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Follicular lymphoma: remains uncurable?

Current first line therapy outcomes

(immunochemotherapy + maintenance R)
e “Generally incurable” - relapses continue over decades

e Median PFS ~7-10 years

e ~20% have a relapse within 2 years of starting therapy
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National LymphoCare study:

POD24: high-risk FL subgroup
at risk of dying from lymphoma

Validation in 13 randomized clinical trials

POD24 (“from diagnosis”) occurred in 19% e 46% received R + chemotherapy
POD24 after R-CHOP have markedly worse OS e 49% chemotherapy without R
0
5-year OS 50% vs 90% for later relapses e 5% Ralone
Clinical factors associated with POD24: 5-year OS 71% worse for POD24
o High FLIPI scores compared with all other patients, including
o Poor ECOG Performance Status (PS), those who did not relapse
o B symptoms, 1
o Elevated LDH Zz Patients with no relapse
o Stage 3 or 4 disease "
BRLECE v 90% gl POD24: ‘\
g : »] OSat5years:
0.8 T 0] ° i
3 Events/total Median (95% g HR* (95% Cl) Time-point KM Est (95% Cl)
B o e e, e mE
S= 084 o ’ BREID e Tr2earam Rituximab monotherapy
> © wen All patients  881/4423 17.9 (17.5-NE) 3 year 95.6 ( )
'5 _g 0- . \ 4 , aHI .
» £ 041 OS at 5 years: i ’ : T el / ¢ 1
R yeafs) T I
- 50% Patients-at-risk 80 L\—L
0‘2 i No-PD 3328 3213 2833 2444 2062 1735 1302 1009 70
S Earl‘IIII POD ) PD ’IO?F 949 803 670' '534 '43’\ 317" 211 a; 04
REfEFEﬂCE All patients 4423 4153 3636 3114 2596 2166 1619 1220 % o)
" ?E) 401 i % Cl) HR* (95% CI; Ti int KM Est (95% Cl)
0 12 24 36 48 60 72 84 96 ° 301 — No-PD EVE::?::‘E'MZ'::S:‘E: ' Ref(erengce) I?j:a:" 9931’:5.;9;9:/;\,
Time From Risk-Defining Events (months) Z_ () relzzen So3 5243540
No. at risk 04 . . r : . r r
Early POD 110 82 66 56 50 42 32 14 3 2 3 ¢ o 7 ¢ ’
Reference 420 408 387 363 344 253 145 34 0

Casulo et al., JCO 2015; Casulo & FLASH, Blood 2022
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Consistent prognostic value of POD24 in two datasets

Survival probability
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Jurinovic et al., Blood 2016

POD24: molecular underpinning

e POD24-PI predicted POD24 better than FLIPI
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RELEVANCE Molecular analysis
e >1000 patients randomized to R2 vs R-chemo e Gene expression profiling: Memory-like B cell cluster:
POD24: 17% e Increased rate of POD24 with chemotherapy (not R2)

o
e 8-year OS 51% after POD24 I
o
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Rituximab plus chemothera))
” Rituximabsluslenalidomiuey 081 () CtD NA(_) at end Of treatment:
Rituximab plus chemotherapy 61 53 45 38 L 30 27 26 13 1 92% NPV for IaCk Of POD24
Rituximab plus lenalidomide 77 61 52 a6 a1 39 36 34 w25 ° .
0 12 24 36 48 60 72 8 9% = o CtDNA(+) PPV Only 58%
Time from risk-defining event 024
No. of Patients Event Censored Median Survival (95% CL)
Rituximab plus chemotherapy 61 44,3% (27)  55.7%(34)  Not reached (44 ; not reached) 0.0 \tDNA PET(-) NPV Of 93%
Rituximab plus lenalidomide 77 46.8% (36)  53.2% (41) 91.9 (44.7 ; not reached) 1 18 1% 14 12 1 10 C +
IR 3% 9 81 78 @ » and PET(+): PPV Of 45%
0 12 24 36 Mon?hes 60 72 PET"’
No. of Subjects Event Censore d Median Survival (95% Cl)
e s ennn | e ctDNA & PET+: PPV of 86%
PET/ctDNA~ 99 26.3% (26) 73.7% (73) Not reached

