HOT  BURLEGHURIL

Sindromi

NEWS linfoproliferative
ed oltre...

Leucemia linfatica cronica

Francesca R Mauro
Dipartimento di Medicina Traslazionale e di Precisione
Universita Sapienza, Roma

BARI 7 luglio 2022

Villa Romanazzi Carducci



[ N HEMATOLOGY Bari, 7 Luglio 2022

NEWS Sindromi linfoproliferative

Villa Romanazzi Carducci
ed oltre...

Disclosures of FR MAURO
Research Employee Consultant Stockholder  Speakers Advisory Other
support bureau board
Janssen X X
AstraZeneca X X
Abbvie X X X
Beigene X

Takeda X X X



[ N HEMATOLOGY Bari, 7 Luglio 2022

NEWS Sindromi linfoproliferative

ed oltre... Villa Romanazzi Carducci

HOT NEWS

Ibrutinib Resonate-2
ECOG E1912

Acalabrutinib ASCEND
ELEVATE TN
ELEVATE R/R

Chronic

Lymphocytic Zanubrutinib SEQUOIA coohort 1- arm B

Leukemia iEglll{l(élA coohort 2- arm C

Pirtobrutinib BRUIN trial
Venetoclax-obinuruzumab CLL14

Venetoclax-ibrutinib CAPTIVATE
GLOW

CLL13 ( Gaia)
FLAIR



0 R e RESONATE-2: 8-YEAR FOLLOW-UP OF FRONTLINE IBRUTINIB

Phase 3
(PCYC-115)

1L CLL/SLL
(N=269) Chlorambucil

100 — Ibrutinib 7 year-PFS:
90 ~— Chlorambucil
80 N Ibrutinib: 59%
70 Ibrutinib Chlorambucil: 9%
X 60 -
&5 50 dhereesrnssens i
X o Median PFS, mo 15.0 NE
HR (95% CI) 0.154 (0.108-0.220)
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10 - Chlorambucil :
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Time, mo Barr et al. Blood Adv. 2022
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Phase 3, randomized, open-
label trial

Treatment-naive CLL
(N=529)

<70 years of age
ECOG PS 0-2

CrCl >40 mL/min
FCR eligible

No del(17p) by FISH

Median Follow-Up of 5.8 years

PFS

HR = 0.37 (95% Cl, 0.27-0.51)
1 P <.0001
5-year rates: 78%./51%

1— FCR (74 events/175 cases)
— IR (84 events/354 cases)

1 2 3 4 5 6 7
Time, y
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ECOG E1912 TRIAL- IR VS. FCR: >5 YR-FU

Fludarabine +
cyclophosphamide +

NomN—-Z20oz>»®

HR = 0.47 (95% Cl, 0.25-0.89)

J 5-year rates: 95%, 89%

——FCR (18 events/175 cases)
— IR (21 events/354 cases)

Ibrutinib + rituximab Ibrutinib maintenance
until PD

IGHV Mutated

- HR =027, (95% Cl.0.11 - 0.62)
P = 0.001

S-year : B3%, 68%
5-yer?:1'r.rates: 83%, 68%

= = FCR (15 events/ 44 cases)
—— IR (14 evenls’ 70 cases)

e . T T T T T T T T
6 7 0 1 2 3 4 5 6 7

Years

Pétiéﬁté on the IR arm also had superior PFé in both /GHV unmutated (HR =0.27, P<.001) and /GHV mutated subgroups

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

0.4 — Otherevent
Transformation
CLL progression

0.3 -
Other event: 25.0%

0.2 1

PD: 19.1%

Cumulative Incidence of
Discontinuation of Ibrutinib Therapy

0.17
1C,,/EC,, (nM)
Kinase Ibrutinib Acalabrutinib Zanubrutinib
0.0 BTK 15 5.1 0.5
T T I I I | | TEC 10 126 44
0 1 2 3 4 5 6 ITK 4.9 >1000 50
Yr BMX 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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Investigator-Assessed PFS

