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ESMO clinical practice guideline interim update 2024

Symptomatic early-stage CLL
or advanced-stage CLL

!

!

N
IGHV-mutated
No TP53 mutation or del(17p) )

Fit or younger patients

|

Venetoclax—obinutuzumab
[LA]
Ibrutinib—venetoclax® [I, A]
Ibrutinib [1, A]

Acalabrutinib + obinutuzumab
[, A}
Zanubrutinib [, A]

CIT: FCR [1, B]

Unfit or older patients

|

Venetoclax-obinutuzumab

[LA]

Acalabrutinib + obinutuzumab
0L,A]
Zanubrutinib [1, A]
Ibrutinib® [I, A]
Ibrutinib—venetoclax* [1, B]

\

N
IGHV-unmutated

No TP53 mutation or del(17p) )

Fit or younger patients

|

Ibrutinib-venetoclax® [I, A]

Ibrutinib [1, A]
Acalabrutinib + obinutuzumab
[, A]

Zanubrutinib [N, A]
Venetoclax—obinutuzumab

LA

Unfit or older patients

|

Venetoclax—obinutuzumab
0.A]
Acalabrutinib + obinutuzumab
0,A]

Zanubn;tlnlb M,A]
Ibrutinib® [I, A]
Ibrutinib-venetoclax®® [, B]

!

TP53 mutation or del(17p) ]

Acalabrutinib [I, A]
Zanubrutinib [Ill, A]
Ibrutinib® [1, A]
Venetoclax [lll, A]
Ibrutinib-venetoclax® [ill, A]
Venetoclax—obinutuzumab [lll, A]
Idelalisib—rituximab [Il, B]

plbrutinib or ibrutinib—venetoclax should be considered carefully in older patients with cardiac comorbidities.

Eichhorst B et al. Ann Oncol 2024
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National

Cancer

comprenensive. NCCN Guidelines Version 1.2025
Network® Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

SUGGESTED TREATMENT REGIMENS®b:¢.d

alphabetical by category

Preferred Regimens

=P Acalabrutinib®9" + obinutuzumab
(category 1

« Venetoclax"" + obinutuzumab
(category 1) |

=) | « Zanubrutinib®9:" (category 1)

-

s
>

FIRST-LINE THERAPY®

Other Recommended Regimens

« Ibrutinib %9:." (category 1)

« Ibrutinib®®"" + obinutuzumab (category
2B) .

« Ibrutinib"9” + rituximab’ (category 2B)

« Ibrutinib®®:" + venetoclax"

h (category 2B)

Useful in Certain Circumstances

« Consider for IGHV-mutated CLL in patients aged <65 y
without significant comorbidities
» FCR (fludarabine, cyclophosphamide, rituximab):™
» Consider when BTKi and venetoclax are not available
or contraindicated or rapid disease debulking needed
» Bendamustine™ + anti-CD20 mAb°®:P
» Obinutuzumab + chlorambucil9
» High-dose methylprednisolone (HDMP) + anti-CD20
mAb? (category 2B; category 3 for patients <65 y
without significant comorbidities)

=) Covalent BTKi

SUGGESTED TREATMENT REGIMENS2.b.c.d
L/ With del(17p)/TP53 Mutation

alphabetical by category,

CIT is not recommended since del(17p)/TP53 mutation is associated with low response rates.

Preferred Regimens

=»| « Acalabrutinib®%:" + obinutuzumab

* Venetoclax" + obinutuzumab
=p»| « Zanubrutinib®9:

FIRST-LINE THERAPY®

Other Recommended Regimens
« Ibrutinibfg:*

« Ibrutinib®9:" + venetoclax®" (category 2B) | available or contraindicated or rapid disease

Useful in Certain Circumstances
» Consider when BTKi and venetoclax are not
debulking needed

» HDMP + anti-CD20 mAb°
» Obinutuzumab

Cagliari, 16 Ottobre 2024
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Selectivity: kinome profiling of BTK Inhibitors using DiscoverX KINOMEscan