Gower et al., Blood 2026; Laurent et al., Blood 2024; Claudel et al., Blood 2024
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POD24 and occult transformations

e BCCA: 296 patients treated in 2013-2018 with BR e GALLIUM: N=1202 patients R/G + chemotherapy
e POD24 in 13% (historically with RCVP: 23%) e POD24 10% with obinutuzumab, 17% with R
e 76% with histologic transformation at POD24 events e 19% with histologic transformation at POD24 events
e Baseline PET/SUV did not predict transformation
1.00 A L e (median baseline SUVmax 12.4 vs 11.8)
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Freeman et al., Blood 2019; Seymour et al, Haematologica 2019; Mir et al., Blood 2020



PR A TN 0 W +io7cL INTERCONTINENTAL | 5AD PAULD

<>SINTOMA{26

R/R follicular lymphoma: many options

Relapsed/refractory FL

Symptomatic / needs therapy

Remission >2 years OR
Unfit for other options

Higher burden of disease

<25% BM involvement
Platelets >100 x 10%/L

* Weekly dosing preferred

Oral therapy preferred

EZH?2 mutation

R TN N

* Remission <2 years , CrCI>30

Fit for low-intensity chemotherapy

Rituximab or obinutuzumab A
monotherapy

Rituximab or obinutuzumab A
+ lenalidomide

0VY ibritume b tiuxetan

Rituximab + chlorambucil or
bendamustine

Ollila & Olszewski, Cancer Manag Res. 2021

BTK INHIBITORS
Acalabrutinib
Zanubrutinib

IMMUNOMODULATORY AGENTS l
Lenalidomide

WA

o:

co3 Cylokines

Transcripltion factors

\

T BCR receptorl] fl —.
N fsve
‘\ .. ™
\ . - )
\ p )

EZH2 INHIBITORS
Tazemetostat

Anti-CD20 MoAbs

P | Rituximab
7 - Obinutuzumab
qaﬂ‘i"ﬁ // - Galiximab
LY =" Epratuzumab
CD20 \& Veltuzimab
=T cD19 \‘ |\
W A9 b =N
R ¥ 8
T ANTI-CD19 CAR I Anu_c[”g Moab
J . Tafasitamab
: /ant-CD19 \
. Y P | CAR-TCELL |
/Y L7 | |
BISPECIFIC ANTIBODIES ' = =~ \ A /
Mosunetuzumab ' R \ )/ CAR-T
Odronexatamab / ~N ‘ Tisa-cel
Glofitamab V AN Liso-cel
Axi-cel
; Mulvey et al., Blood 2025; Martino et al., Eur J Haematol 2025
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IMID/CelMod/BTKi (2019)

* Rituximab/Obinutuzumab + lenalidomide
* BTKi: Rituximab + zanubrutinib

R/R follicular lymphoma: many options

CAR T-cell therapy (2020)

* Axi-cel
* Liso-cel
* Tisagenecleucel

Bispecific antibodies (2023)

* Mosunetuzumab
» Epcoritamab
* Odronextamab

Immunotherapy combinations (2025)

