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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

e Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for

discussion. We will aim to address as many questions as possible during the
program.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.




Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based program.
An email will be sent to all attendees
when the activity is available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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Agenda

MODULE 1: Selection and Sequencing of Available Therapies for Diffuse
Large B-Cell Lymphoma — Dr Flowers

MODULE 2: Evolving Management Paradigm for Mantle Cell Lymphoma
— Dr Phillips

MODULE 3: Integration of Novel Therapies into the Management of
Follicular Lymphoma — Dr LaCasce

MODULE 4: Integrating Bispecific Antibodies into the Management of
NHL — Dr Brody

MODULE 5: Current Role of CAR T-Cell Therapy in Various Non-Hodgkin
Lymphoma (NHL) Subtypes — Dr Abramson
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Advances |n Treatment of
. _ Diffuse Large B-Cell Lymphoma

THE UNIVERSITY OF TEXAS

Christopher Flowers, MD, MS, FASCO  MD Anderson

Division Head Division of Cancer Medicine CancerCenter
Chair, Professor ~ Department of Lymphoma/Myeloma  Making Cancer History




B-cell receptor

: ‘\‘\ - 3
. Polatuzumab *
vedotin

Patients

Previously untreated DLBCL
Age 18-80 years

IPI 2-5

ECOG PS 0-2

Stratification factors

IPI score (2 vs 3-5)
Bulky disease (<7.5 vs 27.5cm)

Geographic region

(Western Europe, US, Canada,
& Australia vs Asia vs rest

of world)

The NEW ENGLAND JOURNAL of MEDICINE

POLARIX: 1L DLBCL Phase 3

Pola-R-CHP

Polatuzumab vedotin (1.8mg/kg)* +
R-CHP + vincristine placebo

Cycles 1-6
(1 cycle=21 days)

R-CHOP? +
polatuzumab vedotin placebo

Polatuzumab Vedotin in Previously
Untreated Diffuse Large B-Cell Lymphoma

H. Tilly, F. Morschhauser, L.H. Sehn, J.W. Friedberg, M. Trnény, J.P. Sharman,
C. Herbaux, J.M. Burke, M. Matasar, S. Rai, K. Izutsu, N. Mehta-Shah, L. Oberic,
A. Chauchet, W. Jurczak, Y. Song, R. Greil, L. Mykhalska, ].M. Bergua-Burgués,
M.C. Cheung, A. Pinto, H.-J. Shin, G. Hapgood, E. Munhoz, P. Abrisqueta,
J.-P. Gau, ). Hirata, Y. Jiang, M. Yan, C. Lee, C.R. Flowers, and G. Salles

Primary endpoint

Progression-free survival
(Investigator-assessed)

Secondary endpoints

+ Event-free survival

+ Complete response rate
Rituximab at end of treatment
375mg/m? (PET/CT, IRC-assessed)

» Disease-free survival

* Overall survival

Cycles 7 & 8
ycles Safety endpoints

Incidence, nature, and
severity of adverse events

Tilly et al. NEJM 2022



Primary endpoint: Progression-free survival
Pola-R-CHP significantly improved PFS vs R-CHOP

100 = — Pola-R-CHP (N=440)
— R-CHOP (N=439)
4+ Censored
80 =
— 60 = ——
S
(2]
LL
A 40 -
20 =
0 | | | | | | |
0 6 12 18 24 30 36 42
No. of patients at risk Time (months)
Pola-R-CHP 440 404 353 327 246 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE

HR 0.73 (P=0.02)

95% CI: 0.57, 0.95

* Pola-R-CHP demonstrated a 27%

reduction in the relative risk of
disease progression, relapse,
or death vs R-CHOP

e 24-month PFS:

76.7% with Pola-R-CHP vs 70.2%
with R-CHOP (A=6.5%)

Tilly et al. NEJM 2022



Five-year analysis of the POLARIX study

Gilles Salles, Franck Morschhauser, Laurie H. Sehn, Alex F. Herrera, Jonathan W. Friedberg, Marek Trnény, Georg Lenz,
Jeff P. Sharman, Charles Herbaux, John M. Burke, Matthew Matasar, Graham P. Collins, Yugin Song, Antonio Pinto,
Shinya Rai, Koji Izutsu, Calvin Lee, Saibah Chohan, Matthew Sugidono, Yanwen Jiang, Connie Lee Batlevi, Mark Yan,

Jamie Hirata, Hervé Tilly, Christopher R. Flowers

PFS in the global ITT

population

— Pola-R-CHP (n=440)
— R-CHOP (n=439)
+ Censored

80-
g ol %
(/2]
L
* 40+ Event-free rate, % Primary analysis
- s /0 R T _ s
(95% CI) at 2 years* 3-year update 5-year update
204 Pola-R-CHP 76.7 (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)
0 HR (95% ClI) 0.73 (0.57-0.95) | 0.76 (0.60-0.97) | 0.77 (0.62-0.97)
1 1 1 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72

Patients remaining at risk

Pola-R-CHP 440 407 357 335 318 303 292 280
R-CHOP 439 391 332 302 287 274 258 251

Time (months)

258 213 100 56 NE
240 192 95 54 NE

At the 5-year follow up, Pola-R-CHP had a sustained and significant PFS benefit,

confirming results from the primary analysis of PFS at 2 years of follow up (HR 0.73)."

=MD Anderson | Department of Lymphoma/Myeloma

Presented at the 66th ASH Annual Meeting | December 7-10, 2024



Safety summary
Safety profiles were similar with Pola-R-CHP and R-CHOP

Pola-R-CHP  R-CHOP Common adverse events
(N=435) (N=438)
Peripheral neuropathy* = | | Grade
Any-grade adverse events 426 (97.9)  431(98.4) Nausea | | 1
Diarrhea = | ] 2
Neutropenia = I <] N |
Grade 3—4 251 (57.7) 252 (57.5) Anemia o o 0 AWM W
Constipation = | |
Grade 5 13 (3.0) 10 (2.3) Fatigue = | ]
Alopecia = |
Serious adverse events 148 (34.0) 134 (30.6) Decreased appetite = | |
Pyrexia = |
Adverse events leading to: Vomiting = | |
Febrile neutropenia = -.
Discontinuation of any Cough -+
e 27 (6.2) 29 (6.6) Headache | |
Polat b dotin / Decreased weight = | |
oraizumab VEdotin 19 (4.4) 22 (5.0) Asthenia
vincristine . [ |
Dysgeusia =
Dose reduction of any r T ' ' v ' ' ' '
40 (9.2) o7 (13.0) -100 -75 -50 -25 0 25 50 75 100
study drug Frequency (%)

ITT population. Data cut-off: June 28, 2021; median 28.2 months’ follow-up. .
Cl, confidence interval; HR, hazard ratio; NE, not evaluable; PFS, progression-free survival. Tllly et al. NEJM 2022



Polatuzumab Vedotin Efficacy in DLBCL Subtypes by COO

Cell of Origin and Benefit of Polatuzumab Vedotin in DLBCL

HR for Disease Progression, HR for Death
Relapse, or Death (95% Cl) (95% CI)
G0O29365 trial
Overall —o—i —o—
GCB
ABC —— L
POLARIX trial
Overall o
ce T
ABC —— O
Combined tri[z:)l!zF S
| Difference ifference
e by factor of e by factor of s
GCB  38inHR; 5.0 in HR;————__,
ABC P<0.001 = P<0.001 ——
T T T T TTT0 T T T T T TTT0 T
0.1 03 1.0 3.0 01, 03 1.0 3.

Palmer et al. NEJM 2023

Pola-R-CHP R-CHOP
(N=440) (N=439)
Total 2-year Hazard 95% Wald Pola-R-CHP R-CHOP

Baseline Risk Factors N n Rate n Cl Better Better
Age group

<60 271 140 741 131 09 (06 to 1-5) —a—

>60 608 300 779 308 07 (05 to 0-9) g =l
Sex

Male 473 239 759 234 07 (0:5 to 0:9) ——

Female 406 201 777 205 09 (0:6 to 1-4)
ECOG PS

0-1 737 374 784 363 08 (06 to 1-0) —il—

2 141 66 672 75 08 (0-5t0 1-4) a1
IPI score

IPI 2 334 167 793 167 10 (0610 16) ——

IPI 3-5 545 273 752 272 07 (0:5 to 0-9) ——
Bulky disease

Absent 494 247 827 247 06 (0-4 to 0-8) —a—

Present 385 193 690 192 1-0 (07 to 1-5) ——
Geographic region

Western Europe, United States, 603 302 786 301 (06 to 1+1) —

Canada, and Australia

Asia 160 81 743 79 (0-4 to 1-5) —a—H

Rest of world 116 57 708 59 (06 to 1:5) a1
Ann Arbor stage

- 99 47 891 52 06  (02t018) - ‘

1 232 124 807 108 0-8 (0-5t0 1-3) a1

IV 548 269 726 279 08 (06 to 1-1) —8—
Baseline LDH

<ULN 300 146 789 154 08 (0:5t0 1:3) ===

>ULN 575 291 754 284 07 (0-5to 1:0) —l—
No. of extranodal sites

- 453 227 802 226 0-8 (0:5t0 1-1) L

22 426 213 730 213 07 (05 to 1-0) ——
Cell-of-origin

GCB 352 184 751 168 1-0 (0-7 to 1-5)

ABC 221 102 839 119 04 (02t006) <« =—

Unclassified 95 44 730 51 1-9 (0-8 to 4:5) I i

Unknown 211 110 738 101 07 (04 to 1:2) a1
Double expressor by IHC

DEL 290 139 755 151 06 (0-4t010) T

Non DEL 438 223 777 215 09 (06t 13) e =]

Unknown 151 78 760 73 08  (04to15) a1
Double- or triple-hit lymphoma

Yes 45 26 690 19 38 (0:8to17:6) I

No 620 305 768 315 0-7 (0:5 to 1:0) ——

Unknown 214 109 785 105 06 (04 to 1-1) I = |

I 1
0-25 1

Tilly et al. NEJM 2022



CAR T-cell vs. SOC in 2L for LBCL: EFS

ZUMA 7 | Axi-cel TRANSFORM / Liso-cel

Event-free Survival

100+ Median Event-free
1 Survival (95% Cl)

+ Censored rate
Stratified HR, 0.356; 95% Cl, 0.243-0.522 -

904 0. SOC arm
0. 19.1%
30 months %0, 11.0-27.3)
0 Axi-cel 10.8 (5.0-25.5) 0. -
i Standard Care 2.3 (1.7-3.1) ORR/CR ((yo) - 87/74
60 5% C1, 9.5-NR)

“__ORRICR (%) = 83/65

4 Liso-cel: median (95% Cl), NR (9.5-NR) [ TP

e o o 9o =
w »p 0 O N ©® O =
1 1 1 1 ! 1 !

Percentage of Patients
w
o
1

Proportion of patients without an event

2l ) . 0.2
= > ° X SOC: median (95% Cl), 2.4 mo (2.2-4.9) Tt
ORRI/CR (%) = 50/32 01 1 )
I 0.0 + ORRICR (/0) — 49/43
—_— —Tr—T—T—r——r—T—r—TT
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 S0 52 54 56 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 L
Mokihe Time from randomization, months
No. at Risk No. at risk
Axi-cel 180 165 111 98 97 92 89 87 81 79 77 75 75 71 71 69 66 65 62 53 S1 44 31 28 21 7 7 3 O Daaune 7 2 0
Standard care 179 92 61 47 43 35 33 32 31 31 31 31 31 30 30 30 30 29 29 25 23 18 10 10 8 4 4 0 SOC 92 66 39 3227 2219 1919121210 3 2 2 2 2 0 310
Liso-cel 92 87 76 62 59 55 52 48 45 24 2017 5 3 3 3 3 0
HR 0.42 HRO 3D
Median f/u 47.2 mo Median f/u 33.9 mo

3 year EFS estimates:
Zuma 7: Transform:
Axi-cel: 41% Liso-cel 45%
SOC: 19% SOC: 19%

Westin J et al, NEJM 2023
—  MD Anderson | Department of Lymphoma/Myeloma Kamdar et al, ASCO 2024, Abramson et al. Blood 2023



I <1 year: ~75%

Eligible for CAR T-cell? H
1

e

v

Projected Cure
(~20% of all 2L LBCL)

Algorithm for Second-line Therapy of LBCL

Time from 1L therapy

Yes No No
~70% ~30% ~50%
2L CAR T-cell (axi-cel or liso-cel) 2 or 3L+ therapy options

¢ Investigational agent/regimen
e Immunochemotherapy
e CAR T-cell (if not given in 2L)
e Polatuzumab vedotin + BR
~30-40% e Selinexor

o Tafasitamab + lenalidomide
e Loncastuximab tesirine

e Best supportive care or XRT

>1 year: ~25% 1

Eligible for ASCT?
1

Yes
~50%

2L Salvage +/- ASCT

~40-50%

v

Cure
(~5% of all 2L LBCL)

=MD Anderson | Department of Lymphoma/Myeloma

Westin and Sehn, Blood 2022



Lymphoma Microenvironment Archetype Profiles
(LymphoMAPs)

AII tumors FMAC archetype

FMAC enriched for CAFs
e T e @0 (@8 . \' and TAMs

N9 06 "~ ‘i S
BEC” g R ; BEC—
NEE : -.

"‘. 5( 4 ) 1 Q' %

e 2o 26 sanw LN enriched for supportive
SN d SOV AN LN stroma (FRC/FDC)
R and healthy T-cells

Dc0

AN 7EB1+
“TAM_Unpol.

 Miaewe ™ TEX enriched for effector
& exhausted T-cells and
_____ A N S S super-activated

RN o macrophages

. CD4_Naive TN Yy _
o :‘ /. CD4_Naive/Mem. _.----, AN <% ./

N ! R .
RN B . . " ) g X CD4 _Cyt
N N B 4 T , "
e N ) \ " . ' D N I "
[ 4 il < ' \ 3 -
Trmanzol 1 @ N pmm s B R T

/ e . ‘\ CD8_Exh

e MAC_SuperAct ™ - - 08 Tt Li et al, ASH 2024
=MD Anderson | Department of Lymphoma/Myeloma



Projection of LymphoMAPs onto ZUMAY7

FUAC Tex
8 100 1 3 100 1 S 100
8 © ©
re) Q Qo
S 751 2 75 2 sl
= RMST P = 2.6x10-12 a s
2 S
S 5 2 50 RMST P = 3.8x104 2 o
F 2 7 RMST P =0.38
é 25 8 25 8 251 r— .
= = - * =
:>_I’ 0 g o Q o
0 6 12 18 24 30 w 0 6 12 18 24 30 w 0 6 12 18 24 30
Time (Months) Time (Months) Time (Months)
Number at risk Number at risk Number at risk
SOC 42 10 4 4 3 0 SOC 45 11 7 5 1 1 SOC 35 12 8 6 2 2
Axi-cel 52 38 35 27 16 5 Axi-cel 51 24 22 19 6 0 Axi-cel 31 13 11 7 1 0
Subgroup Axi-cel Standard care HR (95% Cl)
- H H H All Patients 134 122 —— ! 0.4 (0.3t00.5)
Phase 3 clinical trial comparing axi-cel to |
. FMAC 51 47 —— 0.4 (020 0.6)
SOC in 2L rrLBCL S T g O 1
TEX 31 32 -—o—:- 06 (0.4t01.2)
= DLBCL histology I
- Defines strategy for future CAR T —— 1 ososwos
HGBCL 30 18 —_—— 0.4(0.2t00.8)
d I t Cell-of-origin subtype |
eve O p m e n GCB 99 % —— | 0.4 (0.3t00.6)
ABC 13 9 ° ! 0.2(0.1t00.7)
Unclassified 16 12 o g : 0.1(0.1t0 0.4)
Tumor burden (SPD) 1
< Median 62 52 —e—i ! 0.3(0.2t0 0.5)
> Median 59 55 —e—i ! 0.3(0.2t00.5)
071 (]f3 170
Axi-cel better SOC better

—— MD Anderson| Department of Lymphoma/Myeloma Li etal, ASH 2024



Polatuzumab Vedotin in Relapsed or Refractory Diffuse
Large B-Cell Lymphoma J Clin Oncol. 2020

Laurie H Sehn, Alex F Herrera, Christopher R Flowers, Manali Kamdar, Andrew McMillan, Mark Hertzberg, Sarit
Assouline, Tae Min Kim, Won Seog Kim, Muhit Ozcan, Jamie Hirata, Elicia Penuel, Elicia Penuel, Ji Cheng,
Joseph N. Paulson, Grace Ku, Matthew Matasar

Pola + BR BR

N=40 N=40
Median, mo 12.4 4.7

B-cell receptor

HR, 0.42; 95% Cl, 0.24 to 0.75

g 0.80 7 P=.002
o
2 Pola-BR (Ph II; n = 40)
S 0.60 —— BR (Ph II; n = 40)
— 4+ Censored
(40}
=
e
5 = 0.40 -
i SR E N v w)
Polatuzumab =
vedotin =
> 1
S 020 — o

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)
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Pola-BR PFS and OS

100 = Median PFS (95% Cl) 100 = Median PFS (95% Cl)
~ 80 —— Pola+BR (N=40): 9.2 months (6.0, 13.9) ~ 80 — Pola+BR (N=106): 6.6 months (5.1, 9.2)
oN o~
S g0 — — BR (N=40): 3.7 months (2.1, 4.5) S g0 —
(2] (2}
L 40 — L 40 —
o o
20 = | I 20 = — - -
0 ' rrrrrrrrrnr T 0T 017017171710 11T 17T 1T 1T 1T°1 0 | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
No. of patients at risk Time (months) No. of patients at risk Time (months)
Pola+BR 40 32 28 25 20 18 16 13 1210 9 9 9 9 9 6 6 5 4 4 4 4 3 3 1 1 Pola+BR 106 82 69 49 37 27 17 12 9 4 3 2
BR 40 24 13 6 6 6 5 5 4 4 4 2 2 1
100 — Median OS (95% CI) 100 = Median OS (95% ClI)
_ 80 7 —— Pola+BR (N=40): 12.4 months (9.0, 32.0) _ 80 7 — Pola+BR (N=106): 12.5 months (8.3, 23.1)
X 60 - — BR (N=40): 4.7 months (3.7, 8.3) X 60 —
8 40 = 8 40 — .
i
20 = 20 =
0 ' rrrrrrrrr T 0T T 1017171710 11T 17T 1T 1T 11 0 | | | | | | | | | | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
No. of patients at risk Time (months) No. of patients at risk Time (months)
Pola+BR 40 36 33 30 25 22 19 16 16 15 12 11 11 11 11 1010 9 9 9 9 9 8 8 7 5 2 Pola+BR 106 93 83 68 58 51 45 39 20 10 10 9 7 4
BR 40 27 171110 7 7 7 6 6 5 5 5 4 3 3 3 2 2 2 2 2 2 2 2 1

» The significant survival benefit with Pola+BR persists with longer follow-up
* Response rates in the extension cohort consistent with the randomized Pola+BR arm
» The 2-year PFS 28.4% and the 2-year OS 38.2% for patients in the randomized Pola+BR cohort

—— MD Anderson| Department of Lymphoma/Myeloma Sehn LH et al. Blood Adv. 2022.