‘:‘3{‘:";" Celltype Kinase Ibrutinib Acalabrutinib Zanubrutinib

B-lymphocyte BTK — — —
Ibrutinib Acalabrutinib Zanubrutinib @ @ - nd. —
T-lymphocyte K — n.i. n.i.
g > c ) | n.i. —
'é RLK/TXK —] —] —]
‘E; Nevwopri. O =] =i =1
: O SE
3 Epithelial cell
Less selective/more off-target effects More selective/fewer off-target effects %.g —— ‘ _| ni. —
VLY o @ — diarrhoealrash ——
Less selective BTK inhibitors have more off- _5 TS e ni
target effects, which contribute to more toxicity el (& ) @ ----- SR =
compared with more selective agents? SETRE:  fowet | lesstomet o
gl oo o NS — —
g (930 @ - ni. —
minor bleeding

Estupinan et al. Frontiers in Cell and Dev Biology 2021
Herman et al. ClinCancer Res. 2017
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RESONATE-2: first-line Ibrutinib treatment for patients with chronic
lymphocytic leukemia

Up to 8 years of follow-up for
ibrutinib treatment of CLL

Safety Efficacy Patient
disposition

Ibrutinib 0000

B

Time, months
* No new safety signals + Median PFS not reached * 42% of patients continue
* Active dose management up to 8 years on ibrutinib at 8 years

allowed continued
ibrutinib benefit

q{]@l@%o
Chiorambucil —o T

First line Ibrutinib
(n=136)

Median duration of Ibrutinib treatment, 6.2 (0.06-8.1)
(years) range

Continuing Ibrutinib on study, n (%) 57 (42)

Discontinued Ibrutinib, n (%)

- AE 32 (24)
. PD 18 (13)
+ Death 12 (9)
» Withdrawal by patients 9 (7)
 Investigatior decision 7 (5)

Barr PM et al. Up to 8-year follow-up from RESONATE-2. Blood Advances 2022; 6 (11): 3440-3450.
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Diarrhea

Fatigue

Peripheral cdema

Arthralgia

Pncumonia

Vorniting

Constipation

Muscle spasms

Weight loss

- 0-1 yoars (n=135)
= 1-2 years (n—123)
— -3 years (n=111)
-4 yoars (n=100)
w45 years (n—89)
m— 56 yoars (0=79)
= 5-7 years (n=70)
m—7-8 years (n=60}

20 40
Patients, %

60

80

100

Hypertension®

The most frequent AEs of any grade with

e Ibrutinib were:
Atrial fibrillation

s 0-1 (n=135) i 0,
e o  diarrhea (50%)
mmm 2-3 years (n=111) 0,
| =iy oon | cough (37%)
Major hemorrhage® wem 4-5 years (n=89) ° fatigue (37%)

= 5-6 years (n=79)
mmm 6-7 years (n=70)
mmm 7-8 years (n=60)

T
40 60 80 100
Patients, %

AEs of clinical interest:

* hypertension: prevalence rates (grades 1-3) were 25%, 23%, and 25% of patients in
years 5-6, 6-7, and 7-8, respectively.
Overall, grade 3 hypertension occurred in 17 (12%) patients

* atrial fibrillation: prevalence rates (grades 1-3) over time were 9%, 7%, and 7% of
patients in years 5-6, 6-7, and 7-8, respectively.
Overall, grade 3 atrial fibrillation occurred in 8 (6%) patients.

Barr PM et al. Up to 8-year follow-up from RESONATE-2. Blood Advances 2022; 6 (11): 3440-3450.
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Presentation #636

Acalabrutinib * Obinutuzumab vs Obinutuzumab +
Chlorambucil in Treatment-naive Chronic Lymphocytic
Leukemia: 6-Year Follow-up of ELEVATE-TN

