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» Phase 3, randomized, open-
label trial

Ibrutinib + rituximab Ibrutinib maintenance

* Treatment-naive CLL (n=354) until PD

(N=529)
« <70 years of age
+ ECOG PS 0-2
» CrCl >40 mL/min
» FCR eligible
» Nodel(17p) by FISH

Fludarabine +
cyclophosphamide +
rituximab
(n=175)

NomN-Z2o0oz>»2a

Median Follow-Up of 5.8 years
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Patients on the IR arm also had superior PFS in both IGHV unmutated (HR =0.27, P<.001) and /GHV mutated subgroups

Shanafelt TD, et al. Blood 2022
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Ibrutinib: treatment discontinuations Second generation BTK inhibitors

0.4] — Otherevent
Transformation
CLL progression

0.3 -
Other event: 25.0%

0.2+

m Acalabrutinib Zanubrutinib

PD: 19.1%

\omHER

Cumulative Incidence of
Discontinuation of Ibrutinib Therapy

0.17
1C,,/ECy, (nM)
Kinase Ibrutinib Acalabrutinib Zanubrutinib
0.0 BTK 1.5 5.1 0.5
T T 1 I | | | TEC 10 126 aa
0 1 2 3 4 5 6 ITK 4.9 >1000 50
Yr BMIX 0.8 6 14
EGFR 5.3 >1000 21
ERBB4 3.4 16 6.9
JAK3 32 >1000 1377
BLK 0.1 >1000 25

Woyach et al. J Clin Oncol. 2017
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ASCEND TRIAL: ACALABRUTINIB IN R/R PATIENTS WITH CLL:
4 YEAR UPDATED RESULTS

100
Adults with R/R CLL per IWCLL;
21 piorsysemic therapy or CLi; Acalabrutinib' 100 mg PO BID € a0
no prior BCL2 inhibitor or B-cell receptor (n=155) Cossover 8
inhibitor therapy*; permitted g
CNS lymphoma or leukemia or -
Ly e Idealisb' 150 g PO BID+ Rituximab 1dR: n= 119) ofer 8
significant CV disease; s confimed PD £
<
E(Cr:)? ;150')2 BendamustineS 70 mg/m? IV + Rituximab! (BR; n = 36) 2
) (Investigator's Choice) g
£ 20
0
Investigator-Assessed PFS in Patient Subgroups
(Acala vs IdR/BR)
Number of Events/Subjects Hazard Ratio
Subgroup Analysis Acala IdR/BR (95% CI)
Overall 62/155 119/156 e 0.28 .20, 0.38)
Arsg'yeo‘a.;s 21/58 46/57 —_— 0.23 0.14, 0.39)
265 years 41/97 7308 —— 0.33 0.23, 0.49)
a-;“. 80/100 —— 0.30 0.20, 0.43)
Female 17/47 39/55 e 0.26 0.15, 0.47)
E%O:i e comiaon 57137 103/135 e 0.30 0.22, 0.42)
2 518 1620 e 0.22 .08, 0.61)
Rai Stage at screening
Stage 0-Il 37/90 6780 —_—— 0.32 0.22, 0.49)
Stage IlI-IV 25/65 52/84 —_—— 0.24 0.15, 0.39)
Bulky disease
S Sor76 ars et 022 0.1 039
"‘i"?’“"’""”"’""' 53/139 103/138 —— 0.28 (0.20, 0.39)
24 96 1617 = 0.40 0.17, 0.92)
Presence of del(17p)
Yes 12/28 22126 0.13 .06, 0.29)
No 50127 97129 —— 0.32 0.23, 0.45)
TP53 mutation
Yes 18/39 29/34 —_—— 0.25 (0.14, 0.46)
No 43113 90/119 e 0.28 0.19, 0.41)
IG:‘N‘"ZM 621 1n7 0.34 0.13,0.93)
Unmutated 47109 93119 —— 0.29 0.20, 0.41)
c‘:r":“ Kot 2/3 3 = 0.18 0.02, 1.84)
No 60/150 116/150 B 0.28 0.21, 0.39)
005 0.1 05 5
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Jurczak et al. ASCO 2022
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A+0: 24.0%7 , 30.7%8 , and 32.4%