» Tafasitamab-R2
» Epcoritamab-R2
* ADC'’s: loncastuximab tesirine

BTK INHIBITORS
Acalabrutinib
Zanubrutinib
IMMUNOMODULATORY AGENTS ’ l .
Lenalidomide
‘_.;_',_._—;-;\\ BCR rece: D '."__ .
I / \ N o | [ p=
N\ - (B1x hY
7 (P )~ EZH2 INHIBITORS
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=
= 4 =
Cytoki
cD3 Tr’:ns;?;mn factors :éSLL AT
. N
S CD20 Anti-CD20 MoAbs
e \ Rituximab
-~ ~ \ \ Obinutuzumab
Lol // " %, Galiximab
L= ':-;‘:%5} Epratuzumab
CD20 \\ ! Veltuzimab
cD19 |\ \
o 4Y Y ===
W 4 v
{ ANTI-CD18 CAR I Anti-CD19 Moab
'—U . Tafasitamab
) /ant-CD19
" A /[ CAR-TCELL \
e /Y L7 [ |
BISPECIFIC ANTIBODIES |\ij ADC (: \ ;”'
Mosunetuzumab - ' \\O _ CAR-T
Odronexatamab T 7 Tisa-cel
AN :
Glofitamab ] /\/ - Liso-cel
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Ollila & Olszewski, Cancer Manag Res. 2021 ; Mulvey et al., Blood 2025; Martino et al., Eur J Haematol 2025
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2016: GADOLIN

Patients:

e ‘“documented rituximab-refractory iNHL”

Treatment:

e Bendamustine 90 mg/m2 + Obinutuzumab

e Includes 2 years of maintenance g2mo

Obinutuzumab Bendamustine

plus monotherapy
bendamustine (n=202)
(n=194)
(Continued from previous column)
Rituximab-refractory type
Rituximab plus chemotherapy ; ¢
No response or progressive 76/156 ( 86/157 (55%)
disease during or within
6 months after last rituximab
induction dose
Progressive disease during or 76/156 70/157 (45%)
within 6 months after last
rituximab maintenance dose
Otherq| 4/156 (3%) 1/157 (1%)
Rituximab monotherapy 38 (20%) 45 (22%)

PFS

1.0 — B (n=209)
— G-B (n=204)
08 = + Censored
0.6 —
Median
0.4 - PFS:24mo
0.2 =
0 | I | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 80 86 92
Time (months)
No. of patients at risk
B 209 172 106 67 53 38 30 24 23 7
G-B 204 176 137 114 96 83 76 61 54 22 4 3 3 2 2

Sehn et al, Lancet Oncol 2016; Sehn ASH 2019
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Rituximab + lenalidomide: AUGMENT trial

Lenalidomide + rituximab Placebo + rituximab

Subgroup n/N n/N HR (95% CI)
e N= 358 patients with FL (82%) or MZL (18%) i a e e bt
0 Yes —e— 10/26 17/30 0.40 (0.18 to 0.89)
e Median age = 64 years (16—88) o o s8/152 150 047003810 066)

ge category, years
e FLIPI score: 0/1 = 31%’ 2 = 31%’ 3/5 =37% <65 o— 39/96 66/107 0.49 (0.33t0 0.73)
. . . '2 65 ) ) —o— 29/82 4973 0.43 (0.27 to 0.68)
e Number of prior therapies: Median = 1 ( range, 1-12) Timesince ostantiymphoma therapy velNg s oo oss0mmos
e POD24: 33% D;:asemsmlogv -— 32/89 53/88 0.48 (0310 0.75)
e Refractory to prior regimen: 16% Shicinazcne mions e . o W 000470209
0 1 2 3
HR

Median (95% CI),** months; number of events/n

90 — — R 30.4 (22.3 to NR); 69/147 All FL
— R-placebc 13.9 (1.4 to 16.8); 111148
80 — : e . No POD24
20 HR (95% C1), 043 (0.32 to 0.59) patients N=89
. N=147
o=
o 50 - 4=
L
a

Median PFS: 30 mo

Median PFS
In FL

30 _\_'_‘ﬂ.—,_‘_l_l Mo
0 ORR % 80 80 80

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

39.4 30.4 39.4

Time (months)

— - - CR, % 35 30 37

R? 147 (0} 13008} 1W9(15) 94(17) 69(21) 55(29) 44(37) 31(48) 16(63) 11(68) B({73) 4{74) 3{75) 1(77) 0 (78}
R-placebo 148 (0} 114(6 79 (B) 5431 430100 34(18) 24422) 171(25) 13(29) 5133) 3 {35) 2 (36) 1(37] 037

