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Linfoma Folicular
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El linfoma Folicular (LF), representa el 20 % de los LNH B, con una mediana de SG
de~ 15 anos.

La recaida suele ocurrir en periodos prolongados a la induccion. Pero un 20% de los
pacientes van a recaer antes de los 24 meses y los tratamiento subsiguientes son
cada vez menos eficaces acortando la SLP.
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Linfoma Folicular

Estrategias para mejorar los LF R/R
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LF R/R v [T

DAWN: lbrutinib

Fase |l

N=110

Objetivo primario: ORR

Objetivos secundarios: DoR, SLP, TTNT, valoracion de marcadores.
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20,9% 11% 19,4 m

Gopal A et al.JCO 2018



LF R/R NV LORNADA 55:
DAWN: Ibrutinib

B C
100 —&— Ibrutinib 100 4 —8— Ibrutinib

]

— 80 80 -

s =

g 2

& 60 - 2 60

-4 =

& »

E 40 - Mediana de seguimiento 27,7 m ® 49 Mediana de seguimiento 27,7 m

& SLP a 30 m=31% 3 SG a 30 m= 61%

S 20 - 20 -

o

0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time Since First Dose (months) Time Since First Dose (months)

No.atrisk: 108 60 38 28 25 18 17 16 12 & 4 2 1 0 No.atrisk:. 110 103 92 85 80 75 69 67 56 38 26 12 2 0O

Gopal A et al.JCO 2018



LF R/R JﬂH.ﬂﬂth%Eéé

DAWN: lbrutinib

: : Tyegs % CD4
Mediana de tiempo hastalarta: 5,7 m
Mediana de TTNT: 16 m 66% requirié un = 104
nuevo tratamiento @
= ®
CCE 04 ;—.
=
o 8o
-
(eb)
o
& -10 4
& oo
(]
]
Responder Nonresponder

Gopal A et al. JCO 2018



Mean C2D1 Change From Baseline + SE (%)

100 -
50 +

25

10 -

7\

LF R/R
DAWN: lbrutinib

Selected Cytokines and Chemokines
B Responder
U Monresponder

¥*

/ N\ .

IFN

IL-4 [IL-12 |TGF-f1 IP-10 MCP-3 TNF-x IL-6 IL-10  IL-27 IFN-cA IL-17  IL-T

JOR

Lk

.l D) EIPO
LATIRDAME RHCARMD O

Gopal A et al

ADAISG55

N

.JCO 2018

EERATIVOS



LF R/R

DAWN: lbrutinib

Table 4. Most Common (= 10%) Adverse Events

Safety Analysis Population

(N =110)

Adverse Event, No. (%) Grade 1and 2 Grade 3and 4 Grade 5
Diarrhea 51.0 (46.4) 5.0 (45) 0.0
Fatigue 38.0 (34.5) 6.0 (5.5) 0.0
Cough 39.0 (35.5) 0.0 0.0
Muscle spasms 35.0 (31.8) 0.0 0.0
Nausea 31.0 (28.2) 1.0 (09) 0.0
Peripheral edema 30.0 (27.3) 1.0 (0.9) 0.0
Pyrexia 25.0 (22.7) 20018 0.0
Anemia 15.0 (13.6) 10.0 (9.1) 0.0
Thrombocytopenia 16.0 (14.5) 5.0 (4.5) 0.0
Headache 18.0 (16.4) 1.0 (0.9) 0.0
Upper respiratory tract infection 18.0 (16.4) 1.0 (0.9) 0.0
Rash 18.0 (16.4) 0.0 0.0
Decreased appetite 16.0 (14.5) 0.0 0.0
Neutropenia 1.0 (0.9) 15.0 (136) 0.0
Vomiting 15.0 (13.6) 0.0 0.0
Asthenia 13.0 (11.8) 1.0 (0.9) 0.0
Back pain 14.0 (12.7) 0.0 0.0
Constipation 14.0 (12.7) 0.0
Dyspnea 11.0 (10.0) 3.0(2.7) 0.0
Hypokalemia 11.0 (10.0) 3.0 (2.7) 0.0
Insomnia 14.0 (12.7) 0.0 0.0
Abdominal pain 11.0 (10.0) 2.0(1.8) 0.0
Platelet count decreased 10.0 (9.1) 3.01(2.7) 0.0
Pruritus 12.0 (10.9) 1.0 (0.9 0.0
Bronchitis 120 (10.9) 0.0 0.0
Dizziness 12.0 (10.9) 0.0 0.0
Chills 11.0 (10.0) 0.0 0.0
Dry mouth 11.0 (10.0) 0.0 0.0
Myalgia 11.0 (10.0) 0.0 0.0
Pain in extremity 10.0 (9.1) 1.0 (0.9) 0.0
Pneumonia 3.0(2.7) 7.0 (6.4) 1.0 (0.9)
Sinusitis 11.0 (10.0) 0.0 0.0

WJI]HHQDM%EEE

Gopal A et al.JCO 2018



LF R/R NV LORNADA 55:
Ibrutinib

Fase |l
N=40
Objetivo primario: ORR

orn ] s [ noon
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Mejores ORR en paciente sensibles a R
(52,6% vs 16,7%)

Bartlett N et al. Blood 2018
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Ibrutinib
e Neutropenia:4 (10%) e Hemorragia
e Linfopenia: 3 (7,5%) digestiva 1 pte.
e Hematoma 1 pte.
e TSV 1 pte.

