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My current algorithm for relapsed/refractory DLBCL

R/R LBCL

Progression within 1 year Progression > 1 year

Transplant eligible
Non-CAR

eligible CAR eligible Non-transplant ellglble
CAR eligible

Tafasitamab-Lenalidomide

Polatuzumab-rituximab +/- bendamustine

Relapse CAR el|g|ble Relapse, CAR ineligible

CAR T cell therapy 3L+ treatment

Relapse =——p

(liso-cel or axi-cel)* (personalized to pt)

* Only liso-cel for non-transplant eligible 2" line patients Epcoritamab

Relapse Tafa-Len

Pola-R (+/- Benda)
Loncastuximab

Ibrutinib (non-GCB)
Pembrolizumab (PMBCL)

I Glofitamab
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Glofitamab and Epcoritamab Schedules

Glofitamab IV

GpT 25mg 10mg 30mg 30mg
20m: D1 D8 D15 D1 D1 D1 D1 D1 D1 D1 D1 D1 D1 D1

g9
Dy v ¥y . ' y ' ' ' ' ' v '
<+

Hospitalization 24H

21 days
Epcoritamab SC
0.8mg  48mg
0.16mg 48mg 48mg —P
100mg prednisolone D1 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22 D1 D15 D1 D15 D1 D15 D1 D15 D1 D15 D1 D15

AR AR R R A R A A A A A T A T T e ' '
M omer | oer e | e oun e

following, Cycle 1 —
only (4x4) 24H at first 28 days C1-3-QW

Hospitalization full dose

C4-9 - Q2w C10+ - Q4w
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Glofitamab in Relapsed/Refractory LBCL

Fixed duration therapy

Glofitamab IV administration fixed dose with step-up dosing during C1

(target dose: 16mg or 30mg) g21 days

Obinutuzumab pretreatment (1 x 1000mg) to mitigate CRS

Fixed duration treatment maximum 12 cycles (8.3 months)

Baseline Characteristics N=154

Median age (range) 66 (21-90)
Median prior tx (range) 3(2-7)
Prior ASCT 28 (18%)
Prior CAR 51 (33%)
Refractory to last tx 132 (86%)

Best response

ORR: 52%

CRR: 40%

Median DoR: 18 mo
Median DoCR: 27 mo
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Dickinson, et al. NEJM 2022, Dickinson, et al. ICML 2023; Hutchings, et al. ASH 2022 Hutchings, et al.; ASH 2023

Progression-free survival
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0 3 6 9 12 15 18 21 24
Pts at Time (months)
risk 155 92 47 35 29 18 13 1 NE

