Golcadomide (0.4 mg) + R-CHOP (6 cycles)
« IPI1-2 HR or 3-5 Key secondary endpoints

» 0S

» Age 18-80

. EigG fyealrs 0-2 a » EFS by investigator
per orr’pance e - Stratification factors —> Placebo + R-CHOP (6 cycles) « CMR by IRAC

* Measurable disease per « IPl1-2 HR and 3 vs 4.5 UMRD o BT

Lugano response criteria + Bulky disease > 7 cm vs < 7 cm

Vassilakopoulos T, Nowakowski GS. EHA Abstract PB3076.
LEO EFS by IPI group?

100

The presence of bulky disease 80

and/or very high LDH defines a

high-risk subset of IPI 1-2 for 60
eligibility in clinical trials of e
newly diagnosed aggressive B- = 40

cell lymphoma.

20

0 T T T T T
0 12 24 36 48
Patients at risk Time (months)
Low-risk IPI 1-2 375 337 296
High-risk IPI 1-2 391 288 251 213 155

Maurer MJ et al, Blood 2023;142(suppl 1):4512-4514 P13 49 66 313 240 184
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Dose optimization in front like studies — totality of evidence or
gut feeling

Project Optimus

'eforming the dose optimization and dose selection paradigm in oncology

f Share X Post in Linkedin % Email =& Print




CC-220-DLBCL-001

Golcadomide as a potential first-in-class oral CELMoD™ agent for NHL

Mechanism of action’ Allosteric regulation of cereblon'

|karos/ Proteasome
Aiolos Inactive/open cereblon Active/closed cereblon
No lkaros/Aiolos bound lkaros/Aiolos bound

lkaros/

Aiolos i

80 Lenalidomid 20

e

o ° Degradation

° 0
of lkaros and
o °° Aiolos (3 Golcadomide 1 60
DDB1 ROC1 (y (y
CUL4 E3 ligase complex
o o (2 * Recent cryo-EM data indicate that the cereblon complex has
* Golcadomide binds directly to the CRL4™®Y E3 | cell both an open, inactive state and a closed, active state’
ubiquitin ligase substrate receptor cereblon
and induces the selective recruitment and Tumor cell intrinsic « Due to the unique binding modes of golcadomide, it is significantly
ubiquitination of target proteins lkaros and * Apoptosis .. . . ..
Afolos, 2 key regulators of lymphoid 3 Proliferation more efficient than lenalidomide at driving the closed
development and differentiation O conformation, leading to deeper and more rapid degradation of
« This leads to proteasome degradation, thus  Immune stimulation lkaros/Aiolos
exerting direct cytotoxic and # Cytokine production

. 1+ Immune cell activation
immunomodulatory effects

CELMoD, cereblon E3 ligase modulator; CRBN, cereblon; CRL4REN CRL4 E3 ubiquitin ligase complex; CUL, cullin; cryo-EM, cryo-electron microscopy; DDB, DNA damage-binding protein; GOLCA,
golcadomide; ROC, regulator of cullins; Ub, ubiquitin.

1. Bristol Myers Squibb. Data on file - study report 06C74. 26



Example of small molecule optimization — Golcadomide

(CC282)

Key eligibility criteria

Age > 18 years
Diagnosis of a-BCL

Measurable lesion
> 1.5 cm (CT/MRI)

Previously untreated
ECOG PS 0-2

IPI score

e Part 1: 0-5

e Part2:2-5

Primary endpoints

« Part 2: Safety and tolerability

Secondary efficacy endpoints
« Best ORR, CMRR, DOR,

a-BCL defined according to World Health Organization 2016 classification, including: DLBCL, high-grade B-cell lymphoma with MYC and BCL2 and/or BCL6 rearrangements, primary mediastinal BCL,
primary cutaneous DLBCL-leg type, ALK-positive large BCL, EBV-positive DLBCL, and grade 3b FL.

*Randomization for the purpose of dose optimization; *The safety review committee may reconsider the RP2D in regard to emergent AEs experienced from cycle 1 day 1 through completion of cycle 6.