CR increase A:7.8%7 ,11.2%8 , and 14.5%

Acalabrutinib (A) + obinutuzumab (O)
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A+O A O+Chb
=178 (n=179) (n=169)
Any Grade Grade 23 Any Grade Grade 23 Any Grade Grade 23
Adverse events Cardiac events 43p42) 17 @8) 39 218) 18(10.1) 130.7) 3(18)
. . . Atrial fibriliation 11(62) 2(1.1) 130.3) 201 1(08) 0
Of Cllnlcal |nterest Bleeding 88 (49.4) 8(45) 78 (438) 6B3.9 20(11.8) 0
Major beding® 12(6.7) 8(45) 845 6B.9 2(1.2) 0
Hypertension 17(28) 8(45) 16(8.9) 769 6(36) 5@0)
Infectons 140(787) 50(28.1) 135(75.9 35(196) 75(44.49) 14@8.3)
5PMs 31(174) 14 (79) 27 (15.1) 769 7(4.1) 3(18)
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SEQUOIA TRIAL: 1L Zanubrutinib vs BR (Cohort 1-Arm B)

Study Design

Key Eligibility Criteria

+ Untreated CLL/SLL

* Met iwCLL criteria for
treatment

+ 265y of age OR

unsuitable for treatment
with FCR2

+ Anticoagulation and
CYP3A inhibitors
allowed

ClinicalTrials.gov:
NCT03336333

Cohort 1
without del(17p) by
central FISH
planned n ~450

open-label

Stratification Factors
Age, Binet stage,
IGHYV status, geographic region

Cohort 2
with del(17p)
planned n ~100

—_—

Cohort 3!
with del(17p)
planned n ~80

)

AE, n (%)

Contusion

Upper respiratory tract infection
Neutropenia®

Diarrhea

Arthralgia

Fatigue

Rash

Constipation

Nausea

Pyrexia

Vomiting

Anemia
Thrombocytopenia
Infusion-related reaction®

Arm A: Zanubrutinib
160 mg bid until PD, intolerable
toxicity, or end of study

Arm B:
Bendamustine (90 mg/m? D1 & D2)
+ Rituximab (375 mg/im? C1, then 500
mg/m? C2-C6)

X 6 cycles

Arm C: Zanubrutinib

Arm D: Zanubrutinib + Venetoclax

Median follow-up:
26.2 months

Common Adverse Events

(212% of Patients in Any Arm)

Arm A
Zanubrutinib
(n=2402)

Any Grade Grade 23
46 (19.2) 0(0.0)
41 (17.1) 2(0.8)
37 (15.4) 27 (11.3)
33 (13.8) 0(0.0)
32 (13.3) 2(0.8)
28 (11.7) 3(1.3)
26 (10.8) 0 (0.0)
24 (10.0) 1(0.4)
24 (10.0) 0 (0.0)
17 (7.1) 0(0.0)
77 (1) 0 (0.0)
11 (4.6) 1(0.4)
9(3.8) 4(1.7)
1(0.4) 0 (0.0)

Arm B
Bendamustine + Rituxim|
(n=2272)

Any Grade
8 (3.5) 0(0.0)
27 (11.9) 2(0.9)
129 (56.8) 116 (51.
30 (13.2) 4(1.8)
20 (8.8) 1(0.4)
36 (15.9) 2(0.9)
44 (19.4) 6 (2.6)
43 (18.9) 0(0.0)
74 (32.6) 3(1.3)
60 (26.4) 8(3.5)
33 (14.5) 3(1.3)
43 (18.9) 4(1.8)
31(13.7) 16 (7.0
43 (18.9) 6(2.6)

PFS, %

~ Zanubrutinib, mutated IGHV
— BR, mutated IGHV
Hazard ratio: 0.67 (95% Cl, 0.36-1.22); P=0.186

90 4

80 -

70 4

60 -

50 -

40 -

30 - = Zanubrutinib

—BR e
20 { +censored [_24-mo PFS favored
ik QRO 0
0t zanubrutinib: 86% vs 70%
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time. mo
oo PFS by IGHV

2 =
Z 904
B 80
g M-Zan
X 70

5 % M-BR
S 60 s, TR
& o j[— Zanubrutinib, unmutated IGHV Y

[ ~—— BR, unmutated IGHV h
&£ 40| Hazard ratio: 0.24 (95% Cl, 0.13-0.43); P<0.001 [P— U-BR
73

3

)

2
o

+ Censored

- N W
o o o o
1 L L

T T T T T

3 6 9 12 15 18
Months

o

T T T T T

21 24 27 30 33

Tam et al., ASH 2021
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'thCO?gnla - o Arm A: zanubrutinib