median follow-up of 12.6 months

Notable Adverse Events

« CRS:63% (grade 3-4: 4%)
« ICANS: 8% (grade 3-4: 3%)
*  Neutropenia: 38%



Glofitamab Complete Responders

Subgroup No. of Patients Complete Response (35% Cl) Al | R/R
percent
= - e - patients DLBCL/
Sex
Female 54 —— 52 (38-66) (N=155) trFL (N:132)
Male 101 ——4 33 (24-43)
Ag=
&Sy 7 e 41 (29-53) ORR, n (%) 80 (52) 74 (56) 26 (50)
265 yr 84 —— 38 (24-49)
Previcus CAR T-cell therapy
‘ o i - CR rate, n (%) 62 (40) 58 (44) 19 (37)
No 103 He— 42 (32-52)
Non-Hodghkin's lymphoma subtype at study entry .
DLacL 1o s 0 31-50 Median DOCR, mo 27 28 22
HGACL 1 + i 0 (NC-NC)
PMBCL 3 —_ty 50 (12-88)
Transformed foficular hmphoma 2 ——— 50 (31-69) 24-month DOCR, % 55 56 33
Relapsed or refractory to last previous therapy
‘ Refractosy 132 - 34 (26-43)
Nonrefractory 23 | — — | 70 (47-87) =
Disease status after ASCT 100 Duratlon Of CR )
Refractory 7 [ —' 71 (23-96) ! —— All patients (N=62)
Nonrefractory 2L e 67 (43-85) ) . - - —-- R/R DLBCLArFL (N=58)
Cell of origin ' .
e e A 66 —e 36 (25-49) - 801 T ) 55% ! ——— Prior CAR-T (N=19)
Activated B cell 7 H—e— 59 (33-82) o= . o I + Censored
Non-germinalcenter B cell 34 e 32 (17-51) ~ :
Missing or unclassified 38 —tfe— 42 (26-59) g 60 |
No. of previcus lines of therapies -
2 62 ——t 32 (21-45) % ]
=3 92 H—i 44 (34-55) a '
Double-hit ymphoma o 40 1 |
Yes 20 ——t— 25 (3-49) o ! } —t
No 134 e 41 (33-50} :
Unknown or missing data 1 . loo 20 :
Double-=pressor ymphoma Il
Yes 15 e 20 (&-48) :
No 139 e 41 (33-50} [l
Unknown or missing data . oo 0 ! ! ! ! ! ! ! ! ! ! ! ! !
Buily dliscazz>6 com 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Yes 64 [ 33 (22-46)
No 9 He— 44 (34-55) Time (months)
Unknown or missing data 1 . o )
IORSI0UTRE Allpatients g5 51 45 4 3@ 37 ¥ 28 23 18 13 7 4 NE
Yes % ——r 33 (24-44) (N=62)
No 43 — 59 (¢4-73) iR 44 7 2 7 1z T 4 NE
Unknown or missing data o + 1 0 (NC-NC) DLBCU_"FL 58 “ * #® ® * 2
Extranodal imvolvement Prio
—~ Yes 0 e 36 (26-46) 12 13 1 10 10 9 ) 7 3 3 2 NE NE NE
m No 60 He— 45 (32-58) (N=18)
— 0 3 50 75 100

Dickinson, et al. NEJM 2022; Hutchings, et al. Proc ASH 2023 32 months medlan fO”OW-Up




Glofitamab Landmark Analysis at 3 months

—— CR(N=44)
==~ NR (N=36)
==~ PR (N=26)
+  Censored

OS probability (%)

100 -1
g 801 !
Z g
5 60 - .
2 [
2 \
S 40 o
e '+
o
20 1
0 T
0 3
CR(N=44) 44 36
PR(N=26) 36 14
NR(N=36) 26 15

9 12 15 18 21 24
Time from C3 (months)
30 30 29 27 22 19
6 6 6 5 4 3
10 6 4 4 3 3

F e =
L
T T
33 36
6 4
1 NE
1 NE

—— CR(N=44)
=== NR (N=36)
==~ PR (N=26)
+  Censored

12

38
14
12

18 21 24
Time from C3 (months)

34 33 24

1 8 6

6 5 5

36 39 42

1 NE NE
1 NE NE
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Hutchings, et al. Proc ASH 2023




Epcoritamab in Relapsed/Refractory DLBCL

Treatment until progression or intolerance
Median 9 cycles, 23% continued at data cutoff

Baseline Characteristics | N=157 100 - . .
Progression-free survival

Median age (range) 64 (20-83) 801

= i
Median prior tx (range) 3 (2-11) = 60

L= 40 4
Prior ASCT 31 (20%) e 20

: | h
Prior CAR 61 (39%) Medlanl4 4 mont s | |
Refractory to last tx 130 (83%) ° ¢ o 12
Time (months)
No. at risk:

157 86 51 28 5

Best IRC-assessed overall response

822 2:93:://0 Notable Adverse Events
. (0]

Median DoR: 12.0 mo . CRS: 50% (grade 3-4: 2.5%)

Median DoCR: 21 mo (68% at 15 mo) * ICANS: 6% (grade 3-4: 0.6%)
* Neutropenia: 22% (grade 3-4: 15%)

* Injection site reactions 20%
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median follow-up of 20 months
Thieblemont, et al. JCO 2022. Thieblemont, et al. ICML 2023 P



