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What's New in 2025
1 ———
« Bispecifics in 1L and 2L FL
* 2L.....a new threat to AUGMENT and another option for 3L+
« inMIND
* Lonca
+ Frontline MCL (Younger)
» Death of ASCT
» TRIANGLE
* More mature follow up.
« EA4151
« Initial Presentation
« Frontline MCL (Older) ccm (it ot
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Response
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Complete response rates were consistently high Progression Free Survival
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AE’s of Interest
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Cytokine release sy Mild and g

Most treatment-emergent adverse events were mild
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+ Randomized Phase 3 study of R2 vs. rituximab in R/R FL and MZL (Leonard et al. 2019

+ Led to approval of R2 in 2L setting

+ Results suggest that treatment is mostly agnostic to POD24 status

2/8/2025

For AN, et it 1. Pt et S

P . [T e

G |
o b I

AL i fokow -0 of 20,6 0 6aAge, 0 5-50.9), 05 whs L Feached in Bl pabents of #0100
10 POD24 stas (Figure 4)

e -t

Cityof

..MIRACLE | Kl CityofHope

8

Studx DeS|c.;n EPCORE® NHL-2 Arm 2

Key inclusion criteria Conconmitant fixed-duration epcoritamab 48 mg + R?
+ RIR CD20* FL (28-day cycles up to 2 years)

~ Stage I-IV
. . Epcoritamab SC 48 mg
« 21 prior treatment, including an

2-step-up-dose
gimen®

anti-CD20 antibody Cohort A° aw aow Qaw
« Need for treatment per GELF Cohort B° aw Qaw

iterat Rit b IV 375 mg/m? aw W
o ERDEER o R mgimi a4

Lenalidomide PO 20 mg/d

D1-21 of each cycle

+ Measurable disease by CT
or MRI

+ Adequate organ function

Data cutoff: May 15, 2024
Median follow-up: 25.3 months

NCTO4663347. *Patiets received epcoritamab with 2 step-u nd
and protocok-mandated hospitaization for 24 h afte the firs fuldose. "Cohorts A and B ervolied 27 and 84 patierts, respectively. “Tumor response was evaluated by PET-CT (or separate PET
and CTIMRI when PET-CT was not avaiable) obtained at 6, 12, 18, 24, 36, and 48 wk, and e\

ConoSEQE assay (Adaplive Biotechnologies) with a culoffof 10°. 1. Brice P, et al. J Cin Oncol. 1997;15:1110-

Primary endpoint: ORR per Lugano criteria®

Key secondary endpoints: CR rate, DOR, DOCR, PFS, TTNT, 0S, MRD analysis,¢ and
safety and tolerability

fistful o mitgate CRS,

o a

very 24 wk thereafter, il disease progression. °MRD was assessed in PBMCs using
7




Response
||

Deep Responses Regardiess of High-Risk Features Durable Responses
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Response in High-Risk Groups
1 ———
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AE’s of Interest
e |

Primarily Low-Grade CRS and ICANS With 2 Step-Up Doses;

No Now Safety Signal
lo Now Safety Signals Timing of GRS Was Predictable

RS Evers by Dosing Panica
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inMIND: Phase 3, Double-Blind, Placebo-Controlled,

Internat onalI Multicenter Randomized Studx

Tafasitamab Arm (Experimental Arm)
* Tafastamab 12 mglkg iv, 12 cycles (cycles 1-3: qw; cycles 4-12: q2w)
* Len 20 mg/day (days 1-21) po for 12 cyckes

* R375 mgim? v for 5 cycles (cycle 1: qw; cycles 2:5: qdw)

Key Inclusion Criteria

* Age 218 years

* FL grades 1-3A (or MZL)*

* >1 prior fine of therapy,
including an ant-CD20 mAb

* ECOGPS 02

* No prior treatment with Len
in combination with R

£
3

5-year folow-up

Placebo Arm (Control Arm)

= Placebo i for 12 cycles (cycles 1-3: qw; cycles 4-12: q2w)
* Len 20 mg/day (days 1-21) po for 12 cyckes

* R375 mg/m? v for 5 cycles (cydle 1: qw; cycles 2:5: qdw)

Screening <28 days
Randomization

Stratification Factors (Patients With FL) Study Endpoints in FL Population (Investigator Assessed Unless Specified)
« POD24 « Primary study endpoint:  PFS
« Refractorness to prio anti-CD20 mAb therapy * Key secondary: PET-CR rate in the FDG-avid populaton, OS
« Number of prior ines of therapy (1 or >2) * Select other secondary:  PFS by IRC, ORR, DOR, safety, QoL MRD
« Exploratory: TINT, B-cel recovery, g levels, CD19 expression

