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What is High Risk DLBCL?

Sub-group Freq R-CHOP

CR PFS (ON
ABC- DLBCL 40-50% |[60% 2-yr 28% 2-yr 46%

Double Hit Lymphoma 3-12% |40% 7.7 mo <1yr

Dual expressor Lymphoma

0, _ o) _ 0 _ o
(MYC and BCL2) 21% 50-60% 5-yr27% 5-yr 30%

Elderly DLBCL (> 60 y) 50% | 70-80% 5-yr 50% 5-yr 58%

High IPI score (4 — 5) 45% 60-70% 4-yr 53% 4-yr 54%
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— < Best stratification? Comparison of Clinical Prognostic Indexes

= N =2124 patients with DLBCL who received R-CHOP from 1998-2009 across 7 multicenter randomized clinical trials
= Compared with the IPI, the NCCN-IPI better discriminated low-risk and high-risk subgroups

PFS by IPI PFS by R-IPI PFS by NCCN-IPI
100
80
g 60
7
a
40
20 20 20
0 | 0 0
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10
Yr Yr Yr
IPI Risk Group Time Point, Yr KM Est (95% Cl) R-IPI Risk Group Time Point, Yr KM Est (95% Cl) NCCN-IPI Risk Group Time Point, Yr KM Est (95% Cl)
= | ow (0-1) 5 81.4 (78.0-84.9) === \/ery Good (0) 5 86.7 (79.8-94.3) == | ow (0-1) 5 86.0 (80.2-92.2)
=== | ow-intermediate (2) 5 67.0 (62.5-71.8) = Good (1-2) 5 73.6 (70.6-76.7) === | ow-intermediate (2-3) 5 75.3 (72.1-78.6)
=== High-intermediate (3) 5 58.4 (53.9-63.1) === Poor (3-5) 5 52.5 (49.2-56.0) === High-intermediate (4-5) 5 54.3 (50.7-58.2)
=== High (4-5) 5 45.8 (41.1-51.0) Log rank P <.0001 + Censor === High (6-8) 5 42.8 (36.5-50.2)

Log rank P <.0001

Ruppert. Blood. 2020;135:2041.

Log rank P <.0001
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X Does Intensification Improve outcomes in IPI 3-5?
CALGB 50303: DA-EPOCH-R vs R-CHOP

100 4 IPI risk group (original definition)
% Low (0-1) —t—e—— 17123 157 (0.60to 4.14) 3528
Low-intermediate (2) —— 58/176 1.03  (0.61to 1.74) 9017
80 1 High-intermediate (3) —e—1 54/121 072 (0.42t01.24) 2354
70 4 I High (4-5) —— I 26/56 0.46 (0.21t0 1.01) .0524
60 IPI Risk Group (dichotomous)
= Low (0-2) —o— 75/299 113 (0.72t0 1.79) 5852
P 50 I High (3-5) —o— I 80/177 0.63 (0.41100.99) .0418
o 40 4 Double expressor (IHC)
30 4 Events/Total HR (95% CI)  Time Point (years) KM Est (95% CI) Missing i 7322 117 (074101.86) 5062
—— DA-EPOCH-R 76/241 0.93 (0.68 to 1.27) 2 78.9 (73.8% to 84.2%) No fF—o— 69/228 0.75 (0.46t0 1.21) 2330
20 5 68.0 (62.1% to 74.5%) Yes b—o1— 17/42 0.76  (0.29 to 2.00) 5752
—— R-CHOP 83/250 Reference 2 75.5 (70.2% to 81.1%)
10 5 66.0 (60.2% to 72.5%) favors DA-EPOCH-R Favors R-CHOP
Log-rank P= .6519 + Censor ) >
T T T T T T T T T T T
0 1 2 3 4 5 0.125 0.25 05 1 2 4 8
Time (years) HR

Bartlett et al. J Clin Oncol 2019
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" Dose Dense R-CHOP followed by auto HCT:
Results of the DLCLO04 trial in high risk DLBCL (aa-IPI 2-3)

A
100 100 — Transplantation
"\\ ---- No transplantation
~ ‘\
751 -, ~ 757
s Tl g
> . —_
I E
2 _ E .
g 50 E 50
3 T
E v
2 25 3 25
g
0 T T T T 1 0 T T T T |
0 12 24 36 48 60 0 12 24 36 48 60
Number at risk
(numbers censored)
Transplantation 199 156(1)  141(1) 133(8) 124(16) 104(35) 199 178(1)  161(1) 150(8) 139(17) 115(40)
Notransplantation 200 140(1)  121(3) 109(10) 98(20)  87(30) 200 180(2)  161(5) 143(16) 126(32) 109 (47)

Chiapella A. et al. Lancet Oncology 2017
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GOYA: Obinutuzumab + R-CHOP