Pola BR Safety Summary

Pooled Pola+BR (N=151)

Randomized :
Extension Common AEs, n (%)
Cohort Pooled Any grade Grade 3—4
AE summary, BR Pola+BR Pola+BR Pola+BR :
n (%) (N=39) (N=39) (N=106) (N=151) Hematological AEs
Neutropenia 56 (37.1) 49 (32.5)
Any Grade AEs | 38 (97.4) | 39(100) | 105 (99.1) | 150 (99.3) Thrombocytopenia 49 (32.5) 31 (20.5)
Grade 3-4 AEs | 28 (71.8) | 34 (87.2) | 83(78.3) | 122 (80.8) Anemia 49 (32.5) 19 (12.6)
Non-hematological AEs
SAEs 24 (61.5) | 26 (66.7) | 56 (52.8) 86 (57.0) Infections and infestations 74 (49.0) 33 (21.9)
Diarrhea 54 (35.8) 6 (4.0)
Grade 5 AEs 10 (25.6) | 11 (28.2) 6 (5.7) 17 (11.3) Nausea 50 (33.1) 1(07)
Pyrexia 44 (29.1) 2(1.3)
No new safety signals identified with longer follow-up in Fatigue 40 (26.5) 3 (2.0)
randomized arms + patients in the extension cohort Decreased appetite 39 (25.8) 4 (2.6)
AEs of special interest
Peripheral neuropathy 47 (31.1) 3 (2.0)

=MD Anderson | Department of Lymphoma/Myeloma

Sehn LH et al. Blood Adv. 2022.




Selected Therapies Approved in R/R DLBCL

Pola-BR Selinexor Tafasitamab/Lenalidomide Lon_(lz_zz;tleemab
MOA | Anti-CD79b ADC | XPO-1 inhibitor AB/] n’f‘rr::r?c)?gf dulator Anti-CD19 ADC
ORR 45% 28% 58% 48%
CR rate 40% 12% 40% 24%
PFS 9.2m 2.6 m 11.6 m 4.9 m
DOR 12.6 m 9.3m 43.9m 10.3 m
OS 12.4 m 9.1m 33.0m 9.9 m
Novel salvage regimens may improve outcomes with ASCT

Sehn LH et al. Blood Adv. 2022;6(2):533-543.

Kalakonda N et al. Lancet Haematol. 2020;7(7):e511-e522.

Duell J et al. Haematologica. 2021;106(9):2417-2426.
Caimi PF et al. Lancet Oncol. 2021;22(6):790-800.

=MD Anderson | Department of Lymphoma/Myeloma




Tafasitamab + Lenalidomide: 5-year Outcomes

1004 [ key mFU, months [95% CI]
-+ Overall 45.6 [22.9-57.6]
i| -+ 1pLoT 57.6 [26.5-60.7]
751 | 22 pLoT 33.9[10.9-46.8]

50+

3-year 5.year final: 14 Nov 2022 :
Final 5-year data N = 80 (%) 30Nov2018 | 300ct2020 |  Overall 1 pLoT 22 pLoT 5
| mPFS, months [95% CI | 12.1 [5.7-NR] | 11.6[6.3-45.7] | 11.6 [5.7-45.7] | 23.5[7.4-NR] | 7.6 [2.745.5] :

Objective Response Rate 46 (57.5) o4 A 54 0 66 T2 78

Time in months

Probability of PFS, %

25

Complete Response 33 (41.3)

1001 [ ey mFU, months [95% CI]
Partial Response 13 (16.3) 5 | [+ Overal  656[599-703
2 | i i+ 1pLoT 67.0 [59.6-72.1]
o 759 | 5 | 22pL0T 6560579703
0 - :
-
o 1 1
!l A0 U NSO SR NSV (OO 1 —— "SR U SO Mo === =1 S L S S EESEN SEERERURE NS PRI T
3 : = : |
© ' 1 i 1
Ke] ' ' ' I h
£ | b : ;
& 25- ' o : !
Primary 3-year g : 2 ;
30Nov2018 | 30 Oct2020 1 pLoT 22 pLoT |
;| _mOS, months [95% CI] | NR[18.3-NR] | 335[18:3-NR] | 335[18.3-NR] | NR[246-NR] | 15.5(8.6-455] :

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time in months

— MD Anderson | Department of Lymphoma/Myeloma Duell J et al. Haematologica. 2024



Tafasitamab + Lenalidomide: 5-year Safety Summary

Treatment exposure, |

person-years | 44.06 » 35.67 [| 64.01 |
9 Neutropenia R W E= e Any TEAE 74 (91.4) 52 (64.2)
oo Thrombocytopenia - Is | |s
O Anemia W s | RE Hematologic
[ e I3 Neutropenia 40 (49.4) 39 (48.1)
© Lymphopenia | | I 12 Anemia _ 30 (37.0) 6 (7.4)
S Agranuiocylosis | | 2 : L] Thrombocytopenia 23 (28.4) 13 (16.0)
) Lymphadenopathy - | 2 G:d:; Febrile neutropenia 10 (12.3) 10 (12.3)
XL Hypoglobulinemia - | 1 |1 [1 I Grade 4 Leukopenia 10 (12.3) 8 (9.9)
Thrombocytosis 1 [1 1 Values in red .
Leukocyosis - 1 denote absolute Non-hematologic
Iron deficiency anemia - 1 i "“mbetorevems‘ Asthenia 21 (25.9) 24(25)
0 i 2 3 i 5 0 Fi' B c2 r 5rson ir 5§ 0 i 2 3 4 5 Peripheral edema 20 (24.7) 0
‘ e . Pyrexia 19 (23.5) 1(1.2)
Treatment exposure, 44.06 25,67 64.01 Diarrhea 30 (37.0) 1 (1 .2)
i el B 0 [~ 20 IN EE Constipation 15 (18.5) 0
Fsms pepe =218 | = | Nausea 12 (14.8) 0
nia-« | | e
kS Hypokalemia{ [l 23 ‘ 1 Vomltln.g_ 12 (14.8) 0
o0 :yrexia- i 21 [ 12 | B0 Bronchitis 13 (16.0) 1(1.2)
O Fatioum| =:§ W 1 Urinary tract infection 11 (13.6) 2 (2.4)
(o) ~ Cough: M 17 [ 11 | B10 Pneumonia 10 (12.3) 8(9.9)
o e N | | Respiratory tract infection 9 (11.1) 0
& Dyspnea: [l 16 ‘ Decreased appetite 18 (22.2) 0
] e vese B e B0 | Hypokalemia 5 (18.5) 5(6.2)
-F Muscle spasms - [l 14 1 ‘ Grade missing Cough 24 (29.6) 1(1.2)
c Hypomagnesghn_ll':a- =12 ‘ | B M Grade 112 Dyspnea 11 (13.6) 21(2:5)
ronchitis< [ 12 ‘ i
2 Backpain. § 10 | ~diui Back pain 16 (19.8) 3(37)
ORI Lo || - | Values in red Muscle spasms 12 (14.8) 0
C-reactive protein increased « [ 10 ‘ ‘ dencls sipcue C-reactive protein increased 9 (11.1) 0
Hyperglycemia- | | §10 number of events
0 i 2 3 4 5 0 1 2 3 4 5 0 i 2 3 4 5

Frequency per person year TEAE: treatment-emergent adverse event.

— MD Anderson | Department of Lymphoma/Myeloma Duell J et al. Haematologica. 2024



Loncastuximab Tesirine: LOTIS-2 Trial
Single Arm Open Label Phase 2 Study in DLBCL

Patient population:
Patients with R/R DLBCL following =2 lines
of prior systemic therapy

Primary objective:

Evaluate efficacy, using ORR (central review),
and safety of the full Phase 2 study population

30-min infusion Lonca Q3W for up to 1 year

S

i J

150 uglkg — e —— T

»

!

First 2 cycles After 2 cycles

Q12W for up to 3 years

Lonca, loncastuximab tesirine; ORR, overall response rate; Q3W, every 3 weeks;

QI2W, every 12 weeks; R/R, relapsed/refractory.

=== MD Anderson | Department of Lymphoma/Myeloma

Caimi PF et al. Lancet Oncol. 2021



oncastuximab Tesirine: Results

—
©
P
= ©
a Number of events: 6 >
Median (95% CI) months: NR - Number of events: 12
8 2 Median (95% Cl) months: NR
Y- £ 06 2 0 £
S 2 —
S 8 051 i, 00 = =
(o) _g et © _g
- — e — [ 3
7)) a 044 L—+— Number of events: 73 ) a 04 b " Numper i fvents. i
7 : Median (95% Cl) months: 4.93 (2.89-8.31) | Median (95% Cl) months: 9.53 (6.74-11.47)
0.3 1 — > 0.3+ ey M —
8 + Censored — ey ' ' o + Censored H—HHH HiH H
o 024  — All-treated population 0.2 — All-treated population
o 014 — Subsetof patients with CR aill B Subset of patients with CR
et .
o (o o S e ey L P, PR UL LN P, oA s S [ o, S 7, DR, S Y, P R o +rr-—r-—r-—+—"-r-r-r—r—rr—r—rrrr—rr---—TTTTTrr
0123456 7 8 91011121314 151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 0123456 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
] . Time, months Time, months
Patients at risk Patients at risk
All-treated population 14512485 56 46 37 34 29 27 24 21 20 18 18 18 16 15 15 15 15 11 11 11 11 11 1111111110 7 7 4 4 3 3 3 3 1 1 © All-treated population 145 136126115110 98 89 78 72 68 63 56 51 48 47 45 44 A2 40 38 38 37 37 36 36 36 36 36 36 353534 34 32 29242014 9 7 5 3 (

Subset of patients with CR 36 36 35 32 31 25 23 20 20 1917 17 16 16 16 14 14 14 14 14 11 11 11 11 11 11 11 111110 7 7 4 4 3 3 3 3 1 1 0 gyphsetof patientswithCR 36 36 363636 35353331 292727262626 252524 00 B BB VNNV NN N 2 2212120181412 8 4 3 3 1 0

Caimi PF et al. Haematologica. 2024.
=MD Anderson | Department of Lymphoma/Myeloma



Loncastuximab Tesirine: Adverse Events

Adverse Event (AE) Patients n (%)
Any Treatment Emergent AE 143 (98.6)
GGT increased 61 (42.1)
Neutropenia 58 (40.0)
Thrombocytopenia 48 (33.1)
Fatigue 40 (27.6)
Anemia 38 (26.2)
Nausea 34 (23.4)
Cough 33 (22.8)
Alkaline phosphatase increased 29 (20.0)
Peripheral Edema 29 (20.0)

GGT, gamma glutamyltransferase ; SAEs, serious adverse events; TEAE, treatment-emergent adverse event..

TEAE leading to treatment discontinuation: 24.8%

=MD Anderson | Department of Lymphoma/Myeloma

Caimi PF et al. Haematologica. 2024.



ECHELON-3: Study Design

= Multicenter, double-blind, placebo-controlled, randomized phase 3 trial

* Primary endpoint: OS in ITT population

R/R DLBCL 22 lines of
systematic therapy,
ineligible for/after HSCT
or CART,

(N =230)

7

BV 1.2 mg/kg Q3W + rituximab 375 mg/m? [V Q3W
+ lenalidomide 20 mg PO QD
(n=112)

.

Stratification:

Placebo + rituximab 375 mg/m? IV Q3W
+ lenalidomide 20 mg PO QD
(n=118)

CD30 status (1% vs <1%)
Cell of origin (GCB vs non-GCB)
Prior CAR T-cell therapy (yes vs no)

Prior SCT (yes vs no)

=MD Anderson | Department of Lymphoma/Myeloma

Bartlett et al. J Clin Oncol 2025



ECHELON-3: Outcomes

100

BV +Len+R Placebo + Len +R
(n=112) {(n=118)
90 - Median follow-up, months 15.5 18.9
(95% ClI) (12.2 to 18.1) {12.2 to0 23.2)
80 'L'n.L Events, No. 58 76
Median OS, months 13.8 8.5
70 - (95% ClI) {10.3 to 18.8) (5.4 to 11.7)
‘ Hazard ratio (95% Cl) 0.63 (0.45 to 0.89)
. 60- H Log-rank P .009
p= -
= B0
)
©  40-
30 - i
20 - I , :
10 4 =—f— BV +Len+R
e Placebo + Len + R
0 T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33
Time Since Random Assignment (months)
No. at risk:
BV +Len +R 112 96 79 57 40 30 17 11 0
Placebo + Len + R 118 81 58 39 28 23 16 12 5 3 0 0

=MD Anderson | Department of Lymphoma/Myeloma

Bartlett et al. J Clin Oncol 2025



AE

Any AE
Neutropenia
Thrombocytopenia
Diarrhea

Anemia

Fatigue
COVID-19
Asthenia

Peripheral sensory
neuropathy

Pneumonia
Constipation
Decreased appetite
Nausea

Pyrexia
Hypokalemia
Febrile neutropenia
Neutropenia

COVID-19 pneumonia

ECHELON-3: AEs

BV + Len + R (n = 112), No. (%)

Any Grade
109 (97)
52 (46)

17
15
10 (9)
9 (8)
8 (7)

=MD Anderson | Department of Lymphoma/Myeloma

Grade 23
99 (88)
48 (43)
28 (25)
5(4)

25 (22)

7 (6)

8 (7)

4 (4)
5(4)

12 (11)
2(2)
1(1)
1(1)
2(2)
6 (9)
10 (9)
9 (8)
8 (7)

Placebo + Len + R (n = 116), No. (%)

Any Grade
113 (97)
37 (32)

Grade =3
89 (77)
32 (28)
22 (19)
2(2)

24 (21)

3 (3)

6 (5)

3 (3)

Bartlett et al. J Clin Oncol 2025



Ibrutinib

Acalabrutinib
Zanubrutinib
Orelabrutinib
Spebrutinib

Fenebrutinib

Pirtobrutinib

Nemtabrutinib

BTK Inhibitors Under Investigation for DLBCL

Binding

Mechanism

First-generation,
irreversible, covalent
binding to Cys481

Second-generation,
irreversible, covalent
binding to Cys481

Third-generation,
reversible, non-
covalent, binding to
both WT BTK and
BTKYs*8Smutant

Clinical Trial
Status (in DLBCL)

Phase Il

Phase I
Phase Il
Phase Il
Phase |
Phase |

Phase |
Phase Il

Phase I/II

Alu A et al. ) Hematol Oncol. 2022 Oct 1;15(1):138.
Mouhssine S et al. Int J Mol Sci. 2024 Mar 12;25(6):3234.
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Phase Ill ESCALADE Study Designh and Treatment Schedule

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

Arm A: Acala® + R-CHOP®
Screening (n=300)

* Age <65y with previously untreated DLBCL * R-CHOP treatment (C1)

* COO test results (gene expression
profile—confirmed non-GCB DLBCL)

e Stage II-IV disease
* R-IPI score 2-5

Arm B: Placebo® + R-CHOP
(n=300)

R
A
N
D
(o}
M
I
z
E

¢ Biopsy sample for central cell of origin (COO) testing

Central laboratory confirmation by gene expression profile
using investigational assay

CNS prophylaxis and post-treatment RT allowed

Patients eligible for randomization will be stratified by the following factors:

® R-IPI score (2 [good prognosis] vs 3-5 [poor prognosis])
® Geographic region (Asia vs United States/Canada/Western Europe/Oceania vs rest of world)

sAcalabninb 100 mg PO BID (C2 to C8); R-CHOP (C2 to O8) than rituximab (C7 to C8); Placabo PO BID (C2 to C8).