Part 1: MTD, RP2D

at RP2D

PFS, 05

Dose escalation (Part 1)

GOLCA + R-CHOP-21

(n=78)

GOLCA dose levels
DL-1: 0.2 mg days 1-7
DL1: 0.4 mg days 1-7
DL2: 0.4 mg days 1-10

Dose expansion (Part 2)

GOLCA + R-CHOP-21 at RP2D-1

»|  GOLCA + R-CHOP-21 at RP2D*

a-BCL, aggressive B-cell lymphoma; AE, adverse event; ALK, anaplastic lymphoma kinase; BCL, B-cell lymphoma; CMRR, complete metabolic response rate; DL, dose level; DOR, duration
of response; EBY, Epstein-Barr virus; FL, follicular lymphema; MTD, maximum tolerated dose; ORR, overall response rate; OS, overall survival; R, randomization; R-CHOP-21, rituximab,
cyclophosphamide, doxorubicin, vincristine, and prednisone in 21-day cycles; RP2D, recommended phase 2 dose; RP2D-1, 1 step below recommended phase 2 dose.

S0 HPD M Missing data

ORR,** 100% ORR,"* B4.5%

W CMR

z ORR,** 78.8% ORR,** B7.9%
5 100+
§ 90
]
T 80+
Z 7o 21
5 ¥

(63.6%)
T 60
5
5 504
2 304 5 1
& (15:2%) - —(3.0)
= 20 4
$ w0
§ 104
g (18.2%)
2 0
§ A1 DL1®

(0.2 mg days 1-7) (0.4 mg days 1-7)
(n=33) (n=33)

Median relative dose intensity, %

Cyclophosphamide

Overall’
N=71)

DL2
(0.4 mg days 1-10)
(n=5)

Doxorubicin Vincristine

Proportion of patients with relative
dose intensity 2 85%, n (%)

32 (91.4)

31(83.8)

32 (91.4)

33(89.2) | 31(88.6) | 35(94.6) | 23(65.7) | 32(86.5)

Westin, SOHO 2024



Golcadomide (CC282) plus RCHOP vs RCHOP in Newly Diagnosed LBCL

GOLSEEK-1 trial design
Key eligibility criteria Primary endpoint

* Previously untreated LBCL . * PFS by investigator
(WHO 2022 classification?) mmmmmg Golcadomide (0.4 mg) + R-CHOP (6 cycles)
« IPI1-2 HR or 3-5 Key secondary endpoints

» 0S

» Age 18-80

. EigG fyealrs 0-2 a » EFS by investigator
per orr’pance e - Stratification factors —> Placebo + R-CHOP (6 cycles) « CMR by IRAC

* Measurable disease per « IPl1-2 HR and 3 vs 4.5 UMRD o BT

Lugano response criteria + Bulky disease > 7 cm vs < 7 cm

Vassilakopoulos T, Nowakowski GS. EHA Abstract PB3076.
LEO EFS by IPI group?

100

The presence of bulky disease 80

and/or very high LDH defines a

high-risk subset of IPI 1-2 for 60
eligibility in clinical trials of e
newly diagnosed aggressive B- = 40

cell lymphoma.

20

0 T T T T T
0 12 24 36 48
Patients at risk Time (months)
Low-risk IPI 1-2 375 337 296
High-risk IPI 1-2 391 288 251 213 155

Maurer MJ et al, Blood 2023;142(suppl 1):4512-4514 P13 49 66 313 240 184
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Results of Randomized Studies of Lenalidomide Plus RCHOP
(R2CHOP) vs. RCHOP

Robust
1.0 A A B
é‘ 1.00 - Treatment 1.00 4 Treatment
= A =+ R2CHOP s —+ R2CHOP
> 0.8 A1 = \ - RCHOP = iy -+ RCHOP
=) = T
E R2.CHOP 8- 0.75 - g 0.75 B S
w 0.6 - S [ """':
0 E o b
I B L P l... r;mCHo'P" ) s =
acebo J = a
a 04 > 0.50 g 080
id b a
e g =
0.2 4 R2-CHOP v Placebo/R-CHOP ‘» 0.25 4 o 0.25 4
HR (95% CI) = 0.85 (0.63 to 1.14) @ 3
P=.29 S
T T T T T T T T i
0 6 12 18 24 30 36 42 48 0 1 2 3 4 5 0 1 2 3 4 5 6
Time (months) Years Years
. Number at risk Number at risk
Number at Risk R2CHOP 145 113 85 46 7 0 R2CHOP 145 129 116 95 55 21 0
R2-CHOP 285 221 178 162 119 57 10 0 RCHOP 135 95 80 a2 7 1 RCHOP 135 116 104 81 a4 19
Placebo/R-CHOP 285 229 187 173 111 55 10 3 0

