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Phase 2 studies of CARTs in r/r FL
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Phase 2 studies of CARTs in r/r FL versus old and cheap treatment

ELARA! — Tisagenlecleucel: AUGMENT* — Rituximab + lenalidomide:

* ORR 86% * ORR78%

e CRR 68% (59% for POD24) * CRR 34% (by CT scan)

e PFS:57% at 24 months e PFS: ~82% at 12 months and 58% at 24 months
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Hazard ratio for progression or death 046 (95% CI, 0.34 1o 0.62)

* ORR94% 0.14 P<0.0001

* CRR79% 0 5 12 8 21 20 26 2 12

* PFS: 54% at 36 months Time Since Random Assignment (months)

Dreyling M, et al. Blood 2024; 143 (17): 1713-1725.
Morschhauser F, et al. Nature Med 2024; 30(8): 2199-2207.
Nastoupil L, et al. ASH 2024, abstract #4387 (poster).
Neelapu SS, et al. Blood 2024; 143(6): 496-506.

Leonard JP, et al. J Clin Oncol 2019; 37: 1188-1199.
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Single-agent phase 1 studies of bispecific CD3/CD20 antibodies in B-NHL
- across various dose levels and histologies

Bispecific Aggressive B-NHL Indolent B-NHL CRS/>gr2
antibody

Mosunetuzumab 124 35% 19% 68 66% 49% 27% [ 1%

Odronextamab 45 40% 36% 32 91% 72% 91% / 7%

Glofitamab 69 61% 49% 29 69% 59% 50% / 3.5%
Epcoritamab 22 68% 45% 10 90% 50% 59% / 0%

1. BuddegE, et al. ) Clin Oncol 2022;40(5):481-491.

2. BannerjiR, et al. Lancet Haematol 2022;9(5):e327-e339.
3. Hutchings M, et al. Clin Oncol. 2021;39(18):1959-1970.
4.  Hutchings M, et al. Lancet 2021;398(10306):1157-1169.




Recent data from phase 1b-2 studies of
mosunetuzumab, odronextamab,
epcoritamab, and glofitamab in r/r FL



Pivotal phase 2 study of mosunetuzumab in r/r FL . ORR 78%

* CRR 60%

Pivotal, single-arm, Phase Il expansion study in patients with R/R FL and 22 prior therapies (NCT02500407)

1.0+ m— All patients (N=90)
Key inclusion criteria Data analysis
0.8
FL Grade 1-3a + Study met its primary endpoint: 60% CR rate versus 14%
. ECOG PS 0-1 historic control (p<0.0001)"'? o 06
- 22 prior therapies including an anti-CD20 * Updated efficacy and safety analysis with a median follow-up a
antibody and an alkylator of 37.4 months g 0.4+
o .
Mosunetuzumab administration 04 M Ed 1an P FS - 24 mo
* |V mosunetuzumab administered in 21-day cycles -
Wlth Step-up dOSIng In C1 00 | ] | ] L] | ] L] | ] | ] L] | ] | ] | ] | ] L] | ] | ] L] | ] L]
+ Fixed-duration treatment: 8 cycles if CR after C8; 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36
17 cycles if PR/SD after C8 Time (months)
* Retreatment with mosunetuzumab permitted at relapse 10 ~
for patients who achieved CR - ' I-"'I-q_l_ gg {ﬁ:::?é';
+ No mandatory hospitalization 0.8
2
= 0.6+ ~ V)
2 DoCR ~ 80% at 2 yrs
. 2 04+
Refractory to last prior therapy 62 (69%) e
- - 0.2+
Refractory to any prior anti-CD20 therapy 71 (79%)
0.0
0 L] L] L] L] L] L] L] L] L] L] L] L L] L] L] L] L]
POD24 47 (52%0) 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Double refractory to prior anti-CD20 and alkylator therapy 48 (53%) Time (months)

Budde LE, et al. Lancet Oncol 2022;23:1055-65.
Sehn L, et al. Blood 2025, 145(7): 708-719.



