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Updates in DLBCL

History of frontline DLBCL therapy

1976: CHOP 2023: Pola-R-CHP

SWOG (McKelvey et al.) establish DLBCL-NOS or high-grade B-cell ymphoma
cyclophosphamide-doxorubicin-vincristine- with IPIl score >2, based

prednisone as the consensus regimen for on POLARIX (n=879).

aggressive NHL.

2006: R-CHOP

FDA approves rituximab in combination with
CHOP or other anthracycline-based
chemotherapy for first-line DLBCL, built

on GELA LNH-98.5 (Coiffier et

al., NEJM 2002) in elderly patients and
confirmed by MInT in younger, good-
prognosis patients.

Lenz et all, Lancet, 2026
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Updates in DLBCL

History of frontline DLBCL therapy

1976: CHOP 2023: Pola-R-CHP

SWOG (McKelvey et al.) establish DLBCL-NOS or high-grade B-cell
cyclophosphamide-doxorubicin- lymphoma with IPI score >2, based
vincristine-prednisone as the consensus on POLARIX (n=879).

regimen for aggressive NHL.

2026: FrontMIND -tafasitamab

2006: R-CHOP : :

+ lenalidomide + R-CHOP
FDA approves rituximab in combination Global phase 3, 899 patients, which
with CHOP or other anthracycline-based showed improved PFS (HR 0.75), but
chemotherapy for first-line DLBCL, built increased toxicity profile

on GELA LNH-98.5 (Coiffier et

al., NEJM 2002) in elderly patients and
confirmed by MInT in younger, good-
prognosis patients.

Lenz et all, Lancet, 2026
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Updates in DLBCL

In patients with newly diaghosed DLBCL,
Tafasitamab+lenalidomide + RCHOP vs. RCHOP showed
improved PFS, but increased toxicity

A Investigator-assessed progression-free survival

Global phase 3 trial 1:2 —Tenncop
899 patients - -
High risk DLBCL (IPI 3-5), high grade B-cell £ " e — T —
Improved PFS E 22 T _
* Overall HR (95% CI): 0.75 (0.59, 0.96) ¢ |
* 2-year PFS g oo
* Tafa-len-RCHOP: 71.1% (66.3-75.4)  *1
e RCHOP: 62.9% (57.9-67.5) 12— HR 0.75 (95% CI 0-59-0-96); p=0-0194

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Mumber at risk
(censored)

Tafa-len-R-CHOP 448 393 333 299 282 260 259 257 248 239 191 178 107 97 13 3 1 1 0
(0} (40) (68) (77) (B0) (83) (85) (B&) (90) (95) (140) (151) (220) (230) (314} (324) (326) (326) (327
R-CHOP 451 403 320 283 266 251 244 241 222 219 182 174 101 84 19 6 1 0 0

(0 (@7 (56) (65) (68) (68) (72) (72) (82) (85) (118) (126) (197) (212) (277) (290) (295) (296) (296)