Nowakowski GS et al. J Clin Oncol. 2021Feb23;JC02001366.
Nowakowski GS et al. J Clin Oncol. 2021 Feb 8:JC02001375



Example of Doublet Optimization: First-MIND Trial — RCHOP/R2CHOP (E1412 Dose)

Plus Tafasitamab

[ Safety Run-in Phase | [ MainPhase |

n=33 Arm A: 12 patients .
Tafasitamab Safety confirmed? [ —| +18patients |—
- ||
R-CHOP I

Newly diagnosed | _ /R Safety
DLBCL 11 Review

Arm B: l
Tafasitamab

+
Lenalidomide[ | 12 patients
Safety confirmed?| — —| +18patients |—

_ +
n=33 | rcrop

End of Study

« Neutropenia and thrombocytopenia more common in
arm B but no increase in neutropenic fever/infections

« Discontinuations due to AEs rare and not different
average relative dose intensity of R-CHOP

« ORR at EOT was 75.8% (arm a) vs 81.8% (arm B)

Nowakowski et al. ASH 2022, Beleda et al.. Blood 2023.

Figure 1: Grade >3 TEAEs by system organ class and toxicity grade

Arm A: Tafasitamab + R-CHOP
Blood and lymphatic system disorders -

Gastrointestinal disorders

Nervous system disorders

Generat discrders and adminis

Infections a
Respiratory, tharacic, and mediast

Metabolism and nutrition disorders |
Muskuloskeletal and connective tissue disorders
Investigations

Cardiac disorders

Psychiatric disorders

Skin and subcutaneous tissue disorders

Vascular disorders -

Body system organ class

Injury, poisoning, and procedural complications -}

Neapasms benign, malignant and unspecified (incl cysts and polyps)
Renal and urinary disorders

Ear and labyrinth disorders

Inemune system disorders

Reproductive system and breast disorders

Endocrine disorders

Eye disorders |

Product issves |

Arm B: Tafasitamab + Lenalidomide + R-CHOP

Biood and lymphatic system disorders |
Gastrointestinal disorders -

Respiratory, thoracic, and mediastinal disorders -
Metabolism and nutrition disorders |
Muskuloskeletal and connective tissue dfsorders

Investi

Cardiac dsorders
Psychiatric disorders -

Skin and subcutaneous tissue disorders
Vascular disorders

Injury; poisaning, and procedural complications

Body system organ class

Neapasms benign, malignant and unspecified (incl cysts and polyps)
Renal and urinary disorders -

Ear and labyrinth disorders |

Inamune system disorders

Reproductive system and breast disorders

Endocrine disorders

Eye disorcers |

Product issues -

5

15 20 25 0 3
Number of adverse events

o 5 2

5

0 15 220 25 W0 3B
Number of adverse events

o &5 0



Front-MIND Newly Diagnosed DLBCL

Stratification: IPI 3/aalPl 2 vs
IPI 4-5/aalPI 3, region

|

* Previously untreated
DLBCL and HGBL

* Aged 218-80y

* [Pl 3-5 + aalPI 2-3

* ECOG PS 3-5

* Candidate for
R-CHOP

NCT04824092

Screening

Phase 3 Trial

Experimental Arm
Tafa 12 mg/kg d 1, 8, and 15 of each cycle +
Len 25 mg/d (d1-d10) +
R-CHOP x 6 cycles
Q21D (n = 440)

Control Arm
Tafa placebo d 1, 8, and 15 of each cycle +
Len placebo (d1-d10) +
R-CHOP x 6 cycles
Q21D (n = 440)

End of Treatment

Follow-up

End of Study




Time from Diagnosis to Therapy and Outcome in
DLBCL

Figure 1a) Mayo/lowa SPORE Figure 3a) MER EFS by DTI
DTI Distribution
g = =
3 - L
= — 3 \\:w\
2 :
g ] $ =
& 1 '
g 5 )
i 1
'
|
;
2 - 3 patients w/ DTI > 100 days not shown 8 E
- :
s 7 |
'
& 0 0 0 s R 1 Y g
r T T T T 1 r T t T T T T T T T 1
0 20 40 60 80 100 0 12 24 36 48 60 72 84 96 108 120
Diagnosis to Treatment Initiation (Days) Months from Treatment Initiation

Maurer & Nowakowski J Clin Oncol. 2018 Jun 1;36(16):1603-1610.