Leonard et al., JCO 2019; Leonard et al., Lugano 2019; Leonard et al., JCO 2026
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e S$1608 trial: addressing POD24 directly

S1608: Randomized Phase Il Trial in Early 100%
Progressing or Refractory Follicular Lymphoma
Follicular Lymphoma progressing within 2 y or refractory to 80% —
bendamustine-based or R-CHOP therapy =
>
Stratif E
ratity: Mandatory specimen =] —
-maintenance therapy submission n 60%
-lack of CR/early POD $
C
L. c
Umbralisib Lerelesrti CHOP OR o 40% —
+ N Bendamustine %
Obinutuzumab OBt I EE + 5
N=45 N5 Obinutuzumab f.ch
N=45 20%
» Primary endpoint: CR by PET/CT
» Translational objectives:
¢ Validation of the m7-FLIPI and analysis of additional predictive biomarkers in this high-risk
population 0%
e Evaluation of circulating tumor DNA to investigate the predictive ability of noninvasive ¢
genotyping in early progressing FL
# at Risk
L+O
H H o 0 0 Chemo+0O
e First line treatment: RCHOP 53%, BR 47% —

e CRrate: 52-64%
e 6 of 76 enrolled patients had ASCT in CR (with no relapses)

4-Year 95%
At Risk Failed Estimate Conf. Int.
L+O 27 13 49% (28% - 67%)
Chemo+0O 25 13 41% (20% - 61%)
U+0 24 17 28% (12% - 47 %)

PFS at 4 years:
L|_‘ 1 38%
| | | 1A [|

1«
Medlan |

~ 30 mo —] | ] ] |

i | 1 1| | | I |
Overall OS at 4 years:
69%%

I T | I | I ] T T | ]

0 24 48 72
Months After Randomization

27 18 12 1| 6 2 0
25 16 13 9 6 3 0
24 15 9 74 4 0 0

Barr et al., Lugano 2025
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ROSEWOOD: Zanubrutinib + obinutuzumab

100+ Bl Partial response
. . Bl Complete response
e N= 217 patients with FL ORR
. 80 —
e Median age = 64 years (31—88) 70.3%
e High FLIPI score: 53% S
- - o - — ‘n‘
e Number of prior therapies: Median = 3 ( range, 2-11) £
e POD24: 37% ;
e Refractory to prior regimen: 35%
Z0 0
0 PFS per IRC, median (95% Cl), 22.1(16.1-34.0) 103 (6.5-13.8)
7 months
90+ Hazard ratio (95% Cl) 054 (0.37-0.79) (=145 (n=72)
o 804 2-sided P value? 0.0012
:f* 70 4 Follow-up, median (range), months ~ 44.1 (0-67.2) 42.1(0-51.8) Response/Pationts (%)
a 60 4 Risk Difference,
3 Subgroup o z0 % (95% Cl)
° 35 All patients in ITT 33/72 (46) 100/145 (69) | —e— 23(9t037)
o M d PFS_ 22 Rituximab-refractory status
E 40 = edian - mo Refractary 14/36 (39) 47/78 (60} —— 21(2 to 41)
o Not refractory 19/36 (53) 53/67 (79) —— 26 (7 to 45)
30 4 Refractory status to the most recent line of therapy
Refractory 11/29 (38) 29/47 (62) —_—
204 — 70 i t Not refractory 21/42 (50) 66/93 (71) —e— POD24
Progression of disease within 24 months of starting the first line of therapy
104 — O Yes 14/30 (47) 30/50 (60) ——— 13 (-9 to 36)
+ Censored No 15/35 (43} 55/74 (74) — 32 (12t0 51)
0 Progression of disease within 12 months of completion of the most recent line of therapy
r 1111 1T 1T T 1 117 1T T T T T T 1T 17T T T T T T T T T T T T T 1T 711 Yes 17/52 (33} 59/95 (62) — 29(13 to 46)
0 2 4 6 8101214161820 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 No 14117 (82) 326/43 (84) N 12010 23)
No. at risk Months 75 -50 -25 0 25 50 75
20145135117 95 93 80 70 68 65 59 55 54 51 50 44 43 42 3934 342827 241717138 7 3 1 1 1 1 1 0 Percent