Acalabrutinib
100 mg PO BID, Cycles 2-8

Arm A
Acalabrutinib + R-CHOP

ﬂﬂ
DBER5

R-CHOP Rituximab
Day 1 of Cycles 1-6 Day 1 of Cycles 7-8

Matching placebo:
PO BID, Cycles 2-8

Arm B
Placebo + R-CHOP

R-CHOP Rituximab .
Follow-
Day 1 of Cycles 1-6 Day 1 of Cycles 7-8 9 °‘l” up

[ |
Response a nentsac * * dpkok ok ok ok Kk ok ok ok ok K

iy 2y 3y 4y 5y

All treatment cycles are 21 days. Al patients will receive primary prophylaxis with granulocyte colony-stimulating factors accompanying all R-CHOP cydes.

*Basaline assassment will be obtainad at screening; "Assessments (PET-CT scans and dedicated CT scans with contrast) obtained up to 50 days before randomization (but within 30 days of cyde 1)
and EOT, with a whole-body FDG PET-CT obtained mid-treatment (after cydle 4); <In the follow-up period (beginning 4 months after the EOT responsa assessment), dagnostic CT scans (without PET
scans) will be obtainad every 4 months through year 3 of follow-up e, 3 years from EQT visit), then every 6 months through year 5 of follow-up (le, 5 years from EOT visit).

Sehn LH et al. ASCO 2021;Abstract TPS7572 RESEARCH
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Case Presentation: 51-year-old man with newly
diagnosed GCB-type DLBCL (Stage IV) receives
polatuzumab vedotin-R-CHP
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Dr Victoria Giffi (Hagerstown, Maryland)
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QUESTIONS FOR THE FACULTY

For which patients with newly diagnosed DLBCL are you
prioritizing the use of polatuzumab vedotin/R-CHP?

Do you actively assess cell of origin for all of your patients with
newly diagnosed DLBCL? Do you use cell of origin as a basis for
selecting patients for treatment with polatuzumab vedotin/R-CHP?
In your opinion, is the Hans algorithm that is used for molecular
classification of DLBCL accurate enough to justify this practice?

Have you observed renal insufficiency in patients who have
received polatuzumab vedotin/R-CHP as initial therapy? Are there
any strategies to prevent its development?




QUESTIONS FOR THE FACULTY

What is your approach to the use of CNS prophylaxis for patients
with DLBCL?

What other novel first-line strategies for DLBCL seem promising to
you? In your opinion, is there a firm biologic rationale for the
evaluation of BTK inhibitors as a component of first-line therapy
for DLBCL, particularly for patients with non-GCB disease? When
can we anticipate seeing results from the ESCALADE study, and do
you have any predictions as to what they will show?




Case Presentation: 83-year-old woman with cardiac
comorbidities and recurrent non-GCB DLBCL receives
tafasitamab/lenalidomide

Dr Shachar Peles (Lake Worth, Florida)




QUESTIONS FOR THE FACULTY

How do you approach sequencing of polatuzumab vedotin/BR,
tafasitamab/lenalidomide and loncastuximab tesirine relative to
each other and to CAR T-cell therapy and bispecific antibodies in
patients with R/R DLBCL? What factors do you consider when
selecting among these regimens?

What has been your experience in terms of duration of response
with tafasitamab/lenalidomide? How typical is this patient’s
experience? Are there any types of patients who might benefit
more or less from treatment with tafasitamab/lenalidomide?




QUESTIONS FOR THE FACULTY

How do you approach patients who are having difficulty tolerating
the lenalidomide component of tafasitamab/lenalidomide? Would
you consider discontinuing therapy completely for this patient at
some point, given her ongoing complete remission?




Case Presentation: 87-year-old woman with multiregimen-
relapsed/refractory DLBCL receives loncastuximab tesirine
with near CR but experiences fatigue and cutaneous toxicities

Dr Spencer Bachow (Boca Raton, Florida)
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QUESTIONS FOR THE FACULTY

For which patients with R/R DLBCL would you prioritize the use of
loncastuximab tesirine? Have you observed deep and durable
responses with this agent in your own patients?

What are the most concerning tolerability issues you have
encountered with loncastuximab tesirine? Have you encountered

cutaneous toxicities as in this patient’s case? Are there any
prophylactic measures that can be taken to reduce the incidence

of skin-related adverse events?

Would you consider discontinuing therapy with loncastuximab
tesirine in patients who achieve a complete remission?




QUESTIONS FOR THE FACULTY

Do you believe it is reasonable to try multiple CD19-directed
approaches for the same patient? Is there a minimum time you
would wait after disease progression on one of these strategies
before rechallenging with another CD19-targeted approach?
Would you asses CD19 expression before doing so?




Agenda

MODULE 1: Selection and Sequencing of Available Therapies for Diffuse
Large B-Cell Lymphoma — Dr Flowers

MODULE 2: Evolving Management Paradigm for Mantle Cell Lymphoma

— Dr Phillips

MODULE 3: Integration of Novel Therapies into the Management of
Follicular Lymphoma — Dr LaCasce

MODULE 4: Integrating Bispecific Antibodies into the Management of
NHL — Dr Brody

MODULE 5: Current Role of CAR T-Cell Therapy in Various Non-Hodgkin
Lymphoma (NHL) Subtypes — Dr Abramson

RESEARCH
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Evolving Landscape of Mantle Cell Lymphoma

Tycel Phillips, MD
Associate Professor

City of Hope
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Time to treatment amongst patients assigned to W&W

Median
* 141 of 222 (64%) proceeded to treatment 7T
21.3
* Only 13 (6%) received treatment within 6 months of g B months
di : & (range
IagnOSIS 08 \\\ 05'76)
* 49 (22%) remain under observation x\\
g 06 -\_\
* 32(14%) did not proceed to treatment prior to death 2 k. ®
q o4 "‘*\_&‘\
« 116 (52%) were observed for over 2 years \Hﬁw
02 : SN
Observation is Okay if patient
asym ptomatic o 00 20.00 40.00 mldeai(;o:months) 80.00 100.00 120.00

Mant et. al EHA 2024 Cityof
Hope.



Young/Fit......Then

HyperCVAD (1998)

HD chemo + ASCT MCL Younger

(1993))

R-CHOP (2005)

2000-
2010
|

R-HyperCVAD (2005)

pre-2000

CHOP, FC, CEOP (90’8) LYMA (R maintenance)

BR/HIDAC

Nordic Regimen 2008

Flope.



TRIANGLE Phase 3 Study of Ibrutinib + SOC as a Substitute for

ASCT in Younger Patients With MCL.: Study Design and Patients
I

Key Eligibility Criteria = R maintenance (+ |I) was added in all 3 trial arms, following
= Previously untreated stage II-IV MCL national guidelines. It was initiated in 168 (58%) patients in Arm A;
= Age <66 years 165 (57%) patients in Arm A+l; and 158 (54%) patients in Arm |

= Suitable for HA and ASCT
= ECOGPSO0-2

Arm A (control)

R-CHOP/
R-DHAP —
x3

Arm A+l (experimental)

R-CHOP+I/ > vears
I-maintenance
x3
Arm | (experimental)

R-CHOP+|/
R-DHAP
x3

2 years

I-maintenance

Primary endpoint: FFS

Secondary endpoints: Response rates, PFS, RD, OS, safety

a2 patients aged 66 & 68 years were randomized. ®1 CLL, 1 FL. ¢1 NHL NOS, 1 HD, 2 MZL. 91 HCL, 1 DLBCL. 11X Cltyof
Dreyling M, et al. ASH 2022. Abstract 1. H 0 pe

Dreyling M et al. Lancet 2024;403(10441):2293-2306.



1.0+ =
0.9
0.8~
0.7
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0.37  median follow-up = 55
0.24 ~— A, median not reached
0.14 — A+, median not reached
0.0+
R R B R R L A L R L R A R R
0 6 1218 24 30 36 42 48 54 60 66 72 78 84 90 96
Numbers At Risk months from randomisation
A 288 255 245 235219211200 187158121 74 57 32 20 4 1 0
A+l 292 274 259 252 245236 230217180141 89 70 28 24 6 2 0

Failure Free Survival

TRIANGLE: FFS Superiority of A+l vs. A

= Superiority of A+l vs. A

“4-year FFS A+l: 82%
“4-year FFS A: 70%

=p-value (overrunning, one-sided):
p=0.0026

*HR (A+l vs. A): HR=0.64

KLlNIKUM

probability

~—r

1.0-

0.9+
0.8+
0.7

0.6-

0.5+
0.4+

0.3

0.2

0.1-

0.0+

TRIANGLE: No FFS Superiority of A vs. |

median follow-up = 55

FFS

= A, median not reached
= |, median not reached

LI INLA BN LA LA LA B B
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Numbers At Risk

A
|

Dreyling M et al. Lancet 2024;403(10441):2293-2306.

| F N L IO K0 IO L - (R |

Ll

months from randomisation
288 255 245 235 219211 200 187 158 121 74 57 32 20 4 1
290 273 263 250 246 237 228213167129 89 67 31 20 7 2 0

0

KLINIKUM

=Superiority of A vs. | rejected
“4-year FFS A: 70%
(MCL Younger: 70%)
“4-year FFS I: 81%

=p-value (overrunning, one-sided):
p=0.9890

*HR (Avs. I): HR=1.29

=Superiority of |
(two-sided, retrospective)
p=0.0208

Flope.



Is Transplant needed when using a BTKi in 1L7?
-

t TRIANGLE: FFS Superiority of A+l vs. | ? o

FFS

0.9+ = Superiority of A+l vs. | rejected
0.8~
0.7 et -4-year FFS A+l: 82%
2 0.6- -4-year FFS I: 81%
8 05
o) 1 S : il .
S 0.4- p-value (overrunning, one-sided):
] . p=0.21
0.37  median follow-up = 55
0.24 — A+l, median not reached o
01] ~ I median not reached "HR (A+lvs. I): HR=0.83
0.0-
R S L R R T B L R RS L R
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Numbers At Risk months from randomisation
A+l 292 274 259 252 245236 230217180141 89 70 28 24 6 2 0 2= Cityof

I 290 273 263 250 246 237 228 213167129 89 67 31 20 7 2 O

Hope.

Dreyling M et al. Lancet 2024;403(10441):2293-2306.



Survival
T

2 06-
5 o5
'8 0. _
e 0.4j
0.3 median follow-up = 55
0 2_' = A, median not reached
= | = A+l median not reached
0.14 — | median not reached
0.0-
BER B R EE LR R EE R EE L R
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Numbers At Risk months from randomisation

A
A+l
|

TRIANGLE: Overall survival

288 270 260 255 243 238 233 222186145 92 73 41 23 5 1
292 281 267 262 257 253 248 235201 160107 83 39 26 8 2
290 282 273 266 7264 259 253 24 194 147 101 78 41 21 7 2

KLINIKUM

=4-year OS:

“A: 81%
(MCL Younger exp.: 80%)

«A+l: 88%
“1: 90%

=two-sided test, (o = 5%):
“Avs. |: p=0.0019, HR: 0.565
“Avs. A+l: p=0.0036, HR I: 0.587
* A+l vs. |: ongoing

Flope.

Dreyling M et al. Lancet 2024;403(10441):2293-2306.
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Young/Fit......Now

HyperCVAD (1998)

Ibrutinib maintenance (NW)

MCL Younger

HD chemo + ASCT

R-CHOP (2005)
(1993))

pre-2000

2000-
2010
|

R-HyperCVAD (2005)

TRIANGLE

CHOP, FC, CEOP (90’3) LYMA (R maintenance) WINDOW-1

BR/HIDAC

Nordic Regimen 2008 BOVEN

Cityof
Hope.




Older/Unfit...... Then

RBAC (2017)

R-CHOP w/ R malntenance (2012)
2000-

BR (2013) VR-CAP (2018)

CHOP, FC, CEOP (90’s)

§rone



SHINE

SHINE: A Randomized, Double-Blind, Phase Ill Study

if CRor PR it i
BR induction for 6 cycles S aniele) e UG

Patients every 8 weeks for 12 cycles
* Previously untreated MCL
+ 265 years of age Ibrutinib 560 mg (4 capsules daily) until PD or unacceptable toxicity

« Stage II-IV disease
« No planned stem cell transplant

o BR e on for B ievcles IS4 Rituximab maintenance
Stratification factor <y every 8 weeks for 12 cycles

« Simplified MIPI score
(low vs intermediate vs high)

Placebo (4 capsules daily) until PD or unacceptable toxicity

Enrolled between May 2013 and Primary end point: PFS (investigator-assessed) in the ITT population

N ber 2014 at 183 sit < .
e Z == Key secondary end points: response rate, time to next treatment,
overall survival, safety

Induction: Bendamustine 90 mg/m2 Days 1 and 2, Rituximab 375 mg/m2 Day 1, Q4W. A cycle is defined as 28 days.

CR, complete response; ITT, intent-to-treat; MIP1, Mantle Cell Lymphoma International Prognostic Index; PD, progressive disease; PFS, progression-free survival; PR, partial response.

Wang et al. ASCO 2022 Cityof
Hope.



SHINE OS = Diminished SHINE....

Ibrutinib + BR Placebo + BR sl
Ibrutinib + BR | Placebo + BR

(N = 261) (N = 262)
1007 Median OS, months NR NR ETEG T (N =261) (N = 262)
90- HR (95% CI) 1.07 (0.81-1.40)
g Death due to PD and TEAE 58 (22.2%) 70 (26.7%)
g 704 Death due to PD 30 (11.5%) 54 (20.6%)
2 Death due to TEAEs* 28 (10.7%) 16 (6.1%)
< , :
4 501 ! P, Death during post-
& 404 ' 55% treatment follow-up 46 (17.6%) 37 (14.1%)
s i excluding PD and TEAEs
30 :
& 55 | Total deaths 104 (39.8%) 107 (40.8%)
10 —®— Ibrutinib + BR + Death due to Covid-19: 3 patients in the ibrutinib arm
o] — Placebo +BR | during the TEAE period and 2 patients in the placebo

T T T T 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 90 96 arm after the TEAE period

Months + Exploratory analysis of cause-specific survival
Susisse Seroi including only deaths due to PD or TEAEs showed an

Ibrutinib + BR 261 239 221 208 197 187 171 163 158 152 145 138 128 118 70 25 0 HR of 0.88
Placebo + BR 262 244 223 212 203 197 188 177 171 165 159 154 147 137 90 31 2

*The most common grade 5 TEAE was infections in the ibrutinib and placebo arms: 9 versus 5 patients. Grade 5 TEAE of cardiac disorders occurred in 3 versus 5 patients, respectively.
Cl, confidence interval; HR, hazard ratio; NR, not reached; PD, progressive disease; TEAE, treatment-emergent adverse event.

Wang et al. ASCO 2022 Cityof
Hope.
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ENRICH
-

_ _ ENRIcCH
Trial design T ENRIcH

] Study design and statistical assumptions

=

ST S =S e )

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

e
Primary endpoint:
Progression-free survival

*ECOG 0-2 Primary analysis:
Exclusion criteria - ‘ IR in cycles as per Test for superiority at the one-sided 2.5% level for progression-free survival, adjusting for the pre-
«Considered fit for stem cell transplantation T — chics of chemo randomisation investigator-choice of chemotherapy
*CNS involvement | i
i 5 R Y

K/ serological poslttviny torHEC/HOWHIY Rituximab every 56 —____ [ Dailyibrutinib plus Planned sample size of 400 participants

days for 2 yegrs Maintenance | rituximab every 56 P pa pa

Rituximab 375mg/m? _Seelreyeen The sample size was determined to have 90% power for a hazard ratio of 0.67, assuming a
Ibrutinib - 560mg od recruitment rate of 100 patients per year, follow-up after recruitment phase for three years, and
Bendamustine 90mg/m? D14D2 of 28 day cycle A 4 A losses to fO"OW'Up at arate of 0.05a year

p— Ongoing ibrutinib
Follow-up | Follow-up treatment to disease
R S progression

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

!

Lewis et al. ASH 2024

e . Cityof
|+« MIRACLE | <SCIENCE CityofHope. Hope.




Progression-free survival

Progression-free survival probability

ENRI|CH

== Ibrutinib plus rituximab =+ R-CHOP

= |Ibrutinib plus rituximab =+ Bendamustine-rituximab

2
1.00- -1.00 3 1.00- -1.00
HR (95% Cl): 0.37 (0.22 to 0.62) 8 HR (95% CI): 0.91 (0.66 to 1.25)
o
0.75- -0.75 = 0.75- -0.75
=
g
0.50- -0.50 » 0.50- -0.50
il
0.25- -0.25 g 0.25- -0.25
7}
1]
o
0.00- ' ' 1 [ ' [ ' ' -0.00 (@] 0.00- [ [ [l ' ' ' ' ' ' -0.00
0 1 2 3 4 5 6 7 8 < 0 1 2 3 4 5 6 7 8
Years from randomisation o Years from randomisation
Number at risk (number censored) Number at risk (number censored)
Ibrutinib plus rituximab 54 (0)  43(0) 39(0) 35(3) 25(8) 21(9) 14(16) 4(26) 1(29) Ibrutinib plus rituximab 145 (0) 115(2) 101(3) 85(6) 69 (19) 37 (42) 13(63) 1(75) 0(75)
RCHOP 53(0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9) 0(9) Bendamustine-rituximab 145 (0) 119 (3) 102(3) 85(6) 57 (21) 37(37) 9(59) 2(66) 0 (68)
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Years from randomisation Years from randomisation

5-year PFS (95% CI) 5-year PFS (95% CI)
IR: 52.4% (40.0% to 68.6%) IR: 50.8% (42.8% to 60.4%)
R-CHOP: 19.2% (10.6% to 35.1%) BR: 47.4% (39.5% to 56.9%)

e . Cityof
;e MIRACLE | sSCIENCE CityofHope. Lewis et al. ASH 2024 Hope.




