


PI3Ki: idelalisib in ref MZL (n=15) and umbralisib in
rel/ref MZL (n=69)

50

[ 2 Patients had
no baseline
evaluation

W 1 Patient had
disease progres-
sion on the basis
of lymph node
biopsy, no base-
line evaluation

O FL N=72)

N =28

] MZL (N=15)
| _ - W

Best % Change in SPD From Baseline

SPDoflMeasuredLymphNodes
(best%!changéfrom!baseline)

175+

1100

IndividuallPatientd(N=125)

ORR 49%:; CR 16%
Possible better PFS

and OS than FL
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Lenalidomide plus rituximab: phase 2 trial

Follicular Marginal Small
lymphom@ zone lymphocytic
. z (n=50) lymphoma B lymphoma
< 60 \ ....................... (n=30) (n=30)
= Age (years; median, range) 56 (35-848 59 (36-77) M 59 (34-76)
& 404 1 | Sex, female 22 (44%) || 18 (60%) 12 (40%)
' Stage
20— v I 23(46%) [ 9(30%)
"""" 95% _ ! : \Y; 27 (54%) M 21 (70%) 30 (100%)
0 Margmal zone Iymphoma High tumour burden (as per 27 (54%) 13 (43%) 14 (47%)
| | | | | | | | | 1 GELF)

0 6 12 18 24 30 36 42 48 54 60
Time (months)

MARGINAL ZONE LYMPHOMA
COHORT:
ORR 89%
CR 67%
T AT, THE FOREFRONT Med PFS 53.8 months
x4 UCh
&y Meo‘.f;ﬁg 3-year PFS 87%
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Lenalidomide plus rituximab:
Multicenter Phase 2 (n=46)

If CR, no more

Len 20mg/d plus treatment

rituximab x 6 cycles
If PR, 2 more cycles

Med age 64y
* Primary location of EN MZL: RESULTS:
« 30% stomach : '
« 28% ocular adnexa ¢ Med f/U 27 m W|th 91 % PFS
+ 11% lung * ORR 80%, CR 54%

* Minimal prior rituximab
« Stage
 61% localized disease
* 39% disseminated disease

 Mean number of cycles =6
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AUGMENT TRIAL: R2 vs R mono shows no added
benefit for MZL patients

TABLE A4. Efficacy in Patients With Marginal Zone Lymphoma

Lenalidomide + Rituximah Placebo + Rituximah

Variable

(n = 31)

(n =32)

HR (95% CI)*

Best response, as assessed by IRC

ORR, No. (% [95% ClI)

20 (65 [45 to 811])

14 (44 [26 to 62])

CR, No. (% [95% ClII)

9 (29 [14 to 48])

4 (13 [4 to 29])

PR, No. (%) 11 (35) 10 (31)
SD, No. (%) 6 (19) 11 (34)
PD/death, No. (%) 0 4 (13)
Not done/missing/no evidence of disease at baseline, 5 (16) 3 (9)

No. (%)

Median PFS, as assessed by IRC, months (95% CI)

20.2 (16.0 to NR)

25.2 (11.1 to NR)

1.00 (0.47 to 2.13)

Median PFS, as assessed by investigator, months (95% CI)

19.2 (13.9 to 30.4)

22.1 (8.7 to NR)

1.04 (0.54 to 2.01)

Median EFS as assessed by IRC, months (95% ClI)

20.2 (14.5 to NR)

25.1 (9.2 to NR)

1.18 (0.60 to 2.29)

Median DOR, as assessed by IRC, months (95% ClI)

17.4 (13.2 to NR)

NR (8.4 to NR)

1.81 (0.56 to 5.84)

Median TTNLT, months (95% Cl)

25.8 (17.7 to NR)

NR (21.6 to NR)

1.58 (0.68 to 3.67)

OS probability at 2 years, % (95% Cl)

82 (61 to 92)

94 (77 to 98)

2.89 (0.56 to 14.92)

Deaths, No. (%)
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5 (16)

2 (6)