» Powered to assess PFS in the FL population, triggered when 174 investigator-assessed events occurred
» OS analysis planned after 5 years of follow-up

2/8/2025
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Patient Disposition

Patients with FL randomized to treatment
(N=548)

£

Tafasitamab +
Len + R (n=273), n (%) Len +R (n=275), n (%)
Receied veatmen, 273 (100 Recahed reaiment, 273 (93)
‘Ongoing study treatment 51 (187) Ongoing study reatment, 42 (153)
Discontinued veatment, 222 (813) Discontinued eaiment, 231 (84.0)
Competed eiment, 146635) + Lackol effcac, 7 (26) - Competed veaiment. 118(429) + Lack of fficacy, (15)
+ Progression, 30 (110)  Pryscian docison, 4 (15) - Progression, 8 (305) * Physican docison, 0
e, 24 (28) * Wirdrowal 7 26) + Adverse even. 15 (55) - Wihdrawal 5(18)
ah, 2(07) - Oter,1(04) - Deah3(11) - Oer,1(04)
+ Lostiofolow-up,1(04) - Lostio olow-up,0
Ongaing i overal study, n=244 (694) Ongoing in overaltudy, n=229 (833)
Witrow from sy, 29 (106) Witdrow from stay, 46 (167)
L 15(55) + Oter,0 Death, 23 (8.4 + oner2(07)
-+ Lostioflown,3(1.1) Lostio olow-,2(07)

+ Witdrawal 11(40) Wihgrawal 19(69)

1 1
Full analysis set (n=273) ta cutoff: Fullanalysis set (n=275)
Safty (274 February 23, 2024 Safety (=272

» At primary analysis, median number of cycles received was 12 with tafasitamab and 11 with placebo

“Deatnfor 1
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FL Patient Population Comparison
1
inMIND inMIND AUGMENT!

Tafasitamab+ Len + R Placebo + Len + R R+Len
Variable (n=273) (n=275) (n=147)
Median age, years 64 64 62
Male, % 55 54 42
Ann Arbor stage IV at enrollment, % 55 59 30
FL grade 3A, % 25 26 12
FLIP! high risk (score 3-5), % 50 55 37
ECOGPSO0, % 66 70 67
ECOGPS 1-2, % 34 30 33
B symptoms present, % 23 24 8
High tumor burden per GELF (yes), % 81 84 52
Refractory to last prior regimen, % # 35 18
Refractory to anti-CD20, % 43 42 -

Hope y
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Baseline Characteristics

2/8/2025

Tafasitamab + Len -
+R Placebo+ Len+R Total e .

Variable (n=273) (n=275) (N=548) T T

Median age, years (range) 64.0 (36, 88) 64.0 (31, 85) 64.0 (31, 88) W e i -
275, n (%) .8) 54 (19. 108 (19.7) s

Male sex, n (%) 150 (54.9) 149 (54.2) 299 (54.6)

Median time since inital diagnosis

ofFL, years (range) 52(0,34) 55(1,33) 5.3(0,34) e § =

ECOG PS at screening, n (%) [rpre— e e
0 181 (66.3) 192 (69.8) 373(68.1) o
12 92(33.7) 83(30.2) 175 (31.9) .

‘Ann Arbor stage, n (%) P i i i
lorll 52(19.0) 50(18.2) 102(18.6) ot/ e S T R—
litor IV, 221 (81.0) 225 (81.8) 446 (81.4) = = -

FL grade, n (%) = T 5
1or2 203 (74.4) 203 (73.8) 406 (74.1) ¥ g FIm

67 (24.5) 71(25.8) 138(25.2)

B symptoms, n (%) 63(23.1) 67 (24.4) 130 (23.7) L L e

FLIPI score, n (%) = ;
01 57 (20.9) 57(20.7) 114(208) — B T T
2 79(28.9) 67 (24.4) 146 (26.6) - »

X 137 (50.2) 150 (54.5) 287 (52.4 -
GELF criteria, n (%) 222 (81.3) 232 (84.4) 454 (82.8) ‘%m/\::;AVTL/\:LLS;HP&M%SLMD
sy mews 250(005) R (e
2,
Treatment History
Placebo + Len + D
R Total

Variable (n=273) (n=275) (N=548)

Median number of prior lines of

() 10(1,7) 10(1,10) 10(1,10) =

Number of prior lines of therapy,

n (%)