Jeff P. Sharman,' Miklos Egyed,2 Wojciech Jurczak,? Alan Skarbnik,* Krish Patel,> lan W. Flinn,® Manali
Kamdar,” Talha Munir,® Renata Walewska,® Marie Hughes,'? Laura Maria Fogliatto,’ Yair Herishanu,2
Versha Baneriji,'® George Follows,'* Patricia Walker,'> Karin Karlsson,'® Paolo Ghia,'” Ann Janssens,'8
Florence Cymbalista,’® John C. Byrd,2° Emmanuelle Ferrant,?! Alessandra Ferrajoli,?2 William G.
Wierda,?2 Veerendra Munugalavadla,?® Catherine Wangui Wachira,?* Chuan-Chuan Wun,2 Jennifer A.
Woyach??
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Hungary; 3Maria Sktodowska-Curie National Research Institute of Oncology, Krakow, Poland; 4Novant Health Cancer Institute, Charlotte, NC, USA; *Swedish Cancer
Institute, Seattle, WA, USA; éSarah Cannon Research Institute, Tennessee Oncology, Nashville, TN, USA; 7University of Colorado Cancer Center, Aurora, CO, USA;
8Haematology, Haematological Malignancy Diagnostic Service (HMDS), St. James's Institute of Oncology, Leeds, United Kingdom; ?Cancer Care, University Hospitals

Dorset, Bournemouth, United Kingdom; '°Tauranga Hospital, Tauranga, New Zealand; '"Hospital de Clinicas de Porto Alegre, Porto Alegre, Brazil; '2Tel Aviv Sourasky
Medical Center, Tel Aviv, Israel; '*Departments of Internal Medicine, Biochemistry & Medical Genetics, Max Rady College of Medicine, Rady Faculty of Health
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Clinique, Pierre-Bénite, France; 22University of Texas MD Anderson Cancer Center, Houston, TX, USA; 23AstraZeneca, South San Francisco, CA, USA; 24AstraZeneca,

New York, NY, USA

Presented at the American Society of Hematology (ASH) Annual Meeting; December 9—-12, 2023
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ELEVATE-TN study design

TN CLL (N=535)

Key inclusion criteria

Age =65 years, or >18 to <65

years with:

— Creatinine clearance 30—69 mL/min
(by Cockcroft-Gault equation)

— CIRS-G score >6

TN CLL requiring treatment per

iwCLL 2008 criteria®

ECOG PS =2

R
A
N
D
O
M
I
. e . Z
Key exclusion criteria E
1:

Significant cardiovascular
disease

-

Stratification

Cagliari, 16 Ottobre 2024

Primary endpoint

+ PFS (IRC-assessed): A+O vs O+Clb
Secondary/other endpoints

» PFS (IRC-assessed): Avs O+Clb

*» PFS (INV-assessed)

* ORR (IRC- and INV-assessed)

« TTNT

+ OS

+ uMRD

del(17p), yes vs no

Crossover from O+ClIb to A was allowed after IRC-confirmed progression

ECOG PS 0-1vs?2
Geographic region

NCT02475681. Data cutoff: March 3, 2023. Patients were enrolled between September 2015 and February 2017.
aContinued until disease progression or unacceptable toxicity at 100 mg PO BID.
bTreatments were fixed duration and administered for 6 cycles.

Note: After interim analysis, PFS assessments were by investigator only.3
All analyses are ad-hoc and P-values are descriptive.

ELEVATE-TN 6 Year Update
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ELEVATE-TN: events of clinical interest for Acalabrutinib
6 year follow-up

Safety

Cardiac events 49 (27.5) 22 (12.4) 42 (23.5 21 (11.7)
Atrial fibrillation 13 (7.3) 3(1.7) 3(1.7)
Bleeding 95 (53.4) 12 (6.7) 81 (45.3) 8 (4.5)
Major bleeding 16 (9.0) 12 (6.7) 10 (5.6 8(4.5)
Hypertension? 20 (11.2) 8 (4.5) 9(5.0)
Infections 147 (82.6) 63 (35.4) 144 (80.4) 50 (27.9)
SPMs 36 (20.2) 18 (10.1) 35 (19.6) 9 (5.0)
SPMs excluding non-melanoma skin 24 (13.5) 13 (7.3) 22 (12.3) 7(3.9)

Hypertension and AF was low also at 74.5 months of follow-up
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SEQUOIA: study design

multicenter, multicohort, open-label, part-randomized phase Il trial

PHASE 3

Study Identifier: BGB-3111-304, Primary Endpoint: PFS by IRC in Cohort 1
NCT03336333 Key Secondary Endpoints: Cohort 1: ORR, DOR, safety; Cohort 2: ORR, PFS, DOR; Cohort 3: ORR, PFS, DOR, rate of undetectable MRD at