2 _za_zae > WIthou e p

Key Eligibilit :

ycmgria 4 n ~ 450 o Arm B: bendamustine + rituximab

* TN CLL/SLL
* Met iwCLL criteria ! . .
for treatment Cohort 2 Arm C: zanubrutinib Central assessment of 109 TN patlents Wlth de|(17p) CLL or SLL
+ 265y of age OR with del(17p) 160 mg bid until PD, intolerable del(17p) by FISH with
unsuitable for n~ 100 toxicity, or end of study > 7% aberrant nuclei
treatment with FCR . < = nmeeen 2
» Anticoagulation and

CYP3A inhibit Opened After
aIIowedIn e Cohort 3 Acc;frwﬁ c2>I
—+ with del(17p) " Arm D: zanubrutinib + venetoclax
ClinicalTrials.gov: n~50 Recruiting
NCT03336333 ~
- —'—|_|‘_‘
| 90
9 m
100% - 2 80+
o
(—; 704
80% A g 60
,,5, 50
£ 60% ORR, 94.5% g 407
» . (95% CI, & 304 Median follow-up: 30.5 mo
é 33_4_95,'0) § 20 - 24-mo PFS: 88.9% (95% ClI, 81.3-93.6)
e 40% 4 @ 404 * Censored
g 95% Cl
g, 0 T T T T T T T T T T T T T
20% a 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. of patients at risk
0% - Investigator Assessment Zanubrutinib 110 109 104 103 102 98 96 96 86 74 37 19 2 0

(n=109)

CR m®mCRi nPR ®WPR ®mPR-L| mSD | mPD
55% 09% 09% 862% 09% | 46% | 09%

Tam et al. ASH 2021
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Cohort 1 Arm A: Zanubrutnib Arm D Treatment Regimen and Response Assessment Schedule e

. Open-label
without del(17p) discontinue zanubrutinib

~ R1:1 ;
Dt o0 Arm B: Bendamustine + rituximab upon confirmed uMRD

Cohort 2 C1 C4 Cc13 C16 C1|9 CZIZ C?S C2|8+

Arm C: Zanubrutinib | | | |

Patients with with del(17p)
TN CLL/SLL n~100 Arm D Key Endpoints: T . - >
~ Safety, ORR, PFS, DOR, Zanubrutinib 160 mg twice daily for 227 cycles
uMRD i .
Cohort3 - Arm D: ) 1 |_00 mg once daily for 12-24 cycles

del(17p)TP53mut Zanubrtuﬂrlb + Arm D Exploratory Basellns & £C3: 7 2 :
n~80 venetoclax Endpoints: aseline & end of C3: Discontinue venetoclax for confirmed uMRD
- 0S, PROs, time to MRD TLS risk assessment (PB and BM)
after EOT

Median Follow-Up: 12.0 Months

ClinicalTrials.gov:
NCT03336333

Di h risti . H H
o s Progression-Free Survival
el(17p) by central lab FISH, n (%)

Positive 46 (93.9) ‘ © 10—y
Negative (eligible by local lab TP53 mutation) 3(6.1) 2 90
I del(17p) percent of abnormal nuclei, median 77.5 E 80
del(13q), n (%) 25 (51.0) N ORR: 97.2% b 2 701
del(11a), n (%) 1(20) £ (95%Cl, 855-99.9) 77 60
Trisomy 12, n (%) 11 (22.4) 2 e 8 501
[} 4
Retrospective TP53 mutation,? n/N (%) 34/37 (91.9) o % me ;8
IGHV mutational status, n (%) 3
Unmutated 43 (87.8) 5 201 4 Censored
Mutated 6 (12.2) o 10 95% ClI
Complex karyotype.® n/N (%) E 0
Non-complex (0-2 abnormalities) 4/24 (16.7) J_28% 0 :'; é é 1'2 1'5 1|8 2' 1
Complex (3 or more abnormalities) 20/24 (83.3)
Complex (5 or more abnormalities) 17/24(70.8) Investigator Assessment Months

(n=36)
SD mPR-L mPR mCR/CRi

Tedeschi et al., ASH 2021
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Sineneitew ALPINE TRIAL: Ibrutinib vs Zanubrutinib in Patients With R/R CLL

Ongoing randomized, multicenter phase Ill trial

Patients with CLL requiring treatment
R/R to > 1 previous treatment

ECOG PS 0-2

Adequate organ function

No clinically significant cardiac disease
(planned N = 400)

Ibrutinib 420 mg PO QD

Until PD or
—unacceptable
AE

Zanubrutinib 160 mg PO BID

1004
904
2
- 804
S
g 70 4
g 605 B brutinib: 12 mo PFS, 94.9%
® 504
iy . Zanubrutinib: 22 mo PFS, 84.0%
S 40- il
§ 30
g’ 204
o
1041 p=0.0007
0 1 1 1 1 1 1
0 3 6 9 12 15 18