Lenz et all, Lancet, 2026
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U pdates in DLBCL Tafa-len-R-CHOP group (n=443) R-CHOP group (n=447)
Anygrade  Grade3 Grade 4 Grade 5 Any grade Grade 3 Grade 4 Grade 5
TOXi City (death) (death) > Grade 3
:J\:Jer:tbser of treatment-emergent adverse 437(99%) | 95(21%) 263(59%) 26(6%) |a34(97%) | 97(22%) 226(51%) 17(4%) | 86% vs 77%
Treatment-emergent serious adverse events 107 (24%) 63 (14%) 26 (6%) 79 (18%) 59(13%) 17(4%)
Treatment-related treatment-emergent 423 (95%) 87(20%) 264 (60%)  8(2%) 407 (91%) 82 (18%) 217 (49%) 8 (2%)
adverse events Fatal AE
I;E;Z:‘lﬁe;f;neun;;;g:;; :\;:li\;;:s;yz\nzngts leading 23 (5%) 5(1%) 9(2%) 1(<1%) 24 (5%) 13 (3%) 3(1%) 4 (1%) 6% VS 4%
components
Most common treatment-emergent adverse
event
Neutropenia | 31329%)  s5(12%) 251(57%) o 267(60%)  51(11%) 208(47%) o0 |
Anaemia 205 (46%) 101 (23%) 4(1%) 0 154 (34%) 71 (16%) 2(<1%) 0O
Thromhocytopenia I 172 (39%) 58 (13%) 62 (14%) 0 119 (27%) 30 (7%) 32 (7%) 0 I
Constipation 152 (34%) 0 0 0 126 (28%) 0 0 0
Nausea 117 (26%) 8 (2%) 0 0 140 (31%) 5 (1%) 0 0
Diarrhoea 109 (25%)  10(2%) 2(<1%) O 74 (17%) 6 (1%) 0 0
Hypokalaemia 96(22%) 27 (6%) 6 (1%) 0 65 (15%) 15 (3%) 3 (1%) 0
Fatigue 95 (21%) 9 (2%) 0 0 86 (19%) 8 (2%) 0 0
COVID-19 90 (20%) 15 (3%) 1(<1%)  4(1%) 104 (23%) 12 (3%) 2(<1%)  1(<1%)
Leukopenia 82(19%) 18 (4%) 47(11%) 0 57 (13%) 18 (4%) 31 (7%) 0
Pyrexia 82 (19%) 4 (1%) 0 0 54 (12%) 1(<1%) 1(<1%) O
Febrile neutropenia 74(17%)  44(10%) 28 (6%) 1(<1%) 57 (13%) 39(9%)  18(4%) 0
Infusion-related reaction 71 (16%) 3 (1%) 0 0 50 (11%) 1(<1%) 0 0
Neuropathy peripheral® 70 (16%) 4(1%) 0 0 74 (17%) 4 (1%) 0 0
Oedema peripheral 52 (12%) 1 (<1%) 0 0 41 (9%) 0 0 0
Alopecia 51 (12%) 0 0 0 50 (11%) 1(<1%) 0 0
Peripheral sensory neuropathy® 50 (11%) 5(1%) 0 0 42 (9%) 0 0 0
Asthenia 49 (11%) 7 (2%) 0 0 54 (12%) 5 (1%) 0 0
Insomnia 48 (11%) 2 (<1%) 0 0 57 (13%) 1(<1%) 0 0
Stomatitis 47 (11%) 2 (<1%) 0 0 41(9%) 3(1%) 0 0
Lenz et all, Lancet, 2026 Vomiting 43 (10%) 6 (1%) 0 0 50 (11%) 3(1%) 0 0
.4 ; B i 0] Asce N dm Universityof Nebraska
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FrontMIND conclusions

* Clear PFS benefit: 2 year PFS 71.1% vs. 62.9% [HR 0.75 (0.59, 0.96)]

* Consistent benefit across ABC and GCB subtypes and in double-hit
lymphoma.

* R-CHOP dose intensity and discontinuation rates were preserved.

* Higher grade =3 toxicity (86.7% vs 76.1%), more infections.

* Added infusion-visit burden (Tafasitamab is dosed weekly)

e RCHOP control arm (vs. R-Pola-CHP)

* Does tafasitamab upfront diminish effectiveness of CD19 CART at relapse?

i ‘ University of Nebraska
,B_I O ASF en d Medical Center
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Updates in DLBCL

Will another regimen take down RCHOP/R-Pola-CHP?
m

SKYGLO Glofitimab added to Pola-R-CHP vs. Pola still accruing, no data yet.
EPCORE DLBCL-2 Il Epcoritamab + R-CHOP vs. R-CHOP still accruing, no data yet.
wavelLINE-010 I Zilovertamab vedotin (an anti-ROR1 targeting ~1,046 patients, actively
antibody-drug conjugate) + R-CHP vs. R- recruiting
CHOP
OLYMPIA-3 [ Odronextamab + CHOP vs. rituximab + still in the dose-optimization phase, though
CHOP early data from the first part showed high
response rates and manageable toxicity.
Zuma-23 1 Axicabtagene ciloleucel vs SOC High risk DLBCL. Still accruing
Bio ASC@ﬂdM University of Nebraska
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Updates in DLBCL

Last note on DLCBL....

FDA issued Complete Response Letters
(CRLs) for Glofitimab + chemo (R/R
DLBCL combo) and odronextamab (R/R FL

and DLBCL).

Odronextamab's FL BLA has since been
resubmitted and accepted for review.