R-CHOP G-CHOP
(n=712) (n =706)
Total 1-Year 1-Year Favors Favors 95% Wald
Stratification Factors No. No. Events KM Rate No. Events KM Rate G-CHOP R-CHOP HR Cl
All patients 1,418 712 215 79.778 706 201 81.614 0.92 0.76to0 1.12
No. of planned CHOP cycles
1,049 526 152 80.789 523 142 83.449 091 0.73to 1.15
8 369 186 63  76.949 183 59 76.480 —e— 0.96 0.6to 1.37
IP1
Low-intermediate 785 409 99 84.168 376 86  87.510 —or 093 0.70to 1.24
High-intermediate 413 192 71  75.013 221 62 81.669 +—e—i 0.68 0.481t0 0.95
High 220 111 45  71.577 109 53 61.460 H—e— 1.27 0.85to0 1.90
Geographic region
Eastern Europe 196 99 28 77.354 97 32 80.726 —t— 1.10 0.66to 1.82
Western Europe 426 215 61 79.653 21 51 85.429 —e— 0.79 0.54to01.14
North America 216 107 27 87.556 109 25 83.972 —— 1.00 0.581t0 1.73
Asia 518 258 87 77.830 260 87 76.484 —o— 1.01 0.75t0 1.36
Other 62 33 12 77.047 29 6 93.103 +——m—+-H 0.46 0.17to 1.22
T T T T T T T T

0.05 0.1 0.2 0.5

iy
N
(&)

10 20

Vitolo U. et al. J Clin Oncol 2017
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COO: Targeting Activated B-cell DLBCL

e Lenalidomide
e |brutinib
Bortezomib
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COO: Targeting Activated B-cell DLBCL: Phase II studies

1.0 oty A
0.9' I-“""- - E 1.00 -
=081 B 1 e oot . _CEU
N - =
- 07' | o= === kmm == = ¥ ﬁ!:
2 o- 0.75
© 0.6 1 c>c
a =
e 0.5 T E
5 04 RCHOP(n=91)  VR-CHOP(n=92) B 0.50 -
0 g3 EBensaen 233 17(18) =
b 2-year PFS rate (%) 77.6 820 R-CHOP =
021 kR (90% I 0.73(90% Cl, 0.43 0 1.24) - - - VR-CHOP ‘2 9251 ticatment
0.14 Pvalue P=.6M =4 —— R2CHOP
S —i— RCHOP
T T T T T T T T T T T T T T T Qt . . . . .
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 o) 1 2 3 4 5
Time to Event (months) Years
Bortezomib + R-CHOP ECOG E1412: Lenalidomide + R-CHOP

Leonard et al. J Clin Oncol 2017, Nowakowski et al 2021
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R
COO: Targeting Activated B-cell DLBCL: Results of
Phase 111 studies

Bortezomib Lenalidomide Ibrutinib

1.0
A ] 100 4
—~ [<+]
g 0.8 1 2 ZZ:
g = R2-CHOP § Ibrutinib + R-CHOP
2 = - 70 4
2 S 0.6 < ]
9 o 5 604 Placebo + R-CHOP
& O T A © X 50
£ 40 12 months 30 months a o4 Placebo/R-CHOP o<
2 k7 40 +
3 - RCHOP(95%CI)  777% (73:0-817) 70.6% (65:5-75:0) il 3 20
‘8-’ 207 — RBCHOP (95%C) 811% (766-849) 752% (70379:4) & 0.2 -{ R2-CHOP v Placebo/R-CHOP f— 20
& Adjusted HR (95% CI): 0-82 (0-63-1.08), p=016 HR (95% Cl) = 0.85 (0.63 to 1.14) a
0 ; ; : T : : : T T T T . P- .29 Q 10 4 ﬂR' 0.934 (95% Cl, 0.726 to 1.200)
: 0 6 2 18 24 30 36 42 48 54 60 66 72 T T T T T T T T L =.5906
Number at risk o 6 12 18 24 30 36 42 48 » 8 12 16 20 24 28 32 36 40 44 48 5
(numbercensored) - 0 4 8 .’IZ 16 20 24 28 .32 36 40 44 48 52
RCHOP 361(46)308(33) 74(16) 255(7) 244) 2909 1553) 1200 () 77Q) 41(0) 4(0) 0 Time (months) Mot sk Time Since Random Assignment (months)
RB-CHOP 358 (36) 308(29) 277 (12) 259/6) 249(2) 231(2) 192(2) U5(1) 207(1) 75(4) 37() 1(0) 0 Number atRisk Ibrutinib + R-CHOP 419 374 336 316 300 291 276 233 179 120 63 25 3 0
R2-CHOP 285 221 178 162 19 57 10 0 Placebo + R-CHOP 419 390 341 316 297 286 277 244 184 118 60 33 5 0
Placebo/R-CHOP 285 229 187 173 111 55 10 3 0

REMoLD-B ROBUST PHOENIX

Leonard et al. J Clin Oncol 2017, Nowakowski et al 2021
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Double Hit Lymphoma: Is intensification better?