Leonard J Clin Oncol. 2019 May 10;37(14):1188-1199




100 A
Independent Assessment Investigator Assessment

Ibrutinib in rel/ref MZL
| n-es R

60 4 ORR 53%

Med Age 66 y (30-92) I " -~
PS >1 30 (48% fg;l

EN MZL 32 (51% B
SMZL 14 ( | |
NMZL 17 (27%

40 (

14 (

%
3

Best response (

100 |

llllll

(N =60) (N = 60)
> 2 prior Rx

Ref to last systemic
Tx

N’ N N N SN N
o

22%

Maximum percent change from baseline SPD (%
8 o

Patients

Primary endpoint: ORR

e AT THE FOREFRONT
7y UChicago
“%g/ MedICIne Noy Blood. 2017 Apr 20;129(16):2224-2232.




Zanubrutinib in RR MZL: MAGNOLIA Study (n=68)
single arm trial

o] 1]
Subgroup Response/Patients response‘::;: (95% CI)
All patients 45/66 — 68.2 (55.6-79.1)
Sex
Male 30/36 —_—l 83.3 (67.2-93.6)
Female 15/30 —_— 50.0 (31.3-68.7)
Age group
<65 years 15/26 — 577 (36.9-76.7)
. K t [ t h t [ t [ . 265 years 30/40 — 75.0 (58.8-87.3)
<75 years 28/48 — 58.3 (43.2-72.4)
ey patent characleristcs. L — = 5
ECOG performance status
Med age 70y, 27% over age 75y : —
=1 20/28 —_— 74 (51.3-86.8)
7 7 0/ E N d L] Prior line of systemic therapy
<3 36/48 — 75.0 (60.4-86.4)
o I S e a S e >3 9/18 _— 50.0 (26.0-74.0)
o . . Time since last antilymphoma therapy
- <2 22/37 —_— 59.5 (42.1-75.3)
10% had non-FDG avid disease B —.  m oam
Baseline extranodal disease
MZL subtypes: EN MZL 38%, NMZL 38%, SMZI : —— % mm
S u yp e S u 0 y o 3 No 1114 —_— 78.6 (49.2-95.3)
Disease status
H H Relapsed 31/43 —_— 72.1 (56.3-84.7)
e p rior lines o era py Relratary raron — 667 4s0854)
Prior treatment
RCVP 20/25 _— 80.0 (69.3-93.1)
RCHOP 917 —_— 52.9 (27.8-77.0)
BR 16/22 —_— 72.7 (49.8-89.3)
= Results: med f/u 27.4 months : B e
I Rituximab monotherapy %7 —_—a 1000  (59.0-100.0)

ORR 68.2; CR 26% S s — 0o Gsae9
Bulky disease

24_ m O nth D O R 72 . 9 % LDi <5 cm 26/42 —_— 61.9 (45.676.4)

LDi >5 cm 19/24 — 79.2 (57.9-92.9)
o LDi<10cm 41/62 —a 66.1 (53.0-77.7)
24_m0nth PFS 70 9 /0 LDi>10 cm 4/4 _ 1000 (39.8-100.0)
- Baseline LDH

o Normal 38/51 — = 75 (604857
24 -mon t h O S 8 5 . 9 /o Above normal s _— 467 (21.373.4)
Bone marrow involvement

Yes 10120 _— 655  (45.7-82.1)

No 26/37 —_—a 70.3 (53.0-84.1)

MZL subtype

MALT 16/25 — 64.0 (42.5-82.0)

NMZL 19/25 —_— 76.0 (54.9-90.6)

SMZL 8/12 —_— 66.7 (34.9-90.1)

Unknown 2/4 50.0 (6.8-93.2)

Disease stage

Stage | 2/4 = 50.0 (6.8-93.2)

Stage Il 3/5 L 60.0 (14.7-94.7)
AT THE FOREFRONT Stage Il 5/7 71.4 (29.0-96.3)

= Stage IV 35/50 —— 70.0 (65.4-82.1)

¥=r{ UChicago = e e e
w2 Medicine Opat Blood Adv 2023 Nov 28:7(22):6801-6811




Acalabrutinib monotherapy (n=43)

(A)

1-0

o
]
L

i
&
1

<
IS
L

= Patient Characteristics

MZL subtype, n (%)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3B 38 40
EXtranOdal 19 (44'2) Months from Initiation of Study Treatment ORR