Overall survival
T

=+~ Ibrutinib plus rituximab == R-CHOP

- 1.00- -1.00
= HR (95% Cl): 0.64 (0.36 to 1.13)
g >
¥el 0.75- -075 =
o el
s 3
© i i [<)
3 0.50- : -050 &
= B
? s g
5 0.25- 025§
0>.) —
O ©
0.00 - ) 1 1) ' 1 ' ] ] ] . 0.00 q>)
0 1 2 3 4 5 6 7 8 3

Years from randomisation

Number at risk (humber censored)
[brutinib plus ritbamab 54 (0) 46 (0) 45(0) 39(3) 30(8) 23(11)
R-CHOP 53(0) 44(2) 39(2) 34(3) 26(8) 16(12)

0 1 2 3 <4 5

15(18) 5(28) 1(32)
8(17) 1(24) 0(25)

6 if: 8

Years from randomisation

5-year OS (95% ClI)

IR: 59.4% (46.9% to 75.3%)
R-CHOP: 46.3% (33.5% to 63.8%)

:.-MIRACLE | -SCIENCE

K CityofHope.

ENRI|CH

== Ibrutinib plus rituximab =+ Bendamustine-rituximab

1.00- -1.00
HR (95% CI): 1.00 (0.70 to 1.44)

0.75- -0.75

0.50- B -0.50

0.25- -0.25

0.00 - ' ) ' ' ) 1 ' ) ' i~ 0.00

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

Number at risk (number censored)

Ibrutinib plus rituximab 145 (0) 128 (2) 113(3) 94(8) 74(22) 39(50) 13(74) 1(86) 0(86)
Bendamustine-rituximab 145 (0) 127 (4) 114 (6) 97 (10) 68(30) 43(48) 10(76) 2(84) 0(86)

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

5-year OS (95% ClI)
IR: 57.2% (49.0% to 66.8%)
BR: 58.1% (49.9% to 67.6%)

Flope.

Lewis et al. ASH 2024



Acalabrutinib plus bendamustine and rituximab in untreated mantle cell lymphoma
(MCL): Results from the phase 3, double-blind, placebo-controlled ECHO trial

ECHO: multicenter, double-blind, placebo-controlled, Ph 3 trial Primary endpoint:
* PFS (Independent Review Committee)
Key secondary endpoints:

* ORR (Independent Review Committee)
+ 0S
Maintenance Rituximab Safety

Untreated MCL
(N=598)
Age =65 years

Bendamustine?

RituximabP
X 6 cycles (every 2 cycles x 2 years)

R
A
ECOG PS <2 N
D Acalabrutinib 100 mg BID, PO until PD or toxicity
Stratification (@) A
sMIPI score: Low vs M
intermediate vs high | : I | Crossoverto
Geographic region: . Beg.danjusttl)lgea Maintenance Rituximab I acalabrutinib after PD
North Americavs Ituxima was itted
every 2 cycles x 2 years permitte
Western Europe vs other | E X 6 cycles ( yecy y )

Placebo BID, PO until PD or toxicity
Enrollment: Apr 2017-Mar 2023 1:1

Sites: 195 globally

1 cycle = 28 days

> WANG et al. EHA 2024 .Jﬂ( EIE%)%C



Response
-

Best Overall Response and Complete Response Rates

* An additional 13% of patients achieved CR with acalabrutinib + BR

100 ~
90 4
80 - PR: 24.4%
I - PR: 34.4%
£ 60 -
£ 50
o
O 40 A
e CR: 66.6%
CR: 53.5%
20=4
10=
0
Acalabrutinib + BR Placebo + BR
(n=299) (n=299)
BR, bendamustine + rituximab; ClI, confidence interval; CR, complete response; ORR, overall response rate; PR, partial response. C | tyof
Hope.

» WANG et al. EHA 2024



PFS

-
PFS (primary endpoint) Was Significantly
Improved With Acalabrutinib + BR

* Significant improvement in median PFS by ~17 mo
* 27% reduction in risk of PD or death?

1004 Acalabrutinib + BR
e | W Placebo + BR
(=)
= 80+
2
e | TN
>
g 60 -
°
ra PBR il
£ 4o (n=299) (n=299) ki
% PFS events, n (%) 110 (36.8) 137 (45.8) R e
o PD 57 (19.1) (99)33.1) 69% received BTKi as -
% 20 - Median PFS, months 66.4 49.6 subsequent treatment
§ (95% CI) (55.1, NE) (36.0, 64.1) :
Stratified HR (95% Cl), L :
o - log-rank P-value 0.73 (0.57, 0.94), P=0.0160 :
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months
Number at risk
Acala+BR 299 258 232 205 182 156 136 122 98 73 53 34 2 0
Placebo+ BR 299 243 204 181 159 142 118 102 84 63 44 25 4 0

2At a median follow-up of 45 months.
ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; BTKi, Bruton tyrosine kinase inhibitor; Cl, confidence interval; HR, hazard ratio; NE, not estimable;

PBR, placebo + bendamustine + rituximab; PD, progressive disease; PFS, progression-free survival. o X C | tyO f
|« MIRACLE | .«SCIENCE CityofHope. .Jﬁ( Hope.

>  WANG et al. EHA 2024




OS

T
Overall Survival Including Crossover

100 Acalabrutinib + BR
---------- Placebo + BR
80
S
©
2 60
s - - e -
=
9 ABR PBR
E 40 (n=299) (n=299)
g OS events, n (%) 97 (32.4) 106 (35.5)
O© | Median OS, months NE NE
20 (95% CI) (72.1, NE) (73.8, NE)
Stratified HR (95% CI), -
= iog rarikPuvsiue 0.86 (0.65, 1.13), P=0.2743
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
Number at risk
Acala+BR 299 280 259 243 230 207 181 163 146 110 86 58 25 3 0
Placebo+ BR 299 268 247 229 215 193 175 157 141 108 78 51 21 3 0

Median follow-up of 45 months.
ABR, acalabrutinib + bendamustine + rituximab; BR, bendamustine + rituximab; Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival; PBR, placebo

+ bendamustine + rituximab. - . C|ty0f
:-MIRACLE | .SCIENCE | CityofHope. >  WANG et al. EHA 2024 Jﬁ( Hope.




Older/Unfit...... Now

RBAC (2017)

R-CHOP w. ntenance (2012)

pre-2000

BR (2013)

2000-
2010

VR-CAP (2018)

ECHO (2025)

Cityof
Hope.




What to make of this
TS

- Easy Answer

« R-CHORP is a bad 1L regimen for most patients....has been demonstrated in
several trials to be inferior to most regimens and needs a lot (ASCT or
indefinite maintenance) to have equivalent efficacy to BR and in this case
BTKi + R

« Harder Answer

 |Is 1L BTKi the right approach in older patients?
« ECHO w/ improved PFS vs. BR while ENRICH was equivalent
 Positive: not chemotherapy, better in p53 mutated patients

« Negative: indefinite therapy vs. finite, likely not better than sequential
therapy in non-p53 mutated patients (again indefinite vs finite).

* Likely need a better but fixed non-chemo based regimen )EK Cityof
Hope.



Novel Combinations
TS

Flope.



Phase |l Multicenter Study of BOVen
I I I I I I I I I IR

1 2 3 4 5 6 7 8 gF* 10%% 11.. 4%

Key Eligibility Criteria: Zanubrutinib
* Previously untreated Obinutuzumab m "‘ ' " " ' ' '
MCL (except localized | venetocia e
RT pI’IOI’) . MRD PBL 1 f Iy
* TP53 mutation (any Imaging T o
variant allele frequency Dosing:
a ”OWQd) Zanubrutinib 160 mg oral twice da||y Obinutuzumab 1000 mg IVPB Venetoclax 4Loomg oral daily
e ECOGPS<2 Until EOT or intolerance** Cyclea:daya, 8, 15 s-week ramp-up: 1 week each of 20mg; somg;
- Cycle 2-8: day 1 100mg; 200mg; 400 mg oral daily
e ANC >1, PLT >75, Until EOT or intolerance**
HGB =9 (unless if due to | Total # of cycles: 24 (2 years)
|\/|C|_) After 24 cycles, if CR and MRD undetectable (UMRD), then no further tx. If <CR and/or
MRD positive, then continue zanubrutinib and venetoclax.
Pts with CR/uMRD will be monitored for MRD positivity or recurrence and can restart
zanubrutinib and venetoclax.
Kumar et al, Blood 2023 Aim to enroll 25 pts, if 11 or more alive and progression

free at the end of the 2nd year, BOVen will be declared oo Cityof
effective in this high-risk population. K Hope.



Response timing and duration

il response Assessmet LT .
EOT
63 67 c13 c19 c24 6M FU . _
=_— T monta?
57T ) ™ s e Y S —— * 23.3 months

y

) I S — — :
5  There were 9 events:
B e e — —— pr » 5 progressions
T Y S S— s _ommense o 4 deaths
* —_— « 2 COVID-related
Ei e e I . ¥ unknowr
E— = + 1PNA/

¢|
D

X Death

3 Contrng Tresmon respiratory failure

The 4 deaths occurred
In patients in ongoing
. - response at time of
Months from Treatment Start d eath

ll
1 4
X

°

o
-
o
N
o



Progression-Free and Overall Survival Outcomes

Progression-Free Survival Overall Survival
A 1004 100
L
pd
-8 80+ g 80 l—I_I_L“_IL.. L1
g _I_I_|_|_|_I_‘_L~I_“ g
= 60— » . . GC.) 60—
£ g
.%_ 40 u?-: 40
5 20- "
s Median follow up: 23.3 months Median follow up: 23.3 months
° 0 é 1|2 1|8 2|4 3|o 3|6 ° 0 é 1'2 1'3 2‘4 3|o 3|6
Months from treatment start Months from treatment start
No. atrisk 25 23 21 19 9 2 1 No. atrisk 25 25 24 21 10 4 1
2-year PFS: 72% [95% CI: 56, 92] 2-year OS: 75% [95% CI: 58, 93]
Median PFS: not reached Median OS: not reached

Primary PFS Endpoint is Met:

11 patients progression-free at 2 years




Acalabrutinib Venetoclax and Rituximab

Acalabrutinib plus venetoclax and rituximab in patients with treatment-naive
mantle cell lymphoma: 2-year safety and efficacy analysis Wang M, et al. ASH 2022 Poster #2884

Patients mm  Acalabrutinib: From cycle 1, day 1: 100 mg BID until PD or treatment discontinuation ; :rimar;r endpr;im: Safety

. - Secondary endpoints per
Treatment-naive .|.‘) Venetoclax: From cycle 2, day 1 after ramp-up: 400 mg daily, through cycle 25 Lugano criteria: ORR,
MCL (N=21) (] DOR, PFS

Rituximab: 375 mg/m? (day 1, 6 cycles); maintenance every other cycle for pts with CR or PR through cycle 24 :
- Exploratory endpoint: MRD

B Bulk Ki-67 :
Median Ann Arbor ma[::'[?w High-risk Blastoid di:eage proli fleration Efflcacy
age stage IV involvement sMIPI histology =hcm index 230% ;
B Median TTIR was 2.8 mo 1-y OS rate: 95% After censoring for 5 COVID-19 deaths,
66y 90% ,@ . . @'\. 48% Median DOR: not reached 2-y OS rate: 74% 1-y and 2-y OS rates were 100%
0| | (] b | (-
' Best ORR Progression-Free Survival
@ Median follow-up = 25.8 mo om, 10% g t—
71% remained on study at DCO (March 29, 2022) ORR £ . 0%
100% @ 80 _
Safety — ECI grade 23 § ) HEREESCELY Sa4%
g 2.y PFS: 54 49: (95% Cl: 21.5, 78.5)
20
8 (38%) pts had infections — § o] Surcmosayamman ocovors
5 were from COVID-19 There were NO CASES of " 0 3 6 o 1.2 15 18 21 24 27 30 33 38
grade =3 hemorrhage, cardiac By Lugano By PET/CT ‘Mo atrs Months
events, or atrial fibrillation Aeprmpr 2 S R B SR E RN S 2 8
dLletﬂGO{ﬂD—m 21 21 20 12 18 18 18 1 4 4 2 2 o

.% 7 (33%) pts had neutropenia

_ MRD
5 pts died, all due _
€= 1 (5% pts had hypertension to COVID-19 * 16 pts had available MRD data Wang et al. Blood Adv
b * 14 (87.5%) pts achieved MRD negativity (10®) at least once during treatment 2024:8(17):4539-4548,

AVA, acalsbrutinib plua venstoclax plus rinimab; BID. twics daily: Cl., confidence interval: CR. complste responze; CT. computed tomography: DGO, data cutoff. DOR. duration of response; ECI. events of clinical interest; MCL, mantle csll lymphoma; MRD. minimal residual diseass: ORR, overall response rate; OS, overall survival;
PD, progressive dissase; PET, positron emission tomography; PFS, progression-free survival; PR. partial responas; pt, patient; sMIPI, simplified MGL Intemational Prognostic index; TN, treatment-naive; TTIR, time to initial response = iE A C . t f

. Treatment with AVR s well tolerated 100% of pte responded to AVR; 80% achleved CR Treatment with AVR resulted In a high rate
Conclusions (7 & & Hope.

by PET/CT and 71% by Lugano of complete molecular responses



Treatment and Outcome Summary

TR
« QObservation acceptable for most patients at diagnosis

« Several treatment options available for younger patients but intensive regimen
followed by autologous stem cell transplant is practically dead at this
time......(Blastoid??)

 TRIANGLE, ECHO (lite) — preferred by most

* BR most utilized regimen for older patients deemed not ideal for intensive therapy
but will this change w/ ECHO...... better question should it change??

K Cityof
Hope.



Case Presentation: 80-year-old very symptomatic woman
with newly diagnosed widespread MCL receives inpatient
treatment with R-mini-CHOP

Dr Syed Zafar (Fort Myers, Florida)




QUESTIONS FOR THE FACULTY

Would you consider a BTK inhibitor-based regimen for this
patient? Do you have a preference for a particular BTK inhibitor for
your older patients with newly diagnosed MCL, and if so, which
one? What would you partner it with? Given its recently FDA
approval, are you preferentially using acalabrutinib/BR for your
older patients?

Would you consider a BTK inhibitor in combination with
venetoclax and obinutuzumab as initial therapy for a patient with
MCL outside of a clinical trial? How are these triplet regimens
tolerated?




QUESTIONS FOR THE FACULTY

What is your usual front-line treatment for younger patients with
MCL with and without TP53 mutations? Are you generally
prioritizing BTK inhibitor-containing regimens for your younger
patients, and if so, which ones?

Is there still a role for transplant for younger patients with newly
diagnosed MCL? If so, in what situations do you use it?




Case Presentation: 83-year-old man with R/R MCL and
complicating psychosocial issues initiates treatment
with acalabrutinib

Dr Neil Morganstein (Summit, New Jersey)




QUESTIONS FOR THE FACULTY

For a patient with R/R MCL to whom you’re going to administer a
covalent BTK inhibitor, how do you choose between acalabrutinib
and zanubrutinib?

How, if at all, does your preference for a BTK inhibitor in the
relapsed setting change based on age and comorbidities? How do
the individual side-effect profiles weigh into this decision?

Do you still use ibrutinib for your patients with MCL under any
circumstances? Is the risk of sudden cardiac death with ibrutinib
real? Does this occur with other BTK inhibitors?