(v y)
O

100 100 -

= A —— R-CHOP (N=63) =
> ; —— R-Hyper CVAD (N=38) >
2 804 —— DA-EPOCH-R (N=57) c 804\
(:n: o ~— R-CODOX-WIVAC (N=41) 3 _— ', . )
s g & sallin pther/multlple (N=24) ! g eod | —‘— :;\tgag;er:rlggctlon (N=136)
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Petrich et al. Blood 2014
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Double Hit Lymphoma: Is intensification better?

. A
(A) EFS by initial treatment (A)q -
100 7
RCHOP - "_l_
REPOCH 2 1,
g 807 RHCVAD/MA g -
2 Other z Il
8 60+ L o5
kS 5
2 ]
c 40 - ]
s o Total Fail
8 2 — RD-CODOX-M/IVAC 30 5
20 - 2 i
o = = Historical control 20 9
o 0-0 T T ¥ T T T Y T ¥ 1
: : : : : : : : : 0 12 24 36 48 60
0 6 12 18 24 30 36 42 48 Months

Time (Months)

Oki et al Br J Haematol 2014, Corazzelli et al. Br J Haematol 2011



. Retrospective study using Flatiron electronic health record (EHR). About 280 sites
c Strata == R-CHOP == R-EPOCH D Strata = R-CHOP =+ R-EPOCH
N total | N events | Estimate (95% Cl) N total | N events | Estimate (95% Cl)
1.001 R-CHOP 97 53 20.2 (14.8 - NA) 1.001 R-CHOP 2,629 734 96.3 (87.2 - 102.9)
R-EPOCH 131 42 NA (NA - NA) R-EPOCH 233 58 NA (NA - NA)
2 2
= 0.751 = 0.751
% = g
.g MW—HM% = = .8
§8.050{ ------=- 8.0.50
= i ®
2 : 2
€ 0.25- P = 0100094 T € 025
(/2] ! (72}
0.001 : 0.001

Magnuson et Al. EHA 2021, Goyal et al, Haematologica 2023
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Overall survival between R-CHOP or R-EPOCH

for double hit or triple hit Lymphomas

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Overall Survival in Months (from 1L start)

President: Pier Luigi Zinzani

0 6 121824 30 36 42 48 54 60 66 72 78 84 90 961021081 14120
Overall Survival in Months (from 1L start)
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Double Hit Lymphoma: Prospective studies

100 — Double-hit A 1.00
_ — Single-hit 5
£ 804
= 5 075
2 s
s 60 E
5 ‘ £ o501
¢ 404 48-month event-free survival H
b — 73:4% (95% C1 50-1-87-1) ©
$ 204 — 627%(95%C1372-802) £ oz 4-year PFS: 66.9%
o log-rank p=0-40 g
0 T T T T 0.00.
0 20 40 60 80 ’ T T T T T T T T T T
Number at risk 0 12 24 36 48 60 72 84 96 108
Double-hit 24 16 16 5 1 Number at risk Time since registration (months)
Single-hit 19 13 11 3 1 111 8 73 62 5 29 11 4 3 1
NCI trial DA-EPOCH-R UK NCRI trial: CODOX-R/IVAC
N= 53 pts, DHL= 24 pts N= 111 pts, DHL= 7 pts, IPI 3-5= 100%
Treatment related deaths 6% Treatment related deaths 4.3%

Dunleavy et al. Lancet Haematol 2018; McMillan et al. Ann Oncol 2020
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High Grade B-Cell Lymphoma NOS

1.0
- P=0.36

. WHO 4th 2016: HGBCL - Burkitt’s like and gg:

blastoid type. Recognized by ICC but no by WHO 0.7

5th 0.6-
. Separate entity from double/triple hit gf‘} : '

lymphomas (HGBCL with MYC, BCL2 and/or 03 PFS at 2y

BCL6 rearrangements) 0.2 Burkitt-like 58%
. Important to separate from DLBCL, DLBCL NOS 3;;2 Unspecified 51%

MYC-R R
IHC: CD10+ (65%), BCL6+ (91%), BCL2+ (65%) N g reersfomdiagnoss .
. Heterogenous mutations: MYC-R (8 — 13%), MYC =39 3 T . 2 9

amplifications (32%), no MYC alterations (60%)

Oki et al. Pathology 2020, Li S et al. Mod Pathol 2015, Zayac et al ASH 2021Abstract #455
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Frontline therapies for HGBCL NOS

All HGBCL Subtypes (blastoid) Burkitt-like HGBCL

1.0 1‘
1 P=0.83 1.01 m
094 % ' P=0.027
- 0‘9_
0.8 1 1
0.7 N 0.8-_
0.6 - 57% 0.7
0-5 . 0.6-_
0-4 | —I_ 027 38%
03 R-CHOP 0.4+ 0
= 0.3
| . R-CHOP
0.2 0.2-
0.1 7 0.1 N
o0 __ _ @ 0.0
N T N R R S R -
N Years from diagnosis N Years from diagnosis
| 42 29 18 8 4 1 ® 10 5 3 3 1 1
61 33 25 13 5 3 31 23 17 8 3 2