1 147 (53.8) 153 (55.6) 300 (54.7)
2 66 (24.2) 71(25.8) 137 (25.0)
3 39 (14.3) 30(10.9) 69 (126)
24 21(.7) 21(76) 42(1.7)

Time since last anti-lymphoma

therapy, n (%)
<2 years 147 (53.8) 157 (57.1) 304 (55.5)
>2 years 126 (46.2) 118 (42.9) 244 (445)

POD24, n (%) 85(31.1) 88 (32.0) 173(31.6)

Relapsedirefractory status to last

therapy, n (%)

Relapsed 148 (54.2) 164 (59.6) 312(56.9)
Refractory 112 (41.0) 97 (35.2) 209 (38.1)
Undet d 13(4.8) 14(5.1) 27 (49)

Refractory to prior anti-CD20

herapy (%) 118 (43.2) 115 (41.8) 233 (42.5)
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Primary Endpoint: PFS by Investigator Assessment
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o 20 Tafasitamab + Len + R Placebo + Len + R

Median PFS (95% CI)," months ~ 22.4 (19.2, NE) 13.9 (11.5, 16.4)
(95% CI)t 043 (0.32, 0.58)
0 Ppvaluet <0.0001
0 2 4 6 8 10 12 14 16 18 20 2 24 2% 28 3

Len+R 2

Significant improvement in PFS was observed with tafasitamab

Median follow-up time: 14.1 months.
No. at Risk.
Tafasitamab+Len +R 273 261 250 212 200

5 265 235 192 173

Time, Months

64 19 103 71
12 8 70 48

7 % 2 12 3 2 0
o 2% 6 0 2 2 0




PFS by Independent Review Committee

100
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a 20 Tafasitamab + Len + R Placebo + Len + R

Median PFS (95% CI)," months  NR (19.3, NE) 16.0 (139, 21.1)
(95% CIyt 0.41(0.29, 0.56)

0 Pvaluet
S
0 2 4 6 8

— T T
416 18 20 2 24 2% 28 3
Time, Months

No. at Risk
Tafasitamab+Len +R 273 260 246 210 200 62 13 98 72 8 28 220 12 3 2 0
Placsbo+Len+R 275 260 230 193 170 120 79 67 4 3B 26 15 8 2 2 0

Significant PFS benefit was confirmed by independent review committee

T popuaton. meihos. Nominal Pvae:
) HR, hazard rato; T, idomide; NE. not ovaluabie; NR, 3

R riwinab.

2/8/2025

e

19

PET-CR and ORR

Tafasitamab +

Placebo + Tafasitamab + Placebo +
PET-CR (FDG-Avid Population) Len+ Len+R ORR (ITT Population) Len+R Len+R
Patients with FDG-avid disease at baseiine 251 254 Patients, n 213 215
Patients with postbaselne PET assessments, n (%)°  201/251(80.1) 2051254 (80.7) Best overal response, n (%)
Best metabolc response based on PET, n (%) & 12620 112(407)
124 (49.4) 101(39.8) PR 86(315) 87(316)
PUR 747 (154 B 2(103)  46(167)
NARISD 19(76) 1207) ) 7(26) 2013
PUD 1978 51004 NE 207) 0
Not done 50(199) 46(193) Not done 8(29) 10(36)
PET-CR rate, % (95% CI) “3,‘:;5,5) (33,37?75.1) CERESEY (18.5‘357.7) (667,776)
0dds rao (5% CI) 15(104,2.13) 0dds rao (5% CI) 20(130,302)
Nomina Pvakie 00286 Nomind P valie 00014

Significant improvement in PET-CR rate and ORR was observed with tafasitamab

Anaiss
aferconfemed PD of new antiymphoma treatment ntaton. Por Lugano 2014 lassficaton Ci
T, it o-reat: L. lnaicomee: NE, not evakiabi: MR, rormetabole response: ORR,

Cityof

i by estgator assessmen. “Clcated ased o paterts wihapostve PET san atbaseine,defned a hvig a Desule score o  r 5 aseline, o patnts (0.8%) n bth arms ha P
i MR 00
Hamas; SD, stabe Hope
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Probability of DOR, %

No. at Risk
Tafasitamab + Len + R
Placebo + Len + R

Duration of Response

Tafasitamab + Len + R Placebo + Len + R
Median DOR (95% CI)* months 212 (195, NE) 136 (124, 186)
) 047 (0.33, 0.
Paluet <0.0001
0 2 4 6 8 10 12 14 16 18