Response

Zanubrutinib (n=207), n (%)

Primary endpoint:
ORR (PR+CR)

Ibrutinib (n=208), n (%

162 (78.3) | 130(62.5)

95% CI: 72.0,83.7 | 95% CI: 55.5,69.1
Superiority 2-sided P=0.0006 compared with pre-specified alpha of 0.0099

Safety Analysis Population Zanubrutinib (n=204), n (%) Ibrutinib (n=207), n (%)

Any Grade Grade 23 Any Grade Grade 23

Cardiac disorders? 28(13.7) 5(2.5) 52(25.1) 14 (6.8)
Atrial fibrillation and flutter
(Key 22 endpoint) 5(2.5) 2(1.0) 21(10.1) 4(1.9)
Hemorrhage 73 (35.8) 6(2.9) 75(36.2) 6(2.9)
Major hemorrhage® 6(2.9) 6(2.9) 8(3.9) 6(2.9)
Hypertension 34 (16.7) 22 (10.8) 34(16.4) 22 (10.6)
Infections 122 (59.8) 26(12.7) 131 (63.3) 37(17.9)
Neutropenia® 58 (28.4) 38(18.6) 45(21.7) 31(15.0)
Thrombocytopenia® 19(9.3) 7(3.4) 26(12.6) 7(3.4)
Secondary primary malignancies 17(8.3) 10(4.9) 13(6.3) 4(1.9)

Skin cancers 7(3.4) 3(1.5) 10 (4.8) 2(1.0)

50 - Rate of Atrial
Fibrillation/Flutter, %
e —— Zanubrutinib 25
X 40
o —— |brutinib 10.1
2
& 2-sided P =.0014 vs prespecified a = 0.0099
;:-; 304
]
o
2 20
S
©
=
£
3 10 4 —r"_'_/_/—l"_'_‘
0 3 6 9 12 15 18 21 24 27

Mo From Randomization

Hillmen et al. EHA 2021



i o W8 LSS E| EVATE R/R: ACALABRUTINIB VS. IBRITINIB IN R/R PATIENTS WITH CLL
ed oltre... R _—

100 - PFS
Adults with previously treated Ibrutinib o 384
e . = 80 Ibrutinib: med PFS, 38.4 mo
CLL requiring therapy (iwCLL / (n=268) S
. o . Acalabrutinib: med PFS, 38.4 mo.
2008 criteria) —  UntilPDor i - T
unacceptable AE i
Presence of del(17p) or del(11q) R »
calabrutini e
ECOGPS<2 o 40
(n = 265)
20 - Events, No. (%) Median (95% CI) HR (95% CI)
Acalabrutinib 143 (53.4) 38.4(33.0to 38.6) 1.00 (0.79 t0 1.27)
w—— |brutinib 136 (51.3) 38.4(33.0t0 41.6)
I I I I I 1 I 1 I I | I 1 1 I | 1 I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time (months)
AEs of special interest Median follow-up: 41 months
e T Atrial Fibrillation Hypertension
Acalabrutinib Ibrutinib Acalabrutinib Ibrutinib

i ‘a(:=2“6':)"' ([:“;';‘3') "‘;:Z'::)"' (;”;':3‘) 100~ HR: 0.52 (95% Cl: 0.32-0.86) — AeslEBRGERIB 100~  HR: 0.34 (95% Cl: 0.21-0.54) _ Acalabrutinib
Cardiac events 64(24.1) 79(30.0) 23(86) 25(95) X %0 — lbrutinib R 20 — Ibrutinib

Atrial fibrillation** 25(9.4) 42 (16.0) 13(4.9) 10(3.8) % %

(-4 o
Ventricular - -
arrhythmias® g 3 ; 104) § 60 § L
Bleeding events* 101(38.0) 135(51.3) 10(3.8) 12(46) . &
> 404 >

Major bleeding events® 12(45) 14(53) 10(3.8) 12(4.6) s B
Hypertension* 25(94) 61(232) 11(41) 2(91) £ 204 g
Infections® 208(78.2) 214 (81.4) 82(30.8) 79(30.0) S 8

itic ¥ 0+ T T T T T T T T 0--------------------

e bl e 1765) 104 2 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 121518212427 3033 3639 42 45 48 51 54 57 60
SPMs excluding NMSC 24(9.0) 20(7.6) 16(6.0) 14(5.3)

Mo Mo

Byrd, et al. JCO 2021
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Responses over time