O 7261 41331271917 161413121111 9 8 7 6 6 6 55 4 3 3 10
Zinzani et al., JCO 2013; Zinzani et al., ASH 2025
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d-line option:
mmunotherapy

sl CAR T-cells (CD19)

« Axicabtagene autoleucel
 Lisocabtagene maraleucel
 Tisagenlecleucel

sl Bispecific antibodies (CD20xCD3)

* Mosunetuzumab
» Epcoritamab

* Odronextamab
 BsAbs + Len
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CAR T-cell therapy

Axi-cel (ZUMA-5)

e 127 patients with FL (+ 31 MZL)

e Median 3 prior lines of therapy

e POD24: 56%; ORR=94%, CR=79%

Liso-cel (TRANSCEND FL)

e 130 patients with FL (2L+)

e Median 3 prior lines of therapy

e POD24: 56%; ORR=97%, CR=94%

100 100 4
90
80 > 80+
g 70 -
£ o S o
£ K’-—;.?L_‘ g
o 40 Median PFS: 57 mo o 7
FL MZL 'g 40
20 4 Estimated PFS ’ (n=127) (n=31) gﬂ 30 Median 36-Month
Median, mo (95% CI) 57.3(30.9t0NE)  NR (12410 NE)  62.2 (349 to NE) S L0 PFS PFS
60-mo rate, % (95% CI) 49.8 (39.8t059.0) 53.9(32.9t071.0) 50.4 (41.3 to 58.7) o N R 68%
O+—r—T—T—7T—T T 7T T T T T T T T T T T T T T T T T T T 10 4 (95% ClI, 39.4—NR)  (95% Cl, 58—76)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 :
0 — Median follow-up: 36.3 months (95% CI, 36.0—36.4)
Time (months) é é, 112 1'3 zl4 310 3:6 4|2 4;8 5T4
Number at risk:
FL 127120111 98 96 87 84 78 75 65 63 62 59 55 53 53 52 36 34 32 29 7 6 6 6 O . Time, months
No. at risk
3L+ FL 103 91 82 76 69 65 44 17 9 0
e CRS: 82% (G3+: 7%)
e ICANS: 60% (G3+: 19%) e CRS: 59% (G3+: 1%)
e SAE: 50% e ICANS: 16% (G3+: 2%)
e G3+ infection: 18%, IVIG = 31% o SAE:47%
e Better responses with more naive T e G3+ infection: 12%

cells in the product
e This correlates with benda exposure

Neelapu et al,. JCO 2025; Jacobson et al., Lancet Oncol 2022 Morschauser et al,. Nat Med 2024; Ahmed et al., ASH 2025

Tisagenlecleucel (ELARA)

e 98 patients with FL (+ 31 MZL)

e Median 3 prior lines of therapy

e POD24: 63%; ORR=86%, CR=69%

100 4
5 804
:; -8
= 60 b I
E P tn — =
< : »
S 40 .
z Median PFS
B 20 53 mo
0

T T T T 1 T T T 1 1 T T T 1 T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)
Number of patients still at risk
All patients (N =94) 94 91 78 67 63 59 57 54 54 49 47 47 32 19 19 6 O

e CRS: 49% (G3+: 0%)

e ICANS: 37% (G3+ = 3%)
e SAE:28%

e G3+ infection: 5%

Fowler et al., Nat Med 2022; Dreyling et al., Blood 2024
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3rd line bispecific antibodies

Mosunetuzumab
90 patients
Fixed-duration, 6 months of therapy

([ J
e Median 3 prior lines of therapy
e POD24: 53%

Median PFS
24 mo

20

Progression-free survival (%)

Mosunetuzumab (N = 90)