Phase 2 study of odronextamab in r/r FL (ELM-2)

4 )
Odronextamab administration (IV, 21-day cycles)
Cycle 1 (step-up) Cycles 2-4  Cycle 5+ (maintenance)
D1/2, 8/9, 15/16 D1, 8,15 Q2W > Q4w if
CR 29 months
1]
0.7/4/20 mg* 80 mg 160 mg
Split infusion: Single infusion:
9 4 hours per day 1-4 hours per day* )

Refractory to last line of therapy, % 72
Refractory to anti-CD20 antibody, % 74

Double refractory to alkylator and anti-CD20 antibody, % 41
POD24, % 49

In 128 FL patients, median FU 20 months:
* ORR 80%

* CRR73%

* Median PFS 21 months

* 2-year PFS rate 46%

* No impact of POD24 on response
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0.2 1

0.1
0.0 4 Median PFS, 11.3 months (95% Cl 4.4-19.5 months)

Median PFS, 27.8 months (95% CI 23.0 months-NE)

Median PFS, 20.7 months (95% CI 17.2-27.5 months)

Probability of
no progression or death

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
Number at risk

All patients 128 109 90 78 74 56 40 29 24 21 18 16 6 4 3 0

Patients with CR 94 93 81 70 68 51 37 27 23 21 18 16 6 4 3 0

Patients with PR 9 9 5 5 4 3 2 1 0 0 0 0 0 0 0 0
All patients Patients with CR Patients with PR

1.0
0.9 1
0.8
0.7 4
0.6
0.5
0.4 1
0.3 1
0.2
0.1 4
0.0 4

Median DOR, 22.6 months (95% CI 17.7 months-NE)

Probability of
no progression or death

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Number at risk
103 86 76 72 59 41 29 23 20 18 16 6 5 3 1 0

Chong G, et al. AACR 2024, abstract CT243.
Kim TM, et al. Ann Oncol 2024; 35(11): 1039-1047.



FL expansion cohort from the phase I-ll study

of epcoritamab in B-NHL (EPCORE NHL-1) = vl 0k 40 (31)
POD24,* n (%) 54 (42)
b,c u}

Double refractory.*“n (%) 30 (£0)
Key inclusion criteria®: ) Epcoritamab SC RP2D 48 mg Primary refractory,” n (%) 69 (54)
+ R/R CD20* mature B-cell neoplasm g Treatment until PD¢ or unacceptable toxicity - ,

. ECOG PS 0.2 g RIR FL grade 1-3A expansion cohort, N=128 Refractory® to last prior 88 (69)
+ 22 prior lines of antineoplastic E SC injections in minutes E?EtEmil: ’[hEr-Elp}f: n {%}

therapy, including 21 anti-CD20 mAb ﬁ
ot e iy 2t 1

+ FDG-avid disease by PET/CT
* Prior CAR T allowed

Wk 0 4 8 12 16 20 24 28 32 36 ORR: 82%

* Primary endpoint: ORR by independent review committee (IRC)

Data cutoff: April 21, 2023 - Key secondary endpoints: MRD<, DOR, TTR, PFS, OS, CR rate, CRR: 63%
Median follow-up: 17.4 mo and safety/tolerability , .
Median time to CR: 6 weeks
(o]
100 - PR =mCR 97% oo
82% 80% 84%
80 1 . 74% 76% g
S E
S~ 60 A a 60—
2 o
2 40 - £ a0
N 5
g
20 A 2 204
a —— Overall (N=128)
—— Complete responder (n=80)
O 0 T T T T T T
Full analysis ~ POD24  Non-POD24 Refractoryto  Double  Non—double 0 3 ° S e (momhsiz 1 18
set n=54 n=74 last prior refractory refractory
N=128 therapy n=90 n=38
n=88

Linton K, et al. Ann Oncol 2024; 11(8): e593-e605.



Response rate (%)