%Bio Ascendw University of Nebraska
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Updates in
Mantle cell

Historic Frontline Mantle Cell Framework: “The Three Course Meal”

1. Induction 2. Autologous 3. Rituximab

Chemotherapy Transplant maintenance

(best if includes Cytarabine)




Updates in
Mantle cell

Historic Mantle Cell Framework: “The Three Course Meal”

1. Induction 2. Autologous 3. Rituximab

Chemotherapy Transplant maintenance

(best if includes Cytarabine)

The Triangle Study

Arm A (SOC)

RCHOP/RDHAP x 6 ASCT 8 Rituximab maintenance

Arm A + | (experimental)

RCHOP+I/RDHAP §

<6 I Maintenance (2 yrs) Rituximab maintenance

Arm | (substitute)

RCHOP+I/RDHAP L .
| Maintenance (2 yrs) Rituximab maintenance

x 6

Dreyling et al, Lancet 2024



Updates in
Mantle cell

The Triangle Study showed early improvement in FFS for both BTKi treatment
groups compared to control

FFS HR c
98.3% Cl) 2 e ey
A: Chemoimmunotherapy + 72% H
ASCT (67-79) 5 oso-
A+l: Chemoimmunotherapy 88% 0.52 T o254 —_ Growph
+ ibrutinib + ASCT (84-92) (0-0.86) ° o
I: Chemoimmunotherapy+ 86% 1.77 T & & 18 2 30 3 4 48 54 e 6 7
ibrutinib (82-91) (0-3.7) Number at risk Time since randomisation {months)
(number censored)
GroupA 288 270 256 230 181 145 97 63 32 1§ 2 0 0
) (8 (3 G4 (7) (1) (15) (188) Q1) (234 (247) (249) (249)
Group A+l 292 280 262 238 195 142 113 67 43 19 4 2 0
() (8 (15 (38) (78) (128) (157) (200) (225) (248) (263) (265) (267)
Groupl 290 281 272 248 197 145 109 I 39 16 4 3 ]
© ) (9 @) (77) (126) (161) (193) (231) (251) (263) (264) (267)

Dreyling et al, Lancet 2024



J0ees ' TRIANGLE 4.5-year follow-up confirms OS benefit for adding ibrutinib
and supports omitting autologous stem-cell transplant.

B
1-00
0-80
g = 080
g 0-60 E
™ = 1
3 i 0-60
3 040 =z
g g 0-40
& 020 2 -
— Group A o
Group A+l HR 0-59 (two-sided 95% Cl 0-38-0-92); two-sided p=0-0036 ¢
0 T T T T T T T T T T T T T T T © 020+
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 —— Group |
Number at risk —— Group A+l
(censored) 0 T T T T T T T T T T T T T T T
GroupA 288 270 260 255 243 238 233 222 187 145 92 73 41 23 5 1
© B ) (O (12) (13 (14) (200 (49) (87) (137) (156) (188) (205) (223) (227) 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Group A+l 292 281 267 262 257 253 248 235 201 160 107 83 39 26 8 2 Mumber at risk
(0 (7 (20) (13) (14) (15) (16) (26) (58) (99) (151) (175) (219) (232) (250) (256) (censored)
Group| 290 282 273 266 264 259 253 243 194 147 101 78 41 21 7 2
wg_ (0) (6) (8) (9) (w0) (11) (13) (23) (69) (112) (156) (179) (216) (236) (250) (255)
Group A+l 292 281 267 262 257 253 248 235 201 160 107 83 39 26 8 2
W i
o0 (0) (7 (10) (13) (14) (15) (16) (26) (58) (99) (151) (175) (219) (232) (250) (256)
2 0O :
z
_E. 0-60 -
2
z
S 0404

0204 0 .
:g:zzglq HR 0-57 (two-sided 95% CI 0-36-0-90); two-sided p=0-0019 ASCT 3/0 Mortal.lt.y
T 5 B % 30 36 & 48 4 6 6 % & 84 5 Poor ibrutinib tolerance:
Number at risk

i Time since randomisation (months) _ I n C reased tOXI C Ity

Group | 290 282 273 266 264 259 253 243 194 147 101 78 41 21 7 2 : :
(0 (6) (8) (9) (10) (11) (13) (23) (69) (112) (156) (179) (216) (236) (250) (255) - Increased |nfeCt|0nS
GroupA 288 270 260 255 243 238 233 222 187 145 92 73 41 23 5 1
(0 (8 (9 (9 (12) (13) (14) (20) (49) (87) (137) (156) (188) (205) (223) (227)