Epcoritamab in Combination With R-CHOP vs R-CHOP in Newly Diagnosed DLBCL

Epcoritamab for up to 8 cycles in total?

Patients with Arm A
new'y diagnosed N=600 R-CHOP x 6 Cycles

DLBCL

Epcoritamab x 2

I E i |
l pcoritamab x 6 cycles cycles Post- Suvival
Screening g Follow-ups Follow-up?

" Follow-up®
28 days QC_TIObpts P
wi " ¢ Rituximab for up to 8 cycles in total
recruited
IPI 2 or more, IPI12 E—
capped at 30% Arm B R-CHOP x 6 cycles R x 2 cycles
N=300
Dosing Schedule
/ Subcutaneous epcoritamab
IV: R-CHOP 1 2 3 4 5 6 T 8
A A i A A A A | Step-up dosin,
Q IV: Rituximab f T T T T T T T ) PP 9
Week 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 A > . .
rm A: Epcoritamab dosing

schedule

R-CHOP? + epcoritamab (6 cycles) Cycle 1, day 1: priming dose

joliowadibyepcortaman Cycle 1, day 8: intermediate

monotherapy (2 cycles) PRLLPPPLLLLLS 2 2 2 e
Cycle 1, day 15: full dose
Cycles 2-4, Q1W: full dose

R-CHOP? (6 cycles) followed by Q G Cycles 5-8, Q3W: full dose

rituximab monotherapy® (2 cycles) .

NCT05578976, Sehn et al. TiP ASCO 2023



OLYMPIA-3: Odronextamab + CHOP in 1L DLBCL

Part 1 — Safety Lead-in

Part 1A: Dose Escalation (N = Up to 24 pati

Part 1B: Dose Optimization (N = 40 patients)

DLBCL
Previously
untreated, with
high-risk

features, M Sel - Proceed, H
B bz | foPart 18| Untreated,

| Select with high-
DLBCL DL orDL2 risk features

Relapsed/
refractory

—

Follow up EOS

|

—

—

from Part 1A and Part 1B will be considered to select dose and regimen

to Part 2

Follow up

Randomization ]

Proceed Part 2 - RCT

|l
Safety, preliminary efficacy and immune biomarker (including immune cell count and phenotype and serum cytokines) data

CHOP treatment starts on Cycle 1 Day 1
Odronextamab treatment begins on Cycle 1 Day 8;
Ph3 Randomization Stratified by:

* Age (<65 vs >=65)

* Pl Score (2vs 3vs 4tob)
Primary endpoint: PFS by ICR
Secondary endpoint: EFS,CR by ICR

Primary endpoint: DLT and incidence TEAEs.
Secondary endpoint: Efficacy: BOR, CR,DOR




Beyond RCHOP — Subtype Driven vs Agnostic

2002: R-CHOP superior 2023: Pola-R-CHP
to CHOPT superior to R-CHOP¥

Acrop [N SN 569 paserts

RCHOP+RMant 632 patients

GELALNH.985
NCT00003150
NCT00004031
NCTO01148446
NCT00144755
NO016185981
NCT00355199
NCT00118209
NCT00332202
NCT00400478
NCT00486759
NCT00790036
NCT01122472 .

o +ascr [ 55 e
Aminceor [ 22¢ pationts
ey ——— e —
+ Rcrop-14 [ 1080 patents
o +ascr R s iove
paerocrn [ 52 paterts
R.CHOP + Enzadfaurin Maintonanco [N 75 paionts
108+ i i, [
IRCHOP + Bovacizumab I 757 potiorts
FLCHOP + Everolimus Maintonance [N 72 patients
R-GHOP + Lenalidomide Maintenance NN 650 patients

R R.CHOP + Bortozomio [N 1132 patents NCT01324596
e cotor [N 1418 patorts NCTO1287741
R.CHOP + Zovalin [ 8! petionts NCTO1510184
Rechomo vs G-chemo [N 670 paverts NCTO1659099
RcHOP + torutint> [ 535 paiions NCTO1855750
5020 R.CHOP + Lenalidomide X NCTO02285062
Polatuzumab + R-CHP 879 patients NCT03274492
T T T T T 1
1995 2000 2005 2010 2015 2020 2025