Zayac A et al. ASH Meeting Abstracts 2021:523
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Double Expressor Lymphoma (DEL): Is DA-EPOCH superior?
CALGB 50303: DA-EPOCH vs R-CHOP

100 IPI risk group (original definition)
% Low (0-1) —t—e—— 17123 157 (0.60to 4.14) 3528
Low-intermediate (2) —— 58/176 1.03  (0.61to 1.74) 9017
80 1 High-intermediate (3) —e—1 54/121 072 (0.42t01.24) 2354
70 4 High (4-5) e 26/56 0.46 (0.21t0 1.01) .0524
60 IPI Risk Group (dichotomous)
= Low (0-2) —o— 75/299 113 (0.72t0 1.79) 5852
P 50 High (3-5) —o— 80/177 0.63 (0.41100.99) .0418
o 40 4 Double expressor (IHC)
30 4 Events/Total HR (95% CI)  Time Point (years) KM Est (95% CI) Missing i 7322 117 (074101.86) 5062
—— DA-EPOCH-R 76/241 0.93 (0.68 to 1.27) 2 78.9 (73.8% to 84.2%) No F—o— 69/228 0.75 (0.46t0 1.21) 2330
20 5 68.0 (62.1% to 74.5%) | Yes b—e1— I 17/42 0.76  (0.29 to 2.00) 5752
—— R-CHOP 83/250 Reference 2 75.5 (70.2% to 81.1%)
10 5 66.0 (60.2% to 72.5%) favors DA-EPOCH-R Favors R-CHOP
Log-rank P= .6519 + Censor ) >
T T T T T T T T T T T
0 1 2 3 4 5 0.125 0.25 05 1 2 4 8
Time (years) HR

Bartlett et al. J Clin Oncol 2019
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Double Expressor Lymphoma (DEL): Is DA-EPOCH superior?

(C) ~ Intensive induction  R-CHOP - EPOCH-R PFS IPI 23
DEL vs TEL (B)
oS
Treatment

g 1&?\ 4,

% ' ey

'g 1 o DO O O S S—

1

Q. ,, 1

®

2

4

3

@ °

p=028
epocr
Year
Number at risk Year
ol 30 20 12 6 2 0 Number at risk
It ae i 44 34 24 16 5 2 0
et 60 41 30 23 6 1 u 3
: i : Ye 3 y 8 2

(F\

Multicenter Retrospective study (N=90)
R-CHOP= 46, DA-EPOCH-R= 44

D’Angelo et al. J Hematol Oncol 2021
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Double Expressor Lymphoma (DEL): Is DA-EPOCH superior?

-
PFS . PFS in pts < 65
C P
PFS 08 o T T
10 === : -'-'-'_'_'_-_'1
.......... $ s
|
z i
P T 3 061 % l e e ————
g L e T
s L EROCHR e
z F3
g 08 é 04
3 | e,
02
) p=0.198
p=0.020
<= DA-EPOCH-R 0.0
go L RicHOP 0 4 8 12 16 20 24 28 32 36
0 4 8 12 16 20 24 28 32 38 Time (monlhs)
Time (months)
“EPOCHR 51 45 31 23 19 10 8 4 2 2
DAEPOCHR 37 3 2 7 14 9 8 4 2 2 R-CHOP 63 60 46 39 34 30 26 24 2 19
R-CHOP M 32 Fal 18 16 16 13 12 1" 10

Multicenter Retrospective study (N=114)
R-CHOP= 61, DA-EPOCH-R= 53. Younger than 65= 62%

Dodero et al. Leukemia 2019 (IRCSS, Milan, Italy)
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ROBUST: R2-CHOP vs R-CHOP

1.0

0.8 -
ey
= R2-CHOP 2.y PFS: 67%
o]
2 0.6 -
S

................................................................ Y PES: 64%

e Placebo/R-CHOP =7
Q- 0.4 -
wn
L
o

0.2 { R2-CHOP v Placebo/R-CHOP

HR (95% Cl) = 0.85 (0.63 to 1.14)
P=.29
T T T T T T T T

0 6 12 18 24 30 36 42 48
Time (months)

Does lenalidomide + R-CHOP improve outcomes in DLBCL?