100 : 100 :
Adults with R/R CLL per IWCLL; : :
21 prior systemic therapy for CLL; Acalabrutinib' 100 mg PO BID T 80 e | S Median PFS:NR !
for BOL2 nibitor o Bcel recept : 3 ; i 3
no prior BCL2 inhibitor or B-cell receptor (n=155) (ossover 8 ! . ]
" ¥ ! et |
inhibitor therapy*; permited E o 3 E ©
no CNS lymphoma o leukemia or - o k) :
ke Idelalisib* 150 mg PO BID + Rituximab* dR; n= 119) ofr 8 e 62% ' $  |mcamm
significant CV disease; confimed D ‘% e, 5 L | HR(85% CI): 030 022, 0.42) Median PFS: 16.2 mo
E0GPS<2 a § 40 ! & o Peoomn
N BendamustineS 70 me/m? 1V + Rituximabl (BR; n = 36) 2 PORAEEE, L ' 2 iy AU
(N=310) R 9 (85% CI: 0.28(0.20, 0.38) 1 19% o (95% Cl): 0.24 (0.16, 0.38)
(Investigator's Choice) % P<0.0001¢ e, 1y 8- | 8000078
& 20 SRR £ 20
e —Acala
—Acala L e —IdR
Median PFS: 16. ! Median PFS: 18.6 mo /
" ----1dR/BR edian PFS 68moI . —BR 5ol ¥
T T T T T T T T T T T T T T ; T T T T T T T T T T T T T T T T T T i T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
P : : Months Months
Investigator-Assessed PFS in Patient Subgroups o o
(Acala vs IdR/BR)
Investigator-Assessed PFS by del(17p) Investigator-Assessed PFS by IGHV
Number of Events/Subjects Hazard Ratio ; ;
‘Subgroup Analysis Acala IdR/BR (95% CI) 1 00 & 1 OO
Overall 62/155 119/155 e 0.28 0.20, 0.38) Medlan PFS NR (bOth) : """" :
Afsg'::s 21/58 46/57 — 0.23 (0.14, 0.39) P | N ©1-r, /i, S it I
265 years 41/97 73m8 — 0.33 0.23, 0.49) ? | = :__ ------------- " |
s-':-. 45/108 80/100 —o— 0.30 (0.20, 0.43) s 80 - ! E 80 T3 e |
Female 17/47 39555 — 026 0.15,047) = | W% tecsese | = 168%
E%o?mmammm 57137 108/135 0.30 0.2, 0.42) -g S |asper TERE 0 T immaTTae {.4.4.4.,. +
2 518 1620 —.L 022 0.08, 0.61) g %gﬂlﬁm g ﬂlﬁlﬁlmn -----------
A = :
S o a7190 6750 = 032022, 0.49) @ 6071 HRe @5% CI): 0.13 @ 607, 5e 0506 029 (020, 0.41) Wos oty
Stage lli-V 25/65 52/64 — 024 0.15,039) 3 (0.0, 0.29) 3 P0.0001 2
Bulky disease P<0.0001* b )
<5em 3079 56/80 —— 0.34 0.22,0.53) ™ W .
“‘k:;:: . 32/76 63/75 — 0.22 0.14, 0.35) é é wmiGhv 0 e e
S ~ 40 wlo del(170) 40
x e o P 030017 092 '% Acala:ldR/BR % fc‘i:a;:;/gﬁ 0.34(0.13,0.93)
Presence of del(17p) HR¢ (895% Cl): 0.32 (0.23, 0.45) g P=0.0270° y
Yes 12/28 22126 _— 0.130.06,0.29) g P<0.0001* e 4 B
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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)

1007 o) S 39 58
0l we] = I
Phase 3 =i 6 7 =
1L CLL 11 A monotherapy L
< e o ORR*: 96.1%
( N=535 ) 2 e i ORR*: 89.9%
t 50 L (95% CI: 92.1, SR 69.5 ca
3w B8.1; P00 $05:Po0io) (95% 01 706,
304
20+
101
o

A+0 (n=179) A (n=179) 0+Clb (n=177)
ECR® PR® SD =PD = Missing

Investigator-assessed PFS Investigator-assessed PFS: del(17p)/ mutTP53

JUTTIN T IR,

- 4 i = 1004
i Tt =+ ; Y g
- % K] \
AOVs 04CB \
g w0 m;umaunm.me) 2 80 —— | Median PFSONR
B Pen.001* £ L 1 0 et $
5 Aw0uD 5 60 %}
60 HR* (95% O 021 0.15,0.30) 8 7 a0vsocn '
8 MO HR»(35% CIf 0.19 .08, 045) :
& MOwA [ Fomot !
£ 407 wesworost p,08) s 01 i eswcraz o om E
] P05 g Fe0 ot ’ME .
: Median PF$#17.5mo
g 20 = A+0 1 20 A+0 — +
H — Median P¥ $»27.8 mo E A :
; 0{——O+0b : o —— 0+0b
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0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51 54 57 60 63 66 69 72 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Nimbhar at rick mmhs mm
A+O A 0+Cib
=178 (n=179) (n=169)
Any Grade Grade 23 Any Grade Grade 23 Any Grade Grade 23
Adverse events Cardiac events 43@42) 17 ©6) 39 @218) 18(10.1) 1300 3018
== - Atrial fibrillation 11(62) 2(11) 13(7.3) 2(1.1) 1(06) 0
Of c"nlcal |ntereSt Bleeding 88(49.4) 8(4.5) 78 438) 6B3.9 20(11.8) 0
Major bleeding® 12(6.7) 8(45) 8 45) 6B.9 2(1.2) 0
Hypertension 17(98) 8(45) 16(8.9) 769 6(36) 5@0)
Infectons 140(78.7) 50(28.1) 135(75.9 35(198) 75(44.9) 14@8.3)
SPMs 31(17.4) 14(79) 27 (15.) 789 7(41) 3(18)
SPMs exduding non-melanoma
skin