°

Year s @@ \@@
Cumulative Patients
Enrolled in Ph3 RCTs

R-CHOP + Tafa Len _ 880 patients

S ——
R-CHOP+ Epco _ 900 patients
pola-r-chpe clofi [ 1100 potients

RCHOP + Multiple _ 750 patients, China
RCHOP/EPOCH + Axicel _ 300 patients
RCHOP+ Gloca (CC282) _ 900 patients
Odro plus CHOP _ 840 patients
Zilovertamab vedotin R-CHP | NNNJJJB 1086 patients

22,000
B Bispecific antibody



Axicabtagene Ciloleucel vs CIT as First-line Treatment in Participants With High-risk Large B-
cell Lymphoma (ZUMA-23)

High-Risk LBCL
N=300

Key Eligibility:
* Age =18 years

« DLBCL-NOS,
HGBL, or
transformed FL or
MZL

« |Pl score 24

Stratification:
« HGBL (yes vs no)

« Tumor bulk (present
[21 lesion 27.5 cm]
vs absent)

« ECOG PS (0-1 vs 2)

1 Cycle of R-Chemotherapy

NCT05605899

1:1 Randomization

Leukapheresis

and
bridging
therapy

Axi-Cel

Lymphodepleting
chemotherapy?

+

Axi-cel (2x10°
CART cells/kg)®

Standard-of-Care Therapy

Investigator-selected:
R-CHOP or DA-EPOCH-R

(5 cycles)

Optional additional rituximab
(2 cycles)®

Post-treatment Follow-Up

Long-Term Follow-Up

Primary Endpoint

» EFS (central
assessment)®

Key Secondary
Endpoint

* PFS (central
assessment)®

« 0S

Other Secondary
Endpoints

* CR rate (central
assessment)®

* PFS (investigator
assessment)®

» Safety

* PRO QoL
assessments



Beyond RCHOP — Subtype Driven vs Agnostic

2002: R-CHOP superior 2023: Pola-R-CHP'

to CHOPT superior to R-CHOP¥

Rion [N 0 e

RCHOP+AMart 632 patients

ey -
Aminiceor [ 224 pasonts
e iy ——— e —
+ Rcrop-14 [ 1080 patents
o +ascr R s iove
paerocrn [ 52 paterts
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50 e o R e
IRCHOP + Bovacizumab I 757 potiorts
FLCHOP + Everolimus Maintenance I -2 patients
R-GHOP + Lenalidomide Maintsnance | 50 patients
R.CHOP + Bortozomio [N 1132 patents
cotor [N 1418 patorts
R-CHOP + Zovaiin. [ 8! pationts
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e + s I rvve

:
.. o+ Lartiorsio I 57 s
Polatuzumab + R-CHP 879 patients

T T T 1
1995 2000 2005 2010 2015 2020 2025

Year

R-CHOP + Tafa Len
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NCT00003150
NCT00004031
NCTO01148446
NCT00144755
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NCT01324596
NCT01287741
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NCT02285062
NCT03274492

o 48
& & &
Cumulative Patients
Enrolled in Ph3 RCTs

880 patients

RcHoPr Acola I 600 patents
R-CHOP+ Epco _ 900 patients
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RCHOP + Multiple

I 750 patents, crina

rerop/epoc + axicel NN 300 patients

RCHOP+ Gloca (CC282)

Odro plus CHOP

N 500 patients
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Zilovertamab vedotin R-CHP | 1086 patients

5 phase 3 studies in development...I know about

B Ongoing

30,000



Beyond RCHOP — Subtype Driven vs Agnostic

2002: R-CHOP superior 2023: Pola-R-CHP'
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Cumulative Patients

Enrolled in Ph3 RCTs
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RcHoPr Acola I 600 patents
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I <00 patients

RCHOP+ Gloca (CC282)

Odro plus CHOP

Zilovertamab vedotin R-CHP

300 patients

Likely several
positive

1086 patients

5 phase 3 studies in development...I know about 30,000

B Ongoing



How do we choose if multiple trials positive

* OS advantage

* Degree of PFS advantage

 Early separation of PFS curves e.i. reduction in primary progressive and
refractory disease

* Higher rate of MRD negativity
* If no OS but PFS in subset — may consider for subset

* Complexity/cost/logistics



Impact of primary progressive disease on OS

+ Relapse 6-12 months

1.00 4
- Relapse 3-6 months
= Relapse within 3 months
+ EOT PR
F 0.75 4 \. ... = Primary progressive disease (PPD)
S 050 TR - -
e
g B
0.25 4 L
0.00 4 P<-0001
L} LS Ll L) L) Ll
0 12 24 36 48 60
Months from first refapse
Number at nsk
3-6 Months 44 32 22 15 El 2
Withn 3 Months 21 15 kel 6 4 2
I Pl ]
PPD 145 62 41 27 15 6