Nowakowski et al JCO 2021/d0i10.1200/jc0.20.01366, Nowakowski et al JCO 2021/d0i10.12100/jco.20.01375

President: Pier Luigi Zinzani

ECOG E1412: R2-CHOP vs R-CHOP

=
= 1.00
=
(4]
en)
o
S
B- 0.75 -
(4]
=
= 2-y PFS: 76%
=
2 0.50 4 B ,
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S
L=
S
o 0.25
3 Treatment
bt —— R2CHOP
S —i- RCHOP
S
m T T T T T
0 1 2 3 4 5




Differences in trial design and administration might have affected

outcomes
ROBUST: R2-CHOP vs R-CHOP ECOG E1412: R2-CHOP vs R-CHOP

v' Phase lll (Only ABC by GEP (NanosTring) v" Phase Il (all DLBCL but stratified by COO
v N=570 (R-CHOP: 285, R2-CHOP= 285). [also using GEP-NanosTring])

Primary endpoint: PFS v" N=280 (R-CHOP: 145, R2-CHOP: 135).
v' Median age 65 (21 — 83) Primary endpoint: PFS
v IPI3—5:58%, Stage IIl/IV: 87% v' Median age 66 (24 - 92)
v Median time from Dx to treatment: 31 days ¥ IPI3-5: 66%, Stage Ill/IV: 97%
v Lenalidomide dose: 15 mg d1-d14 every v' Median time from Dx to treatment: 21 days

three weeks v'  Lenalidomide dose: 25 mg d1-d10 every

three weeks

Nowakowski et al JCO 2021/d0i10.1200/jc0.20.01366, Nowakowski et al JCO 2021/d0i10.12100/jco.20.01375
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o

0.75
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0.50

0.25

Treatment
—+= R2CHOP
== RCHOP

Progression-Free Survival Probability >

IPI 2-3
IPI 4-5

0 1 2 3 4 5

Years

Nowakowski et al J Clin Oncol 2021

ECOG 1412: Ph Il R2-CHOP vs R-CHOP: Do high risk DLBCL pts benefit?

Group N HR 80% Cl

All Patients 280 0.66 0.50t0 0.88 —l
Baseline IPI score: 2-3 214 0.53 0.38t00.74 —.—
Baseline IPI score: 4-5 66 125 0.75t02.08 ——
Bulky disease: Bulky > 7 M9 073 04810 1.12 — —+
Bulky disease: Nonbulky <7 11 061 0.42t00.90 —.—

Age < 60 79 0.44 0.23t00.84 —

Age > 60 201 073 054t01.00 -.-
Sex: Female 10 048 0.29t00.79 _— —

Sex: Male 170 079 086to1.12 —.--
Time for Diagnosis to Treatment: < 31 days 225 0.67 0.49t0 0.92 —-.-
Time for Diagnosis to Treatment: > 31 days 55 0.62 0.34t01.13 _
C00: ABC 9 064 0.40t01.01 — —
€00: GCB 122 083 05310128 —
COO0: Unclassified 18 0.89 0.18t0 4.29

COO: Unknown 46 0.61 0.28t01.33 — T

0.125

T T

0250 0500 1.000 2.000 4.000

Favors R2CHOP

Favors RCHOP




Aggressive
Lymphoma

Workshop Bologna, Royal Hotel Carlton, May 8-9, 2023

IPI 3 — 5 or IPI 4 — 5 for future trials? CALGB/Alliance 50303

100

90

80

70

Q
g
L
c
e
7] -
g IPI 3: 2-y PFS 70.7%
o
9 50 - IPI 4/5: 2-y PFS 62.2%
o
2 i
H 40
]
2 30-
< IPIRisk Group  Events/Total HR(95%Cl) Time-Point KM Est (95% CI)
ES i — Low (0-1) 17123 Reference 2Years | 91.7(86.9-96.8%)
20 Low-Intermediate (2) 58/176 277(1.61-476)  2Years | 76.5(70.4-83.2%)
== High-Intermediate (3) 54/121 3.84(2.23-6.63) 2Years | 70.7 (63.0-79.4%)
10 — High (4-5) 26/56 449(2.43-8.29) 2 Years | 62.2(50.7-76.4%)
Logrank P-value: <.0001 + Censor
0 T T T T
0 1 2 3 4 5
Time (years)

Barttelt N et Al. J Clin Oncol 2019, Suppl
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TN
Diagnosis to treatment interval (DTI) as determinant of high risk DLBCL

. These pts are less likely to be
enrolled in clinical trials 0.1

. > 35 days

1.0 ! 28-34 days

09 - ' 21-27 days

R . . ' ' 14-20 days

DTI < 14 days were more likely: — ogd W T 713 days
© > "-\_:_

*  High LDH 2 071 : 00 dave

: ]
* PoorPS & 067 :
S 0.5 .
e Stage lll/IV £ o !
: o 047 !
e  Bulky disease (> 10 cm) S 034 !
> 1
m ]

0 12 24 36 48 60 72 84 96 108 120
Time Since Treatment Initiation (months)

Maurer MJ et al. J Clin Oncol 2018
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Int- High Risk

-3-51PI

High Risk
- IP14-5

High Risk Features of Frontline DLBCL studies

CALGB (R-EPOCH vs R- NR 29.6% 13.6% 15.6% 5.2% <1%
CHOP)