Agenda

MODULE 1: Selection and Sequencing of Available Therapies for Diffuse
Large B-Cell Lymphoma — Dr Flowers

MODULE 2: Evolving Management Paradigm for Mantle Cell Lymphoma
— Dr Phillips

MODULE 3: Integration of Novel Therapies into the Management of

Follicular Lymphoma — Dr LaCasce

MODULE 4: Integrating Bispecific Antibodies into the Management of
NHL — Dr Brody

MODULE 5: Current Role of CAR T-Cell Therapy in Various Non-Hodgkin
Lymphoma (NHL) Subtypes — Dr Abramson

RESEARCH
TO PRACTICE




Integration of Novel Therapies into the
Management of Follicular Lymphoma

Ann S. LaCasce, MD, MMSc
May 31, 2025
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Rationale for the combination of tafasitamab and lenalidomide
in B-cell ymphoma

Tafasitamab (Fc-enhanced, anti-CD19 mAb)'™

Aff nity-matured
CD19 binding site
 Enhanced Fc portion
Direct cytotoxicity ADCC 1
(CD19 binding site)' ADCP 1

Direct cell death
Encouraging single-agent activity in
patients with R/R DLBCL and iNHL

Lenalidomide*®

* T-cell and NK-cell activation/expansion

* Direct cell death

* Well-studied as an anti-lymphoma agent,
zlone or in combination

7 at

- Enhanced ADCC 4 ‘

(Fe portlon)‘ cD19

Enhanced ADCP (Fc portion)'

Cheson et al. Blood Cancer Journal 2021
ﬁ Dana-Farber cancer Institute



INMIND: Phase 3, Double-Blind, Placebo-Controlled,
International, Multicenter Randomized Study

< 4-week treatment cycles
Tafasitamab Arm (Experimental Arm)
Key Inclusion Criteria HEN * Tafasitamab 12 mg/kg iv, 12 cycles (cycles 1-3: qw; cycles 4-12: q2w)
® Age 218 years 2. = * Len 20 mg/day (days 1-21) po for 12 cycles = -
® FL grades 1-3A (or MZL)* o 5 * R 375 mg/m2iv for 5 cycles (cycle 1: qw; cycles 2-5: g4w) £ I
® 21 prior line of therapy, c\i IS § fc_;
including an anti-CD20 mAb = S s -
e ECOG PS 0-2 o = Placebo Arm (Control Arm) o 2
G © ) i : o o LLl Lo
® No prior treatment with Len 3 @ N Placebo iv for 12 cycles (cycles 1-3: qw; cycles 4-12: q2w)
in combination with R ® Len 20 mg/day (days 1-21) po for 12 cycles
® R 375 mg/m? iv for 5 cycles (cycle 1: qw; cycles 2-5: g4w)
Stratification Factors (Patients With FL) Study Endpoints in FL Population (Investigator Assessed Unless Specified)
* POD24 * Primary study endpoint:  PFS
* Refractoriness to prior anti-CD20 mAb therapy * Key secondary: PET-CR rate in the FDG-avid population, OS
* Number of prior lines of therapy (1 or 22) * Select other secondary:  PFS by IRC, ORR, DOR, safety, QoL, MRD
* Exploratory: TTNT, B-cell recovery, Ig levels, CD19 expression

e Powered to assess PFS in the FL population, triggered when 174 investigator-assessed events occurred
o OS analysis planned after 5 years of follow-up

Sehn et al. ASH 2024



Baseline Characteristics

Tafasitamab + Len +R Placebo + Len +R Total

Variable (n=273) (n=275) (N=548)
Median age, years (range) 64.0 (36, 88) 64.0 (31, 85) 64.0 (31, 88)

=75, n (%) 54 (19.8) 54 (19.6) 108 (19.7)
Male sex, n (%) 150 (54.9) 149 (54.2) 299 (54.6)
Median time since initial diagnosis of FL, years (range) 5.2 (0, 34) 5.5 (1, 33) 5.3 (0, 34)
ECOG PS at screening, n (%)

0 181 (66.3) 192 (69.8) 373 (68.1)

1-2 92 (33.7) 83 (30.2) 175 (31.9)
Ann Arbor stage, n (%)

lorll 52 (19.0) 50 (18.2) 102 (18.6)

Il or IV 221 (81.0) 225 (81.8) 446 (81.4)
FL grade, n (%)

10r2 203 (74.4) 203 (73.8) 406 (74.1)

3A 67 (24.5) 71 (25.8) 138 (25.2)
B symptoms, n (%) 63 (23.1) 67 (24.4) 130 (23.7)
FLIPI score, n (%)

0-1 57 (20.9) 57 (20.7) 114 (20.8)

2 79 (28.9) 67 (24.4) 146 (26.6)

3-5 137 (50.2) 150 (54.5) 287 (52.4)
GELF criteria, n (%) 222 (81.3) 232 (84.4) 454 (82.8)
FL diagnosis confirmed by central pathology, n (%) 256 (93.8) 259 (90.5) 505 (92.2)

ITT population. ECOG PS, Eastern Cooperative Oncology Group performance status; FL, follicular lymphoma; FLIPI, Follicular Lymphoma International Prognostic Index; GELF, Groupe d’Etude des Lymphomes

Folliculaires; ITT, intent-to-treat; Len, lenalidomide; R, rituximab.




Treatment History

Tafasitamab + Len +R Placebo + Len +R Total

Variable (n=273) (n=275) (N=548)
Median number of prior lines of therapy (range) 1.0(1.7) 1.0 (1, 10) 1.0 (1, 10)
Number of prior lines of therapy, n (%)

1 147 (53.8) 153 (55.6) 300 (54.7)

2 66 (24.2) 71 (25.8) 137 (25.0)

3 39 (14.3) 30 (10.9) 69 (12.6)

>4 21(7.7) 21 (7.6) 42 (7.7)
Time since last anti-lymphoma therapy, n (%)

<2 years 147 (53.8) 157 (57.1) 304 (55.5)

>2 years 126 (46.2) 118 (42.9) 244 (44.5)
POD24, n (%) 85 (31.1) 88 (32.0) 173 (31.6)
Relapsed/refractory status to last therapy, n (%)

Relapsed 148 (54.2) 164 (59.6) 312 (56.9)

Refractory 112 (41.0) 97 (35.2) 209 (38.1)

Undetermined 13 (4.8) 14 (5.1) 27 (4.9)
Refractory to prior anti-CD20 therapy, n (%) 118 (43.2) 115 (41.8) 233 (42.5)

ITT population. ITT, intent-to-treat; Len, lenalidomide; POD24, disease progression within 24 months of initial diagnosis; R, rituximab.




PFS by Independent Review Committee

Probability of PFS, %

No. at Risk

Tafasitamab + Len+ R 273
275

Placebo + Len +R

—

o

o
|

oo
o
|

D
o
|

N
o
|

N
o
1

o
|

Median PFS (95% CI),* months
HR (95% CI)t
P value?

Tafasitamab + Len+R Placebo + Len +R
NR (19.3, NE) 16.0 (13.9, 21.1)
0.41 (0.29, 0.56)

2 4 6 8

260
260

246
230

210
193

200
170

<0.0001
!

10 12 14 16 18 20 22
Time, Months

162 113 98 72 58 28 20
120 79 67 44 38 26 15

24 26 28 30

12 3 2 0
8 2 2 0

Significant PFS benefit was confirmed by independent review committee

ITT population. *Estimated using Kaplan-Meier method. TEstimated using a stratified Cox proportional hazard model. *tNominal P value; stratified log-rank test with a 2-sided significance level of 5%.
Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; Len, lenalidomide; NE, not evaluable; NR, not reached; PFS, progression-free survival; R, rituximab.



PFS by POD24 Status and Refractoriness to Anti-CD20

POD24: Yes POD24: No
100 100 -
< 80 o 80
& [7)
|78 L
o . o _
s 60 s 60
= =
5 404 5 404
3 :
* 20 204
Tafasitamab + Len + R Placebo + Len +R Tafasitamab +len+R  Placebo +len +R
Median PFS (95% CI), months 19.2 (13.8, NE) 11.3 (8.3, 13.6) Median PFS (95% CI), months  23.6 (22.3, NE) 16.0 (13.3,21.4)
0- HR(95% ClI) 0.43 (0.27, 0.69) 0~ HR(95% CI) 0.45(0.31, 0.65)
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time, Months Time, Months
No. at Risk No. at Risk
Tafasitamab + Len +R 85 81 75 60 57 46 32 25 13 12 6 5 0 Tafasitamab+Len+R 188 180 175 152 143 118 87 78 58 45 24 17 8 3 2 0
Placebo + Len +R 88 83 67 52 46 35 21 16 12 9 5 2 1 0 Placebo + Len + R 187 182 168 140 127 91 61 54 36 31 21 14 9 2 2 0
Anti-CD20 Refractory: Yes Anti-CD20 Refractory: No
100 1004
2 80 e 80 -
g [7)
[TH L
9_' 60 & 60 -
1) °
£ £
g 404 § 40
S S
& 20 o 20 -
Tafasitamab + Len+R  Placebo + Len +R Tafasitamab + Len+R  Placebo + Len +R
Median PFS (95% Cl), months 15.0 (14.1, 25.1) 8.6(7.9,11.6) Median PFS (95% Cl), months  24.0 (22.3, NE) 18.2 (14.4, NE)
0~ HR(95% CI) 0.44 (0.30, 0.65) 0- HR(95%CI) 0.44 (0.28, 0.68)
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 10 12 14 16 18 20 22 24 26 28 30 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time, Months Time, Months
No. at Risk No. at Risk
Tafasitamab +Len+R 118 113 102 86 80 7 46 38 21 19 11 8 5 1 1 0 Tafasitamab +Len+R 155 148 148 126 120 93 73 65 50 38 19 14 7 2 1 0
Placebo + Len + R 115 108 91 66 54 M 20 16 10 7 4 2 1 0 0 0 Placebo + Len +R 160 157 144 126 119 85 62 54 38 33 22 14 9 2 2 0

ITT population. Subgroup analyses are based on stratification factor. Analysis by investigator assessment. Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; Len, lenalidomide; NE, not evaluable;

PFS, progression-free survival; POD24, progression of disease within 24 months of initial diagnosis; R, rituximab.



Overall Survival

100 o #=tee
58
E: 80_ e
=
=
o 607
‘S
>
= 40
o)
©
o]
g 20 Tafasitamab + Len + R Placebo + Len + R
Median OS (95% Cl),* months  NR (27.9, NE) NR (NE, NE)
) HR (95% Cl)t 0.59 (0.31, 1.13)
| | | | | | | | | | | | | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time, Months
No. at Risk

Tafasitamab + Len+R 273 266 263 261 240 216 178 149 124 103 80 53
Placebo + Len +R 275 268 260 252 230 203 164 138 108 90 66 46

o OS was tested only for futility at the time of the primary analysis

42
34

26 7 0 0
15 6 3 0

o After a median follow-up of 15.3 months, the futility threshold was not crossed and a positive trend was observed

ITT population. Analysis by investigator assessment. *Estimated using Kaplan-Meier method. TEstimated using a stratified Cox proportional hazard model. Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat;

Len, lenalidomide; NE, not evaluable; NR, not reached; OS, overall survival; R, rituximab.



Grade 3 or 4 TEAEs and Dose Modifications

Most Common Grade 3 or 4 TEAEs (25% in Any Group) e Tafasitamab and placebo dose interruptions or

Tafasitamab+  Placebo + discontinuations due to TEAEs were similar
Len+R Len+R Total between treatment arms, n (%):

Preferred Term, n (%) (n=274) (n=272) (n=546) — Dose delay or interruption due to TEAEs:
Neutropenia 109 (39.8) 102 (375)  211(38.6) 203 (74%) vs 190 (70%)
Pneumonia 23 (8:4) 14 (5.1) 37(6.8) — Discontinued study treatment due to TEAEs:
Thrombocytopenia 17 (6.2) (7.4) 37 (6.8) 30 (11%) vs 18 (7%)
Neutrophil count decreased 16 (5.8) (6.6) 34(62) e Len discontinuations due to TEAEs were similar
Anemia 12 (4.4) 16 (5.9) 28 (5.1) between tafasitamab and placebo arms, n (%):
COVID-19 16 (5.8) 6(2.2) 22 (4.0) — 39 (14%) vs 31 (11%)
COVID-19 pneumonia 13 (4.7) 3(1.1) 16 (2.9)

e Len dose reductions were similar between
tafasitamab and placebo arms

— Median relative dose intensity: 86% vs 87%

Safety population. *One patient randomized to the placebo + len + R group is included in the tafasitamab + len + R safety population because the patient erroneously received tafasitamab. TThree patients randomized
to the placebo + len + R group are not included in the safety population because they erroneously received tafasitamab (n=1), or did not receive any study treatment due to confirmation of R hypersensitivity (n=1), or
the patient withdrew from the study (n=1). COVID-19, coronavirus disease 2019; Len, lenalidomide; R, rituximab; TEAE, treatment-emergent adverse event.



FL Patient Population Comparison

inMIND inMIND AUGMENT!

Tafasitamab + Len + R Placebo + Len + R R+ Len
Variable (n=273) (n=275) (n=147)
Median age, years 64 64 62
Male, % 55 54 42
Ann Arbor stage IV at enrollment, % 55 59 30
FL grade 3A, % 25 26 12
FLIPI high risk (score 3-5) , % 50 55 37
ECOGPS 0, % 66 70 67
ECOG PS 1-2, % 34 30 33
B symptoms present, % 23 24 8
High tumor burden per GELF (yes), % 81 84 52
Refractory to last prior regimen, % 41 35 18
Refractory to anti-CD20, % 43 42 S

1, Leonard JP, et al. J Clin Oncol. 2019;37:1188-1899.
ECOG PS, Eastern Cooperative Oncology Group performance status; FL, follicular lymphoma; FLIPI, Follicular Lymphoma International Prognostic Index; GELF, Groupe d’Etude des Lymphomes Folliculaires;
len, lenalidomide; R, rituximab.



Tazemetostat in relapsed/refractory FL (EZH2 mutant and wild type)

/ Germinal Center Reaction \
| Y EzH2 L EZHZ‘

o)

Plasma cell

Naive B-
cell

Memory B-cell
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! 9ene)
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B ¥
Tazemetostat Germinal Center
Derived Neoplasms

ﬂEZHZ an epigenetic regulator, required for \

normal B-cell biology

cells in the germinal center

gain of function mutations

Oncogenic mutations in EZH2 “lock” B

~20% of patients with FL also have EZH2

Morchhauser et al. Lancet Onc 2019
6 Dana-Farber Cancer Institute

EZH2™ (n=45)  EZH2""(n=54)

Age, years 62 (57-68) 61 (53-67)
Sex

Male 19 (42%) 34(63%)

Female 26 (58%) 20 (37%)
ECOG performance status

0 21 (47%) 26 (48%)

1 24 (53%) 23 (43%)

2 0 4(7%)

Missing 0 1(2%)
Satisfied GELF criteria®

Yes 31(69%) 40 (74%)

No 14 (31%) 14 (26%)
Time from initial diagnosis, years 4.7 (1.7-6-4) 6-3(3-4-9-0)
Histology

Grade1,2,0r3a 42 (93%) 51(94%)t

Grade 3b or transformed follicular lymphomat 3(7%) 6 (11%)t
Previous lines of anticancer therapy§

One 2 (4%) 1(2%)

Two 22 (49%) 16 (30%)

Three 10 (22%) 11 (20%)

Four 4 (9%) 10 (19%)

Five or more 7 (16%) 16 (30%)

Median 2 (2-43) 3(2-5)
Refractory to last regimen(] 22 (49%) 22 (41%)
Poor risk features

Refractory to a rituximab-containing regimen|| 22 (49%) 32 (59%)

Double refractory** 9 (20%) 15 (28%)

Previous haematopoietic stem-cell transplant 4(9%) 21(39%)

Disease progression within 24 months of disease diagnosis in 19 (42%) 32 (59%)

patients treated with first-line immunochemotherapy (POD24)




Despite higher response rates in EZH2
mutant patients, PFS similar in both groups

EZH2™* (n=45) EZH2"" (n=54)
IRC-assessed Investigator- IRC-assessed Investigator-
assessed assessed
Objective response rate* 31(69%; 53-82] 35 (78%; 63-89) 19 (35%; 23-49) 18 (33%; 21-48)
Overall disease control ratet | 44 (98%) 45 (100%) 37 (69%) 34 (63%)
Best overall response
Complete response 6 (13%) 4(9%) 2 (4%) 3 (6%)
Partial response 25 (56%) 31(69%) 17 (31%) 15 (28%)
Stable disease 13 (29%) 10 (22%) 18 (33%) 16 (30%)
Progressive disease 1(2%) 0 12 (22%) 16 (30%)
Not estimable or unknown| 0 0 5(9%) 4 (7%)

Data are n (%; 95% Cl) or n (%). IRC=independent radiology committee. *Objective response rate includes patients
with a complete or partial response. fOverall disease control rate includes patientswith a complete response, partial
response, or stable disease.

Table 2: Tumour response by EZH2 mutation status in the modified intention-to-treat population as
assessed by the IRC and investigators

Morchhauser et al. Lancet Onc 2019

9 Dana-Farber cancer Institute

100-

EHszK

80—

60—

40-

Progression-free survival (%)

20—

l Median 13-8 months (95% C110.7-22-0)

0 1 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24
Time since treatment initiation (months)

Numberatrisk 45(0) 43(1) 32(6) 24(9) 17(10) 13(11) 8(15) 7(15) 3(17)
(number censored)

EZH2"™

Median 11-1 months (95% Cl 3-7-14-6)

Y 3 6 9 12 15 18 21 24
Time since treatment initiation (months)

54(0) 35(6) 24(9) 18(14) 15(15) 11(15) 9(15) 9(15) 2(21)




Differences in outcome likely driven by patient selection

/ Table 1: Variables before and after matching

~

Before matching After matching
Variable Cohort group* Mean Standardized Cohort group* Mean Standardized
WT MT difference mean P value WT MT difference mean P value
(n=54) (n=45) (MT-WT) difference (n=28) (n=28) (MT-WT) difference
I:] MT D WT Matched
4 Before matching After matching ECOGPS
0 26(48.2) 21 (46.7) -15 16 (57.1)  15(53.6) -36
1 23 (42.6) 24(53.3) 10.7 12(42.9) 13 (46.4) 3.6
3 2 4(7.4) 0(0) 74 0(0) 0(0) 0
Unknown 1(1.9) 0(0) -19 0.47 0.18 0(0) 0(0) 0 0.07 1.00
2 POD24 32(59.3) 19 (42.2) -17.0 0.35 0.14 14 (50.0) 12 (42.9) =71 0.14 0.79
’z,' 2. Prior ASCT 20(37.0)  4(8.9) -282 0.71 <0.01 3(10.7) 3(10.7) 0 0 1.00
8 Line of anticancer
therapy, n 3.7+£1.7 3017 -07+03 0.40 0.05 31+1.2 28+1.4 -03+04 0.25 0.36
Double refractory 15 (27.8)  9(20.0) -7.8 0.18 0.51 6 (21.4) 8 (28.6) 74 0.17 0.76
1 Nonmatched
Age,mean+SD,y 61.1+11.4 618+9.0 08x2.1 0.08 071  649+98 61.0+£92 —40+25 0.42 0.13
Female sex 20(37.0)  26(57.8) 20.7 0.43 0.06 1035.7) 17 (60.7) 25.0 0.52 0.11
Grade 3b and
0= T T T T T T T transformed FL 6 (11.1) 3(6.7) -44 0.16 0.51 4(14.3) 2(7.1) -7.1 0.23 0.67
0.0 0.2 0.4 0.6 0.0 0.2 0.4 0.6
Propensity score Et:ial;::;y “ 32(593) 22(489)  -104 021 041  16(57.1)  14(50.0) -7 0.14 0.79
Refractory to last
\ therapy 22(40.7) 22 (48.9) 8.2 0.16 0.54 11(393)  12(429) 3.6 0.07 1.00
Table 2: Objective response rates before matching N
Population Before matching (n = 99) (95% CI), % After matching (n=56) (95% CI), %
WT EZH2 35 (22-48) 50 (31-69)
MT EZH2 69 (55-83) 71 (54-88)

Abbreviations: CI: confidence interval; MT: mutant type, WT: wild type.