Epcoritamab in

Relapsed/Refractory DLBCL

Subgroup Patients, No. CRR, % (95% CI)
All patients 157 38.9 (31.2t0 46.9)
Age, years

<65 80 I ® i 36.0 (24.7 to 46.5)

65t0<75 48 ' 39.6 (25.8 to 54.7)

>75 29 i ® i 48.3 (29.4 t0 67.5)
Sex

Male 94 i ® i 34.0 (24.6 to 44.5)

Female 63 k ® 1 46.0 (33.4 10 59.1)
Race

White 96 I ® i 36.5 (26.9 t0 46.9)

Asian 30 i & 1 40.0 (22.7 to 59.4)
Region

North America® 25 I & i 28.0 (12.1 t0 49.4)

Europe 83 I @ i 37.3(27.0t0 48.7)

Other 49 I & i 46.9 (32.510 61.7)
Prior lines of treatment, No.

2 46 L, L i 34.8 (21.4 t0 50.2)

3 50 L 4 40.0 (26.4 to 54.8)

4+ 61 [, @ 41.0 (28.6 t0 54.3)
Prior CAR T experience

Yes 61 F . 4 i 34.4 (22.7 to 47.7)

No 96 , L 2 i 41.7 (31.7 t0 52.2)
Refractory to prior CAR T experience

Yes® 46 I ° 28.3(16.0 t0 43.5)
Prior ASCT

Yes 31 , @ | 48.4 (30.2 to 66.9)

Me 126 - - - S5 2656
Primary refractory

Yes 96 , L 2 | 30.2 (21.3 t0 40.4)

No 61 ® | 52.5 (39.3 to 65.4)
Most recent prior anti-CD20-containing therapy

Refractory 134 —— ] 34.3 (26.3 t0 43.0)

Relapse 23 @ | 65.2 (42.7 to 83.6)
Ann Arbor staging

1} 39 [ L 2 1 48.7 (32.4 t0 65.2)

nav 118 [ @ | 35.6 (27.0 to 44.9)
IPI

0-2 55 ] L 1 45.5 (32.0 to 59.4)

>3 82 [} @ '] 35.4 (25.1 t0 46.7)
DLBCL disease state

De novo 97 [} o | 37.1(27.5 to 47.5)

Transformed 40 [} Y i 45.0 (29.3 t0 61.5)
Molecular cell of origin (local)

GCB 65 I P 30.8 (19.9 to 43.4)

ABC/non-GCB 56 [} o 1 48.2 (34.7 t0 62.0)

T T T T T T T T T T T
0.0 10.0 20.0 30.0 40.0 50.0 60.0 70.0 80.0 90.0 100.0

Thieblemont, et al. JCO 2022

Complete Response Rate (%)



Ayyappan, et al. Proc ASH 2023

Odronextamab in Relapsed/Refractory DLBCL

Treatment until progression or intolerance

Cycle 5+
Cycle 1 (step up) Cycles 2-4 (maintenance)
D1/2, 8/9, 15/16 D1, 8, 15 Q2W - Q4w if
durable CR (29 mos)

0.7/4/20 mg* 160 mg 320 mg
Cycle 4 Day 15
First post-baseline response assessment

Baseline Characteristics N=127

Median age (range) 67 (24-88)
Median prior tx (range) 2 (2-8)
Prior ASCT 16%
Double/triple hit 20%
Refractory to last tx 86%

Best IRC-assessed response (n=27)

ORR: 52%

CRR: 32%
__ Median DoR: 10 mo
Il Median DoCR: 18 mo

Median follow-up 33 months

Progression-free survival

1.0
0.8 1
£ 0.6
.'E‘ Median PFS: 4.4 months
a (95% CI1 3.6-5.9)
e 04
o
0.2 1
0 T T T T T T T T T T T T d
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from first dose (months)
No.atrisk: 127 72 44 3¢ 2 1
PFS by best overall response
1.0 q — CR
- PR
0.8 1
2 Median PFS: 20.4 months
3 067 (95% Cl 12.7-NE)
«
o
S 04
o Median PFS: 5.8 months
95% Cl 4.4-7.8
0.2 ' '
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk: Time from first dose (months)
CR40 40 35 30 26 18 15 122 11 10 8 4 1 0