Number At Risk

Gastric MALT 2(4.7) 43 41 35 27 25 18 1 M 10 7 6 6 2 2 1 1 1 1 1 1 0 53%

Non-gastric MALT 17 (39.5) | % CR 5%
Nodal 13 (30.2) 5 0¢ ] A . l

Splenic 11 (25.6)

» Med age 69; 46% > 70y
= Med 1 PLOT . oS

lllllllllllllllllllll

o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20

Progression-Free Survival (Proportion)
o
[N
1

4
S

N
o

o
=

Q
IS
1

Durati f Response (Proportion)
o
(=]

S S

Q
N

Q
=)

Months from Initial Response
Number At Risk
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Pirtobrutinib in RR MZL: Phase 1/2 BRUIN

N =36 Figure: Pirtobrutinib Efficacy in Marginal Zone Lymphoma patients
Med age 68y il W Prior cBTKI
Med PLOT 3 3 i No Prior cBTKi
MZL subtype: ég ol
47% nodal ;é 25 Il
36% splenic 5% ' B | 21000l | B
17% EN i - """""l
26 pts (72%) with prior cBTKi, : ™
20 (77%) pts discontinued for PD i
6 (23%) discontinued for toxicity s Number of Subjects (1=29)
ORR 50%
F=7§ UChicago
“? Medicine Patel Blood (2023) 142 (Supplement 1): 1660.



ZUMA-5: Axi-cel in MZL

100 ; 94% ORR = CR
83% ORR “ PR
2 907 = SD
o
2 60 - MED
3 = ND
(7]
@ 40 -
§ 13%
20 7 3% 4% (n=3)
O _
ORR SD PD ND’ ORR SD PD ND’
FL (n=86) MZL (n=24)
UChicago
&2 Medicine Neelapu ASH 2021




Axi-cel in MZL (n=31, f/u 32m)

100 A
=
= 80
=
s
a
& 60 -
2 M
5 40
ﬁ Estimated PFS FL (n=127) MZL (n=31)  All patients (N=159)
S 20 1 Median (95% Cl), months ~ 40.2 (28.9-NE) NR(12.4-NE)  40.2 (28.9-NE)
e 36-mo rate (95% Cl), % 54 (44-64) 56 (35-73) 54 (45-63)

0 -

0 4 8 12

Any grade

FL

(n = 124)

Grade >3

Overall survival, %

100 A

80 -+

60 ~

40 -

Estimated OS FL (n=127) MZL (n=31)  All patients (N=159)
7 Median (95% Cl), months NR (NE-NE) NR (NE-NE) NR (NE-NE)
36-mo rate (95% Cl), % 76 (67-82) 74 (53-87) 75 (67-81)

44 48 52 56 60

MzL All patients
(n = 28) (N = 152)

Any grade Grade >3 Any grade Grade >3

AT THE FOREFRONT

@ Y UChicago

&2 Medicine

Any AE 20 (16) 10 (8) [ 30 (20) 17 (11)
Serious AEs 1109) 10 (8) 15 (10) 13 (9)
Cytopenias 3(2) 2(2) 8 (5) 7 (5)
CRS 0 0 3(2) 0
Neurologic events 0 0 1(1) 1(1)
Infections 14 (11) 6 (5) 7 (25) | 2.(7) | 21(14) 8 (5)

Neelapu Blood (2024) 143 (6): 496—506.



Loncastuximab teserine in RR MZL (n=23)

2 6
__ : cycles  cycles
ECOG PS T‘—‘\ ' (%) 2- : : =
Age.medan(range)  es@se)  E B | — —
Gender (M:F) 8:15 POD24, n (%) 11 (48) g .
6 B
- 74 =
§ o
Relapsed, n (%) 14 (61) 8 10 ¢ CR
=3
o 111 T
e R . - - % 5
157z, 0 () Previous treatments,® n (%) 8 137 Y PD
EMZL 14 (61) Rituximab 8 (35) 5 141
NMZL 7 (30) XRT 7 (30) ,‘g 12 E ﬁ . CR (16)
e e
SWZL =) R-CHOP 7(30) B ] e m——t— M PR(5)
BR 6 (26) 18 1 = [ sD(2)
BTKi 4 (1 7) 19 4 L Ca—— i
R2 3(13) 20 - —
RICE 2(9) 214 e
22 1 -
23 =P
. 6 3 6 9 12 15 18 21 24 27 30
UPDATE: prese ntation at Months from the start of treatment