Bartlett N et al. Blood 2018
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BGB-3111-AU-003: Zanubrutinib

Fase I/l
N=53-FL:33
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36% 18% NA

Phillips T et al. Blood 2022
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BGB-3111-AU-003: Zanubrutinib
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No se reporto FA
Interrupciones de tt=4
Disminucion de dosis= 2

Any grade/Grade 2 3 AESI, n (%)

LF R/R

BGB-3111-AU-003: Zanubrutinib

MZL

FL

JI;IHHMJM% 655

Patients with = 1 AESI

19 (95)/10 (50)

28 (84.8)/17 (51.5)

Bleeding 12 (60)/1 (5) 18 (54.5)/1 (3)
Major hemorrhage® 2(10)/1 (5) 1(3)/1(3)

Atrial fibrillation/flutter 0/0 0/0

Hypertension 1(5)/1(5) 2 (61)/2 (B.1)

Second primary malignancies 3 5)1{2 (10) 3(90/1(3)
Skin cancers 1(5)/0 1(3)/0

Infections 15 (75)/4 (20)% 21(63.6)/10 (30.3)
Opportunistic infections 1(5)/0 1(3)/0

Tumoaor lysis syndrome 0/0 0/0

AnemiaS

3(15)/3 (15)

5 (15.2)/5 (15.2)

Neutropen iall

6 (30)/4 (20)

6(13.2)/6 (18.2)

Thrombocytopenia

3 (15)/2 (10)

3 @D (3)

Phillips T et al. Blood 2022



LF R/R RJUIRMAD 5525
Ibrutinib y zanubrutinib Monoterapia
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SELENE: Ibrutinib+IQT vs Placebo+IQT

Fase Il
N=403
|+R-CHOP/RB vs R-CHOP/RB (RB:90%)

Objetivo primario: SLP
Objetivos secundarios: ORR, RC, DOR, seguridad

Nastoupil L et al. Blood 2023



LF R/R

RVJ.0RNADA €5

SELENE: Ibrutinib+1QT vs Placebo+IQT

A
100 4
P=.0922
HR (95% Cl): 0.81 (0.63-1.04)
V0. ratlents No. Events
80 4 ——&— lbrutinib + CIT 202 119
—g— Placebo + CIT 201 134
g
E 60 4
=
'g 40 4
201 Mediana de seguimiento 84 m
mSLP fue 40,5 vs 23,8 meses
0+

0 6 12 18 24 30 36 42 48 54

Time (months)
No. at risk (NT)

60 66 72 78 84 90 96

202(201) 174(149)147(110) 125(93) 108(82) 103(77) 96(72) 84(62) 81(57) 74(52) ©9(49) 63(46) 61(44) 55(39) 34(28) 15(12) 0(1)
201(199)172(167) 144(130)112(99) 88(81) 81(69) 74(63) 69(58) 65(53) 63(48) 62(45) 59(44) 57(42) 46(38) 32(27) 6(7) 0(0)

Nastoupil L et al. Blood 2023



LF R/R v/ I
SELENE: Ibrutinib+IQT vs Placebo+IQT

Zore ] rc [ noon

: 91.6% 1:55% 1:44.3m
P: 90.5% P: 50.2% P:21.7m

Nastoupil L et al. Blood 2023



LF R/R
SELENE: Ibrutinib+IQT vs Placebo+IQT

NV 0RNADA 5

Placebo + CIT  lbrutinib + CIT Placebo + CIT  lbrutinib + CIT

Group HR (95% CI) EVT/N Median  EVT/N Median Group HR (95% CI) EVT/N Median  EVT/MN Median

(months) {months) {months) (months)
] n
) "

All subjects 0.81 (0.63-1.04) I—Q-I 134/201 238 119/202 405 Disease status '

Sex : Refractory 0.74 (0.45-1.22) - 32/43 16.7 29/49 24.2
Male 0.68 (0.47-0.91) ——; 77/98 20.2 69/113 4541 Relapsed 0.83 (0.62-1.10) Feil 102/158 24,0 90M153 451
Female  1.01 (0.69-1.47) —— 57/102 370 50/89 405 |NHL histology !

Race . FL 0.81 (0.63-1.05) |-|:| 122/173 20.6 109/174 384
White 0.74 (0.54-1,01) e  92/135 202 73/126 46.0 MZL 0.72 (0.81-1.68) et 12/28 916 10/28 NE
Non-White 0.94 (0.61-1.46) b—e— 38/60 240 42/72 404  pror atologous stem cell '

Region ' transplant !

Asia 1.03 (0.66-1.62) —»— 36/58 24.0 41/87 355 Yes 1.71 (0.63-4.65) H———6/10 240 1113 129
Other 0.74 (0.55-0.99) |—‘—I 98/143 20.6 78/135 46.0 Mo 0.76 (0.59-0.99) I-.-I 128/191 22.9 108/189 46.0

Age . Baseline LDH :
<65 0.86 (0.62-1.19) |—a-§-| 77/199 29.7 79/198 52.9 Norrmal 0.75 (0.56-1.01) I-O-! 93/143 240 81/149 51.4
=65 0.73 (0.49-1.07) I—.—ﬂ 57/72 166 47/74 222 Elevated 0.97 (0.62-1.52) |—7—| 41/68 203 37/62 18.7

Baseline ECOG ' Baseline PET SUV !