Glofitamab alone and in combination with obinutuzumab in r/r FL

Glofitamab monotherapy* Glofitamab in combination with obinutuzumab*

BPVR PMR
100 » 100% BWcrR 100 - 100% B cur
01 1% 79% 81% 907
3? 80 + B—-é- 80 «
s 07 S 701
S 60 ; ® 60 1
@ 50 1 @ 50
S 40 & 40 4
a 30 1 2 30
2] 4]
¢ 20 i @ 20 -
10 { 10 1
0 4 0
All patients  0.5/2. 5/10;’30mg 2.5110/16mg  2.5/10/30mg 2.5/10/30mg
(N=53) (n=29) (n=3) (n=21) (N=19)
1009 100% % 1009 i - : -
100 - %o (] 100% Yo Gltatag]hig monotherapy (N=53) N (%, Of pat'ents l.ll'lless Stated G|Oﬁtamab o Oblnutuzumab
90 1 W CVR cohort (N=19)
807 69% 68% N _
70 1 ﬂﬂgm%gumﬂbb'&ﬂog) Refractory to any prior therapy 13 (68.4)
60 1 PMR Refractory to most recent therapy line 8 (42.1)
jg ' M CVR Refractory to any prior anti-CD20 10 (52.6)
30 1 Double-refractory* 7 (36.8)
fﬁ ' POD24 10 (52.6)
0 PI3K inhibitor-refractory 2(10.5)
n=16  n=7 n=19  n=10 n=7  n=2 n=10  n=5 Bulky disease >6cm 5(26.3)
Double-refractory” POD24 PI3Ki-refractory Bulky disease >6cm

Morschhauser F, et al. ASH 2021, abstract #128.



Phase 1 study of AZD0486 (CD19xCD3 bispecific) in r/r B-NHL

Key Eligibility Study Design Activating

aCD3

| Singlesup |™»| Double SUD Ve \
a_CD3 binding
0.27 mg/1.0 Cyiokine rlease aCD19
| 0.27 mg/1.0 e A
. . edvy-chain—on!
1mg/7.2mg _T mg/2.4 mg _1 20D19 domain
0.09 mg 0.27 mg/0.8 mg _I ;ll
Silenced Ing_t
0.03 mg Each dose may be expanded up to N=15 for I I I I Fotal
dose optimization and RP2D selection

e Age 218 years
e (CD19+R/R B-NHL

e 22 prior lines of
therapy (anti-CD19
directed regimens and
prior TCEs allowed)

e ECOGPS<2
e >1 measurable lesion

—

¢ No active CNS disease

R
» So far 56 FL patients treated in this phase 1 study . L S
* For the 41 patients treated at doses 22.4 mg: m 1
* ORR 95%, CRR 85% N
* CRin 6 out of 7 patients with CD20-negative disease o
* CRin both patients with prior CD20xCD3 therapy c ’ ’ Months § "’ !
* No impact of POD24 on response (14 patients, CR 100%) ™ " ! ! ' F ’ '

Hou J-Z, et al. ASH 2024, abstract #341 (oral).



Phase Ib/Il study of fixed-duration epcoritamab + R? in patients with R/R FL

o Subgroups Number of patients CR rate, % (95% ClI)
Best Response, n (%)? All patients 111 — 87 (80-93)
Number of pLOT
Overall response 107 (96) = —to 5 8]
7 18 e 81 (67-91)
Complete response 97 (87) POD24 (1L CIT)
|_Yes 42 8| 79 (63-90) |
. No 69 e 93 (84-98)
Partial response 10 (9) POD24 (1L CIT) 2L
Yes 24 T 88 (68-97)
Progressive disease 2 (2) No 87 87 (79-94)
Primary refractory
[Yes 39 E— 90 (76-97) |
No 72 —a— 86 (76-93)
Double refractory
Treatment-Emergent AEs (>20%) L_Yes 39 — 82 (66-92) |
No 72 - le 90 (81-96)
Neutoponic | 8 Grade 1-2 T T T :
0 10 20 30 40 50 60 70 80 90 100
CRS 46 I2 | | Grade 3
Injection-site 41 ® Grade 4 2 100+ :
reactiond Grade 5 %: ' 80%
Fatigue 33 ] 2 801 T :
> s —
covo-19 | 15 TGN > el e i—
Diarrhea 30 4 o mebem  Overall (N=111); median PFS: NR (95% CI, 27.6 mo-NR) ; ;?2;0
o "z 401 == POD24 1L CIT (n=42); median PFS: 27.6 mo (95% CI, 23.7-NR) : g —
Constipation 32 g —s—  Primary refractory (n=39): median PFS: 27.6 mo (95% Cl, 23.0-NR) :
Pyrexia 29 | 1 3 20{ === Double refractory (n=39); median PFS: 23.7 mo (95% CIl, 22.5-NR) E
luscle spasms 23 |1 2 . 1 pLOT (n=63); median PFS: NR (95% CI, 27.4 mo-NR) E
rash | 20 |2 “ o 3 6 9 12 15 18 21 24
T T T T ) Time (months)
20 40 60 80 100

Incidence (%)

Falchi L, et al. ASH 2024, abstract #342 (oral).