Bock et al. Blood Adv 2024

PFS in the global ITT population

100- — Pola-R-CHP (n=440)
— R-CHOP (n=439)
804 + Censored
9 60
"
w
* 401 Event-ree rate, % | Primary analysis
(95% C) ' at2years* 3-year update' | 5-year update*
204 PolaRCHP 767 (72.7-80.8) | 71.8(67.1-76.5) | 64.9 (59.8-70.0)
R-CHOP 70.2 (65.8-74.6) | 64.1(59.1-69.1) | 59.1 (54.0-64.3)
oL AR (5% C) 0.73(0.57-0.95) | 0.76 (0.60-0.97) | 0.7 (0.62-0.97)
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
Patients remaining at risk
Pola-R-CHP 440 407 357 335 318 303 292 280 268 213 100 56 NE
R-CHOP 439 391 332 302 287 274 288 251 240 192 95 54 NE

Tilly. ASH 2021. Abstr LBAL. Tilly. NEJM. 2022;386:351, Salles ASH2024.



COO and Benefit of Polatuzumab Vedotin

D Cell of Origin and Benefit of Polatuzumab Vedotin in DLBCL

HR for Disease Progression, HR for Death
Relapse, or Death (95% Cl) (95% Cl)
GO29365 trial
Overall —a— —e—
GCB
ABC —— —a——
POLARIX trial
Overall o4 g
GCB
ABC —e— —_—
Combined trials
Overall Difference o Difference i
by factor of by factor of
GCB  38inHR; 5.0 in HR; ,
ABC P<0.001 —— P<0.001 ——
01 03 10 30 701 03 10 30

Figure 1. Kaplan—Meier Estimates of Investigator-Assessed PFS* by COO Subgroup.

ABC GCB

1.00

£ 075

K]

@

K]

& 0504 — Pola-R-CHP

] — R-CHOP

% + Censored

3 025 2-year PFS:

@ Pola-R-CHP: 85% (85% CI- 78-92)
R-CHOP: 56% (85% CI: 48-66)
HR: 0.34 {95% CI: 0.21-0.56)

000 T T T T T T T 1
0 6 12_18 24 30 36 42 48
No. at risk Time (months)

Pola-R-CHF 106 100 94 61 8 70 26 14 0
R-CHOP 129 115 90 75 68 56 23 17 O

— Pola-R-CHP
— R-CHOP
+ Censored

Survival probability

2-year PFS:

Pola-R-CHP: 75% (95% CI: 68-81)
R-CHOP: 77% (95% CI: 71-84)
HR: 1.03 {95% Cl: 0.69-1.53)
0 6 12 18 24 30 36 42
Time (months)

187 171 148 135 127 95 45 3
170 150 132 124 120 88 43 2

No. at risk
Pola-R-CHP
R-CHOP

No. at risk
Pola-R-CHP

R-CHOP

Unclassified

£
3
2
£ ps0d —Pola-R-CHP
= —R-CHOP
] + Censored
t
@ 0.25- 2year PFS:
Pola-R-CHP: 74% (95% CI: 62-88)
R-CHOP: B7% (95% CI: 78-96)
HR: 1.92 (95% CI: 0.82-4.51)
T T T
0 6 12 18 24 30 36 42 48
Time (months)
44 41 34 32 29 2 12 5 0
53 52 48 44 43 37 W0 7 2

*Investigator-assessed disease progression and disease relapse or death from any cause were counted as events. Tick marks

indicate censored data.

ABC, activated B cell; Cl confidence interval; COO, cell of origin; GCB, germinal center B cell; HR, hazard ratio;

PFS, progression-free survival.

Palmer, A. N Engl J Med 2023; 389:764-766; Morchhauser et al ASH2023



Conclusions

RCHOP remains a valid control arm and a valid backbone
Pola RCHP alternative
Optimization important

Most trails focus on high-risk patients:
* |PI
* Short time from dx to rx
* High molecular risk

Molecularly driven or MRD driven trials difficult — lack of companion diagnostics; prolongs
time to rx
* Best option might be targeting MRD positive patients at the end of therapy

Chemo free interesting but might be challenging as randomized study
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