28 219 185
199 188 163

185 140 105
M5 106 75

Time, Months

8 & ¥y 2
s 40 9 2

o1 3 0
0 8 2 0

Significant improvement in DOR was observed with tafasitamab

T popuation. assessment. "

method. Est i

1, confidence interal; DOR,

Nominal Pvae:

lenaldomide; N, not evauab; R, i
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Time to Next Treatment

100
= 8
=
g
E
s
z
Z 0
g
g
& Tafasitamab + Len + R Placebo + Len + R
Median TTNT (95% CI)* months ~ NR (NE, NE) 288 (207, NE)
t 045 (031, 0.64
0 Pvaluet <0.0001
T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 3
Time, Months
No.at Risk
Tafasitamab + Lon +R 273 268 261 257 224 199 162 132 105 8 6 43 M 2 7 0 0

Placsbo+len+R 275 268 248 233 199 166 126 101 78 62 43 0 28 13 5 2 0

m Jo— et Je— ,
R B e e e o e e, T e o v Cityet

Hope
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Overall Survival

100 PR
=
5 80
2
H
3 60
s
z
£ o
3
2
5
2 2 Tafasitamab + Len + R Placebo + Len + R
Median OS (95% CI),* months NR (27.9, NE) NR (NE, NE)
HR (95% CIjf 0.59 (0.31, 1.13)
0 2 4 6 8 10 12 14 16 18 20 2 24 2 28 N R
Time, Months
No. at Risk
Tefasitamab +Len +R 273 266 263 261 200 206 178 M9 124 103 80 8% 42 2% 7 0

s 0
Placsbo+len+R 215 268 260 252 230 203 164 138 108 9 66 46 M 15 6 3 0
» OS was tested only for futility at the time of the primary analysis

> After a median follow-up of 15.3 months, the futility threshold was not crossed and a positive trend was observed
T population. Anaysis by vestigator assessment.“Estimated using Kaplan-Meler method. Estimated using a staifid Cor proportional hazard model I, confdence iterval:HR, hazard rat; 1T, n

Cityof
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Grade 3 or 4 TEAEs and Dose Modifications
1 —
Most Common Grade 3 or 4 TEAES (25% in Any Group)
Tafasitamab + Placebo + » Tafasitamab and placebo dose interruptions or
Len+R Len+R Total discontinuations due to TEAEs were similar
Preferred Term, n (%) (n=274)" (n=272)t (n=546) between treatment arms, n (%):
N 109 (39.8) 102 (37.5) 211 (386)
oo 898) @15 @) — Dose delay or interruption due to TEAEs:
Pneumonia 23(84) 14(5.1) 37(68) 203 (74%) vs 190 (70%)
Thrombocytopenia 17(62) 20(74) 37(68) Disconti study treatment due to TEAES:
Neutrophi count decreased 16(58) 18(6.6) 34(62) 30 (11%) vs 18 (7%)
nenia ) L6159 286.) > Len discontinuations due to TEAEs were similar
CovID-19 16 (5.8) 6(22) 22(4.0) between tafasitamab and placebo arms, n (%):
COVID-19 pneumonia 1347) 3(11) 16(29) — 39 (14%) vs 31 (11%)
» Len dose reductions were similar between
tafasitamab and placebo arms
— Median relative dose intensity: 86% vs 87%
..MIRACLE | CityofHope
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Summary of Deaths and Fatal TEAEs
1
Tafasitamab + Len + R Placebo + Len+R Total
Variable, n (%) (n=274)" (n=272)" (n=546)
Al deaths 15 (5.5) 23(8.5) 38(7.0)
Disease progression 5(1.8) 17 (63) 22(4.0)
Adverse event with fatal outcome 6(22) 6(22) 12(22)
COVID-19 2(07) 0 2(0.4)
COVID-19 pneumonia 0 2(0.7) 2(0.4)
Sepsis 1(04) 1(04) 2(0.4)
Adenocarcinoma gastric 1(04) 0 1(02)
Carcinoid tumor (large intestine) 1(04) 0 1(02)
Deatht 1(04) 0 1(02)
Bronchopulmonary aspergilosis 0 1(04) 1(02)
Cardiac failure 0 1(04) 1(02)
Pneumonia 0 1(04) 1(02)
Deaths reported after 90-day folow-up interval 4(15) 0 4007
Heart failure 1(04) 0 1(02)
Lung infection 1(04) 0 1(02)
Pneumonia 1(04) 0 1(02)
Respiratory failure 1(04) 0 1(02)
Safety population. *One patient randomized to the placebo + len + R group i 5‘“’“’
included in the tafasitamab + len + R safetv nonulation because the patient ope

25

Study Schema

Phase Il single arm and single center investigator-initiated stud
Induction Maintenance | Maintenance Il
12 weeks 9 weeks 18 weeks

Continue only
rituimab 375mg/m?