0 0.95 (0.69-1.29) =+ 78/125 24.0 80/132 405 Mild to moderate ~ 0.78 (0.58-1.04) e 96/145 24.0 B82/147 492
1or2 063 (0.42-0.95) F—e—ip 56/76 20.6 39/70 40.4 High 0.93 (0.58-1.51) 4 34/49 16.0 33/48 183

Background therapy treatment . Tumor bulk (largest diameter) b
BR 0.81 (0.62-1.05) I—O—.'I 1201182 240 104/182 486.0 <6 cm 0.75 (0.56-1.01) I—O-I 95/146 240 B82/151 492
R.CHOP 0.67 (0.32-1.39) l—‘—:—| 14/19 128 15/20 136 >6 cm 0.99 (0.63-1.57) |—r—| 39/65 203 36/50 164

MNumber of lines of prior therapy ' PRIMA PI !

1 0.92 (0.65-1.30) e 65/112 31.3 63/108 49.2 High risk 0.80 (0.51-1.27) e 36/46 16.6 37/54 18.7
>1 0.71 (0.50-1.00) I—O—I 69/89 18.7 56/94 329 Medium nsk 0.67 (0.39-1.17) I—O—H 28/41 20.3 23/43 52.2
Baseline extranodal site N Low risk 0.85 (0.60-1.21) = 67/111 34.8 58/104 492
involvement ' POD24 !
Yes 0.74 (0.54-1.01) ——] 85/117 203 74/121 377 <24 months 0.78 (0.56-1.07) F 89/118 20.0 65/101 276
No 0.90 (0.60-1.36) l—.-:—| 49/84 348 45/81 41.7 >24 months 0.96 (0.64-1.42) |—’—| 45/83 452 54100 570
] 1
T T T —T—tTTrTm
0408 1 186 05 1 2 458

Favor ibrutinib + CIT Favor placebo + CIT
i -

- -

Hazard ratio and 95% CI

Favor ibrutinib + CIT Favor placebo + CIT
-«

Hazard ratio and 95% CI

Nastoupil L et al. Blood 2023



Rama I-IQT
FA: 13/201 (6.5%)
Hemorragia mayor: 6/201 (3%)

LF R/R

SELENE: Ibrutinib+IQT vs Placebo+IQT

Ibrutinib + CIT Placebo + CIT
(n=201) (n =199)

Preferred term, no. (%) Anygrade Grade>3 Anygrade Grade>3
Diarrhea 103 (51.2) 13 (6.5) 69 (34.7) 11 (5.5)
Nausea 103 (51.2) 6 (3.0) 79 (39.7) 3(1.5)
Neutropenia 77 (38.3) 62 (30.8) 70 (35.2) 62 (31.2)
Fatigue 73 (36.3) 10 (5.0) 60 (30.2) 4 (2.0)
Rash 69 (34.3) 13 (6.5) 33 (16.6) 2(1.0)
Pyrexia 66 (32.8) 6 (3.0) 49 (24.6) 4 (2.0)
Vomiting 58 (28.9) 8 (4.0) 41 (20.6) 3(1.5)
Cough 57 (28.4) 5(2.5) 41 (20.6) 0
Anemia 51 (25.4) 23 (11.4) 39 (19.6) 8 (4.0)
Upper respiratory tract infection 48 (23.9) 6 (3.0) 50 (25.1) 2(1.0)
Thrombocytopenia 46 (22.9) 20 (10.0) 28 (14.1) 10 (5.0)
Decreased appetite 44 (21.9) 5(2.5) 34 (171) 6 (3.0)
Constipation 33 (16.4) 0 54 (27.1) 1(0.5)

Abbreviations: CIT, chemoimmunotherapy; TEAE, treatment-emergent adverse event.

JI;IHHMJM% 655

Nastoupil L et al. Blood 2023
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Rosewood: Zanubrutinib+0O vs O AR e

#chemofree

Arm A
Key Eligibility Criteria Zanubrutinib® plus r N\
» Adults with grade 1-3a FL obinutuzumab® Primarv Endpoint
* R/R disease, previously treated with : N=145 - ry P _
>2 systemic treatments including an U Bl i L * ORR assessed by ICR according to
ot - Lugano classification’
anti-CD20 antibody and an Randomlzation 2-1 g _
appropriate alkylator-based Stratification factors Select Secondary Endpoints
P = Number of prior li : :
combination therapy - Ritiimab rafractory statue + ORR assessed by investigator
Measurable disease = Geographic region « DOR and PFS determined by ICR
ECOG PS 0-2 Arm B and investigator assessment
Adequate organ functions ObinutuzumabP * Overall survival
No prior BTK inhibitor N=72
P Option to crossover to combination if PD \ _/
centrally confirmed or no response
ClinicalTrials.gov: NCT03332017 at 12 months

= Patients were randomized between November 2017 and June 2021
= Median study follow-up: 12.5 months

Zinzani PL et al. ASCO 2022



LF R/R _JDHHAIJM%E%E
Rosewood: Zanubrutinib+0O vs O i

#ichemofree
Zanubrutinib plus obinutuzumab Obinutuzumab
N=145 N=72

Male sex, % 51.7 458
Median age, years (min, max) 63.0 (31, 84) 65.5 (32, 88)
FLIPL, %