PHOENIX 27 days 43.2% 16.5% 31.9% NR NR
Ibrutinib R-CHOP

GOYA (G-CHOP) NR 46.9% 15.4% NR NR 1.1%
POLARIX 26 days 62% NR 38.4% NR 7.9%
Pola R-CHOP (tested)
ROBUST (R2-CHOP) 31 days 58% NR NR NR NR
ZUMA-12
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“<_ POLARIX: Can Polatuzumab-R-CHP Treat Effectively High Risk
DLBC L? Pola-R-CHP  R-CHOP

Peripheral neuropathy* | ™
100 = — Pola-R-CHP (N=440) Nausea | ||
— R-CHOP (N=439) Diarrhea | [ | Grade
80 + Censored Neutropenia B " |
Anemia B 2 11
3 604 Constipation | B ||
3” 0 0 Fatigue | m T
Lo, 2-yr PFS:76.7% vs 70.2% Alopecia u
Decreased appetite [ |
20 - Pyrexia [ |
Vomiting [ |
Febrile neutropenia | | |
0 T T T T T T 1 Cough I
0 6 12 18 24 30 36 42
Time (months) Headache |
No. of patients at risk Decreased Welght | I
Pola-R-CHP 440 404 353 327 246 78 NE NE
R-CHOP 439 389 330 296 220 78 3 NE Asthenla | I
ITT population. Data cut-off: June 28, 2021; median 28.2 months’ follow-up. Dysgeusia I

NE, not evaluable.

-100-75 -50 -25 0 25 50 75 10

Tilly et al. NEJM 2021
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POLARIX: Baseline characteristics

Age Median (range), years 65.0 (19-80) 66.0 (19-80)
Sex, n (%) Male 239 (54) 234 (53)
0-1 374 (85 363 (83)

ECOG PS, n (%)

)

2 66 (15) 75 (17)
Bulky disease (=7.5cm), n (%) Present 193 (44) 192 (44)
Elevated LDH, n (%) Yes 291 (66) 284 (65)
Time from diagnosis to treatment initiation Median, days 26 27
Ann Arbor Stage, n (%) -V 393 (89) 387 (88)
Extranodal sites, n (%) 22 213 (48) 213 (49)
IPI score, n (%) 2 167 (38) 167 (38)

3-5 273 (62) 272 (62)

ABC 102 (31) 119 (35)
Cell-of-origin, (%)* GCB 184 (56) 168 (50)

Unclassified 44 (13) 51 (15)
MYC/BCL2 expression, n (%)* Double expression 139 (38) 151 (41)

MYC/BCL2/BCL6 rearrangement, n (%)* Double-/triple-hit 26 (8) 19 (6)
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POLARIX: Subgroup Analysis 0

Pola-R-CHP R-CHOP
(N =440) (N =439)
. Total Pola-R-CHP  R-CHOP Benefits in
Baseline Risk Factors N n 2-Yr Rate n 2-Yr Rate HR 95% Wald CI Better  Better
Age group, yr
<60 271 140 74.1 131 71.9 0.9 (0.6-1.5) —— < ?
>60 608 300 77.9 308 69.5 0.7 (0.5-0.9) [ —— Younger _60 yr :
Sex
Male 473 239 75.9 234 65.9 0.7 (0.5-0.9) T ?
Female 406 201 77.7 205 75.2 0.9 (0.6-1.4) -1 - Females:
IPI score
IPI 2 334 167 79.3 167 78.5 1.0 (0.6-1.6) i
IPI 3-5 545 273 75.2 272 65.1 0.7 (0.5-0.9) I L | l IPI 3_5
Bulky disease
Absent 494 247 82.7 247 70.7 0.6 (0.4-0.8)
Present 385 193 69.0 192 69.7 1.0 (0.7-15) — e Non bulky?
Ann Arbor stage
1-11 99 a7 89.1 52 85.5 0.6 (0.2-1.8) P
1T 232 124 80.7 108 73.6 0.8 (0.5-13) PR
v 548 269 72.6 279 66.1 0.8 (0.6-1.1) P
Baseline LDH
< ULN 300 146 78.9 154 75.6 0.8 (0.5-1.3) —_
> ULN 575 291 75.4 284 67.2 0.7 (0.5-1.0) —
Cell of origin
GCB 352 184 75.1 168 76.9 1.0 (0.7-1.5) l k ___ | l ABC b
ABC 221 102 83.9 119 58.8 0.4 (0.2-0.6) ] su t e
Unclassified 95 44 73.0 51 86.2 19 (0.8-4.5) ¥ 3 yp
Unknown 211 110 73.8 101 64.3 0.7 (0.4-1.2) —_——
Double expressor by IHC
DEL 290 139 75.5 151 63.1 0.6 0.4-1.0) | —_— | DEL
Non-DEL 438 223 77.7 215 75.7 0.9 (0.6-1.3) e ii—
Unknown 151 78 76.0 73 69.8 0.8 (0.4-1.5) ! i
Double- or triple-hit lymphoma
Yes 45 26 69.0 19 88.9 3.8 (0.8-17.6) »
No 620 305 76.8 315 70.3 0.7 (0.5-1.0) L |
Unknown 214 109 78.5 105 66.4 0.6 (0.4-1.1) [ —
0.25 1 5