Sharman et al., ASCO 2022
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Adults with previously treated
CLL requiring therapy (iwCLL
2008 criteria)

Presence of del(17p) or del(11q)
ECOGPS<2

Ibrutinib
(n=268)

Acalabrutinib

(n=265)

AEs of special interest

Any grade Grade 23
Acalabrutinib

(n=266)

Ibrutinib
(n=263)

Acalabrutinib
(n=266)

Events, n (%)

Ibrutinib
(n=263)

Cardiac events 64 (24.1) 79 (30.0) 23(8.6) 25(9.5)
Atrial fibrillation®* 25(9.4) 42 (16.0) 13(4.9) 10(3.8)
o s o 104
Bleeding events* 101 (38.0) 135(51.3) 10(3.8) 12 (4.6)
Major bleeding events* 12 (4.5) 14 (5.3) 10(3.8) 12 (4.6)
Hypertension®* 25(9.4) 61(23.2) 11(4.1) 24(9.1)
Infections® 208 (78.2) 214 (81.4) 82(30.8) 79 (30.0)
ILD/pneumonitis* 7(2.6) 17(6.5) 1(0.4) 2(08)
SPMs excluding NMSC 24(9.0) 20(7.6) 16(6.0) 14(53)

Cumulative Event Rate (%)

PFS

100
80 - med PFS, 38.4 mo
Until PD or med PFS, 38.4 mo.
' > 604
unacceptable AE -3
(%]
L.
o 40 H
| Events, No. (%) Median (95% CI) HR (95% CI)
Acalabrutinib ~ 143(534)  384(330t0386)  1.00(0.79t0 1.27)
e Ibrutiniib 136(51.3)  38.4(33.0t0416)
I | I I | | I 1 I | | I | | I I I I |
0 3 6 9 12 16 18 21 24 27 30 33 36 39 42 46 48 51 b4 b7
Time (months)
Median follow-up: 41 months
Atrial Fibrillation Hypertension
1004 HR:0.52 (95% Cl: 0.32-0.86) — Acalabrutinib 1004  HR:0.34 (95% Cl: 0.21-0.54) — Acalabrutinib

— Ibrutinib

80+

60 4

Cumulative Event Rate (%)

— lbrutinib

80+

60

0 3 6 9 121518212427 30333639424548515457
Mo

0 3 6 91215182124273033363942454851545760
Mo

Byrd, et al. JCO 2021
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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

SEQUOIA TRIAL

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

open-label

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

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

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

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/m? C1, then 500
mg/m2 C2-C6)