Cycle 1 Cycle 2 Cycle 3-4 a8weeks
(21 days) (21 days) (21 days) Loncastuximab.
Loncastuimab Loncastuximab Rituximab 375me/m? H
150 pg/Kg loncsina Loncastuximab S (I
1) y 1) 75 e/Kg 75 g/Ke = =
Rituximab 375me/m? ||~ Rituximab 375mg/m? (Ceny = |
(Days 1,8, 15) Rituximab 375me/m: (Il &

Dexamethasone 4 mg twice dally for 72hs
No GCSF

the study prot

Off Treatment

Data cutoff: September 13, 20: 50 orpo

2
Median follow-up: 18 (95% C1 12-19.3) months T E\tynr
ope
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Baseline Patient & Disease Characteristics

39 patients enrolled between January 2022 to June 2024

n=39 %
Median age, years (range) 68 (47-89)
Male 21 53.8
Hispanic 22 56.4
Prior transformed FL " 282
FL grade 3A 11 282
Bone marrow involvement 13 333
ECOG performance status 0/1 29/ 10 7431257
Elevated B2-microglobulin 27 69.2
Ann-Arbor stage 1/ -1V 7132 17.9/79.1
FLIPI risk score 0-1/2/3-5 9/61/24 23/15.4/61.6
Progression of disease within 24 20 51.5
months
High-tumor burden by GELF 36 92
criteria

27
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Prior Treatment Characteristics

Refractory to last therapy 20 51
Relapsed FL 19 49
Median no, of prior lines, n (range) 1(1-6)

23 lines of therapy 1 28
Prior frontline regimens

* R-CHOP 22 56
+ Bendamustine with rituximab 10 26
* Rituximab 6 15
+ Fludarabine, mitoxantrone, 1 3

dexamethasone with rituximab

i@ Cityof
Hope

TEAEs

Adverse event Grade 1-2, % Grade 3,n % Grade 4, n % Any grade, n %
r n
& | Neutropenia 10 256 4 103 1 26 15 385
£ Anemia 14 359 14 359
Lymphopenia 5 128 5 128 3 77 13 333
F Thrombocytopenia 9 231 9 231
Hyperglycemia 16 a1 1 26 17 436
Increased ALP 16 4 16 4
Increased ALT 14 359 1 26 15 385
Fatigue 15 385 1 3.1 15 385
o | Increased AST 15 385 15 385
g ~ Rash maculo- 14 359 14 359
Localized edema 5 128 1 26 6 154
Photosensitivity 6 154 6 15.4
Generalized edema 5 128 1 26 6 154
Diarrhea 6 154 6 154
Blousal affusi 1238 128
29
% Grade 3 % Anygrade %
n n
Upper 4 10.3 1 26 5 126
respiratory
infection
Infections — 5 12.6 5 12.6
Other*
uTl 4 103 4 103
Skin infection 2 5.1 1 26 3 77

“Includes 3 cases of covid-19 infection
* Disease progression (n=2) was the most common cause of- No treatment-related deaths occurred during the study
treatment discontinuation (LBCL on y course
biopsies)

Four (10.2%) patients experienced related serious adverse
events

Cellulitis after loncastuximab extravasation

Febrile neutropenia

Dyspnea secondary to pleural effusion

+ Generalized edema

LISESTER
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PR (8
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Best Response

MRy LSS

pr v y The null hypothesis was rejected (one-sided p<0.0001)

31

Post-hoc Efficacy Analyses

n Best ORR Best CR rate
POD24* 20 100% 85%
High risk FLIPI 24 96% 67%
score
Prior transformed 1 100% 73%
FL
Rituximab with an 32 100% 75%
alkylating agent
ly treated with rituxil and an ing agent
= puo
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Time-to-Event Endpoints

g g Events/iN Month S (85% CI)
50 ang 6 9456(799-986%) s 50 9 6 97.1(814-996%)
£ 12 946(79.9-98.6%) 8 12 94 (78.4-985%)
25 25
0 T T T T 1 0 T T T T T
[} 6 12 18 24 30 (1] 6 12 18 24 30
Montns from start treatment Months from start treatment
No_at risk No. atrisk
39 3 24 1 o 3 34 2 19 ¥

33
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Young/Fit......Then

HyperCVAD (1998)