Tilly. NEJM. 2022;386:351.
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ZUMA-12 Study Design

Phase 2

' High-Risk LBCL Conditioning Primary Endpoint
HGBL, W.lth M YC and BCL? and/_o}r BCL6 Chemotherapy + * CR (investigator-assessed per
translocations (double- or triple-hit), or Axi-Cel Infusion Lugano 2014 classification)!
LBCL with IPI score >3 any time before
enrollment

» Conditioning: Fludarabine Key Secondary Endpoints

30 mg/m? IV and * ORR

Dynamic Risk Assessment cyc/lo;;hI(\)/sphagide i(;O_ 4 : ]IE)I?SR
Positive interim PET (DS 4 or 5) after mgdlil 3 on Lays =, =%, e PFS
2 cycles of an anti-CD20 mAb + an . 0OS
anthracycline-containing regimen | e Bl Sl * Safety

infusion of 2 X 106 * CART cells in blood and
CAR T cells/kg on Day 0 cytokine levels in serum

Additional Key Inclusion Criteria
Age >18 years
ECOG 0-1

Enrollment / Leukapheresis
Optional Nonchemotherapy Bridging

Neelapu et al. ASH 2021 Abstract # 405, Neelapu et Al, Nat Medicine 2022
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ZUMA-12: Baseline Characteristics

All Treated

Characteristic

(N=40)
Median age (range), years 61 (23—-86)
>65 years, n (%) 15 (38)
Male, n (%) 27 (68)
Disease stage llI/IV, n (%) 38 (95)
ECOG 1, n (%) 25 (63)
1 Prior line of systemic therapy, n (%) 40 (100)
Double- or triple-hit as determined by FISH per investigator, n (%) 17 (43)
Double- or triple-hit as determined by FISH per central laboratory, n (%)? 10 (25)
IPl score =3P 31 (78)
Deauville 5-point scale, n (%)
4 19 (48)
5 21 (53)

Neelapu et Al. Nature Medicine 2022
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“Camparison of CRS and Neurotoxicity between ZUMA-1, ZUMA-7 and ZUMA-12

ZUMA-1 ZUMA-7 ZUMA-122
(N=111) (N=170) (N=40)

Toxicities

CRS
Any grade 93% 92% 100%
Grade >3 13% 6% 8%
Onset (median): 2d (1-12) 3d (1-10) 4d (1-10)
Duration (median) 8d 7d (2—43) 6d (1-13)
Neurotoxicity
Any grade 64% 60% 73%
Grade >3 28% 21% 23%
Onset (median) 5d (1-17) 7d 9d (2 — 44)
\_ Duration (median) 17d 9d 6d (1 —54)
[ Toxicity management
Tocilizumab 43% 65% 53%
Steroids 27% 32% 34%
Vasopressors 17% 6% 3%

aZUMA-12: No treatment related deaths
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Duration of Response, Event-Free Survival,

Progression-Free Survival, and Overall Survival®

100—*_'-v-|_ﬁ.,‘_‘_._._l_| DOR
804
60

40
Median follow-up (range), mo
20+ Median DOR (95% Cl), mo
0| 12-mo DOR rate (95% Cl), %

0 2 4 6 8

15.9 (6.0-26.7)

NR (NE-NE)

80.8 (59.3-91.6)

10 12 14 16 18 20 22 24
Months

No. at Risk
33 32 29 23 21 19 15 13 10 2 2 2 0

e S L
80|

60 -
404

201 Median PFS (95% CI), mo NR (NE-NE)

_| 12-mo PFS rate (95% Cl), % 74.6 (54.8-86.7)

0 2 4 6 8 10 12 14 16 18 20 22 24
Months
No. at Risk

37 35 31 28 25 19 17 14 10 8 2 2 2

Neelapu et Al. Nature Medicine 2022

Event-Free Survival, %

Overall Survival, %

100+ EFS
80 _L‘_\_'_"“—-‘-vﬂ_|

60 -
40

20 Median EFS (95% Cl), mo
0| 12-mo EFS rate (95% Cl), %

0 2 4 6 8

NR (NE-NE)

72.5(53.1-84.9)

10 12 14 16 18 20 22 24
Months

No. at Risk
37 35 31 28 25 19 17 14 10 8 2 2 2

80

60

40

204 Median OS (95% Cl), mo 24.5 (NE-NE)

04 12-mo OS rate (95% Cl), % 90.6 (73.4-96.9)
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
Months
No. at Risk