X 6 cycles

|Arm C: Zanubrutinib I

Arm D: Zanubrutinib + Venetoclax
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: 1 m o PFS
StUdy DeSIQn Arm A: Zanubrutinib 90 -
Cohort 1 - 160 mg pid until PD, intolerable 80 A
without del(17p) by open-labe toxicity, or end of study 70 -
central FISH H .
Key Eligibility Criteria planned n ~450 Median follow-up: 2 60 1
 Untreated CLLISLL — Arm B: 26.2 months & 50 -
« Met iwCLL criteria for Stratification Factors Bendamustine (90 mg/m2 D1 & D2) w
treatment Ago, Binet stage, + Rituximab (375 mg/m? C1, then 500 o 40 4 )
+ 265y of age OR IGHYV status, geographic region mgim? C2-C6) 30 — Zanubrutinib
unsuitable for treatment X 6 cycles - BR
with FCRa . 20 { + Censored 24-mo PFS favored
+ Anticoagulation and Cohort 2 10 zanu bl'UtlnIb 860/ 7 0,
b | o : 86% vs 70%
(a:[m?;ﬁ inhibitors with del(17p) b Arm C: Zanubrutinib 0 HR =0.42
planned n ~100 T T T T T T T T T T T T T J
0 3 6 9 12 15 18 21 24 27 3 33 38 39 42
ClinicalTrials.gov: Cohort 3! Time. mo
NCT03336333 with del(17p) p—)  Arm D: Zanubrutinib + Venetoclax
planned n ~80
Common Adverse Events 5 10 PFS by IGHV
(212% of Patients in Any Arm) = 90 — m r—
©
Arm A ) Arm B I 'g 80 1 M-Zan
Zanubrutinib Bendamustine + Rituximab & 70 -
(n=240%) (n=227%) g Y M-BR
AE, n (%) Any Grade Grade 23 Any Grade Grade 23 S 604 Y—y
Contusion 46 (19.2) 0(0.0) 8 (3.5) 0(0.0) @ 5ol — Zanubrutinib, unmutated IGHV Y
Upper respiratory tract infection 41(17.1) 2(0.8) 27 (11.9) 2(0.9) 2 ~— BR, uflmutated IGHV i
Neutropenia® 37 (15.4) 27 (11.3) 129 (56.8) 116 (51.1) oy 40§]__Hazard ratio: 0.24 (95% Cl, 0.13-0.43); P<0.001 bt U-BR
Diarrhea 33(13.8) 0(0.0) 30 (13.2) 4(1.8) R | erree—————
Arthralgia 32(13.3) 2(0.8) 20 (8.8) 1(0.4) ? o
Fatigue 28 (11.0) 3(1.8) 36 (15.9) 2(0.9) g 207 Hazard ratio: 0.67 (95% Cl, 0.36-1.22); P=0.186
Rash 26 (10.8) 0(0.0) 44 (19.4) 6 (2.6) 2 10- : L
Constipation 24 (10.0) 1(0.4) 43 (18.9) 0(0.0) a § + Censored
Nausea 24 (10.0) 0(0.0) 74 (32.6) 3(1.3) T T T T y T T T T y T
Pyrexia 17 (7.1) 0(0.0) 60 (26.4) 8(3.5) 0 3 6 9 12 15 18 2 24 2 30 33
Vomiting 17 (7.1) 0(0.0) 33 (14.5) 3(1.3) L Months
Anemia 11 (4.6) 1(0.4) 43 (18.9) 4(1.8) =
Thrombocytopenia 9(3.8) 4(1.7) 31(13.7) 16 (7.0)
Infusion-related reaction® 1(0.4) 0 (0.0) 43 (18.9) 6 (2.6) Z

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

2 o spe 5 WILthOu e p

Key Eligibilit z

ycmgria . n ~ 450 S Arm B: bendamustine + rituximab

« TN CLL/SLL
* Met iwCLL criteria .
for treatment Cohort 2 Arm C: zanubrutinib

» 265y of age OR with del(17p) 160 mg bid until PD, intolerable
unsuitable for n~ 100 toxicity, or end of study
treatment with FCR

* Anticoagulation and

Requirement for Arm C:

Gel(17p) by FISH with 110 TN patients with del(17p) CLL or SLL

> 7% aberrant nuclei
present?

Opened After
;E:,:iﬁ; inhibitors Cohort 3 A;;,’;;I gf
—+ with del(17p) — Arm D: zanubrutinib + venetoclax
ClinicalTrials.gov: n~50 Recruiting
NCT03336333 ~
- —v—|_‘|_‘
| 90 .
° o - -
100% - Qo 80+
o
‘_§ 704
80% - S 601
a  50-
£ 60% 1 ORR, 94.5% g 407
] > (95% CI & 304 Median follow-up: 30.5mo
s 88.4-98.0) § 50 24-moPFS: 88.9% (95% Cl, 81.3-93.6)
£ 40% 1 @ 404 + Censored
g 95% Cl
g’ 0 T T T T T T T T T T T T T
20% o o 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
No. of patients at risk
0% - Zanubrutinib 110 109 104 103 102 98 96 96 86 74 37 19 2 0
Investigator Assessment

(n = 109)

CR ®mCRi nPR ®WPR ®WPR-L ®mSD | =mPD
55% 09% 09% 862% 09% | 46% | 0.9%

Tam et al., ASH 2021; abstract 396
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Cohort 1 Arm A: Zanubrutinib .
without del(17p) M[ Arm D Treatment Regimen and Response Assessment Schedule e
ni=450 Ryt Arm B: Bendamustine + rituximab d':p?: L’g‘,’,‘;‘,f;;‘;‘f,’,,‘;‘;’,‘,"’
e Cohort 2 NST— c1 c4 c7 c10 Cc13 Cc16 C19 C2  C25  C28+
Patients with with del(17p) | | | | | | | | | |
TN CLL/SLL n~100 Arm D Key Endpoints: Zanubrutinib 160 mg twice daily for 227 cycles