Low (0-1) 19.3 12.5

Intermediate (2) 24.8 33.3

High (23) 53.1 51.4

Missing 2.8 2.8
ECOG performance status 21, % 40.7 56.9
Bulky disease (25 cm), % 39.3 43.1
Elevated LDH, % 345 40.3
Elevated beta-2 microglobulin, % 44 8 51.4
Median prior lines of therapy, n (min, max) 3(2,11) 3(2,9)
Patients with >3 lines of therapy, % 28.3 25.0
Patients refractory to rituximab, % 53.8 50.0
Patients refractory to the most recent line of therapy, % 324 40.3
Patients with PD within 24 months of starting the first line of therapy, % 34.5 41.7

Zinzani PL et al. ASCO 2022



LF R/R N:CRNADA 555
Rosewood: Zanubrutinib+O vs O gl

##ichemofree
Zanubrutinib plus obinutuzumab Obinutuzumab
Response rate N=145 N=72
ORR, % (95% CI) 68.3 (60.0, 75.7) 45.8 (34.0, 58.0)
Risk difference, % (95% CI) 22.0 (8.3, 35.8)
2-sided P value 0.0017
Best Response, n (%)
CR 54 (37.2) 14 (19.4)
PR 45 (31.0) 19 (26.4)
SD 25(17.2) 14 (19.4)
Nonprogressive disease 3(2.1) 4 (5.6)
PD 13 (9.0) 15 (20.8)
Discontinued prior to first assessment 4 (2.8) 6 (8.3)
NE 1(0.7) 0 (0.0)
CR rate, % (95% Cl) 37.2 (29.4,45.7) 19.4 (11.1, 30.5)
2-sided P value 0.0083

Zinzani PL et al. ASCO 2022



LF R/R NV 0RNADA 5
Rosewood: Zanubrutinib+O vs O PRI s
#ichemofree

Response/Patients

Subgroup Obinutuzumab Zanubrutinib plus obinutuzumab Risk difference (95% CI)
All patients in ITT 33/72 99 /145 , —e— 22.4(87 36.2)
|
Age, years <65 14/ 32 57/83 | —e— 249 (51, 44.8)
>65 19740 42 /62 :I—.—| 20.2 (0.9, 39.6)
Sex Male 14 /33 53/75 | —— 28.2 (8.5, 48.0)
Female 19/39 46 /70 l:—.—i 17.0 (-2.2, 36.2)
. L N
Geographic region China 5/12 15721 H @ i 298 (-4.2,637)
Ex-China 28/60 84 /124 I —— 211(6.0, 36.)
t
Prior lines of therapy 2-3 27 /54 767108 : —e— 204 (4.5,36.2)
>3 6/18 23/37 —— 28.8(2.0,55.6)
Baseline ECOG performance status 0 17/31 64/86 I 196 (-0.2,394)
=1 16 /41 35/59 :I—.—| 20.3(0.8,39.8)
Bulky disease: any target lesion Yes 15/3 30/57 —— 4.2(176,261) <——
longest diameter 25 cm No 18/ 41 69/88 : —— 34.5 (171, 52.0)
Low (0-1) 3/9 20/28 : i & { 38.1(3.0, 73.)
Baseline FLIPI risk category Intermediate (2) 13/24 27136 —— 20.8 (-3.6,45.3)
High (=3) 17 /37 49 /77 —e— 177 (1.6, 37.0)
|
Rituximab-refractory status Refractory 14 /36 46 /78 —— 201(0.8,39.4)
Not refractory 19/36 53/67 : —&— 26.3 (7.3,45.3)
Refractory status to the most recent Refractory 1n/29 29/ 47 —6— 23.8 (1.3, 46.2)
line of therapy Not refractory 21/ 42 65/93 —e— 19.9 (21,377
Progression of disease within 24 months Yes 14 /30 29/50 — M3(12, 338 < ——
of starting the first line of therapy No 15/ 35 55 /74 —— 31.5 (12.3, 50.6)

Zinzani PL et al. ASCO 2022



Duration of Response

100
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Duration of response
probability, %

10

LF R/R
Rosewood: Zanubrutinib+O vs O
#chemofree

— Arm A: Zanubrutinib plus obinutuzumab
— Arm B: Obinutuzumab

+ Censored

-, DOR a 18 m=70,9% vs 54,4%

Number of patients at risk:
Arm A 99 92 66 49 46 36
Arm B 33 28 20 17 15 13

12 14 16
Months

32 27 24

10 6 6

N0RNADA 525

Progression-free survival

100
90
80
70 -
60 +

— Arm A: Zanubrutinib plus obinutuzumab
— Arm B: Obinutuzumab
+ Censored

50 -
40 -
30

Progression-free survival
probability, %

10 -

201 Mediana de SLP: 28 m vs 10.4 m (p<.001)

0- T T T T T
0 2 4 6 8 10 12 14 16 18
Months
Number of patients at risk:
Arm A 145 135 M1 83 76 56 46 40 37 27
Arm B 72 63 39 29 26 23 1® 12 1 9

20 22 24 26 28 30 32 34 36

19 18 10 8 3 2 2 1 0
7 6 1 1 0

Zinzani PL et al. ASCO 2022
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Rosewood: Zanubrutinib+O vs O
##ichemofree