(1993))
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R-HyperCVAD (2005)
i . 6eor 0
Nordic Regimen 2008
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TRIANGLE Phase 3 Study of Ibrutinib + SOC as a Substitute for
ASCT in Younger Patients With MCL: Study Design and Patients
1 ———|

Key Eligibility Criteria = Rmaintenance (+ ) was added in all 3 trial arms, following

= Previously untreated stage I-V MCL national guidelines. It was initiated in 168 (58%) patients in Arm A;
= Age <66 years 165 (57%) patients in Arm A+l; and 158 (54%) patients in Arm |

= Suitable for HA and ASCT

= ECOG PS 0-2

Arm A (control)

Primary endpoi
Secondary endpoint

42 patients aged 66 & 68 years were randomized. 1 CLL, 1 FL. 1 NHLNOS, 1 HD, 2 MZL. %1 HCL, 1 DLBCL.
Dreyling M, et al. ASH 2022. Absiract 1
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TRIANGLE Phase 3 Study of Ibrutinib + SOC as a Substitute for
ASCT in Younger Patients With MCL: Efficacy
1

FFS of Avs A+ vs | Overall Survival
bl £Fs = TestforA+lvs ot =
P IFFSis o
o8 > I
p ongoing i
gos Faeh
2 o0s 305
Roe tu
o 03] mdian hibomaps 38
:i 02{ = Ame r)(:b:‘
0‘ o =
e L1

0 5 12 18 34 30 36 £ 48 54 80 &8 72
0 5 12 18 24 30 35 &2 48 54 60 66 72
monts trom randamisation
g e o e iy Months from randomization
B 17 or e @ 1 3 1 P T e e w @ oo 3

SRwESS R L mmmmmieme sowoa g
Y p————— S m s nom w4 s
After 1st Treatment Failure, n Adl !
"M (n=68) (n=35) (n=37) + 3-year OS: AB6%: A+l 91%: 1 92%

+ oo early to determine statistical significance
With ibrutinib 34(79) 4(24) 3(11)
Without ibrutinib 9(21) 13(76) 24(89)
No treatment 25 18 10

Cityot

Dreying M, ot al. ASH2022. Abstrat 1
Hope,
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Updates from ASH 2024
1 —

+ longer follow-up (from 31 to 55 months)
+ significance of 0S ?
= ASCT in the era of ibrutinib containing regimens ?

+ R maintenance in the era of ibrutinib containing regimens ?

2/8/2025

37

Failure Free Survival

@  rriANGLE: No FS Superiority of Avs. |
* Supadority A v | sejected

=] TRIANGLE: FFS Superiority of A+l vs. A

- va Superosty ot At s A
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Is Transplant needed when using a BTKi in 1L

[ ) TRIANGLE: FFS Superiority of A+l vs. | 7 . SN
1 FFS
0s Superiority of A+l vs. | rejected
08
07 — d-yoar FFS A+l 82%
& o8 4-year FFS | 81%
2 os
% 04 «pvalye (overrunning, one-sided):
p=0.21
03 modian folow-up = 55
B2] o A e e
04] — I.mediannotr <HR (A+ vs. 1) HR=0.83
00
0 6 1218 24 30 36 42 48 54 60 66 72 78 B4 90 96
Numbers At Risk ‘months from randomisation
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N R R e e e b &
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Survival
o TRIANGLE: Overall survival P ceimnom
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Transplant vs. No Transplant in experimental arms
1 —

@ TRIANGLE: No FFS Superiority of A+l vs. | P camions

oo s o o

+trend towards superiority
of A+l aver | in patients
in high risk patients

~ o . - K67 >30%
- . e - - blastoid cytology or
s - high p53 expression

Cityof
Hope
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Does ASCT benefit (1) in High Risk Groups

€  TRIANGLE: Avivs, | (FFS) and Ki-67 (50% cutof) Muwen @D

42
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TRIANGLE CONCLUSION
1 —
+ ASCT w/o any reasonable benefit in 1L MCL
« SOC w/ inferior FFS/OS vs. both BTKi containing arms
« No sufficient benefit of ASCT + | vs. | even in high-risk patients
« Small gain doesn’t overcome increase in AE’s
+ TRIANGLE regimen should be considered new SOC in younger
* Questions remain??
« Does exposure to a BTKi in 1L even w/ a finite time frame impact 2L care.
« IF yes then options are limited currently (post BTKi void)...

« Substantial benefit in high-risk patients but is this something needed for all
patients.....
« Impact of R maintenance or lack there of...on outcomes in SOC arm.