J

" Dana-Farber cancer Institute

Proudman et al. Oncotarget 2022



Preclinical data suggest EZH2 inhibitors improve T-cell function and may
improve efficacy of bi-specifics/CAR-T
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Rosewood study of obinutuzumab +/- zanubrutinib in relapsed/refractory
follicular lymphoma

ARM A
Zanubrutinib? plus obinutuzumab

Until PD/unacceptable toxicity
N=145

Key Eligibility Criteria
* Adults with grade 1-3a FL
* RI/R disease, previously

Primary Endpoint
* ORR assessed by ICR according to

treated with 22 prior
systemic treatments
including an anti-CD20
antibody and an
appropriate alkylator-
based combination
therapy

Measurable disease
ECOG PS 0-2
Adequate organ functions
No prior BTK inhibitor

Patient Characteristic Z0 (n = 145) O(m=72 Total (N = 217)
Age, years, median (range) 63.0 (31-84) 65.5 (32-88) 64.0 (31-88)
Geographic region, No. (%)
Mainland China 21 (14) 12 (17) 33 (15)
Rest of the world 124 (86) 60 (83) 184 (85)
Previous lines of therapy
Median (range) 3 (2-11) 3 (29) 3(2-11)
2-3, No. (%) 104 (72) 54 (75) 158 (73)
>3, No. (%) 41 (28) 18 (25) 59 (27)
ECOG PS 0-1, No. (%) 140 (97) 71 (99) 211 (97)
High FLIPI score, No. (%) 77 (53) 37 (51) 114 (53)
Ann Arbor stage IlI-IV, No. (%) 119 (82) 60 (83) 179 (82)
. . Target lesion SPD by ICR, mm? median (Q1, Q3) 1,614.0 (783.0, 3,344.0) 1,727.0 (732.0, 3,504.0) 1,655.0 (756.0, 3,351.5)
ZI nzani et al' JCO 2023 Bulky disease (=7 cm), No. (%) 23 (16) 12 (17) 35 (16)
High LDH level (>ULN), No. (%) 49 (34) 29 (40) 78 (36)
High tumor burden per GELF criteria, No. (%) 83 (57) 40 (56) 123 (57)
Refractory to rituximab, No. (%) 78 (54) 36 (50) 114 (53)
- Refractory to most recent line of therapy, No. (%) 47 (32) 29 (40) 76 (35)
° Dana-Farber Cancer instituta PD <24 months of starting first line of therapy, No. (%) 50 (34) 30 (42) 80 (37)

Randomization 2:1
Stratification factors

= Number of prior lines

= Rituximab refractory status
=  Geographic region

ARM B
Obinutuzumab®

Option to crossover to combination if
PD/SD centrally confirmed at 12 months

Lugano classification’

Select Secondary Endpoints

ORR assessed by investigator
DOR and PFS determined by ICR
review and investigator assessment
Overall survival

CR and CMR rate assessed by ICR
and investigator assessment




Addition of Zanubrutinib associated with improved ORR/CR and PFS

End Point Z0 (n = 145) O =72
ORR by ICR, % (95% Cl) 69 (61 to 76) 46 (34 to 58)
CR, No. (%) 57 (39) 14 (19) A B
PR, No. (%) 43 (30) 19 (26) ;\?
~— 100 A 100 A
DOR by ICR, months, median (95% Cl) NE (25.3 to NE) 14.0 (9.2 to 25.1) @
n
18-month rate, % 69 (58 to 78) 42 (23 to 60) = 80 80 -
Duration of CR by ICR, months, median (95% Cl) NE (26.5 to NE) 26.5 (2.7 to NE) 3 60 4 ;\3 60 4
o) —
18-month rate, % (95% Cl) 87 (74 to 94) 51 (21 to 75) oc (%)
N— -] [N )
PFS by ICR, months, median (95% CI) 280 (161 to NE) 104 (65 t0 138) S 7 e S ssh
g 204 —0©O 204 —©O
Response/Patients (%) © + Censored + Censored
Subgroup o z0 RI‘;?:::'&T” S T T T T T T T T T T T T T T T T T T T T T
Al patients in ITT 3372 (46) 1001145 (69) — 23(91037) 0 4 8 12 16 20 24 28 32 36 40 0 4 8 12 16 20 24 28 32 36 40 44
Ago, years
pr R . . . . .
s b i Bos™omm s Time Since Date That Time Since Random Assignment (months)
<75 30/60 (50) 89/130 (68) —— 18 (41033 - . .
75 w1208 115 03 e wuswm Response Criteria Are First Met (months) No. at risk:
v e V=D e 0 ) No. at risk: Z0 14513511696 92 79 67 62 56 45 38 35 2522 1510 9 5 3 3 1 1 0
T — e — i Z0 10097 82 73 68 59 51 43 40 33 23 2119 1210 7 3 3 2 1 1 0 0 7256342/ 34330327 19 16MG 1210\ 9 TBFIS 63352 N0
Chin: §/12 (42 1521 (7m) +—— 30 (-4 10 64)
EX-C:lM 2&'50(47)) BS/IZ‘NSQ) —_— 22(7(‘:37] O 332924232016 13110 9 8 6 53 2220
Previous lines of therapy
23 27/54 (50) 77108 (71) — 21(6t037)
>3 618 (33) 23/37 (62) —_— 2912 l: 56) C D
Baseline ECOG PS — 100 4 100 4
0 17/31 (55) 64/86 (74) —— 20 (010 39) Q\Q
21 16/41 (39) 36/59 (61) —_— 22(3t0 41) it S
Bulky disease: any target lesion longest diameter 5 cm o + 80 4 80 4
Yos 1631 (48) 3157 (54) —t— 6(161028) — GC.)
No 18/41 (44) 69/88 (78) . ——— 35 (17 10 52) = pa——
Bulky disease: any target lesion longest diameter 27 cm wn g 60 - xR 60 - ]
Yes 3/12(25) 11723 (48) —_ 23(-910 55) »wn © Ve
No ) ‘wsmsm : 89/122 (73) —— 23 (810 38) ‘E ‘Q_J 40 n 40
B::r‘y disease: any target loslonollzn[:;m dmmtlnr)ll:;n(\n, e A _g |; — 70 o — 70
No 33/66 (50) 99/140 (71) —— 21 (710 35)
FUPt ik catogory N a2 209 20y =0
Low (0-1) 39 33) 2129 (72) ——e———  2@w7a c-i,-s + Censored + Censored
Intermedi. 2) 13/24 (54) 26/34 (76) r—p— 22(-2w0 47)
Hi‘qh 23) o 17/37 (46) 49/77 (64) +—0— 182 :Z 37 T 1 T T T T 1 T T 1 T T 1 T T 1 T 1 T 1 !} T
o Al e oo 0 4 8 12 16 20 24 28 32 36 40 44 0 4 8 12 16 20 24 28 32 36 40 44
Not refractory 19/36 (53) 53/67 (79) L 26 (710 45) - . . . . .
Retcactory statue 8 the et recent fine of therepy Time Since Random Assignment (months) Time Since Random Assignment (months)
Refractory 11/29 (38) 29/47 (62) l—— 24(110486)
Not refractory 21/42 (50} 66/93 (71) —— 21(3t039) No. at risk: No. at risk:
Pre ion of disease within 24 months of starting the first line of the
sty il el ——— 13(91036) Z0 145137125118107 98 91 80 71 62 53 47 44 40 29 22 171210 6 3 3 3 0 ZO 145139133129123119113102 92 81 70 62 56 51 41 33 26 20 17 11 4 4 3 0
No 15/35 (43) 5574 (74) ——— 32(12t0 51)
oo Gioton of Cleoms whtin 3¢ sicrahe Ol sterinn U 0t (6 6L adrouEr OOy - 0 726549 44 41323024 2018161311 9 8 5 4 2 1 1 0 (¢} 72 67 63 62 57 54 49 48 43 39 36 322523 181413 8 5 3 1 1 1 0
Yos 922 (41) 25/39 (64) P 23(-2t0 49)
No 14/31 (45) 40/59 (68) |————— 2310 44)
Progression of disease within 6 months of completion of the most recent line of therapy
Yes 12/39 (31) 4271 (59) e — 28 (10 to 47)
No 19/30 (63) 53/67 (79) -+—— 16 (-4 10 36)
Progression of disease within 12 months of completion of the most recent line of therapy
Y 17/52 (33) 59/95 (62) —_— 29 (1310 46) . o
N s s 0 e fietue Zinzani et al. JCO 2023
-75 -50 -25 0 25 %
Percent




Phase 2, single center study of loncastuximab tesirine with rituximab

in relapsed/refractory follicular lymphoma

Screening

Induction

Maintenance |

Maintenance Il

SD or PD

12 weeks (cycles 1-4) 9 weeks (cycle 5) 18 weeks (cycles 6-7)
CR
Continue only
rituximab 375mg/m?
Cycle 1 Cycle2 Cycle 3-4 o 8 e q 8 weeks
(21 days) (21 days) (21 days) Loncastuximab
75 pg/Kg
q 21 days /
Loncastuximab Loncastuximab . o Rituximab 375mg/m? 5 / \
150 pg/Kg 150 pg/Kg Loncastuximab E q 8 weeks E Loncastuximab
(Day 1) (Day 1) 75 ve/Ke S N 4 - 75 ng/Ke
Rituximab 375mg/m? Rituximab 375mg/m? (Day 1) x s q 21 days
(Days 1, 8, 15) (Day 1) 2 E Rituximab 375mg/m?
= q 8 weeks
Off Treatment \ /
Dexamethasone 4 mg twice daily for 72hs SO orPD )
No prophylaxis with antibiotics or G-CSF was required per the study protocol
Off Treatment

EoT PET/CT

[ End of study / follow up }

" Dana-Farber cancer Institute

Alderuccio et al. Lancet Hematology 2025




Majority of patients treated in 2"9 line, though half were refractory
and half were POD24

Enrolled patients (n=39)

Age, years 68 (58-77)
Sex

Male 21 (54%)

Female 18 (46%)
Race

White 37 (95%)

Black or African American 2 (5%)
Ethnicity

Hispanic 22 (56%)

Non-Hispanic 17 (44%)
ECOG performance status

o 29 (74%)

1 10 (26%)
Follicular lymphoma grade *

Grade 1-2 28 (72%)

Grade 3A 11 (28%)
Previous transformed or previous grade 3B * follicular lymphoma 11 (28%)
Ann Arbor stage

II 7 (18%)

III 11 (28%)

v 21(54%)
Bone marrow involvement 13 (33%)
Bulky disease (>7cm) 9 (23%)
Relapsed or refractory disease

Refractory 20 (51%)

Relapsed 19 (49%)

Enrolled patients (n=39)

FLIPI risk factors T
oor1 9 (23%)
2 6 (15%)
3 15 (38%)
4 9 (23%)
5 o

B2 microglobulin
High (>2-3 mg/L) 27 (69%)
Normal (<2-3 mg/L) 12 (31%)

>1 GELF criteria 36 (92%)
OD24 after the first line of treatment * 20 (51%)

INumber of previous lines of therapy

One 26 (67%)
Two 2 (5%)
Three to six 11 (28%)

[First-line lymphoma therapy

R-CHOP 22 (56%)
Bendamustine with rituximab 10 (26%)
Single-agent rituximab 6 (15%)
Rituximab, fludarabine, mitoxantrone, and dexamethasone 1(3%)

Alderuccio et al. Lancet Hematology 2025



12-month PFS 95% with favorable toxicity profile

100

Progression-free survival (%)

Number at risk
number censored)

80+

60

40

20 -

Events/N Month Progression-free
survival (95% Cl)
3/39 6 94-6% (79-9-98-6)
12 94-6% (79-9-98-6)
| I 1 1 1
0 6 12 18 24 30
39 33 24 18 7 1
0) (4) (13) (18) (29) (35)

@ Dana-Farber cancer Institute

Patients with any TEAEs
Haematological TEAEs
Neutropenia
Anaemia
Lymphopenia
Platelet count decreased
Leukopenia
Febrile neutropenia
Non-haematological TEAEs
Hyperglycaemia
Alkaline phosphatase increased
Alanine aminotransferase increased
Aspartate aminotransferase increased
Fatigue
Rash maculopapular
Creatinine increased
Hyponatraemia
Cough
Diarrhoea
Generalised oedema
Peripheral oedema

Photosensitivity

Grade 1-2
37 (95%)

10 (26%)
14 (36%)
5 (13%)
9 (23%)
2 (5%)

0

16 (41%)
16 (41%)
14 (36%)
15 (38%)
15 (38%)
14 (36%)
8 (21%)
7 (18%)
7 (18%)
6 (15%)
5 (13%)
5 (13%)
6 (15%)

Grade 3 Grade 4
18 (46%) 5 (13%)

4(10%) 1 (3%)
0 0
5(13%) 3 (8%)
0 0
13%) 0
1(3%) 0
1(3%) 0
0 0
13%) 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
1(3%) 0
13%) 0
0 0

Alderuccio et al. Lancet Hematology 2025




/ CC-220-DLBCL-001 \

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

Mechanism of action’ Allosteric regulation of cereblon’
| Ub Proteasome
\tolos Ub Inactive/open cereblon Active/closed cereblon
No Ikaros/Aiolos bound Ikaros/Aiolos bound

80% Lenalidomide 20%
0% Golcadomide 100%

LN
° () Degradation
°° °o of |karos and
Aiolos
o

‘M“'

CUL4 E3 ligase complex

DDB1 ROC1

N « Recent cryo-EM data indicate that the cereblon complex has
» Golcadomide binds directly to the CRL4“*EX E3 (“ : : :
MR y 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

Aiolos - 2 key regulators of lymphoid 8 # Proliferation more efficient than lenalidomide at driving the closed
development and differentiation @ @ conformation,’ leading to deeper and more rapid degradation of

» This leads to proteasome degradation, thus Immune stimulation Ikaros/Aiolos
exerting direct cytotoxic and T Cyidine production
. # Immune cell activation
immunomodulatory effects

A Study to Compare the Efficacy and Safety of Golcadomide in A Study to Evaluate the Efficacy and Safety of Golcadomide in
Combination With Rituximab (Golca + R) vs Investigator's Choice Combination With Rituximab in Newly Diaghosed Advanced
in Relapsed/Refractory Follicular Lymphoma (GOLSEEK-4) Stage Follicular Lymphoma (GOLSEEK-2)

° Dana-Farber cancer Institute



ROR1 and Zilovertamab Vedotin

ROR1 is an oncofetal protein important for
embryonic development

- Physiologic expression disappears before birth’ Zilovertamab Vedotin
- Pathologic expression of ROR1 often reappears in aggressive

hematologic and solid tumor cancers? %% &@

ROR1 is present on the tumor cell surface and \\dio'/J
amenable to targeting with antibody-based " &Y R

A A )
¥ Ll )y
therapeutics' : \/\/\/\/\/
p - —-. \/ '-‘};7/"

» Zilovertamab vedotin (MK-2140) is an ADC of: Ll O
- The humanized monocional antibody, UC-961, with no normal e\ T Y
lissue cross-reaclivity Antibody Linker Toxin
- Acleavabdle linker and the anti-microtubule toxin, MMAE? (UC-961) (MMAE)

Binding to tumor cell ROR1 causes rapid
internalization and lysosomal trafficking to deliver
MMAE

Borcherding N ot al. Protein Cefl. 2014:5:498.502: 2. Danaosmanash AH at al. Leuk Lymphoma 2013:54:843.850.3 Vasitt T ot al Bood. 2021:137:33656.3377

A Study of Zilovertamab Vedotin (MK-2140) as
Monotherapy and in Combination in Aggressive and

Indolent B-cell Malignhancies (MK-2140-006)
° Dana-Farber cancer Institute




Case Presentation: 68-year-old man with recurrent FL
and bulky disease receives mosunetuzumab

Dr Syed Zafar (Fort Myers, Florida)

RTP

RESEARCH
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QUESTIONS FOR THE FACULTY

How long do you continue mosunetuzumab in patients with R/R
FL? If this patient achieves a complete response, would you
discontinue mosunetuzumab in his case?

What other novel strategies are you excited about in R/R FL? Do
you believe tafasitamab in combination with lenalidomide/
rituximab (R?) will receive FDA approval for R/R FL in the near
future? If you were able to access tafasitamab/R?2, for which
patients with R/R FL would you want to administer it? How would
the availability of this regimen affect your sequencing of bispecific
antibodies and CAR T-cell therapy?