Drevling et al, Lancet, 2026



ENRICH established chemotherapy-free BTKi-rituximab as an option for older
patients. S T TR T S T

Number at risk

(censored)
Ibrutinib—rituximab 199 (0) 158 (2) 140(3) 120(9) 94(27) 58(51) 27(79) 5(101) 1(104)
Immunochemotherapy 198(0) 157(5) 133(5) 103(8) 70(25) 44(43) 12(66) 3(75) O0(77)

- 397 patients =60 yo with newly diagnosed mantle cell B
lymphoma
- Median progression-free survival of ibrutinib-rituximab
was superior to immunochemotherapy hazard ratio (
- HR: 0.69 (95% CI 0.52-0.90); p=0.0034.

HR 0-37 (95% Cl 0-22-0-62)

0504

Probability of progression-free survival

- In subgroup analysis, there was no statistical difference 0351 e _
. . om . . — Ibrutinib-rituximab ] . N
between ibrutinib-rituximab and BR e I
0 1 2 3 4 5 6 7 8

Number at risk

(censored)
Ibrutinib—rituximab 54 (0) 43(0) 39(0) 35(3) 25(8) 21(9) 14(16)  4(26) 1(29)
R-CHOP 53(0) 38(2) 31(2) 18(2) 13(4) 7(6) 3(7) 1(9) 0(9)

C

100
E HR 0-91 (95% Cl 0-66-1-25)
z
=2
g 0754
e
c
kel
A
o -5
g os0
2
a
k]
2
= 025
[}
=
£ — Ibrutinib-rituximab

Bendamustine-rituximab
0 T T T T T T T T
0 1 2 3 4 5 6 7 8
Number at risk Time since randomisation (years)
(censored)

Ibrutinib—rituximab 145 (0)  115(2) 101(3) 85(6) 69(19) 37(42) 13(63) 1(/5) 0(75)
Lewis et a|, Lancet, 2025 Bendamustine-rituximab 145 (0) 119(3) 102(3) 85(6) 57(21) 37(37) 9(59) 2(66) 0(68)




Updates in
Mantle cell

Other evidence for chemo-free options in the frontline setting

Trial Phase / Design Regimen(s) Population (n) Key results

Zanubrutinib + rituximab Previously untreated, PFS HR 0.57 (95% Cl 0.43-0.76, P<.0001)
MANGROVE Phase 3, randomized (indefinite, chemo-free) vs. transplant-ineligible favoring the chemo-free arm; OS immature but
bendamustine-rituximab x6 MCL (n=510) trending favorable; no new safety signals

Acalabrutinib + venetoclax + Treatment-naive MCL ORR 100%, CR 71.4%; 2-yr PFS 63.2%, 2-yr OS

TrAVeRse Phase 2, single-arm rittimah (=211 25 5,

Phase 2, single-arm,
fixed-duration/MRD-
driven

ORR 96%, CR 88%; undetectable MRD in 100%
of evaluable patients at end of treatment; 2-yr
PFS 72% (primary endpoint met)

BOVen (TP53-
mutant cohort)

Zanubrutinib + obinutuzumab + Treatment-naive, TP53-
venetoclax mutated MCL (n=25)

Ireatment-naive,
intermediate/high-MIPI
MCL (n=15)

Phase 1/2, single- Ibrutinib + obinutuzumab +
arm venetoclax

. (o) O/ = (0)
OAsls (Cohort C) Sg)gsdagtg%ORR 93%, CR 87%; 5-yr PFS 80%, 5-
Ibrutinib + rituximab + venetoclax
(IRV) induction, then either
observation (if MRD-negative/low-
risk) or short-course R-
HyperCVAD/MTX (if high-risk)

Phase 2, single-arm,
risk-adapted

Young, previously
untreated MCL

Window-2

Combined R/R and
treatment-naive
cohorts

Phase 1/2, single- Acalabrutinib + venetoclax +

AVO / MAVO i obinutuzumab




Updates in
Mantle cell

Other evidence for chemo-free options in the frontline setting

Trial Phase / Design
BOVen Phase 2, single-arm,

(TP53-mutant fixed-duration/MRD-
cohort) driven

Kumar et al. Blood 2025

Regimen(s)

Zanubrutinib +
obinutuzumab +
venetoclax

Population (n)

Key results
ORR 96%, CR 88%j;

Treatment-naive, Undetectable MRD in 100% of

TP53-mutated
MCL (n=25)

evaluable patients at end of
treatment;
2-yr PFS 72% (primary endpoint met)




Sonrotoclax granted accelerated approval gl
(May, 2026) "\

- First next-gen BCL2 inhibitor Cv—CX » @ 5(:_3 dh O%

- R/R MCL after =2 lines including a

BTKi ~0
- Based on single-arm BGB-11417-
201 (n=103)

- ORR 52%

- median DOR 15.8 mo.