2/8/2025
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M

EA4151/BMT-CTN 1601- Schema

| : AmA )
Stepo | Any induction regimen Stratify: P Auto-HCT
* Enroll before, during, or * MiPlc + Rituximab
after induction * Inonristvs vy mon. %3 years
e ———— intensive induction |

Post- MRD-neg CR
L R
induction

Submit

[zo-=»="v-ama| [za—-wvv—go;zna}g

3
R
E
R
E
G
' diagnostic feaaing
s tissue for
Submission
) Wl E ‘of blood | PR (MRD + or ) —
A for MRD or MRD-pos CR Auto-HCT
2 assessment [ |G —h Lol
! x 3 years
o
N
No informative
marker: MRD
: i Arm D
— —~ indeterminate MRD indeterminate r
==ECOG-ACRIN 1 < ieamab
F qro x 3 years
OS-Arms A &B i hies " |
1
. With median follow up of 2.7 years, the i =
futility boundary was an OS hazard h All
ratio (HR) of 0.984 for Arm A vs B. randomized
. The estimated OS HR for Arm A vs Bin T 7 SO T
all randomized (n=516) and pts it -
treated as assigned (n=375) were 1.11
(C10.71-1.74,p=0.66) and 1.00 (CI a1
0.58-1.74,p=0.99), respectively and L S
crossed the futility boundary. _ 3
. The 3 year OS for Arms A and B were s
82.1% and 82.7% in all randomized pts, Treated Zs
and 86.2% and 84.8% in pts treated as assigne
assigned.
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PFS - Arms A& B )

The estimated PFS HR for Arm A
vs B in all randomized (n=516)
and pts treated as assigned
(n=375) were 1.05 (Cl 0.71-1.56,
p=0.79) and 0.95 (Cl 0.59-1.54,
p=0.84), respectively.

The 3-year PFS for Arms A and B
were 76.6% and 77.4% in all
randomized pts, and 81.5% and
80.4% in pts treated as assigned.

All
randomized

Treated as
assigned

2/8/2025
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OS-Arms A& B

by Intensity of Induction/MIPI-
For the intensive induction ; = ’ |

Intensive
induction

|

For the MIPkc low/LI group, 3-year OS was
84.6%vs 85.7% for Am A vs B (p=0.96)

MIPI-c low/ LI

b2
_ = | In the non-intensive induction group, 3-year OS
§ | was 79.5% vs 72.8% for Arm vs B (p=0.48).

Non-intensive
induction

Was 77.4% s 77.6%for Am A vs B
(p=071

MIPI-c high/ HI

tyof

pe

Arm C (MRD+ pts)

by post-transplant MRD status

« ForArms C and D, 3 yr OS were
respectively

respectively.

uMRDG6 post auto-HCT (n=17) wa

«  Similarly, 3-year PFS in pts who c

|____inthose who remained MRD+

81.9% (CI

69.6-96.4%) and 85.1% (Cl 76.0%-95.4%),

« ForArms C and D, 3 yr PFS were 76.9% (ClI
64.4-91.7%), and 73.4% (62.7-85.9%),

- Exploratory analysis of MRD+ pts (Arm C)
showed that 3-year OS in pts who converted tq

s 100%, vs

63.6% in those who remained MRD+

onverted to

Overall
survival

Progression-free
survival

uMRD6 post auto-HCT was 100% versus 48.8% ?
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EA4151
1 —

» What to make of this considering study results and recent approval of test by
medicare......
« If patients are MRD negative it appears you can avoid ASCT
« Appears due to longer f/u being needed to verify that results are maintained
due to the incurable nature of MCL.......
+ Test can be now be obtained as SOC (reimbursable for most and company
has assistance now for those whose companies will not pay).
» What to do if your MRD + or indeterminate
+ Study wasn't really designed to address but in those who convert after
ASCT outcomes appear favorable but that as a minority of those on study.
+ More work needs to be done to determine effective intervention for these

patients _M _{‘r{fm

2/8/2025
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End of an ERA
|

ASCT

R.I.P.