37 37 36 3B 30 25 219 21 17 13 8 6 4
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CAR T-Cell Expansion in ZUMA-12 versus ZUMA-1

Peak AUC 4 Peak by Tumor Burden Median?
2000- 15,000+ 2000 Below Median Above Median
| 1500+ - 10,000- = 1800
4 1000- & 80004 = 1000 T
3 1507 S & 1500 o
o | 27 4§ 150 |
=2 3 = 3
3 100~ S 5 1000 S 100
- = = o
14 14 8 =3 50
g 50+ g 500 o 0 —_ p—— = p— -
I 1 I 1
T ZUMA112  ZUMA-1 ZUMA-12 ZUMA-1
0 . e 0 J,— T (N=22) Cohort1  (N=15) Cohort 1
ZUMA-12 ZUMA-1 ZUMA-12  ZUMA-1 (N=35) (N=41)
(N=40)  Cohort 1 (N=40) Cohort 1
(N=77) (N=77) | Min—-Median | Median—-Max
SPD, mm? | 171-3683.5 | >3683.5-26,124

Median tumor burden appeared lower in ZUMA-12 than in ZUMA-1 Cohort 1 (2778 mm? vs 3897 mm?, respectively)
Median time to peak levels of CAR T cells in blood was 8 days for ZUMA-12
PK profiles were similar in patients with double- or triple-hit lymphoma and LBCL with IPI score >3
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Can earlier use of CART improve outcomes?

ZUMA-1 ZUMA-7 ZUMA-12

S
1004 Median PFS (95% €I, morths 100+ =
59(33-150) 904 W4 H 100+ —._‘L‘_“_‘_H_i
804 80 3 E 80+
1S (7]
2 60 ™ g 60-
. & 60 o
i ] " Axicel %40
B 1 ) 07 T i+ #Hw-xrce 5
s Rae vl £ 40 ™ @ 20 Median PFS (95% Cl), mo NR (NE-NE)
N i ok 304 e © | 12:moPFSrate (95%CI), % 746 (54.8-86.7)
24month | 3% | & 24 Standard care g T T T T T T T T T T T T
_— — o 0 2 4 6 8 10 12 14 16 18 20 22 24
012345678 91011121314151617 18192021 222324 25 26 27 28 29 30 31 10+ Months
Patients at Risk Time, months 0 T T T T T T T T T T T T T T T T 1 No. at Risk
101958566 58 55 49 47 46 45 44 M M A2 A0 BT IV T 636366 H N3 333320 0 2 4 6 8 10 12 1416 18 20 22 24 26 28 30 32 34 37 35 31 28 25 19 17 14 10 8 2 2 2
Months
Median PFS 5.9 months Median PFS (axi-cel arm): 14.6 months Median PFS: Not reached

Locke et al. Lancet Oncol 2018, Locke et al. N Eng J Med 2021, Neelapu ASH Meeting Abstracts 2021
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Epcoritamab+ R-CHOP

Will bispecifics make a difference in high risk DLBCL?

Glofitamab + R-CHOP

Toxicities (n=33) (n=55)
Median age 66 68

IP1 3-5 85% 62.5%
IPl 4-5 30% 26.8%
DHL 24% NR
DEL NR NR
ORR/CMR rates 100/77% 96.2/75.5%

Falchi et al. ASCO 2022, Topp et al. ASH 2022
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~ “Pitfalls for Phase I1I Frontline Trials in High Risk DLBCL

e Patient population: Defining high risk/Heterogeneity
* |PIscore 4-5 (or NCCN IPI?)
* Double hit lymphoma + something else (stage IlI/IV and/or IPI 3 or more)
* Double expressor? HGBCL NOS?

* Comparator arm:

e DA-EPOCH, R-CHOP (Pola-R-CHP?)
 Will one cycle of chemotherapy be allowed prior to enroliment?
* Integration of novel molecular methods-logistics

Cost
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High Risk DLBCL- My Current Approach

- ABC-DLBCL i Pola-R-CHOP
R-CHOP
L IPI 3_5(4_5?) _ Pola-R-CHOP
R-CHOP
Clinical trial )
e | | Pola-R-CHOP
High Risk DLBCL Double expressor R-CHOP
Double Hit 7 DA-EPOCH-R

Lymphoma* =

* For limited stage DHL R-CHOP may be enough
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Bijal Shah Fred Locke

Taiga Nishihori Xuefeng Wang, Xiaoging Yu

Farhad Khimani Rawan Faramand

Hien Liu Heather Jim

Javier Pinilla-lbarz Francesco Maura - Miami

Alex Lazaryan Radiation Oncology

Sameh Gaballa Tim Robinson, Nick Figura, Austin Sim

Immune Reconstitution

APPs and nurses Jennifer Logue — Moffitt

Christina Bachmeier + pharmacists Ariel Perez Perez — Moffitt G;’D

Kai Rejeski — Munich

Marion Subklewe - Munich MOFF' TT
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