Kinome selectivity! r:::lr; a:t(el;ﬁ\)/ears (range) 69823(‘:53.28)8) Mutation status, n (%)
Highly selective for BTK Male. 1 (%) 177 68) BTK C481-m.utant 89(43) — n=252 n=187 n=153 n=119
ECOG PS%, n (%) BTK C481-wildtype 118 (57) Nww——
] 138 (53) PLCG2-mutant 33(16)
1 104 (40) = . ~ 80
2 19 (7) High Risk Molecular Features, n (%) =
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Stem cell transplant 6(2)
Allogeneic stem cell transplant 5(2) 0
Autologous stem cell transplant 1(<1)
Reason discontinued prior BTKi, n (%) All 26 29 212
TEEEEBCIRED ks Follow-up time since
L BRI SHZE) start of treatment (months)
- - - - - - - f Profil
PFS in BTKi pre-treated patients PFS in BTKi and BCL-2i pre-treated patients PFS by BTK C481 mutation status* in Sa ety ofile
(median prior lines of therapy: 3) (median prior lines of therapy: 5) patients with PD on a prior BTKi Treatment-emergent AEs, (215%), %
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= L 4
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a 60 5 60 cg” 60 t 8+4 AEs of special interest?
n=
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NEws B PIRTOBRUTINIB IN R/R PATIENTS WITH CLL PREVIOUSLY TREATED WITH BTKI

ed oltre...

Responses over time

Kinome selectivity! r:::lr; a:t(el;ﬁ\)/ears (range) 69823(‘:53.28)8) Mutation status, n (%)
Highly selective for BTK Male. 1 (%) 177 68) BTK C481-m.utant 89(43) — n=252 n=187 n=153 n=119
ECOG PS%, n (%) BTK C481-wildtype 118 (57) Nww——
138 (53) PLCG2-mutant 33(16)
1 104 (40) == 80
2 19(7) High Risk Molecular Features, n (%) 9
Median number of prior lines of systemic therapy 3(1-11) 17p deletion 51(28) g CR
(range) TP53 mutation 64 (37) g 60 PR
Prior ther;.‘;.‘{(' I':ﬂ(]?ﬁ?t - 261 (100) 17p deletion or TP53 mutation 77 (36) o PR-L
Anti-CD20 antibody 230(88) Both 17p deletion and TP53 mutation 38(27) &’ 40 sD
Chemotherapy 207 (79) -
BCL2 inhibitor 108 (41) ‘Caomutated T 3 NE
PI3K inhibitor 51(20) 11q deletion 45 (25) @ 50
CAR-T 15 (6) PD
Stem cell transplant 6(2)
Allogeneic stem cell transplant 5(2) 0
Autologous stem cell transplant 1(<1)
Reason discontinued prior BTKi, n (%) All 26 29 212
Progressive disease 196 (75) Follow-up time since
L BRI SHZE) start of treatment (months)
PFS in BTKi pre-treated patients PFS in BTKi and BCL-2i pre-treated patients PFS by BTK C481 mutation status* in Safety Profile
(median prior lines of therapy: 3) (median prior lines of therapy: 5) patients with PD on a prior BTKi

Treatment-emergent AEs, (215%), %

— Ad Event Grade 2 Grade 3 Grade 4 Any Grade

=~ 90 ‘C’ 90 X 9 Fatigue 23%
.é 80 % 80 8 80 Diarrhea 15% 4% <1% <1% 19%
%] by = 0 i 0/ 0/
o 70 n=261 2 79 n=108, 2 70 = Neutropenia® 1% 2% 8% 6% 18%
L ’ & n=74
260 mPFS: NE 2 & EeRwEe 2 Contusion 15% 2% : : 17%
S = £ AES of special interest?
g 90 g 50 o 50 n=84
o = Bruising® 20% 2% - - 22%
E 40 < 20 S 40 — ruising
o > = Rashd 9% 2% 1% - 1%
2 30 E 30 © 30 : . -
= - = 3 2 20 — BTK C481-mutated Arthralgia 8% 3% <1% - 1%
.g 2 c — BTK C481-wild type Hemorrhage® 5% 2% 1%9 - 8%
T 10 & 10 2 10 .
o © Hypertension 1% 4% 2% - 7%

0 0 & o Atrial fibrillation/flutter" : 1% A% <1% 2%

02 46 810121416182022242628 0 2 4 6 8 10 12 14 16 18 20 0246 8 9101112141618202224
Months from start of treatment Months from start of treatment Months from start of treatment