ICML 2025
ORR 91%

CR 70%
1 patient post-CAR-T had CR

AT THE FOREFRONT
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Odronextamab in RR MZL (ELM-2 Study; n=42)

/ \ / \ e wIvau Ullululllly T e
Primary endpoint Odronextamab IV administration t investigstor training J
+ ORR' by ICR
Cycle 13 (step-up) Cycles 2-4¢ Maintenance
Secondary endpoints D112, 8/9, 15/16 D1, 8, 15 Q2W - Q4Wif Ant-infection prophylaxis
« ORR! by local investigator durable CR (29 months) including IVig
A DO'Q.Y ’)Fs.f and OS 0.7/4/120 mg § 80 mg 160 mg supp‘emenla“m and
« Safety and tolerability * antivirals was recommended,
« Patient-reported outcomes Cycle 4 D15 and PJP prophylaxis
K / \ First post-baseline response assessment Yy, was mandated )
Patient and disease characteristics Overall (n=42)* Extranodal (n=21) Nodal (n=15) Splenic (n=5)
Median age (range), years 63.5 (34-82) 59.0 (34-82) 66.0 (38-80) 73.0 (52-80)
Age, % 265/275 476/238 33.3/19.0 66.7/26.7 60.0/40.0
Male, % 452 429 46.7 400
Ann Arbor stage 111V, % 833 76.2 933 80.0
Bulky disease, % EE Y 143 0 200
White / Asian / Black or African
Race, % A /Not ted 476/381/48/95 333/571/48/48 600/267/6.7/6.7 800/0/0/20.0
ECOG PS, % 0/1 452/548 429/571 46.7/533 40.0/60.0
IPI score, % 3/4-5 19.0/95 238/0 13.3/20.0 20.0/20.0
Median number of prior lines of therapy (range) 2(1-8) 2(1-8) 2(14) 2(24)
Number of prior lines,! % 22/23/24/25 833/310/190/24 762/38.1/190/48 933/200/133/0 100/400/400/0
Primary refractory, % 333 381 333 200
| Refractory to last line of therapy, % 643 57.1 80.0 60.0 |
Refractory to anti-CD20 antibody in any line, % 476 524 533 20.0
Double refractory to alkylator/anti-CD20 antibody in any line, % 333 429 333 0
Prior BTKi, % 286 19.0 333 60.0
Prior bendamustine, % 333 333 40.0 20.0
gy AT THE FOREFRONT I""“‘m* 71 95 6.7 0 ]
- T R — - POD24, % 50.0 571 60.0 0
Fxry UChicago R
<27 Medicine Kim ASH 2024



Odronextamab in RR MZL (n=42)

Subgroups n ! ORR (95% CI)
All patients 35 ——— 77.1 (59.9-89.6)
MZL subtype

Extranodal 15 —— 78.9 (54.4-93.9)

Nodal 9 ° 75.0 (42.8-94.5)

Splenic 3 L J 100 (29.2-100)
Age, years

<65 17 —— 70.6 (44.0-89.7)

265-<75 8 e 75.0 (34.9-96.8)

275 10 ————  90.0 (55.5-99.7)
Bulky disease

Yes 3 @ 66.7 (9.4-99.2)

No 32 —— 78.1 (60.0-90.7)
IPI score

0/1 8 ® 75.0 (34.9-96.8)

23 23 —— 78.3 (56.3-92.5)

4/5 3 ® __ 100(29.2-100)
POD24

Yes 17 — 70.6 (44.0-89.7)

No 18 et 83.3 (58.6-96.4)