1993 - 2022

50

Young/Fit...... Now

HyperCVAD (1998)

o
R-HyperCVAD (2005)
TRIANGLE
CHOP, FC, CEOP (90's) LYMA (R maintenance) WINDOW-1
BR/HIDAC
Nordic Regimen 2008 BOVEN

51
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Older/Unfit......Then
e |

RBAC (2017)

DD EDEDEDED I I I EZDETD

VR-CAP (2018)

CHOP, FC, CEOP (90"

2/8/2025
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Trial design ENR|CH

Choice of
immunochemotharapy (R-
Chemo)

‘Bendamustine-R il—l—l RCHOP

Inclusion criteria =
+60 years o older
+Pathologically confirmed MCL, including either cyclin D1 overexpression or

1(11:14)(q13/32)
+Previously untreated, measurable (>1.5cm), stage IHV MCL in need of

Randomisaton
treatment
+ECOG 0-2 ( |
R Torutinlb.
Exclusion criteria ruzimab |

« Considered fit for stem cell transplantation
+CNS involvement {ywp—rye»

1R in cycles as per

+Known serological positivity for HBC/HCV/HIV | iy ndiuction e
Rikusimab sveey 58 e Oty Ibeutilb plus
days for 2 years: days for 2 years.
Rituximab 375mg/m?
Ibrutinib - 560mg od
Bendamustine 90mg/m? D1+D2 of 28 day cycle
CHOP - 750mg/m?, Gngoing brutinis
Followup freatmant o disease

gim?,
50mg/m?, Vincristine 1.4mg/m2, Prednisolone 100mg *5
days) 21 day cycle

progression

Maintenance rituwximab - 1400mg sc every 56 days

53

ENRICH
1 —

eNRlcH eNRICH

Trial design Study design and statistical assumptions

Primary endpoint:

s Prosseson voe Suiesl

Tas 1o spmscety w1 c

..MIRACLE | K CityofHope
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Progression-Free Survival
1 —
Progression-free survival eNRIcH
; Progression-free survival events  ENRICH
I = ey =
i —_—— e e e e
i 5
14 T
Median Foliow up. ﬂmﬁ”’
2.3 months Rchomer 154 w0 3 053
L\tyur
.- MIRACLE] Bl CityofHope. Bl Hope
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Progression-free survival

H mesor 002008 £
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H o H

H i s e LR H

g i

g g

g 4

g I g [ LR

“ Years from randomisation « Years from randomisation
Number at risk (number censored) Number at risk (number censored)
HO 6O %O BE BEO 2O W 4@ 1@ WSO 5@ 101 850 000 Ten 19 105 005
o 2@ v ww vw 1O @ 1® 0m Sendamo aines US(0) 19) 12 8 ST@H TON W) 200 o)

5-year PFS (95% CI)
IR: 52.4% (40.0% to 68.6%)
R-CHOP: 19.2% (10.6% to 35.1%)

..MIRACLE | Kl CityofHope

Vaars fom randomisaton
5-year PFS (95% CI)
IR: 50.8% (42.8% to 60.4%)

BR: 47.4% (39.5% to 56.9%) o
ityol

Hope
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Response in High-Risk Groups

Suggestion of inferior PFS for blastoid disease for those randomised to IR

Blastoid disease eNRIcH
Suggestion of PFS for blastoid disease for thove randomised to 1R

TPS53 mutation eNRlcH

..MIRACLE | K CityofHope

7 Cityo
H‘n%(:
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Overall survival

. 5tk san s [ Becemees s
z [P .
i . .y
5 .
H -
i .
s - " . . . o -
" Years rom randomisation i
Number at risk (number censored) Years from randomisation
B4(0) 46(0) 45(0) () 30(8) 23(11) 15(18) 528) 1(32) Number at risk (number censored)

8O 4@ B@ U BE D 80 1@ 0@ WSO D@ W@ WO 8@ BE) B 16 060

. . B US0) 7@ 146 (0 BE) W) 10 268 066
Years from randomisation .

" Years from randomisaton

5-year OS (95% CI) 5-year OS (95% Cl)
IR: 59.4% (46.9% to 75.3%) IR: 57.2% (49.0% to 66.8%)
R-CHOP: 46.3% (33.5% to 63.8%) BR: 58.1% (49.9% to 67.6%)
pag Cityof
[, MiRACLE| B CityofHope. 1S
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What to make of this
1 ———
» Easy Answer
* R-CHOP is a bad 1L regimen for most patients....has been demonstrated in
several trials to be inferior to most regimens and needs a lot (ASCT or
indefinite maintenance) to have equivalent efficacy to BR and in this case
BTKi + R
» Harder Answer
« Is 1L BTKi the right approach in older patients
* ECHO w/ improved PFS vs. BR while ENRICH was equivalent
« Positive: not chemotherapy, better in p53 mutated patients

 Negative: indefinite therapy vs. finite, likely not better than sequential
therapy in non-p53 mutated patients (again indefinite vs finite).

« Likely need a better but fixed non-chemo based regimen

59
Thank you
ANY -
QUESTIONS
e
60
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