Mato et al., EHA 2022



TR N HEMATOLOGY VENETOCLAX+OBINUTUZUMAB IN TN PATIENTS WITH CLL
NEWS ey Sl (CLL14 TRIAL): 5-YEAR FU

P}eviously untreated CLE %
.. With coexisting conditions’ -4

netoclax x 12 cycles obinutuzumab x 6 cycles®

- Total CIRS:score >6 - randomization :

 or Crcl <70 mymin : hlorambucil x 12 cycles

PFS: 5-Year Analysis

1 100 reapieat i uiansnnnn, |
Veno e | oclb,
IGHV IGHV 1Vm0 IGHV IGHV
g, M-IGHV. 76.5% mutated | mutated | unmutated |unmutated
P HR (95% C1), 0.35 (0.26-0.46) 20 b L A {n=76) (0=83) | (n=121) | [(0=123]
e stratified p-value p<0.0001 = Timete ga s
g £ % e« bt | 60-month 765 297 558 125
K} g PFS, %
£ 60-month PFS, % 63 27 B HR
Z 60 3 {ss% 1) 0.41 (0.23-0.73) HR 0.25 (0.17-0.36)
@
£ Median PFS, months i 36.4 & Median
& (95% C1) (34.1-41.0) H PFs, NE 59.9 612 o~
.g 40 S 40 months (NE-NE)  (46.0-NE)  (57.0-NE)
2 23 . (95% CI)
g £ | e OCIb IGHV mutated (n=83) U-IGHV: 56%
3 £ eeees VenO IGHV mutated (n=76)
20 ——— 0Clb (n=216) 20 ——— OClb IGHV unmutated (n=123)
— VenQ (n=216) —— Ven0 IGHV unmutated (n=121)
st Censored +  Censored
[ [
Day1l 9 months. 18 months 27 months 36 months 45 months 54 months 63 months 72 months Dayl 9 months 18 months 27 months 36 months 45 months 54 months 63 months 72 months
Time
TP. i PFS by IGHV U t + del(17p)/TP53 mut
PFS TP53 Mutation Status y nmut = dei(1/p mut.
) VenO
100 100 1GHV IGHV
unmutated | unmutated
& TP53 no P53
TP53 WT- 65.8% mut/del mut/del VenO
_® _® S (n=16) (n=103) (n=216)
£ g U-IGHV- 59% Ty
3 Lnid 3 35.7 59.4 63
£ (os% 1) 0.36(0.14-0.88) HR 0.33 (0.24-0.45) g PES, %
3 60 | - 3 3 60 i
o “;’- edian & Median 50.9 64.8
o - o/ S, 29.0 208 NR 38.9 o PFS, months P 5 NR
s %... TP53 del/mut 40.6% = pon ey | s 29 |iaonm ol s s (211-61.4)  (59.8-NE)
S - /5% Cl)
8 L Sa S $ P : R - _ @0,
8| eeses 0OCIb with P53 mut/del (n=24) ) Ven0 IGVH unmut & no 17p/TP53 (n=103) TP53 del/mut+U-IGHV- 36%
a =+ VenO with TP53 mut/del (n=25) ) = ===ses VenQ IGVH unmut & with 17p/TP53 (n=16) Y
20 —— OClb without TP53 mut/del (n=184) o ety * i s 20 ——— OCIb IGVH unmut & no 17p/TP53 (n=104)
VenQwithowt TPS3mut/del (n=184) e OCIb IGVH unmut & with 17p/TP53 (n=19)
+  Censored e
L 0
Day1 9 months 18 months 27 months 36 months 45 months 54 months 63 months 72 months Day1 9 months 18 months 27 months 36 months 45 months 54 months 63 months 72 months

Al-Sawaf EHA 2022



PCHERATDL Tot THE CLL13-GAIA TRIAL IN TN PATIENTS WITH CLL

Sindromi linfoproliferative
ed oltre...

=229
L CIT: FCR <65 yrs (n=150); BR >65 yrs (n=79) x 6 cycles GIVe vs CIT: 92.2% versus 52.0%: p < 0.0001