PR

26 25 9 6 5 4 3

Notable Adverse Events

CRS: 55% (grade 3: 4%)
ICANS: 3% (grade 3: 1%)
Neutropenia: 31%



Odronextamab Forest Plot for ORR

Subgroup analysis of ORR
Patients, n (%) ORR, % (95% CI) Patients, n (%) ORR, % (95% C1)
All patients 127 (100) —e— 52 (42.9-60.9) International Prognosis Index E
' Low (0-1) 19 (15.0) | ——— 84.2(60.4-96.6)
Age, years | Low Intermediate (2) 36 (28.3) H—e—  639(46.2-79.2)
<65 54 (42.5) *—0:—' 48.1 (34.3-62.2) High Intermediate (3) 41(323) —— 39.0 (24.2-55.5)
265 and <75 43(33.9) —— 58.1 (42.1-73.0) High (4-5) 30(238) r—e—yp 33.3 (17.3-52.8)
275 30 (23.8) t—t—t 50.0 (31.3-68.7) Prior lines of therapy X
Bulky Disease X 2 67 (52.8) e 56.7 (44.0-68.8)
Yes 28(220) +—e—i 32.1 (15.9-52.4) >2 0 u12) = 40.7 (33.7-90.0)
No 99 (78.0) o 57.6 (47.2-67.5) Prior ASCT :
' Yes 22(17.3) i@ 68.2(45.1-86.1)
Cell of Origin ; No 106 (82.7) — 48.6 (38.7, 58.5)
GCB 43(33.9) —e— 535 (37.7-68.8) :
ABC/Non-GCB 56 (44.1) —s—i 55.4 (41.5-68.7) "";“W”'“*WW iy ' W7 arh
Undlassified 4(3.1) ﬁr 50.0 (6.8-93.2) o s (‘1 . )’ ""“: sl :w' : 2;
Missing 24 (18.9) —— 41.7 (22.1-63.4) : A S SO
' Refractory to anti-CD20 antibody '
DLECL Subtype ' Yes 99 (78.0) e 44.4 (34.5-54.8)
gt‘-:ﬁt :’ novo e 9: g”;’ " T ﬁ‘;‘;”:‘::’: No 28 (22.0) | ——e—i 786 (59.0,917)
, fransformed ter : + 1 A f d '
' Double refractory i
DLBCL, transformed (non-Richter) 24 (18.9) ——e—  625(406-812) Yab 2 e48) ' 402 (208-61.7)
Double or Triple Hit - No 45 (35.4%) ! —e—  73.3(58.1-854)
Triple Hit 12(94) —O—H 25.0 (5.5-57.2) :
Double Hit 13(102) +——e—t— 38.5 (13.9-68.4) '
Not Applicable 99 (78.0) e 55.6 (45.2-65.5) '
26 50 75 100 0 25 5 75 100
=
11T
—

Ayyappan, et al. Proc ASH 2023



Patients, %

Bispecific antibodies remain effective in CAR T
exposed patients

100

80

D
o

N
o

20
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Odronextamab

Glofitamab

100 100

80 A 80

CART- CART-
naive exposed
n=103 n=52

Epcoritamab

69%

CART- CART- CAR T-
naive exposed  refractory
n=96 n=61 subset...

Adapted from: 1. Kim SW, et al. Oral 444. ASH. Dec 10-13, 2022.
Dickinson MJ, et al. N Engl J Med. 2022;387(24):2220-2231.
Thieblemont C, et al. J Clin Oncol. 2023;41(12):2238-2247.