- Dosing requires a 4-week TLS
ramp-up to 320 mg daily.

Wild-type BCL2 BCL2 Other
BCL2 G101V D103Y mutations
Eyre et al, 2026
Lieu et al, Blood 2024

i University of Nebraska
,B,l O ASF@ n d Medical Center
AVaniam Group ~ompany
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There has not been a uniform consensus on the treatment
order of follicular lymphoma

Options include:

Third Line

BR (or BO) BR (or BO) T-cell engager:
RCHOP ( or OCHOP) RCHOP ( or OCHOP) - Epcoritamab

- Mosunetuzumab
R-CVP (O-CVP) R-CVP (O-CVP)
Lenalidomide + Revlimid (R2) Lenalidomide + Revlimid (R?) CART:
Lenalidomide monotherapy Tafasitamab-cxix + R? - Axi-cel

- Liso-cel

- Tisa-cel

Ref: NCCN 2025

%Bio Ascend University of Nebraska
LEAD 2026: Leadership, Empowerment, and Development AVaniam Group Company Medical Center



Updates in follicular

EPCORE FL-1 introduced first bispecific to second line options

« 488 patients with follicular lymphoma
* Enriched for high risk:

« 41% FLIPI 3-5, 33% FLIPI 2 ;
* ORR
¢ 95% with epcoritamab + R?2
«  79% with R2 p<0.0001) g
« PFS: Longer with epcoritamab plus R? :
* Hazard Ratio 0.21 (95% CI 0-.4-0.31), f
p<0-0001 8
* Grade 3 or higher adverse: =
* 90% with epcoritamab plus R2
* 68% with R2
Number at risk
(censored)
Epcoritamab plus ﬁ’

Falchi et al, Lancet, 2026
LEAD 2026: Leadership, Empowerment, and Development

100 ~— Epcoritamab plus R?
— R1
80+
60
404 Median time (95% Cl1), months
Epcoritamab plus R* NE (NE-NE)
R* 11.7(11-1-15-1)
20+
HR* 0-21 (95% C1 0-14-0-31); p<0-0001*
0 1 1 ] 1 ] L 1 1 ] 1
(4] 3 6 9 12 15 18 21 24 27 30
Time since randomisation (months)
243 (0) 240(1) 218(13) 183 (39) 112 (102) 77 (136) 65(148) 30(179) 6(202) 2(206) 0 (20!
245(0) 220(15) 180(39) 110(67) 58(94) 34(112) 28(116) 10(131) 2(137) 1(138) 0(13¢
1 " University of Nebraska
Bio Ascen d Medical Center

AVaniam Group Company



EPCORE FL-1 Conclusions

« Epcoritamab + R2 is a highly effective 2" line treatment option for patients with FL
* This treatment can be delivered outpatient
* There are significant risks most notably neutropenia and infection

Ongoing questions

* |s epcoritamab + R2 superior to sequential R2 and epcoritamab?

* Epcoritamab vs tafasitamab + R2 ?

 What are best practices to manage infection risk

* Will single agent bispecific, CART, novel agent (CELmOD?) outperform current second line options?

Falchi et al, Lancet, 2026

Bio Ascend” University of Nebraska
LEAD 2026: Leadership, Empowerment, and Development olo

Medical Center
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Updates in follicular

Subcutaneous mosunetuzumab approved!

(Dec 21, 2025)
m  PK-noninferiority-based approval of a ~1-
i minute SC injection

A — | .
| / - * R/R follicular lymphoma supporting
4 S Z\ 22 cohort:

T Cell e pkasis Call * ORR 74.5%

Q ’l - CRR 58.5%
MOSUNETUZUMAB
Genentech press release, Dec 2025 B_‘Q ASC@ﬂd &rgéﬁ:r;:%'gggfbraska‘
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