Fit patients M 1
with CLL P
. Venetoclax 400 mg PO QD (ramp-up) x 12 cycles Qc 100 GVe vs CIT : 86.5% versus 52.0%: p < 0.0001
® i Rituximab 375 (500) mg/m? IV x 6 cycles 'é 90 . !
S 80
s 1:1:1:1 % 70 ' RVe vs CIT: 57.0% versus 5[2.0%. p=0.317
CIRSSG&norm?I crcl* b e e R G Ve 2 oo
. I;x;du/:;;.sm bin 1,000 mg IV x 6 cycles 8
el(17p), t 50
Stratification factors: Venetoclax 400 mg PO QD (ramp-up) x 12 cycles G | Ve % 40
= :_ge e n=231 Ibrutinib 420 mg PO QD x 12 cycles up to cycle 36 if no uMRD P 30 57
- Inet stage
+ Country Obinutuzumah 1,000 mg IV x 6 cycles g 20
o 10
Q
g o
* uMRD (<10-4) in PB at month 15 (VenQ « MRD in PB at month 15 (all other comparisons) * ORR SC'T RVe GVe GlVe
vs CIT) * MRD in BM at final restaging * CR/CRirate
* PFS(IVOvs CIT) * PFS (all other comparisons) « 0S = PB uMRD
PFS according to treatment arm Unmutated IGHV Mutated IGHV
1.0
—t— 1.0 == \_Tft“—': ——, 1.0 -"_‘“—\'—,\.—.:W ”“:”“ML”,
e W BamR = P 1
os 0.8 Y e e i 0.8 NS | Brsam
S o :
2 3 e S 3 l
g% 5 06 f M g 06
a a w, SN a
304 E 04 3yPFs "l | E 04 3y PFS
IVO vs SCIT: HR 0.32, 97.5% Cl 0.19-054, p<0.000001 3-yrPrs, % © SCIT 65.5% ~ { b SCIT 89.9%
927 VenO vs SCIT: HR 0.42, 97.5% Cl 0.26-0.68, p<0.0001 saiT 755 0.2 VenR 76.4% i 0.2 VenR 87.0%
VenR vs SCIT: HR 0.79, 97.5% Cl 0.53-1.18, p=0.183 VenO 82.9% VenO, 93.6%
IR ol — 0.8 i IVO  86.6% - IVO  96.0%
g 12 24 i VenO 87.7 0 12 24 36 48 60 0 12 24 36 48 60
Time to Event [PFS] (months) vo o0 Time to Event [PFS] (months) Time to Event [PFS] (months)
—— SUEAT — VenR — VenO — VO

Eichhorst B, et al. EHA2022



e W LSS GLOW TRIAL: 1L Ibrutinib+Venetoclax vs Chiorambucil+Obinutuzumab
ed oltre...

Stratified by IGHV status,
del(11q) presence
1

H Ibrutinib 420 mg PO QD x 3 cycles followed by

Ibrutinib +

1
1 S
Patients with previously untreated ¥ 3 Characteristic, % Ibr + Ven Cb+0 RR
CLL; aged 265 yr or <65 yr with / Venetoclaix 12 cycles Age, 265 yr 522 17.0 3.07
CIRS >6 or CrCl <70 mL/min; Hi=ed T : : :
ne di”t?”_igé)"g‘g;ggsg Chlorambucil 0.5 mg/kg on D1, 15 x 6 cycles + Al R 2Lz Ll et
e I(()I:'z 211) ) \ Obinutuzumab 1000 mg on D1-2, 8, 15 of cycle 1 and IGHV unmutated 58.2 14.8 3.93
D1 of cycles 2-6
(n = 105) delllq 60.0 ikl 5.40
*Ramp-up from 20 to 400 mg over 5 wks starting in cycle 4.
= : GLOW: PFS with Venl vs OCIb (N=211)3
[ SEY: :;MRfEI)I respp;l4s1e ' w‘:,? vent: ] [ (median follow-up: 34.1 month(s) ) J
(median follow-up: 34.1 months) 100 30-month
100 60 PFS estimate
m <105 = 80.5% Venl (n=106
A 80 2 ; 10 to <104 < 60 S e
2 = :
g 40 20 End of OCIb End of Venl 35:8% OCIb (n=105)
L 20 0 y 4 E
1.3 1.3 0 3 6 9 12 15 18 21 24 27 30 33 36
PB (N=106) BM (N=106) Months from date of randomization

Deep responses observed in both BM and PB in patients with ulGHV
Munir. ASH 2021



([ N HEMATOLOGY CAPTIVATE TRIAL: 1L ibrutinib plus venetoclax- FD cohort, 3-year FU

Sindromi linfoproliferative
ed oltre...