Time to Next Antilymphoma Treatment Overall Survival
1004 — Arm A: Zanubrutinib plus obinutuzumab * IOOj
® 90 — Arm B: Obinutuzumab & 0 "
2 804 + Censored 7 80 1 '1_._._.
3 70 | § o]
3 60 4 609
& 50 $ 597 Medianade SG: NA vs 34.6m (p<.085)
g 40 "g' 40+
< 304 w30 s )
§ 2] ) % 20 | — Arm A: Zanubrutinib plus obinutuzumab
& ‘| Medianade TTNT: NA vs 12.2 m (p<.001) g ol — Arm B: Obinutuzumab
o 5 01 + Censored
T | T T ; T Y Y Y T T T 1 v
0 2 4 6 8 10 122 W " ‘Gm 8 20 22 24 26 28 30 32 34 36 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number of patients at risk: sy Number of patients at risk: Months
oy~ -l - A - B e - - B - ArmA 145 139 132 121 104 89 75 64 58 51 42 36 28 22 15 12 5 3 0

ArmB 7267 63 57 50 45 39 32 29 25 23 YV 12 M 7 7 R 1 0

Zinzani PL et al. ASCO 2022



LF R/R
Rosewood: Zanubrutinib+O vs O

RVJ.0RNADA €5

Zanubrutinib plus obinutuzumab Obinutuzumab
TEAE, % N=143 N=71
Any grade Grade 23
Patients with at least 1 TEAE 923 53.8 88.7 47.9
Thrombocytopenia or platelet count decreased 343 14.0 23.9 7.0
Neutropenia or neutrophil count decreased 27.3 22.4 254 19.7
Diarrhea 16.1 238 16.9 0.0
Fatigue 14.0 14 11.3 0.0
Constipation 13.3 0.0 7.0 0.0
Cough 11.9 0.0 11.3 0.0
Pyrexia 11.2 0.0 19.7 0.0
Dyspnea 10.5 1.4 9.9 0.0
| Anemia 9.1 4.2 9.9 5.6 |
Nausea 8.4 0.0 12.7 0.0
Pruritus 7.0 0.0 9.9 0.0
| Infusion-related reaction 28 0.7 9.9 4.2 |

TEAESs of special interest
Atrial fibrillation and flutter 2.1 0.7 1.4 0.0
Hypertension 3.5 0.7 4.2 1.4
Hemorrhage 26.6 1.4 8.5 0.0
Major hemorrhage 1.4 1.4 1.4 0.0
Infections 476 18.9 36.6 12.7
Secondary primary malignancies 6.3 3.5 2.8 0.0

Reduccion de dosis: Z: 16(11%)
Discontinuacion en :

Z:23(16%) . _
0:8(11%) Zinzani PL et al. ASCO 2022




iUnico iBTK aprobado en 2024 por FDA y EMA!
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Rosewood: Zanubrutinib+O vs O
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SUGGESTED TREATMENT REGIMENS#P:¢
THIRD-LINE AND SUBSEQUENT THERAPY

Subsequent systemic therapy options include second-line therapy regimens (FOLL-B 2 of 6) that were not previously given.

Preferred regimens (in alphabetical order) Other recommended regimens
= T-cell engager therapy * EZH2 inhibitor
» Bispecific antibody therapy"™ » Tazemetostat' (irrespective of EZH2 mutation status)
O Epcoritamab-bysp » BTK inhibitor (]BTKi) -
¢ Mosunetuzumab-axgb » Zanubrutinib' + obinutuzumab
» Chimeric antigen receptor (CAR) T-cell therapy" « Loncastuximab tesirine-Ipyl + rituximab (category 2B)¥
O Axicabtagene ciloleucel (CD19-directed)
¢ Lisocabtagene maraleucel (CD19-directed)
0 Tisagenlecleucel (CD19-directed)

THIRD-LINE CONSOLIDATION THERAPY

Useful in Certain Circumstances
+ Allogeneic hematopoietic cell transplantation (HCT) in selected cases®

Footnotes on FOLL-B 4 of 6




FL cohort
n=600

LF R/R

Jl_]RHADﬁ So5s

Mahogany: Zanubrutinib+O vs Len-R (Ongoing)

R

1:1

Randomization stratified by:

» Age (=60 years, <60 years)

* Prior lines of therapy (1 or 2, >2)

+ Anti-CD20-refractory status (yes, no)

—

Arm A (n=300)

Zanubrutinib

— 160 mg BID or 320 mg QD?

+ obinutuzumab 1000 mg
Cycle 1: days 1, 8, and 15
Cycles 2-6: day 1

Arm B (n=300)

Lenalidomide 20 mg QD®
Cycles 1-12: days 1-21

+ Rituximab 375 mg/m?
Cycle 1: days 1, 8, 15, and 22
Cycles 2-5: day 1

Primary endpoint
* PFS per IRC using PET/CT-based Lugano
2014 criteria’

Key secondary endpoints

* ORR per IRC using PET/CT-based Lugano
2014 criteria’

+ OS

Secondary endpoints

* PFS and ORR per IA; DOR, CRR, and TTR
per IRC and IA (all using PET/CT-based
Lugano 2014 criteria®)

* Time to next antilymphoma treatment

* Health-related QOL

« Safety

https://clinicaltrials.gov/study/NCT05100862



https://clinicaltrials.gov/study/NCT05100862

Fase IB
N=29

Obijetivo primario:
Seguridad.