T T T
0 2 4 6 8 10 12 14 16 18 20 2 24 2 28 30 32 34 3

Time from first treatment (months)
wgatrisk 90 81 72 60 59 55 47 46 43 40 40 38 30 27 5 25 24 24 13

e CRS: 44% (G3+: 2%)
e SAE:47%
e SAE infection: 20%

Sehn et al., Blood 2025; Budde et al., Lancet Oncol 2022

Epcoritamab
e 128 patients
Treatment until progression

([ J
e Median 3 prior lines of therapy
e POD24: 42%

10

g
0
L
’ With COVD49
s e 9 , adjustment
£ b
2. Medi o
"1 Median PFS . o —
: 15 Hincorb s Wt COMDS
0 mo adjusment [ ‘
4 ' I adjustment
L 20 NU. urevelly n 56 I
edian, monihs 164 U2 |
L& 9530 (13240R) !
IR EEEEE IR
Time (months)
Number at risk
Wbkl 8 g % n % % ¥ & ¥ B F B B 0 6 1 1 0
adjustment
e CRS: 67% (G3+: 2%)
e SAE: 69%

e (G3+ infection: 35% (COVID-19: 7%)

Linton et al., Lancet Haematol 2024, ICML-15, 2025

Odronextamab
e 128 patients
e Treatment until progression
e Median 3 prior lines of therapy
e POD24: 49%
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Patients at risk, n Time (months)
e CRS: 57% (G3+: 1%)
e SAE: 68%
e G3+ infection: 31%

Kim et al., Ann Oncol 2024; Villasboas et al., ASH 2025
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2025: Highly active immunotherapy combinations in 2L

Tafasitamab + R2 vs R2

e 548 patients randomized to R2 vs Tafa-R2

e Tafa: weekly x3mo, g2wks x9mo
e POD24: 32% - no difference in PFS
e SAE: 34%

Hazard ratio (95% Cl) 0-43 (0:32-0-58)
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Sehn et al., Lancet 2026
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Epcoritamab + R2 vs R2

e 488 patients randomized to R2 vs Epco-R2

Epco: weekly x3mo, g4wks x 9mo

o
e POD24: 41% - no difference in PFS
e SAE: 56%; infections: 77%, G3+: 33%
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Events 35 106
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Mosunetuzumab +

lenalidomide vs R2
e (CELESTIMO)
e Pending results

Sano et al., ASH 2025

Odronextamab +

lenalidomide vs R2
e (OLYMPIA 5)
e Pending results

Vitolo et al., ASH 2025
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<>SINTO CD19-directed ADC: loncastuximab tesirine

+ rituximab

Overall and Complete Response Rates by Subgroup

e N= 39 patients with FL
e Median age = 68 years (58—77) overal - i
e High FLIPI score: 61%
e Number of prior therapies: Median = 1 ( range, 1-6) =1 GELF criterion 75% T
e POD24: 51%
e Refractory to prior regimen: 51% High-risk FLIP — o
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0 1 1 1 | |
0 6 12 18 24 30
Numberatrisk 39 33 24 13 7 1
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Alderuccio et al., Lancet Haematology 2025
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> z Comparison of immunotherapies

CART cells Bispecific antibodies Bispecific combos
(liso-cel) (mosunetuzumab) (epco-R2)

97% 8% 95%
CR 94% 60% 83%
Median PFS ~55 months 24 months ?
PFS at 3y 68% 43% ?
CRS (all / G3+) 99% / 1% 44% | 2% 35% / 0%
G3+ infections 12%
Other toxicity issues Prolonged cytopenias SAE infections 20% G3 infections 33%

IVIG dependence



<>SIN My general approach to R/R FL

First-line therapy:

| Obin + benda
(1 only for R relapse)
| O/R2 /| GOLSEEK-4
nore .
Y - JER o B R e
Tafa + R2
.
BR, R2
: ) Epco + R2
Tafa + R2 CAR T-cell therapy

L Experimental (L)/ R2/ SS’I;SEEK"‘
(BsAbs) onca ' Trials:
» Surovatamig (CD19xCD3)
Golcadomide
BCL6 degrader
ADCs

EZH2 targeted agents (?)
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