- Safety, ORR, PFS, DOR,

Cohort 3 - uMRD 1 1t |_4oo mg once daily for 12-24 cycles
with A
del(17p)/TP53mut Zanubrutn:ub b Arm D Exploratory Baseline & end of C3: Discontinue venetoclax for confirmed uMRD
n ~80 venetoclax Endpoints: TLS risk assessment (PB and BM)
- 0S8, PROs, time to MRD

ClinicalTrials.gov: after EOT
NCT03336333

Median Follow-Up: 12.0 Months

Disease characteristics
del(17p) by central lab FISH, n (%)

49 TN patients with del(17p) CLL or SLL

-
o
o

Positive 46 (93.9) o I Progression-Free Survival
Negative (eligible by local lab TP53 mutation) 3(6.1) o - 100 e,
del(17p) percent of abnormal nuclei, median TS 70 | % 90+ |
° 80+
del(13q), n (%) 25(51.0) > 60 ORR: 97.2% @ > 70
- 9 —
del(11g). n (%) 120) g - (95% Cl, 85.5-99.9) § % i
Trisomy 12, n (%) 11224 8 :2 "g‘ § ig'
Retrospective TP53 mutation, n/N (%) 34/37 (91.9) 5 g a 30+
IGHV mutational status, n (%) 10 | & 201 . Censored
Unmutated 43 (87.8) Jd 28% S 104 - es%c
Mutated 6 (12.2) 0 o b
= = Investigator Assessment o 0 T T T T T T y
Complex karyotype,® n/N (%) (n=36) 0 3 6 9 12 15 18 21
Non-complex (0-2 abnormalities) 4/24 (16.7) i Months
Complex (3 or more abnormalities) 20/24 (83.3) SD =PR-L mPR mCR/CRi
Complex (5 or more abnormalities) 17/24 (70.8)

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

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)

Ongoing randomized, multicenter phase Ill trial

Ibrutinib 420 mg PO QD

Until PD or
——unacceptable
AE

Zanubrutinib 160 mg PO BID

100"—-*_‘—-1 S
90 - ' °
2
— 80+
S
g 70 4
g i . ZANUBRITINIB 12 mo PFS, 94.9%
= 50+
p 0,
é 404 - IBRUTINIB 12 mo PFS, 84.0%
g 30-
g 20+
o
109 p=0.0007
0 1 T T 1 T I
0 3 6 9 12 15 18

Response

|| Zzanubrutinib (n=207), n (%) Ibrutinib (n=208), n (%
. - 162 (78.3) | 130 (62.5)
Primary endpokt: 95% CI: 7.0, 83.7 [ 95% CI: 5.5, 69.1

BREIEREE) 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®
trial fibrillation and flutter

key 22 endpoint S
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 2.5

¥ 40

o —— lbrutinib 10.1

2

e 2-sided P = .0014 vs prespecified a = 0.0099

g 30 4

b

2 20

&

=

£

o 10 4 ’_rr._’_/_/—r'_'l_‘

0 3 6 9 12 15 18 21 24 27

Mo From Randomization

Hillmen et al. EHA 2021
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Responses over time

Kinome selectivity' :‘::1';'; a:ef”s ) 698233‘38) Mutation status, n (%)
Highly selective for BTK R n,(%g ) 177((6g) BTK 0481-m.utant 89 (43) n=252 n=187 n=153 n=119
ECOG PS?, n (%) BTK C481-wildtype 118 (57)
0 138 (53) PLCG2-mutant 33(16)
1 104 (40) =
2 19(7) High Risk Molecular Features, n (%) 9
Median number of prior lines of systemic therapy 3(1-11) 17p deletion 51(28) E CR
(range) TP53 mutation 64(37) g PR
Prior therapy, n (%)
BTK inhibitor 261 (100) 17p deletion or TP53 mutation 77 (36) § PR-L
Anti-CD20 antibody 230 (88) Both 17p deletion and TP53 mutation 38 (27) 4 sD
Chemotherapy 207 (79) -
BCL2 inhibitor 108 (41) Cildnutated LSEIED 3 NE
PI3K inhibitor 51(20) 11q deletion 45 (25) 0
CAR-T 15 (6) PD
Stem cell transplant 6(2)
Allogeneic stem cell transplant 5(2)
Autologous stem cell transplant 1(<1)
Reason discontinued prior BTKi, n (%) Ml 26 29 212
Progressive disease 196 (75) Follow-up time since
LB o E 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%), %