Objetivos secundarios:
ORR, RC,S LP, SG.

LF R/R RZL0RNADAS 5 ¢

ACE-LY-003:Acalabrutinib-Len-R

##ichemofree
Acalabrutinib + Rituximab Acalabrutinib + Rituximab Total
+ Lenalidomide 15 mg + Lenalidomide 20 mg (n=27)
(n=7) (n=20)
100 ~
0~ 4.8 g
< 60 333 27
2 50.0
% 40 ORR, 75.0% ORR, 76.2% ORR, 75.9%
o i ~  (95% ClI: 34.9, ~  (95% CI: 52.8, —  (95% ClI: 56.5,
96.8) 91.8) 89.7)
20 - 42.9 37.9
25.0
0 = = i
CR PR m SD = PD

Paolo Strati et al. BJH 2024



LF R/R
ACE-LY-003:Acalabrutinib-Len-R

NV 0RNADA 5

#ichemofree
100 A g = I
I 75%
::3 | (95% CI: 31.5, 93.1)
- 80
3 -
g | L
0 60 1 | _:]
o 70% . o -- :
l; (95% Cl: 44.9, 85.3) | 1
S 40+ | 71.3% : b
g | (95% CI: 50.7, 84.6)
5 | '
o 20- '
E | Acalabrutinib + Rituximab + Lenalidomide 15 mg (n=8)
| Acalabrutinib + Rituximab + Lenalidomide 20 mg (n=21)
Total (N=29)
0 1
I I 1 1 1 1 I I
0 6 12 18 24 30 36 42
No. at risk Months From First Dose
Acalabrutinib + Rituximab +
Lenalidomide 15 mg 8 7 6 5 5 5 4 4 3 3 3 2 2 1 1
\calabrutinib + Rituximab + oy 49 47 44 12 12 1 ®1 10 9 6 3 2 1 0
Lenalidomide 20 mg
Total 29 25 23 19 17 17 15 15 13 12 9 5 4 2 1

Paolo Strati et al. BJH 2024



LF R/R v LTRSS

ACE-LY-003:Acalabrutinib-Len-R

##ichemofree
e Neutropenia:11 (38%) e FA: 2 ptes.
e Neumonia COVID-19:4 e HTA: 2 ptes.

(14%)
e Otras NAC: 3(10%)
e COVID-19: 3(10%)

Paolo Strati et al. BJH 2024
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iIBTK combinados

SELENE (I-1QT) ROSEWOOD(ZO) ACALA-LEN-R

ORR:91%-90% ORR:68%-45% ORR:76%
RC:55%-50% RC:54%-14% RC:38%
SLP 12m:80% vs 78% SLP 12m:70% vs 40% SLP 12m:75%




LF R/R

Respuesta con otras moléculas

RVZL0RNADAIS 5 ¢

Demographics

Refractory  Follow-up Survival Duration of
Class Agent Trial N  POD24 (%) to prior {months) RR (%) | CRR (%) \outcomes response

therapy
Bispecific | Mosunetuzumab = NCT02500407 90 22 6% 37 78 60 30-mo
antibody (GO29781) DOCR: 72%
Bispecific | Epcoritamab NCT03625037 128° 42 69 17 82 &3 18-mo
antibody (EPCORE MHL-1) DOCR: 72%
Bispecific | Odronextamab | NCT02290951 128° 49 72 27 24-mo
antibody {ELM-T] DOCH: 48%
CAR Axicabtagene- MCTO31053346 127 23 a9 42 J6-mo
T cell ciloleuvcel (ZUMA-5) DOCR: 62%
CAR Tisagenlecleucel | NCTO3568441 97 &3 78 29 24-mo
T cell (ELARA) DOCR: 78%
CAR Lisocabtagene- MCTOL2EL5839 107 L3 38 19 12-mo 12-mo
T cell maraleucel (TRAMSCEND FL) PFS: B1% DOCR: B2%

JEPCORE NHLA1 FL study: N =128 for efficacy and safety except for CRS and ICANS (N =86 optimization cohgrt).

"ELM-2 study: N =128 for efficacy and safety except for CRS and ICANS (N =40 optimization cohort).

“TRAMSCEND FL study: third-line or beyond FL for efficacy (N =107), second-line or beyond FL for safety (N =130).

CRR, complete response rate.

Barlett N, Russler-Germain D et al. Educacional ASH 2024
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PERSPECTIVE: Ibrutinib+R vs R

ﬂERSPECTIVE (N=445)\

* Age 270 years or
60-69 years with 21
comorbidity (CrClI
30-59 mL/min and/or
ECOG PS of 2)

* Previously untreated
CD20+ FL

* Met 21 GELF criterion
for treatment

Stratification: Age, FLIPI-1 score, and ECOG PS

* Primary end point:

- PFS by investigator assessment per Cheson
2014 criteria using FDA censoring rules

- Sensitivity analyses of PFS were performed
based on IRC assessment and using global
censoring rules

1" e IS CANTLE D X = - Ry =d
e abl o b BRI - -ty e g by - 'y
ﬁ'"n‘l D DOU Mg once ¢ Y Unil ¥ or u
: ! o A4 Avdh AL -, f 3 { a