All Treated
Characteristic Patients
(n=159)

= Median age, yr (range) 60 (33-71)
; acebo
2 Con(f;rm(.ed uMR? biia ] High-risk features, n (%)
MRD [ A 8 Randomize 1:1 (double-bind) TR = Unmutated IGHV 89 (56)
N=164 tbrutini tbrutinib + E = del(17p)/TP53 mutation 27 (17)
el Yk oe x 3 UMRD Not Confirmed [ LTI = del(17p) 20 (13)
o Randomize 1:1 (open-label) [T s i L o te o = del(11q)* 28 (18)
= Complex karyotype™ 31 (19)
3 cycles 12 cycles =
N F$59 ibrutinib ibrutinib + PFS
lead-in venetoclax 100 4 AN treated
. patients
3 Months Posttreatment 12 Months Posttreatment e 90 +
100 - e
i 80 del(17p)/TP53 =
1007 > mutated Unmutat
- Treatment
80 - 43% = period MY
™ 57% 3 s
o
g %01 4
® 60+ S / " 50 +
) 4 ]
= 3 e c
2 & 40 6 401
a 401 40% @ del(l7p)/TP53  Unmutated  All Trested
& 304 mutated IGHV Patients
38% - n=27 n=89 N=159
20 = g 20
-_— i) a 0 :g-s":;mx - g -
B 6% I 5 q (58-91) (77-92) (82-92)
del(17p)/TP53 d L d IGHV All treated patients Y . (95“ CI)
=27 nze9 hzse uMRD* rates with Venl 0 —_———
: 0: 3 6. 9 12 15:18 N-24 X 30 3336
Response rates with Ven | m UMRD: <10~ i
m dMRD; =10

= Off MRD Follow-up®
W Missing Data Ghia. et al., ASCO 2021; Moreno et al., EHA 2022



HOT IN HEMATOLOGY 1L IBRUTINIB+ VENETOCLAX: INTERIM ANALYSIS OF THE PHASE Il NCRI FLAIR TRIAL

Sindromi linfoproliferq
NEWS eldoltre.l..I RO

iwCLL Response at 9 months

FLAIR randomized trial ibrutinib vs. ibrutinib+venetoclax R G maivo
I +V
. (n=138) (n=136)
= PtS <75 yrS or Wlth <20°/O 17p ORR 119 (86.2%) 120 (88.2%)
- Duration of therapy defined by MRD with treatment
. CR 11(8.0%)  81(59.6%)
- for up to 6 years, the earliest therapy could stop was 2 years
MRD assessed centrally by FC in PB and BM
Interim analysis in the first 274 pts e Tl
(I [n=138] and I+V [n=136]) reaching 2 yrs post-randomisation. . .
Primary endpoint: uMRD at 2 years
F Oral Fludarabine (24mg/m?/day x 5 days; C1-6) 100% —— ® MRD negative in blood -]
@Ora\ Cyclophosphamide (150mg/m?/days x 5 days; C1-6) 0% ® MRD negative in marrow N (%), = =
R intravenous Rituximab (375mg/m? C1; 500mg/m?; C2-6) 80% Exact 95% ClI Hin=1s8) dad gt o
Y ¥ v vy ¥ gmonthly pb MRD until positive x3 70% MRD Negative 0 89 (65.4%)
| | 60% in the marrow o ) 9 0
Patients with I I I I I I (0%, 2.64%] (56.81%, 73.38%]
CLL requiring Max. 6 years 0 p<0.0001 MRD Negative 0 97 (71.3%)
lwu(‘:meL cﬂzh [brutinib (420mg/day) // [ | ‘3“:: in the blood (0%, 2.64%) (62.95%, 78.75%]
(n=786) I+V given for 2 to 6 years 20%
Venetoclax (400mg/day) / / 10% 0% 0% * MRD assessed by 8-colour flow cytometry
[ Ibrutinib (420mg/day) // 0% ~ * MRD negative defined by IWCLL criteria of
' 1 (n=138) 1+V (n=136) <1 CLL cell in 10,000 leucocytes

In ibrutinib and ibrutinib+venetoclax arms: PB MRD every 6 months. If PB MRD negative repeat after 3 months and
then PB and BM at 6 months - if all MRD negative then first PB MRD negative result is time to MRD negativity.

Duration of therapy - double time to MRD negativity (minimum 2 years; maximum 6 years) .
B o [ Hillmen et al., EHA 2022
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CLL: HOT NEWS- SUMMARY

Long term responses with BTKi

Second-generation and investigational BTKis offer
higher selectivity with the improved safety profile and
outcomes

Pirtobrutinib improved outcomes and efficacy in
patients with BTKi-resistant CLL

Venetoclax and BTKi combinations produce deep
responses further improves PFS outcomes




HUT IN HEMATULOGY Roma, 17 Giugno 2022

NEWS Sindromi linfoproliferative

ed oltre... Starhotels Metropole

Grazie