~ 90 ‘C’ 90 X 90 Fatigue 23%
c ~
.g 80 % 80 S 80 Diarrhea 15% 4% <1% <1% 19%
17} a = . 5
> 70 n=261, 2 70 n=108, 2 70 = Neutropenia® 1% 2% 8% 6% 18%
S mPFS: NE g mPFS: 18 months & e Contusion 15% 2% : : 17%
g 60 S 60 S 60 B —
g 50 g 50 EE 50 n=84 AEs of special interest
S R 0, - - 9
“: 20 ..5 40 S 40 —t— Bmls:ng 20% 2% 22%
= Rash! 9% 2% 1% - 1%
2 30 £ 30 @ 30 Aas . <1 ;
= put — < 5
£ 20 50 £ 5 BTK C481-mutated e 8% 3% % %
2 = c — BTK C481-wild type Hemorrhage® 5% 2% 1%9 - 8%
T 10 & 10 2 10 .
o © Hypertension 1% 4% 2% - 7%
o
0 0 0 Atrial fibrillation/flutter" - 1% <1% <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
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P}eviously untreated CLE.
.. with coexisting conditions’

Total CIRS%score =6
- or CrCl <70 mL/min

PFS: 5-Year Analysis

randomization -

VENETOCLAX+OBINUTUZUMAB IN TN PATIENTS WITH CLL
( CLL14 TRIAL): 5-YEAR FOLLOW-UP

o T el

100+ T S
Veno ok, odb,
IGHV
----------m-----:w.”:. M'IGHV. 76-5%

HR (95% C1), 0.35 (0.26-0.46) 80 & (n=83) | (n-121) | [o=123)

stratified p-value <0.0001 = e tee
il j T— Ll 765
= PFS, %

60-month PFS, % 63 27 H - R
3 {os% 1) 0.41 (0.23-0.73) HR 0.25 (0.17-0.36)
@

Median PFS, months NR 36.4 = Median

(95% C1) (34.1-41.0) B PFs, NE 599 a2 s
S 40 months (NE-NE)  (46.0-NE) (57.0-NE)
2 (95% C1)
- 0OCIb IGHV mutated (n=83) U-IGHV: 56%
2 + Ven0 IGHV mutated (n=76)

—— 0Clb (n=216) 20+ —— OClbIGHV unmutated (n=123)
VenQ (n=216) VenQ IGHV unmutated (n=121)
+ Censored + Censored
[
Day1l 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
Time

PFS TP53 Mutation Status

TP53 WT- 65.8%

60-month

VenO
P53
mut/del
(n=25)

VenO
IGHV
unmutated
& TP53
mut/del

VenO
IGHV
unmutated
no TP53
mut/del

mut/del
(n=184)

VenO

0.6 156 65.8 9.0 80 (n=16) (n=103) (n=216)
PFS, % %
5 g U-IGHV- 59% R
N o W HR ———— R 3 357 59.4 63
s A (s%a) 2 £ PFS, %
60 "
o edian 2 Median 50.9 64.8
. o/ S, 23.0 208 NR 38.9 o PFS, months % 2 NR
“... TP53 del/mut 40.6% (250NE | (152909 | (e5.60E) | BA7a20) £ by (21.1-61.4)  (59.8-NE)
5% ) H
2 w0
...... QCih with P53 mut/del (n=24) gn VenQ IGVH unmut & no 17p/TP53 (n=103)
- VenO with TP53 mut/del (n=25) Lo B VenQ IGVH unmut & with 17p/TPS3 (n=16) M
—— OClb without TP53 mut/del (n=184) ~ "'tF ey 20 ——— OClb IGVH unmut & no 17p/TP53 (n=104)
bt et o I a5 I R TER Pive o
—— VenQuwithout TP53 mut/del (n=184) ~ CUUTUTEEEEEREEEEEEEE e OCIb IGVH unmut & with 17p/TP53 (n=19)
& emsored + Censored
0
Dayl 9 months 18 months 27 months 36 months 45 months 54 months 63 months 72 months

9 months 18 months 27 months. 36 months 45 months 54 months. 63 months. 72 months

Al-Sawaf EHA 2022
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Fit patients
with CLL
N=926

Select inclusion
criteria:
CIRS <6 & normal CrCI*
Excludes:
del(17p)/TP53m

1:1:1:1
randomization

Stratification factors:
- Age

+ Binet stage

« Country

Co-Primary Endpoints

* uMRD (<10-4) in PB at month 15 (VenO
vs CIT)
* PFS(IVOvs CIT)