Ibrutinib + rituximab (n=334)
R I R L VS0 ‘.-f"'

@ e Ve 2o 1 > ,-.'\h\l

Rituximab 375 mg/m? weekly for 4 weeks, then
every 8 weeks for 12 cycles of maintenance
> Placebo + rituximab (n=111) -
Placebo once dally until PD or unacceptable toxicity

Rituximab 375 mg/m? weekly for 4 weeks, then
every B weeks for 12 cycles of maintenance )

* Secondary end points (tested hierarchically in the
following order):

- ORR by investigator assessment per Cheson 2014 criteria
- 0S
- IRR rates

Belada D et al. ICML 2025
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PERSPECTIVE: Ibrutinib+R vs R

J(IH.I.IADA:% 655

Placebo +

rituximab
n=111

Ibrutinib + Placebo + Ibrutinib +
Characteristic rituximab rituximab Characteristic rituximab
n=334 n=111 n=334
Age FL WHO grade, n (%)
Median (range), years 74 (60-87) 75 (61-88) 1 100 (30)
60-69 years, n (%) 69 (21) 22 (20) 2 157 (47)
270 years, n (%) 265 (79) 89 (80) :ﬂa 7 (()23)
Sex, n (%) Issing
Male 151 (45) 58 (52) Ann Arbor stage, n (%)
Female 183 (55) 53 (48) . 15131)‘(153’)
0 120 (36) 37 (39) FLIPI-1 score, n (%)
1 130 (39) 47 (42) Low (0-1) 30 (9)
[
-, 84 (25) 27 (24) Intermediate (2) 83 (25)
CrCl, n (%) ! High (23) 221 (66)
<30 mUmin 7(2) 1(1) Number of nodal areas
30 to <60 mL/min 108 (32) 36 (32) involved, n (%)
260 mL/min 219 (66) 74 (67) <4 163 (49)
Median time since initial 25 171 (51)
< 3(0.4-176.0 S5(0.1-1140
diagnosis (range), months 23( 6.0) 2.5( ) Bulky disease >7 cm, n (%)* 137 (41)

« An older patient population, per study design
* Meaningful proportion of patients with an ECOG PS score of 2
* Predominantly high FLIPI-1 score, Ann Arbor stage IV

37 (33)

53 (48)

20 (18)
1(1)

17 (15)
36 (32)
58 (52)

7(6)
30 (27)
74 (67)

56 (50)
55 (50)
49 (44)

Belada D et al. ICML 2025



100 4

Patients, %
oo 38888388

LF-Primera linea unfit v/ UL

PERSPECTIVE: Ibrutinib+R vs R

Rate ratio for overall response,
1.190 (95% CI, 1.039-1.364)
P=0 0040

Rate ratio for complete response,
1.201 (95% CI, 0.848-1.702)
P=0 2041

Overall Response Rate Complete Response Rate

® Ibrutinid + ntuximab (n=334) ® Placebo + ntuximab (n=111)

La media de DOR fue a favor de I+R : 44.3m vs 34.6m
Belada D et al. ICML 2025



PERSPECTIVE: Ibrutinib+R vs R

100
%
80
70
: C
* Median follow-up: o 8
- 53.7 months (range, 0.03-828) &
X
20
10
0
Patiants ot k!

LF-Primera linea unfit

SLP

WJI]HHQDM%EEE

Primary End Point: Investigator-Assessed PFS (FDA Censoring Rules®)

- brutingd + ruximab  Placebo ¢ ruximab
. n=334 n=111
N PES events, n (%) 147 (44) &5 (59}
Medhan PFS, months (5% CI) 420(333-508) 3281220-3a7)
Stratfied MR (95% CI) 0.713(0.532.0.955)
[ Logtank P value 0.0231
0 12 18 24 30 w 42 A8 54 &0 6 72 78
Months Since Randomization

Belada D et al. ICML 2025
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LF-Primera linea unfit \/ NTTUTIER
PERSPECTIVE: Ibrutinib+R vs R o
SG

Causes of Death (ITT Population)

Ibrutinib + Placebo +

Deaths, n (%) rituximab rituximab
n=334 n=111
Ibrutinid + Muximad  Placebo + rituximab
334 aet All deaths 114 (34) 36 (32)
Deaths n (% 114 36 (32
u.:n; osl, r:\omm (95% CI) NR (66 a-e.«a NR .,N\E--:JE) AE 47 (14) 8 (7)
Stratfed HR (95% C1) 1.121 (0.771-1.631) Underlying disease 23 (7) 10 (9)
Log-rank P value 0.5485 Unknown 14 (4) 7 (6)
6 12 . 4 3 % 4 8 54 60 12 1 Other® 30 (9) 1 (10)

Months Since Randomization

Belada D et al. ICML 2025
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lbrutinib+R vs R

* Median duration of treatment:
= |brutinib + rituximab: 22.1 months (range, 0.03-82.3)
- Placebo + rituximab: 22.1 months (range, 0.4-71.2)