Upfront Chemo Combinations

* Epcoritamab + R-CHOP (n=47): ORR 100%, CR 76% Falchi et a. Proc ASC0 2023
* Epcoritamab + R-mini-CHOP (n=28): ORR 100%, CR 85%  vermast,etal.proc ast 2023
* Glofitamab + R-CHOP (n=29): ORR 95%, CR 85% Falch, et al. Proc ASH 2023
* Glofitamab + R-CHOP (n=56): ORR 93%, CR 84% Top, etal. Proc ASH 2023

b GIOfitamab + P0|a'R'CHOP (n=24): ORR 100%, CR 92% Topp, et al. Proc ASH 2023
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Mosunutezumab — Polatuzumab as Initial Therapy (n=108)

* Age 280, or 265 with and chemo-ineligible AEs by preferred term in 210% of patients by grade
e  Median age 81 (66—94) and relationship to study treatment

. . . . e . . Any AE Any Mosun-related AE
« 107/108 unfit or frail by simplified geriatric . e Y
eutropenia
assessme nt Cytokinerdease syndrome
e 8-17 cycles based on response Infectionit reaction
Constipation
* Best ORR 80%, CR 65% e
Fatigue
1.007] COVID-19
2 Decreased apetite
% 0.751 Nausea
.§ COVID-19 pneumonia
E: 0.507 Peripheral sensory neuropathy
E 100 80 60 40 20 0 20 40 60 80 100
(.,':;' 0.257 Patients (%)
Median PFS 12 mo
0.00 : T -_ T
° > H fime (monthy) = * CRS Any grade 30%, Grade 3 2%
N _ *C"“”’e;'“*19§A‘¥“'P°la;“g"‘d°se°°h°"; » Fatal adverse events in 17%, COVID most common

Olszewski, et al. Proc ASH 2023



Glofitamab-Polatuzumab in R/R DLBCL (n=125)

Glofitamab SUD schedule

D15: 10mg 100 A
. > — — All patients (N=121)
e & D1: 10/30mg 2 80+ + Censored
D2: Pola 1.8 mg/kg ‘?
D1: 1000mg Gpt' D1: Pola 1.8 mg/kg = 60 -
8
s = 4
21-day cycles & 20
& Median PFS 10.4 mos
Characteristic N=125 0 SN T R T N R T FEN TR TR SR, TN T SO
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Median age 67 (23-84) Timer{months)
. . . No. at risk: 121 90 62 53 41 37 31 22 14 9 4 3 3 2 1 NE
Median prior lines 2 (1-7)
Prior CAR 22% CRS, n (%) = Grade 1
100 - Any grade 56 (45.9) R ™ Grade 5
85.7% Grade 1 36 (29.5)
80 - Grade 2 19 (15.6) £
x Grade 5! 1(0.8) §
E 60 - Serious AE (any grade) 37 (30.3) Gt
% 2 ORR Median time to CRS onset after glofitamab .
T 40 dose, hours (range) 20 ]
o 2.5mg 16.2 (5.4-42.1) il
20 . 10mg 35.9 (8.9-129.5) 0 . : N
Prior CAR 30mg .2 (18.5-559) FERNE -
0 - O R R 78% *122/125 patients who received 21 dose of glofitamab.
. Patient (aged 73, with advanced HGBCL and multiple CRS risk factors) developed Grade 3 CRS (with a background of
AI(Inp=a1t;ze1n)ts DL(Brf::légl)OS TI?:B:;(;;' C R R 48% urosepsis and herpetic stomatitis) and declined further intensive management for CRS, resulting in fatal outcome.

Hutchings, et al. Proc ASH 2023



Bispecific antibodies in DLBCL

* | currently reserve for relapsed/refractory patients who are post CAR or cannot get to
CAR

» Selection of product is personalized to the patient (schedule, continuous vs. time
limited, IV vs SC, etc)

« Combination strategies are appealing and warrant ongoing evaluation in
relapsed/refractory as well as previously untreated disease
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Thank you for your attention!

jabramson@mgh.harvard.edu