1.0

PFS according to treatmen

0.8 3-yr PFS, %

0.6 ffvenr 80.8
VenO 87.7
0.4 Rivo 90.5
IVO vs SCIT: HR 0.32, 97.5% CI 0,19-054, p<0.000001
0271 VenO vs SCIT: HR 0.42, 97.5% Cl 0.26-0.68, p<0.0001
VenR vs SCIT: HR 0.79, 97.5% Cl 0.53-1.18, p=0.183
0.0

0 12 24 36
Time to Event [PFS] (months)

n=229

CIT: FCR <65 yrs (n=150); BR >65 yrs (n=79) x 6 cycles

Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
Rituximab 375 (500} mg/m? IV x 6 cycles

n=237

Venetoclax 400 mg PO QD (ramp-up) x 12 cycles
Obinutuzumab 1,000 mg IV x 6 cycles

Venetoclax 400 mg PO QD (ramp-up) x 12 cycles

Ibrutinib 420 mg PO QD x 12 cycles up to cycle 36 if no uMRD
Obinutuzumahb 1,000 mg IV x 6 cycles

Key Secondary Endpoints

n=229

n=231

* MRD in PB at month 15 (all other comparisons) * ORR
* MRD in BM at final restaging * CR/CRirate
* PFS (all other comparisons) « 0S

Unmutated IGHV

1.0 f=e==n,
i —— A
R & \——ooo\

tarm

proportion of ITT population in %

100

90
80
70
60
50
40
30
20
10

k&

60

\L‘ e,
o U Ml ]
= “‘\.“H b | voe
2 06 .\;.‘ i
- v -
+ g .‘-\‘ " |
E 04 3yPFs e |
e SCIT  65.5% ™~
0.2 VenR 76.4%
VenO 82.9%
0.0 IVO 86.6%
a8 20 0 12 24 36 48
Time to Event [PFS] (months)
= SEIT — VenR — VenO — VO

THE CLL13-GAIA TRIAL IN TN PATIENTS WITH CLL

GlIVe vs CIT: 92.2% versus 52.0%: p < 0.0001

GVe vs CIT : 86.5% versus 52.0%: p < 0.0001

r

Cum Survival

1
RVe vs CIT: 57.0% versus 52.0%: p = 0.317
H
sar RV GVe

1.0 -‘*——‘1\_\.._\.__,_‘_*____
e

0.8

0.6

0.4

0.2

0.0

7
e GlVe
= PB uMRD

Mutated IGHV

Lo
st oo, e

A
-————y

3y PFS
SCIT
VenR
VenoO
\"[e}

89.9%
87.0%
93.6%
96.0%

12 24 36 48 60
Time to Event [PFS] (months)

Eichhorst B, et al. EHA2022



10 Pt b GLOW TRIAL: 1L lbrutinib+Venetoclax vs Chiorambucil+Obinutuzumab
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Stratified by IGHV status,

del(11q) presence
1
: Ibrutinib 420 mg PO QD x 3 cycles followed by
Patients with previously untreated i Ierti:ib 3 Characteristic, % Ibr + Ven Cb+0 RR
CLL; aged 265 yr or <65 yr with / Venetoclix 12 cycles Age, 265 yr 52 17.0 3.07
CIRS >6 or CrCl <70 mL/min; (WSaoe! o : ; :
ne de:(t?p)-()Er(:lé)ng\ggoT_lfs’ Chlorambucil 0.5 mg/kg on D1, 15 x 6 cycles + e ihe 151 337
s K()r:': 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 60.0 111 5.40
*Ramp-up from 20 to 400 mg over 5 wks starting in cycle 4.
[ GLOW: uMRD responset with Venl|? ] GLOW: PFS with Venl vs OCIb (N=211)°
(median follow-up: 34.1 months) (median follow-up: 34.1 months)
100 - 100 30-month
PFS estimate
30 - m<1 Oj 80
~ >105 to <104 ) 80.5% Venl (n=106)
L o0 547% 51.9% 3\; 60 -
2]
o~ L
§ a |
5 . 20| End of OCIb End of Venl 35:8% " OClb (n=105)
i =) : D =2 ‘6 9 12 t5 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 unm-IGHV

Munir. ASH 2021



HoT WA LSS S CAPTIVATE TRIAL-: 1L ibrutinib plus venetoclax- FD cohort, 3-year follow-up
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All treated patients