Ibrutinib + Placebo +
AE, n (%) rituximab rituximab

Ibrutinib + Placebo +

AE, n (%) rituximab rituximab
n=330 n=111

n=330 n=111

Most frequent any-grade AEs®

Any AE 324 (98) 106 (95) Diarrhea 120 (36) 16 (14)
_ - COVID-19 83 (25) 23 (21)
Grade 23 AEs 259 (78) 63 (57) Fatigue 73 (22) 14 (13)
. p Nausea 70 (21) 12(11)
04 45 (4
Serious AR <03 (0¢) (@1) Neutropenia 68 (21) 11 (10)
AEs 'ead"‘g to death?® 48 (15) 6 (5) U“nafy tract infection 67 (20) 12 (1 1)
Most frequent grade 23 AEs®
AEs leading to discontinuation 144 (44) 16 (14) Neutropenia 52 (16) 8(7)
Ibrutinib/placebo only 84 (25) 6 (5) Pneumonia 30 (9) 5(5)
Rituximab only 2(1) 0 Hypertension 27 (8) 6 (5)
Both 58 (18) 10 (9) COVID-19 21 (6) 2(2)
COVID-19 pneumonia 21 (6) 3(3)
AEs leading to dose reduction® Diarrhea 21 (6) 2(2)
Ibrutinib/placebo only 80 (24) 33) Grade 23 atrial fibrillation 15 (5) 2(2)

* In the ITT population, IRRs occurred in 21% of patients in the ibrutinib + rituximab arm versus 27% in the placebo +
rituximab arm (rate ratio 0.787 [95% CI, 0.544-1.137))

Belada D et al. ICML 2025
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Fase |l
N=48
OP:SLP

Probability

Probability
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Ibrutinib+R-Len

Time to New Treatment

Median TTHT: 75.8 months

0.2 95% CI: 70.5 ~ NA months

o0 T T T T
18 24 30 36 42 48 54 GO 66 72 7B
Time [Months)

0 & 12

# at risk
48 45 43 42 38 36 36 36 30 23 22 1T 5

Progression Free Survival for Patients with FL

Median PFS; 71.2 manths
B5% CI: 57.7 =~ NA months

0.27

0.0
0 6 12 18 24 30 36 42 48 54 60 66 72 T8

Time {Manihs)
# al nisk

J8 36 34 33 29 26 26 26 22 19 18 16 4

Probability

Probability

Overall Survival

10 T e

0.8

0.6

0.4

0.2

0.0 T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 T2 TB

Time [Months)

# al risk

48 48 4T 47 48 45 45 45 40 32 20 22 B

Progression Free Survival for Patients with MZL

Median PF5: 54.2 monihs
Q5% Cl: 25.7 ~ NA months

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

Timea (Months)
& at risk

o 8 8 9 B T [ G 4 1 1

Gordon M et al. ACSJ 2023
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Acalabrutinib-Len-R

Fase Il (2020-2021)

N=24

Objetivo Primario: RC

Objetivos secundarios :ORR, DoRC, POD24, SLP,SG, AE

Paolo Strati et al. Nature 2025
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Number of patients

E SN

LF-Primera linea
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Acalabrutinib-Len-R

263 | | 26w
9 (37.5%)
22 (91.7%) 22 (91.7%)
15 (62.5%)
CR
5D
POD24=17%
3 cycles 6 cycles EOT

Paolo Strati et al. Nature 2025



Probability

LF-Primera linea RYQORNADN 2515
Acalabrutinib-Len-R

Overall Survival

gy M—

Progression Free Survival

I—I—I-II-II-I—I-II—I-
Lll 0.8 4
067 re——— 2 061
: 3
@
o]
g
0.4 - a 0479

Mediana de seguimiento 43 m Medlanalde seguimiento 43 m
029 SG a2 anos=92%%

°271 SLP a2 afios=79%

00 | L] L] L] L] L] | |

48 0 6 12 18 24 30 36 42 48
Time (Months)

00 L L) T T I 1
0 6 12 18 24 30 36 42

Time (Months)
# at risk (# censored)

# at risk (# censored)
24 (0) 24(0) 23(0) 22(0) 21(1) 21(0) 20(0) 13(7) 2(11)

24(0) 23(0) 22(0) 19(0) 18(1) 14(0) 14(0) 9(5) 1(8)

Paolo Strati et al. Nature 2025
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Conclusion S )

1. Elusodeinhibidores de iBTK en monoterapia no ha demostrado ser una estrategia eficaz.

2. Sin embargo, las combinaciones de iBTK con otras moléculas, como lenalidomida o rituximab, han mostrado
efectos sinérgico con toxicidad manejable y chemo-free, posicionandose como una alternativa razonable,
especialmente en regiones como LATAM, donde el acceso a terapias como anticuerpos biespecificos o
células CAR-T resulta limitado.

La combinacidén de ibrutinib asociado a IQT, resulto futil.

4. Sibien no existen estudios comparativos directos entre los distintos iBTK, y extrapolando la experiencia en
leucemia linfocitica crénica (LLC), podria considerarse el uso preferente de iBTK de segunda generacién en
pacientes con alto riesgo de hemorragia o arritmias.

5. Las combinaciones en primera linea han mostrado buenos resultados, pero debemos tener en cuenta en
LATAM si los cambios que producen la introduccion de estas moléculas justifican la “toxicidad financiera”
gue producen.

6. Estan pendiente los resultados del estudio MAHOGANY, el cual compara ZO vs el backbone “R2” y resulta de
importancia para un cambios de estandar.

g
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