Agenda

MODULE 1: Selection and Sequencing of Available Therapies for Diffuse
Large B-Cell Lymphoma — Dr Flowers

MODULE 2: Evolving Management Paradigm for Mantle Cell Lymphoma
— Dr Phillips

MODULE 3: Integration of Novel Therapies into the Management of
Follicular Lymphoma — Dr LaCasce

MODULE 4: Integrating Bispecific Antibodies into the Management of

NHL — Dr Brody

MODULE 5: Current Role of CAR T-Cell Therapy in Various Non-Hodgkin
Lymphoma (NHL) Subtypes — Dr Abramson

RESEARCH
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Integrating Bispecific Antibodies
into the management of NHL

Joshua Brody, MD

RESEARCH D@

TO PRACTICE

2025 ASCO
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Efficacy/Safety: bsAbs for r/r Follicular Lymphoma — mosunetuzumab NCT02500407

100+
CD20 _ | Complete response
£ 8- I Partial response
@ - [ Stable disease
Cb3 2 60+ [ Progressive disease
2
£ 40-
2
[] £ 20-
g
Mosunetuzumab 3 0 : o e
B . ]“I‘"”"
s -20-
o
= 40
g
g -60
S
2 -80-
J00 S o
_H_h_’—\_"‘—'—._‘_‘ - 1-100IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII|IIIII
80 . L R |
3 :
- median, months
= (60 7
=
Q" DOR 35.9
= i
[<5]
3 DOCR NR
20
Mosunetuzumab (N = 90) PFS 24
0 -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 QS NR

Time from first treatment (months)

Sehn LH, et al. Blood. 2025;145:708-719.

Budde LE, et al. Lancet Oncol. 2022 Aug;23(8):1055-1065.



Efficacy/Safety: bsAbs for r/r Follicular Lymphoma — mosunetuzumab NCT02500407

Sehn LH, et al. Blood. 2025;145:708-719.

CD20
\ W2
E] Grade1-2 Grade3 Grade4 Grade 1—2 Grade3 Grade4
( Cytokine release syndrome 38 (42°7>)t 1'(1%) 1(1%) Dry skin 14 (16%) b 0
Fatigue 33@B7%) 0 0 Anaemia 5 (6%) 7(8%) 0
o 27 (30%) 1(1%) 0 Chills 11 (12%) 1(1%) 0
mcreased 2 (2%)\ 12 (13%) 12 (13%) ) Hypomagnesaemia 11(12%) O 0
Qeutrophilcou/nt Increased alanine aminotransferase 6 (7%) 4 (4%) 1(1%)
Pyrexia 25(28%)  1(1%) 0 Insomnia 11(12%) 0O 0
Hypophosphataemia 9(10%) 15(17/%) O Arthralgia 10 (11%) 0 0
Pruritus 19 (21%) 0 0 Peripheral oedema 10 (11%) 0 0
Hypokalaemia 15 (17%) 2 (2%) 0 Abdominal pain 8 (9%) 1(1%) 0
Cough 16 (18%) 0 0 Back pain 8 (9%) 1(1%) 0
Constipation 16 (18%) 0 0 Dizziness 9 (10%) 0 0
Diarrhoea 15 (17%) 0 0 Urinary tract infection 8 (9%) 1(1%) 0
Nausea 15 (17%) 0 0 Skin exfoliation 9 (10%) 0 0
Rash 13 (14%) 1 (1%) 0 Thrombocytopenia 5 (6%) 0 4 (4%)

Budde LE, et al. Lancet Oncol. 2022 Aug;23(8):1055-1065.




Efficacy/Safety: bsAbs for r/r Follicular Lymphoma — epcoritamab EPCORE NHL-1
CD20 C
2, All patients *% 63% (54-71)

\ CD3 <65 | ® | 57% (44-70)

>65 : @ : 67% (55-78)

']. Male = ! 62% (50-73)

Epcoritamab Female | 1 | 63% (48-77)

100 - —— Complete response (n=80) 2 prior rx ! e ‘ 72%(57-84)

— Partial response (n=25) _ 3 prior rx : ® | 68% (52-82)

g —— No response (n=23) >3 prior rx o * 45% (29-62)
80

= A Refractory to prior rx——e—— 51% (40-62)

2 —— Not refractory @ 88%(73-96)
> 60-

3 Double refractory ——e—— 56% (45-66)

= i Not double refractory | & 79%(63-90)
ke -

& POD24 | 61% (47-74)

5_8_“ - OR/CR, 18 months (%) 58%/72% Not POD24 J.% 64% (52-74)

H POD24(any rx) : @ | 64% (52-76)

0 | ' l ' | | | | : Not POD24(any rx) ® | 61% (47-73)

0 3 6 9 12 15 18 21 24 27 30
Time since first dose of epcoritamab (months) FE ILFI’IID3I-§ } ' : e ’ Z;: Eii:ii;

Linton KM, et al. Lancet Haematol. 2024; 11:593-e605. 30 40 50 60 70 80 90



Efficacy/Safety: bsAbs for r/r Follicular Lymphoma — epcoritamab EPCORE NHL-1

o2 EPCORE NHL-1: FL Cohort Safety
\\#
CD3
] | | o
Epcoritamab Combined Expansion & Optimization Cohorts

mGradelto2 mGrade3 Grade4 m Gradeb5

Pyrexia E )
Diarrhea
Neutropenia
Fatigue
COVID-19 21 14 5

(O}
~N

Injection rxn

CRS 65 2

0 10 20 30 40 50 60 70 80 90 100

Linton KM, et al. Lancet Haematol. 2024; 11:e593-e605.



BsAbs in earlier settings and in combination therapies for FL: epcoritamab

Epcoritamab + R? in First-Line Therapy FL: EPCORE NHL-2 arm 6

m Overall response, n (%) 39 (95)
Epcoritamab (SC) N . .
Rituximab (IV) Lenalidomide (oral) Complete response, n (%) 35 (85)
< 375 mg/m? 20 mg
W C1-2, Q4W C3+ (28 d/C :
Q Q + ( / ) QW Cl, Q4W C2-6 QD for21din C1-12 Partial response, n (%) 4 (10)
Treatmentupto2y
100 T—te=e - 95%
w
° ° ° L 2 8 1990
. ° * ° o ’00 £~ 801 'SSA
° o ° o ° ° c ° ) % © R '
®e °® H ° - ° - L g \q_; 60 - :
.o. ° %o ® : - ° « ° 0’” : 8 '
° ° ® < (@] 1
. Q '
° .o ° .o ° - ° - 0’ ° E % 40' '
$ : E . 54 50 :
% % % ° — ° c ° =3 © c _ '
— . ° > S = 9= 204 = DOCR (n=35) :
K ° e ° . ° ° - & —s—  DOR (n=39) :
... ® ° Y : Y Y .. :. _’_’ Y 0 L] L] L] L] L] : L] 1
e S . e ° . ° e . 0O 3 6 9 12 15 18 21 24
° H ° : ) ‘e ® ® @CR ®PR ®SD ®PD .
[J [} : o [} e ¢ Completed treatment Tlme (monthS)
° - % ® ° ® Discontinued due to PD
* # Discontinued due to AE
® ‘ Time on treatment
o o ® ) ° — Ongoing treatment
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114

time on treatment (weeks)

Leslie, L et al.,, ASCO 2024



BsAbs in earlier settings and in combination therapies for FL: mosunetuzumab
Mosunetuzumab w Response-Driven Lenalidomide Augmentation As 15t-Line Therapy for FL/MZL: (NCT04792502)

Injection site reaction
Fatigue
Rash maculo-papular
Headache
Hypertension
Chills
Dizziness
Cytokine release syndrome
Nasal congestion
Dyspnea
Insomnia
Fever
Nausea
Dry skin
Cough
NMyalgia
Diarrhea
Back pain
Anorexia
Weight loss
Neutrophil count decreased
Flushing
Productive cough
Weight gain
Blood lactate dehydrogenase incr
Fall
Urinary tract infection
Upper respiratory infection
Lung infection

S WUN -

©
=
o)
Q.
o
BN -

( End of treatment

0246 81012141618202224
N of patients

Percent

100+

C5-C8
C1-C4 Mosunetuzumab PRA
Mosunetuzumab CR monotherapy
monotherapy
*+ C1D1: 5mg SC IRA
* C1D8: 45 mg SC CR
*+ C1D15: 45 mg SC
» C2D1-C4D1: 45 mg SC Mosunetuzumab plus
Lenalidomide 10mg
(augmentation)

Off study
13% . Complete
- response
; B Progressive
disease

I Not evaluable

All MZL

L Follow up
C9-C12
Mosunetuzumab plus PRA
Lenalidomide 10mg 2
(extended augmentation)

Olszewski AJ et al., ASH 2024



Efficacy/Safety: bsAbs for r/r DLBCL — epcoritamab EPCORE NHL-1

100- *  K*¥
B CR B PR B SD Bl PD % Prior CAR T cell
75 e
50- * %
S Patients (N =
25_ * 157)
0 _
99 (63.1)
(o) (o)
61 (38.9)
-0 e
e ol e [31.2, 46.9]
-75 - %
PR 38 (24.2)
wd e AT

SD 5(3.2)

100 i o *ox okxx %
80 A\\ﬂ—— PD 37 (23.6)
60 = = 233 1z 2

40 1 |

20 A

- DOR

0 3 6 9 12 Thieblemont C, et al. J Clin Oncol. 2023;41:2238-2247.



Efficacy/Safety: bsAbs for r/r DLBCL — glofitamab NCT02500407

1001 m‘_\‘ ——CR
J =
14 >
ORR 80 (52%) s |t 62.9% e
= 604 ')
CRR 61 (39%) 2 B, 1 |
. 2af 1 T |
Median PFS 4.9 months 2 ‘-.* “ |
Median DoR 18.4 months & 20 s L- 1‘-"-'-'.‘""1 :
SRR i spem b, LEIRID O UETS,
Median DoCR  29.8 months e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
CR(N=45) 45 37 38 31 31 30 28 26 23 20 17 12 12 9 & 3 2 NE
NR(N=35) 35 13 7 5 5 5 4 4 4 3 3 2 2 1 NE NE NE NE
PR(N=28) 26 15 12 10 6 4 4 3 3 2 2 2 2 1 NE NE NE NE

Dickinson M, et al. N Engl J Med. 2022;387:2220-2231.

Dickinson MJ et al. Blood (2024) 144 (Supplement 1): 865



Overall survival (%)

BsAbs with chemo: Gem-Ox + CD20 x CD3 bsAbs for r/r DLBCL

Phase lll STARGLO study

Glofit-GemOx (n=183)

Glofitamab plus gemcitabine and oxaliplatin*
Step-up dosing in Cycle 1,
30mg administered on Day 1 from Cycle 2 onwards

@

Glofitamab

Day 1 of each cycle
Patients R/R DLBCL (N=274)

* R/R DLBCL NOS after 21 prior
systemic therapy

Cycles 9-12

Cycles 1-8
+ Patients with one prior line must (21-day cycles)

be transplant ineligible
+ ECOGPS0-2

R-GemOx (n=91)

Stratification factors
* Relapsed vs refractory disease? | .
Rituximabt plus gemcitabine and oxaliplatin

+ 1vs 22 prior lines of therapy Administered on Day 1 of each cycle

80

60—

40

30mg administered on

— Glofit-GemOx (n=183)
—— R-GemOx (n=91)

*Imedian follow-up of 11-3 months

Glofit-GemOx vs R-GemOx: HR 0-62 (95% CI 0-43-0-88), log-rank p=0-0064

Phase Il Epcor-GemOx (n=103)

=== Qverall (N = 103)
=t COVID-19-adjusted (N = 103,
=i Patients with 1 pLOT (n = 39)

1808 —— Patients with >2 pLOT (n = 64)
80
g 60 a——
S 40 .
20
1 1 1 1 1 1 L] 1
0 3 6 9 12 15 18 21 24
Time (months)
Number at risk
103 95 77 62 36 15 9 8 7
103 95 77 62 36 15 9 8 .
39 37 31 27 15 6 3 2 2
64 58 46 35 21 9 6 6 5

0 I I T I I | T I | I | |
0 3 6 9 12 15 18 21 24 27 30 33 36
183(0) 159(6) 135(9) 119(10) 104(14) 86(26) 71(39) 51(56) 40(65) 26(77) 11(92)  3(100) 0(0)
91(0) 68(9)  55(10) 46(10) 40(12) 29(16) 23(20) 14(26) 10(30) 8(32) 3(36) 2(37)  0(0)

Abramson JS et al., Lancet 2024 Nov 16;404(10466):1940-1954.

Brody JD et al., Blood 2025 Apr 10;145(15):1621-1631.



BsAbs with chemo: Gem-Ox + CD20 x CD3 bsAbs for r/r DLBCL

HR (95% Cl)
All patients — . 062 (0-44-0-89)
Sex i
Male S E— 0-56 (0-37-0-86)
Female | . 076 (0-41-1-40)
Age group (years) i
<65 - 0-59 (0-33-1.06)
265 S T— 0-65 (0-42-1.01)
Race i
Asian «—m— 0-40 (0-25-0-65)
Black or African American < i » >999-99 (0-00-NE)
White . o 1-24(0-66-2-33)
Unknown < 040 (0-10-1.61)
Geographical region i
Europe E = 1.09 (0-54-2-18)
North America : - 2.62 (0-56-1234)
Asia or Australia* 4_.—5 0-41(0-27-0-64)
Number of previous lines of systemic therapy i
1 +_ 0-68 (0-42-1-09)
22 - 055 (0-33-0-93)
T : 1
03 1.0 30
«— —>

Favours Glofit-GemOx  Favours R-GemOx

Previous CART-cell therapy

Yes

No

Relapsed or refractory to last line of therapy
Refractory

Relapsed

Refractory to first line of therapy
Yes

No (relapsed)

Total number of risk factors for IPI (derived)t
Low (0-1)

Low-intermediate (2)
High-intermediate (3)

High (4-5)

Unknown

Bulky disease =10 cm

Yes

No

Unknown

Cell of origin

Germinal centre B cell
Non-germinal centre B cellt

Unknown

HR (95% Cl)
< S > 0-84(0-23-3.01)
— B 0-62 (0-43-0-89)
— 065 (0-43-0-99)
D 0-51(0-26-0-98)
S — 0-60 (0-40-0-92)
<«——m 0-54(0-29-1.01)
D S—— 0-41(0-15-1-10)
< j 0-59 (0-28-1-20)
= 075 (0-42-135)
i = 0.92 (0-45-1.88)
< 0-18 (0-01-2-93)
: = 095 (0-38-2-40)
—B— 0.58 (0-40-0-85)

E NE
< 0-55 (0-29-1.06)
S 0-61(0-39-0-96)
< : -] > 0-96 (0-28-3-21)

[ : [ 1
03 1.0 3.0

<+ —>

Favours Glofit-GemOx  Favours R-GemOx

Abramson JS et al., Lancet 2024 Nov 16;404(10466):1940-1954.




BsAbs + chemo: Gem-Ox + CD20 x CD3 bsAbs for r/r DLBCL
Phase Ill STARGLO - Two-year follow-up

Overall survival with ~2 years of follow up

100.- R-GemOx Glofit-GemOx
—— R-GemOx (n=91) (n=91) (n=183)
—— Glofit-GemOx (n=183)
80 - + Censored 2-year follow up analysis (median follow up: 24.7 months)
OS, median (95% ClI);
—_ 604 months 13.5(7.9,18.5) | NE (19.2, NE)
S
0 w HR (95% Cl) 0.60 (0.42, 0.85)
401 (95% CI: 19.2, NE) ’
p-value* 0.003
20
s 24-month OS, % (95% 33.6 (22.9, 54.4 (46.8,
; (95% CI: 7.9, 18.5) Cl) 44.2) 62.0)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time (months)

No. of patients at risk 57.1% of R-GemOx-treated patients had received >1 NALT
RGemOx 91 68 55 46 42 34 30 22 15 11 9 4 2 NE NE
Glofit-GemOx183 159 135 120 108 98 86 74 56 43 29 14 4 1 NE

At data cut-off, 26.9% of Glofit-GemOx-treated patients and

Abramson JS et al., Lancet 2024 Nov 16;404(10466):1940-1954. Abramson JS et al., ASCO 2025 do not distribute



BsAbs + chemo: Gem-Ox + CD20 x CD3 bsAbs for r/r DLBCL
Phase Ill STARGLO - Two-year follow-up

Progression-free survival with extended follow up

1004

804

60

PFS (%)

404

204

3.6 months median
(95% CI: 2.5, 7.1)

— R-GemOx (n=91)
—— Glofit-GemOx (n=183)
<+ Censored

Median follow up: 17.2 months
p-value <0.001%*
HR (95% Cl): 0.41 (0.29, 0.58)

13.8 months median
(95% Cl: 8.8, 30.0)

0 3 6 9 12

No. of patients at risk
R-GemOx 91 34 22 14 10
Glofit-GemOx183 129 106 90 69

15 18 21

Time (months)

24 27 30 33 36

2 2 NE NE NE
25 20 12 6 NE

Abramson JS et al., Lancet 2024 Nov 16;404(10466):1940-1954.