Characteristic (n = 159), n (%)
with 2 cohorts: MRD and FD g Age
° 5 Confirmed uMRD Median, y (mnge) &0 (33.71)
MRD .3 cycles .12 cyc!es :g § Randomize 1:1 (double-blind) m Bulky disease (cm)
N=164 ibrutinib | ibrutinib + w g o 48 (30)
= A Qo =
lead-in venetoclax g S uMRD Not Confirmed m =10 5 (3)
el Randomize 1:1 (open-label) = .
= Del(17p) or mutated TPS3
3 cycles 12 cycles
Nf$59 ibrutinib | ibrutinib + e A
o lead-in venetoclax primary endpoint: CR rate IGHV gene mutation status
Unmutated 89 (56)
Complex karyotypet
Yes 19
CR/Cri=55% =]
CR/Cri=56% CR/Cri=56% ri=
° ° ° 90 4 Best uMRD rates were
80 4
70 4
2
2 60
&
» 50
=)
S 40
=
30 4
20 4
10 4
o o .
Patients without del(17p) Patients with All treated patients Peripheral blood Bone marrow
n=136 del(17pV/mutated TP53 N =159 B Patients without del(17p) B Patients with del(17pV/mutated TP53 B Al treated patients
n=27 n=136 n=27 n =159

iWCLL response rates
Tam et al. Blood 2022
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median time 27.9 months Forest plots of investigator-assessed CR rates across patient subgroups
100 it —t Patients without del{1 7p) > sk ek
- - - All treated patients 159 55 (48-63)
Age
90 - All treated patients <65 years 1 114 57 (48-66)
265 years —_— 45 51 (37-66)
Sex
80 - Male — 106 51 (41-61)
Female — 53 64 (51-77)
Race
White —.— 147 54 (46-63)
70 1 . Non-White = 12 67 (40-93)
Treatment period Rai stage
e <+ > ol 113 58 (48-67)
nav 44 52 (38-67)
== ECOG PS
i 0 110 56 (47-66)
< 50 4 1t02 49 53 (39-67)
o- Bulky disease
<5cm —.— 111 66 (57-75)
40 - >5cm ——— 48 31 (18-44)
del(17p)
Yes - 20 50 (28-72)
30 ~ No 136 56 (48-64)
del(17p)/mutated TP53
= - Yes 27 56 (37-74)
20 - No 129 55 (47-64)
FISH cytogenetics category’
del(17p) 20 50 (28-72)
10 4 | 24-month PFS rate, % del(11q) —l o— 28 61 (43-79)
(95% Cl) Other 11 55 (46-64)
IGHV
o LJ LJ L L] L} L) L) I L} Mumed S5 47 (35-59)
O 3 6 9 1 2 1 S 18 21 24 27 Unmutated 89 62 (52-72)
20 40 60 80 100
Months CRrate, %*

unmutated IGHV:24-month PFS: 93%

Tam et al. Blood 2022



HE{MS LNj'En'ﬂ,ATP'F;OﬁY 1L IBRUTINIB+ VENETOCLAX: INTERIM ANALYSIS OF THE PHASE Ill NCRI FLAIR TRIAL
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iwCLL Response at 9 months

FLAIR randomized trial ibrutinib vs. ibrutinib+venetoclax. GCh 878 RSP0
I 1+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 for up to 6 years. R 11(80%)  81(59.6%)
- The earliest therapy could stop was 2 years post-randomisation - -
MRD by FC in PB and BM
Interim analysis in first 274 pts reaching 2 yrs post-randomisation. i i)
(I [n=138] and I+V [n=136]) . ]
Primary endpoint: uMRD at 2 years
F Oral Fludarabine (24mg/m?/day x 5 days; C1-6) —
@Oral Cyclophosphamide (150mg/m?/days x 5 days; C1-6) .:RD nega‘fve — N (%)
R intravenous Rituximab (375mg/m? C1; 500mg/m?; C2-6) i g5 . 1 (n=138) 1+V (n=136)
LETERD 6 monthly pb MRD until positive x3 e C!
I I I I II | !VIRD Negative 0 89 (65.4%)
Patients with I in the marrow (0%, 2.64%) (56.81%, 73.38%]
CLL requiring . Max. 6 years p<0.0001 MRD Negative 0 97 (71.3%)
M"(;OL’:%Y by | Ibrutinib (420mg/day) /L | | in the blood (0%, 2.64%] (62.95%, 78.75%]
(n=786) 1+V given for 2 to 6 years
/ Venetoclax (400mg/day) // 0% 0% * RD ssesssd B ol floW YTy
e . negative defined by criteria o
I (bR (S g N7) / '/ 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)

Hillmen et al., EHA 2022
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CLL: HOT NEWS- SUMMARY

Long term responses with ibrutinib single agent

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