TRANSCEND FL (Liso-cel)

ITT = 139 patients

CRS: 59%, mainly grade 1-2

ICANS: 15%

MAS/HLH in one patient

Second primary malignancies in 4 patients
ORR 93%

CRR 90%

PFS: 72% at 24 months (PP)
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EPCORE NHL-2 arm 2 (Epco + R?)

* |TT =111 patients

* CRS: 48%, mainly grade 1-2

* |CANS: 2%

e MAS/HLH not observed

e Second primary malignancies not observed

* ORR96%

* CRR 87%

e PFS: 80% at 21 months

b — . . - 580%
| - ) i;gﬁ:
S PoDas 1L OIT (rod2), median PLS: 27 e G55 01 25 R LT
==l Primary refractory (n=39); median PFS: 27.6 mo (95% CI, 23.0-NR)
=m=dem  Double refractory (n=39); median PFS: 23.7 mo (95% CI, 22.5-NR)
1 pLOT (n=63); median PFS: NR (95% Cl, 27.4 mo-NR)
0 é é é 1I2 1I5 1I8 2I1 2I4

Time (months)

Morschhauser F, et al. Nature Med 2024; 30(8): 2199-2207.
Nastoupil L, et al. ASH 2024, abstract #4387 (poster).
Falchi L, et al. ASH 2024, abstract #342 (oral).



Summary

* CARTs are highly active in r/r FL
* ORR 86-94% and CRR 68-90%
* PFS57-72% at 24 months and no plateau

* Mosunetuzumab is FDA and EMA approved
for treatment of r/r FL with > prior treatment
lines, based phase 2 data

* ORR 80% and CRR 60%
e Median PFS 24 months

* Phase 2 data are similar for single-agent
glofitamab, epcoritamab, and odronextamab

* Glofitamab: ORR 81%, CRR 70%
* Epcoritamab ORR 82%, CRR 63%
* Odronextamab ORR 80%, CRR 73%
* The toxicity profile is favourable:
e Very little CRS > grade 2
* Very little treatment-related CNS toxicity



Summary
CARTSs are highly active in r/r FL The adva ntages Of the

" ORR 86-94% and CRR 68-90% bispecific antibodies:
* PFS 57-72% at 24 months and no plateau

. ]Ic\/losunetuzuma]p i/s FDA ar;]d EMA approved * The safety:
or treatment of r/r FL with 2 prior treatment .
lines, based phase 2 data Less CRS, less ICANS
* ORR 80% and CRR 60% * The simplicity
e Median PES 24 months * Off-the-shelf and easy to deliver
* Phase 2 data are similar for single-agent * The price:
glofitamab, epcoritamab, and odronextamab  Not as expensive as CARTs
* Glofitamab: ORR 81%, CRR 70% * You can stop treatment if no CR, as only

+ Epcoritamab ORR 82%, CRR 63% complete responses are durable

* Odronextamab ORR 80%, CRR 73%
The toxicity profile is favourable:
e Very little CRS > grade 2
* Very little treatment-related CNS toxicity

The combinability
* Epco + R%: ORR 96%, CRR 87%, 21-m PFS 80%
e Glofit + Obinutuzumab: ORR 100%, CRR 74%
* Glofit + Englumafusp alfa: ORR 91%, CRR 74%*

*Hutchings M, et al. ASH 2022, abstract #4259 (poster).



Look out for the following studies

* OLYMPIA-5:

* Phase 3 trial of odronextamab plus lenalidomide vs rituximab plus lenalidomide in
relapsed/refractory follicular ymphoma and marginal zone lymphoma

* EPCORE FL-1:

* Phase 3 trial of subcutaneous epcoritamab with rituximab and lenalidomide (R2) Vs R2 alone in
patients with relapsed or refractory follicular lymphoma

* CELESTIMO:

* Phase lll trial of mosunetuzumab plus lenalidomide versus rituximab plus lenalidomide in patients
with relapsed or refractory follicular lymphoma who have received > 1 line of systemic therapy
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