Outcome

R-GemOx
(n=91)

Glofit-GemOx
(n=183)

PFS, median (95% Cl);
months

ORR, % (95% Cl)

CR rate, % (95% Cl)

DoCR, median (95% Cl);
months

Ongoing CR, % (n)

3.6 (2.5,7.1)

40.7 (30.5, 51.5)

25.3 (16.8, 35.5)

24.2 (6.9, NE)

17.6 (16)

13.8 (8.8, 30.0)

68.3 (61.0, 75.0)

58.5 (51.0, 65.7)

NE (27.2, NE)

42.1(77)

Abramson JS et al., ASCO 2025 do not distribute




Efficacy/Safety: bsAbs for other lymphomas - glofitamab in mantle cell ymphoma

1007 Patients with a response (PR/CR) (n = 51)
4+ Censored
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L — 60
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‘ ’ PR Time (months)
100 - Patients with a CR (n = 47)
‘-< A PD + Cetnso:edt
B Death -
T' X Response by CT only
—o—m > Active in follow-up 60 -
— >K Still on treatment
- - 40
Y (O Discontinued study
-y
-+ Treatment completed ”.
Treatment duration
-y DOCR
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time Since First Treatment (months) Phillips TJ et al., J Clin Oncol. 2025 Jan 20;43(3):318-328.



Efficacy/Safety: bsAbs for other lymphomas - glofitamab in mantle cell ymphoma

Glofitamab SUD, No. (%) Glofitamab SUD, No. (%)

1,000 mg Gpt 2,000 mg Gpt All Patients (N 1,000 mg Gpt 2,000 mg Gpt All Patients (N
CRS Event/Management Cohort (n = 16) Cohort (n = 44) = 60) CRS Event/Management Cohort (n = 16) Cohort (n = 44) = 60)
Any CRS 14 (87.5) 28 (63.6) 42 (70.0) CRS management
Grade 1 4 (25.0) 18 (40.9) 22 (36.7) Tocilizumab 11 (68.8) 11 (25.0) 22 (36.7)
Grade 2 6 (37.5) 7 (15.9) 13 (21.7) Corticosteroid 8 (50.0) 10 (22.7) 18 (30.0)
Grade 3 2 (12.5) 3 (6.8) 5 (8.3) Tocilizumab and 6 (37.5) 7 (15.9) 13 (21.7)
corticosteroids
Grade 4 2:(12:5) 0 2 (3.3)
Low flow oxygen 6 (37.5) 4(9.1) 10 (16.7)
Serious AE of CRS 11 (68.8) 12 (27.3) 23 (38.3)
ICU stay 5(31.3) 4(9.1) 9 (15.0)
Fatal CRS event 0 0 0
Fluid support 4 (25.0) 5(11.4) 9 (15.0)
Single-pressor therapy 4 (25.0) 3 (6.8) 7(11.7)
Multiple-pressor therapy 2 (12.5) 0 2 (3.3)
High-flow oxygen 1(6.3) 0 1120
Mechanical ventilation 1(6.3) 0 1(1.7)

Phillips TJ et al., J Clin Oncol. 2025 Jan 20;43(3):318-328.



Efficacy/Safety: bsAbs beyond CD20 — AZD0486 CD19 x CD3

900

. low-affinity aCD3
E 1 @ v

—— 3 aCD19

o T heavy-chain onl i
* — Y d | silenced

._—..= 2| Fc domain ;

fimmmat @ ha————— @ e
R () e —
IO — :
~
D — Doses Responses
:=- mm? 4 mg 0 CR
—3 =72 mg ¢ PR
H— = 15 mg o MR g
e m SD
e Cym—ym—
e —— Disposition Prior Therapies ”
o E—— e DC - Death © Prior CAR-T
e ] ]
=S A DC - Other ® Prior TCE
S — m DC-PD
o X DC - Complete  MRD
. =- -+ Treatment ongoing © Undetectable MRD

0 1 2 3 4 5 6 7 8 O 10 11 12 13 14 15 16 17 18 10 20 21 22 23 24 25 26 27

N=114 (FL: n=56/DLBCL: n=58) 0.3-15 mg
target dose

No related AE leading to discontinuation
No treatment-related deaths

CRS Grade 2 3: 0% (n=0/90) in 2SUD
ICANS Grade 2 3: 2% (n=2/90) in 2SUD

* Only in DLBCL patients; transient and
reversible

Majority of ICANS/CRS onset in Cycle 1
during SUD

* Neutropenia (18%), lymphopenia (16%)

Gaballah et al., ASH 2024



Case Presentation: 73-year-old man with history of cardiac

issues and seizures and primary refractory DLBCL is
considered for bispecific antibody therapy

_

Dr Shams Bufalino (Park Ridge, Illinois)




QUESTIONS FOR THE FACULTY

In general, for which patients with R/R DLBCL do you administer
bispecific antibodies? How do you choose between glofitamab and

epcoritamab?

For a patient with R/R DLBCL who has experienced disease
progression on a bispecific antibody, would you offer another
bispecific antibody as a later line of treatment? If so, at what
point?




QUESTIONS FOR THE FACULTY

How long do you continue bispecific antibodies in patients with
R/R DLBCL? Do you strictly adhere to the package insert
recommendations regarding duration of therapy for glofitamab
and epcoritamab?

Beyond CD20, what other targets for bispecific antibodies seem
promising in NHL? Based on preliminary data, how does the
CD19 x CD3 bispecific antibody AZD0486 seem to stack up against
currently available agents?




Case Presentation: 86-year-old man with high-risk
recurrent FL with EZH2 mutation and PD after

tazemetostat receives mosunetuzumab

Dr Gigi Chen (Pleasant Hill, California)




QUESTIONS FOR THE FACULTY

How do you think through sequencing of bispecific antibodies and
CAR T-cell therapy for patients with R/R FL? How do patient
age/fitness and the pace of their disease affect your thinking?

What would you recommend for this man if he were to experience
disease progression? Would you consider restarting
mosunetuzumab, or would you move on to something else?

In your experience, are most patients receiving this therapy locally,
or are they being referred to tertiary care centers? Do you
anticipate that this dynamic may change as clinicians gain greater
experience with bispecific antibodies?




QUESTIONS FOR THE FACULTY

What are the most important pearls you would offer a community-
based oncologist about monitoring for and mitigating CRS and
neurotoxicity with bispecific antibodies?

Do you instruct patients to monitor their temperatures during
step-up dosing of bispecific antibodies? Do you recommend that
they obtain blood pressure cuffs and pulse oximeters for home
testing? Do you provide some or all patients with a prescription for
dexamethasone before starting bispecific antibody therapy?




Agenda

MODULE 1: Selection and Sequencing of Available Therapies for Diffuse
Large B-Cell Lymphoma — Dr Flowers

MODULE 2: Evolving Management Paradigm for Mantle Cell Lymphoma
— Dr Phillips

MODULE 3: Integration of Novel Therapies into the Management of
Follicular Lymphoma — Dr LaCasce

MODULE 4: Integrating Bispecific Antibodies into the Management of
NHL — Dr Brody

MODULE 5: Current Role of CAR T-Cell Therapy in Various Non-Hodgkin

Lymphoma (NHL) Subtypes — Dr Abramson
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Chimeric Antigen Receptor (CAR) T-Cell Therapy for
Diffuse Large B-Cell Lymphoma (DLBCL)
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Major findings from phase III
trials for 27d ]Jine CAR in DLBCL



Three randomized trials of Chimeric Antigen Receptor (CAR) T-cell therapy

versus SOC in transplant-eligible DLBCL with early relapse or primary
refractory disease

C O
Primary Analysis of ZUMA-7: a Phase 3
ZUMA-7 Randomized Trial of Axicabtagene Ciloleucel
> (N =359) versus Standard-of-Care Therapy in Patients POS ITIV E !
Phase 3; axi-cel vs SOC with Relapsed/Refractory Large
B-Cell Lymphoma
\ Frederick L. Locke, MDZ; David B. Miklos, MD, PhD Caron A. Jacobson, MD, MMSc3; Miguel-Angel Perales, MD?;

-

o« e . TRANSFORM Study: Lisocabtagene Maraleucel, a CD19-Directed
CI In |Ca| tria IS Of TRANSFORM Chimeric Antigen Receptor T Cell Therapy, Versus Standard of Care
CD19 CAR T-cell therapies

_ with Salvage Chemotherapy Followed by Autologous Stem Cell |
h (NI - 184|) Transplantation as Second-Line Treatment in Patients with Relapsed or POS ITIVE ®
. Phase 3; liso-cel vs SOC | Refractory Large B-Cell Lymphoma: Results from the Randomized
in 2L £ 12 months LBCL Phase 3 TRANSFORM Study

v

\ Manali Kafndar. Scott R. Solomon,? Jon Arnason,’ Patrick B. Johnston,* Bertram Glass,’ Veronika Bachanova,® Sami J

-

Tisagenlecleucel vs Standard of Care as

BELINDA Second-Line Therapy of Primary
> _ Refractory or Relapsed Aggressive B-Cell
(N =322) Non-Hodgkin Lymphoma: Analysis of the N EGATIVE !

Phase 3; tisa-cel vs SOC | B HTE ST NI

N

)

\



Axi-cel vs. SOC as 274 line therapy in primary refractory or early
relapsed large B-cell lymphomas

N=359 ORR: 83% vs. 50%
(o)

Refractory 75% CRR: 65% vs. 32%

DHL 16%

OS

EFS PFS Median NR vs. 31.1 mos

Median 10.8 vs. 2.3 mos Median 14.7 vs. 3.7 mos -

- ooy HR 0.73 (0.54-0.98)
] — « HR 0.51 (0.38-0.67
HR 0.42 (0.33 — 0.55) - - .
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Neurotox Any grade 60
Grade 23 21
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Locke, et al. NEJM 2021; Westin, et al. NEJM 2023



Liso-cel vs. SOC as 24 line therapy in primary refractory or early

relapsed large B-cell lymphomas

N=184
Refractory 73%

ORR: 87% vs. 49%
CRR: 74% vs. 43%

DHL 24%

PFS

Median NR vs. 6.2 mos
HR 0.422 (0.279—0.639)

EFS

Median 29.5 vs. 2.4 mos
HR 0.375 (0.259—0.542)
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Median Follow-up: 34 mo
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Abramson, et al. Proc. EHA 2024; Abstract S272

OS

Median NR vs. NR
HR 0.757 (0.481—1.191)
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3y OS: 63 % vs. 52%
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Tisa-cel vs. SOC as 274 line therapy in primary refractory or early
relapsed large B-cell lymphomas

N=322
Refractory 75%
DHL 15%

ORR: 46% vs. 43%
CRR: 28% vs. 28%

51% of SOC crossed over to
receive tisa-cel

100 1004 fe—rd
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Bishop, et al. NEJM 2021
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Long term efficacy and safety for
3™ ]ine+ CAR in DLBCL



CAR T-cells can CURE chemotherapy-refractory LBCL in the
3" line or later setting

Axicabtagene Ciloleucel Lisocabtagene Maraleucel Tisagenlecleucel
ZUMA-1 TRANSCEND JULIET
Construct antiCD19-CD28tm-CD28-CD3z antiCD19-CD28tm-41BB-CD3z antiCD19-CD8atm-41BB-CD3z
Med Age, y (range) 58 (23-76) 63 (18-86) 56 (22-76)
ORR/CRR % (IRC) 74/54 73/53 52/40
Median PFS, mos 5.9 6.8 2.9
PFS (2y) % 42 41 30
Median OS, mos 25.8 27.3 11.1
CRS (Any/seve re) % 93/13 42/2 58/22 *different grading scale
NT (Any/severe) % 64/28 30/10 21/12
References Neelapu, et al. NEJM 2017 Abramson, et al. Lancet 2020 Schuster, et al. NEJM 2019
Locke, et al. Lancet Onc 2019 Abramson, et al. Blood 2024 Schuster, et al. Lancet Onc. 2021
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CAR T-cells can CURE Large B-cell Lymphomas as 3¢ line or
later therapy: 5-year Follow up From ZUMA-1 and TRANSCEND

Overall Survival

o o o o
ZUMA-1 100 Disease Specific Survival 100
- X
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« After day 91, 14 (6%) pts had grade = 3 infections (grade 5, n = 3, 2 of whom had additional anti-cancer therapies)
* Nineteen (8%) pts had second primary malignancies (non-melanoma skin cancers [n = 7], MDS [n = 9]).



Long term safety from JULIET
Frolonged oyoperias | Anemia | Thombocytspenia | Newiropenia

Grade 23 cytopenia afterday 90 3% 8% 8%
S T S e R T
<2 months 33% 14%
2-12 months 65% 23% 2%
>12 months 40% 13% 35
9 (8%) 4
Prostate 3 (3%) 1 2-5
Basal cell 2 (2%) 1 1-2
AML 1(1%) 1 3
Breast 1(1%) 1 4
—~ MDS 1(1%) O 3
£ Neuroendocrine 1(1%) 0 2

Jaeger, et al. Blood Advances 2022






Three CAR T-cell products for 34 line + follicular lymphoma

Lisocabtagene Maraleucel Tisagenlecleucel Axicabtagene Ciloleucel
TRANSCEND-FL ELARA ZUMA-5
n 107 94 124
Median # prior lines 3 4 3
Chemorefractory 67% 78% 68%
POD24 54% 60% 55%
CR rate 94% 69% 79%
Median PFS, m NR 53 mo 57 mo
PFS 73% at 24m 50% at 60m 50% at 60m
CRS (Any/severe) % 58/1 49/0 82/7
NT (Any/severe) % 15/2 4/1 59/19
i ellmont e al roe ASH 2024 G
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PFES for CAR T-cells in 3™ line or later FL

Liso-cel Tisa-cel Axi-cel
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Nastoupil, et al. Proc ASH 2024; Neelapu, et al. Proc ASH 2024; Thieblemont, et al.Proc ASH 2024.






CAR T-cell for MCL post covalent BTK inhibition

Brexu-cel Liso-cel
Anti-CD19 CAR T-cell Anti-CD19 CAR T-cell
Endpoint n=68 Endpoint n=83
93% 83%
CRR 67% CRR 72%
Med PFS 25 mo Med PFS 12 mo
Severe CRS/NT 15%/43% Severe CRS/NT 1%/9%
100 100-
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& & 20 a 20
S
E 0 0- T T T T T T T T T TOtall
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Months No. at risk Time after liso-cel infusion, months
ﬁ Cohort1atrisk 63 52 44 40 37 35 31 28 27 23211816 151512 6 6 5 2 2 2 Total 83 61 49 38 37 34 28 26 9 0

Wang M, et al. ASH 2024 Poster 4388; Wang, et al. ASTCT 2025






Liso-cel in Marginal Zone Lymphoma
Press release: February 10, 2025

 The Phase 2 TRANSCEND FL trial evaluating liso-cel in adults with relapsed or
refractory indolent B-cell non-Hodgkin lymphoma met its primary endpoint in the
marginal zone lymphoma (MZL) cohort

e Results showed a statistically significant overall response rate (ORR) in these patients
 The study also met the key secondary endpoint of complete response rate (CRR).

* Liso-cel demonstrated durable responses and a consistent safety profile with no new
safety signals observed

* Await data presentation at ICML 2025
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Take home points

* CAR T-cells induce deep and durable remissions in DLBCL, follicular lymphoma,
mantle cell ymphoma and marginal zone lymphoma (new data coming soon)

* Liso-cel and axi-cel are preferred 2" line treatment for DLBCL which is primary
refractory or relapsed within 12 months. Liso-cel also approved for 2" line non-
transplant eligible patients

e Liso-cel, axi-cel and tisa-cel also available in 37 line and later DLBCL

* Liso-cel, tisa-cel or axi-cel available for 3" line and later treatment of FL, but will likely
be used after bispecific antibodies in most patients

* Liso-cel and brexu-cel are preferred for MCL after failure of covalent BTK inhibitors.
Pirtobrutinib can serve as a valuable bridging therapy

)
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Case Presentation: 81-year-old man with recurrent non-GCB
type DLBCL and significant pulmonary involvement

Dr Warren Brenner (Boca Raton, Florida)




QUESTIONS FOR THE FACULTY

How do you choose between CAR T-cell therapy, bispecific
antibodies and other available therapies for patients such as this
who are older and have borderline performance status but are
symptomatic from their disease?

What bridging strategy would you recommend prior to CAR T-cell
therapy for a patient such as this?

Which patients with other NHL subtypes — FL and MCL —
represent ideal candidates for CAR T-cell therapy? Where in the
treatment sequence do you typically recommend CAR T-cell
therapy for these patients? Do you anticipate that CAR T-cell
therapy may soon have a role in marginal zone lymphoma as well?




Case Presentation: 76-year-old man with transformed
DLBCL and PD after R-CHOP receives bridging therapy
with polatuzumab vedotin/rituximab followed by
lisocabtagene maraleucel

Dr Spencer Bachow (Boca Raton, Florida)




QUESTIONS FOR THE FACULTY

If you saw this patient with primary refractory DLBCL today, is there anything
you would have done differently? Would you recommend CAR T-cell therapy
or another strategy? Would you bring up the idea of transplant?

How should oncologists in the community follow their patients who have
received CAR T-cell therapy? How often should CBCs be assessed, and when
should growth factors be administered?

Should these patients routinely be assessed for hypogammaglobulinemia and
be infused with IVIG if they develop recurrent infections or low
immunoglobulin levels?

How do you approach vaccination for patients who have received CAR T-cell
therapy?
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Consensus or Controversy? Clinical Investigators
Provide Perspectives on the Current and Future Care
of Patients with Chronic Lymphocytic Leukemia
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Thank you for joining us!
Your feedback is very important to us.

Please complete the survey currently up on the iPads
for attendees in the room and on Zoom for
those attending virtually. The survey will remain open
up to 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program
syllabus for the CME credit link or QR code.
Online/Zoom attendees: The CME credit link
is posted in the chat room.