AT THE FOREFRONT

UChicago
Medicine

M ares | Vi,
b 2655 [ S x 3.
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Subgroups n i ORR (95% CI)
All patients 35 —— 77.1 (59.9-89.6)
Prior lines
22 28 —.— 75.0 (55.1-89.3)
23 1 o 818 (48.2-97.7)
>4 7 e 85.7 (42.1-99.6)
25 1 ® 100 (2.5-100) e 77% ORR and CR
Prior BTKi i
Yes 7 —+—e w000 | *© Med PFS/OS not
No 28 R 71.4 (51.3-86.8) .
Prior ASCT reached with med
Yes 2 t 9 100 (15.8-100)
No 33 —— 758 (57.7-88.9) flu 11 m)
Refr. to last therapy i . .
Yes 23 —— weuri-ess * Similar Safety
No 12 —T®—  91.7(61.5-99.8) .
Refr. to anti-CD20 | proflle to other
Yes 18 * . 66.7 (41.0-86.7)
No 17 ——e— lymphomas
Double refractory
Yes 13 . 61.5(31.6-86.1)
No 22 —€—  864(651-97.1)
20 40 60 80 100
ORR (%)
Kim ASH 2024



Emerging data with mosunetuzumab

Agent/regimen | No. pts with Key patient ORR/CR
MZL features

Mosunetuzumab Treatment-naive 86%/86%
(Olszewski 2024, population
BrUOG-401) plus

len augmentation

Mosunetuzumab 3 Treatment-naive  100%** (MZL not No G2+ CRS
(Lynch ASH population separately
2023) reported)

AT THE FOREFRONT

UChicago
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MorningSun: Open-label Phase Il trial of the
efficacy and safety of subcutaneous
mosunetuzumab ¥ (Mosun SC) as frontline
(1L) treatment in symptomatic patients with
marginal zone lymphoma (MZL)

78% 73% 80% 82% 63%

100 - I
1
1
1
1
80 1
1

14% 1 8% 18%
1
o 1
X 60 - 1
- 1
g 1
0 I
- 1
& 40 :

! 64%
1
1
20 .
1
1
1
1

0 -
Overall Elevated LDH No elevated Extranodal No extranodal
population (n=11) LDH involvement involvement
(N=36) (n=25) (n=28) (n=8)
7y UChicago
& Medicine

92%

<65 years
(n=12)

1%

265 years
(n=24)

100%

Ann Arbor
stage VIl
(n=11)

68%

Ann Arbor
stage IIl/IV
(n=25)

Mosunetuzumab
CD20xCD3 bispecific antibody*

High affinity binding

to CD20 on B cells

CD3 T-cell
engagement
i

PR

B cr

Burke EHA 2025



S2506 SCHEMA: coming soon!!!

Cycles 1-8 (Every 21 Days) Cycles 9-17

Arm 1

CR or PD: Off Treatment
PR or SD: Cont
Mosunetuzumab

Mosunetuzumab SQ

N=41

Arm 2

Relapsed or
Refractory Marginal
Zone Lymphoma
After at least 1 Line

of Therapy

CR or PD: Off Treatment
PR or SD: Cont Mosun +
Zanubrutinib

Mosunetuzumab SQ + Zanubrutinib PO

N=41

mwnz20vvvma
- ZmEEunumwowd>

mwzZ20vvTovmMma=aO
S ZmMmEnumowmwowd>

MN-=S00Z>» X0

Arm 3
Mosunetuzumab SQ
Polatuzumab Vedotin IV

1:1:1 Randomization

CR or PD: Off Treatment
PR or SD: Cont

Stratification Factors:
* Prior lines of

systemic therapy: Mosunetuzumab
1 vs 22 Cycles 1-6
Nodal vs. Splenic N=41

vs. Extranodal
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How do we move forward given heterogeneity, relative

rarity, difficulty staging/response assessment, etc?
Markers in MZL

Diagnosis Start of treatment End of treatment

l Follow-up

Criteria  Treatment

Biomarkers | EMZL: MALT-IPI PET-CT CT POD24
NMLZL : none MRD
Prognostic markers New tools of response assessment

) ) ) = Putative surrogate markers
***Slide from Catherine Thieblemont g

are:
3 6

cccccccccc
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UChicagO Biomarkers Definitions Working Group, Clin Pharmacol Ther 2001; Thieblemont, NY MZL
QP Medicine workshop 2019
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