<10 sensitivit
KEY ELIGIBILITY CRITERIA TREATMENT FOLLOW-UP

STRATIFICATION FACTORS
e Treatment-naive CLL/SLL
Cohort 1 Arm A: Zanubrutinib 160 mg

*  Met iwCLL criteria for ) =
without del(17p) PO BID until PD
treatment *  Age (<65 vs. 265 years)

*  >65 years of age or <65 2
Y ¢ * Binet stage (Cvs. AorB) 3 Arm B: Bendamustine + Rituximab x 6

years of age and z (n=238) i

unsuitable for FCR = * /GHV mutational status o LS safety and survival

treatment (mutated vs. unmutated) =2 Arm C: Zanubrutinib 160 mg
* Measurable disease by CT/MRI _ _ = Cohort 2 PO BID until PD —
«  Nocurrent or past *  Geographic region (NA vs. EU 2 with del(17p) n=111)t

vs. APAC)

history of Richter’s

Arm D: Zanubrutinib 160 mg
transformation

PO BID + venetoclax
(n=~80)

Cohort 3
with del(17p)

[
2
[
[}
=
7}
73
Q
0
7
<

Analysis

Tam CS et al. Lancet Oncol. 2022 Aug;23(8):1031-1043.
Munir T et al. Poster presented at EHA 2023; Abstract number: P639
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Summary of EAIRs for select AEls
cohorts 1 and 2 (any grade and grade >3)

SEQUOIA — extended mFU 44m

Patients without del(17p)

Arm A:
Zanubrutinib
(n=240)

Arm B: BR
(n=227)

Atrial fibrillation and

flutter 0.13 0.08
Hemorrhage 2.02 0.40
Major hemorrhage 0.20 0.05
Hypertension 0.49 0.45

Patients with
del(17p)

Arm C: Zanubrutinib
(n=111)

0.15

2.73

0.20

0.35

Exposure-adjusted incidence rates for hypertension
were similar between arms and lower than previously
reported.

Atrial fibrillation events remained low.

Zanubrutinib discontinuation rates in patients without
and with del(17p) were 24.9% and 29.7%, respectively.

Zanubrutinib was well tolerated over this extended
treatment period and aligned with the known profile
of BTK inhibitors.

Tam CS et al. Lancet Oncol. 2022 Aug;23(8):1031-1043.
Munir T et al. Poster presented at EHA 2023; Abstract number: P639
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Second-generation covalent BTK inhibitors
vs lbrutinib
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ALPINE: Zanubrutinib vs Ibrutinib in R/R CLL/SLL

Randomized phase Il trial of Zanubrutinib vs Ibrutinib for patients
with CLL relapsed or refractory to 21 previous line of treatment; no
prior BTKi (N = 652)

Zanubrutinib Ibrutinib
extended mFU 39m
(n=324) (n=324)
Cardiac adverse events 80 (24.7) 112 (34.6)
Serious cardiac adverse events 11(3.4) 31(9.6)
Cardiac adverse events leading to
3(0.9) 15 (4.6)
treatment discontinuation
Ventricular extrasystoles 1(0.3) 0
Atrial fibrillation/flutter 1(0.3) 6(1.9)
Cardiac failure 1(0.3) 2(0.6)
Cardiac arrest 0 2 (0.6)
Cardiac failure acute 0 1(0.3)
Congestive cardiomyopathy 0 1(0.3)
Myocardial infarction 0 1(0.3)
Palpitations 0 1(0.3)
Ventricular fibrillation 0 1(0.3)

50
45
40
35
30
25
20
15
10

Cumulative Event Rate

=
o
o

80

65

40

20

Cumulative Incidence (%)

Atrial fibrillation or flutter

== Zanubrutinib
== |brutinib

Any grade: 5.2% (Zanubrutinib) vs 13.3% (Ibrutinib)

|

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

Hypertension

== Zanubrutinib
== |brutinib

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

Mo Since Randomization

Brown JR. et al, NEJM. 2023;388:319-332.
Brown JR et al. Oral Presentation at ASH 2023; abstract number 202.
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ALPINE — extended mFU 39m

Zanubrutinib Ibrutinib
(n=324) (n=324)
Any Grade | Grade 23 | Any Grade Grade 23
Infection 264 (81.5) | 115(35.5) | 260(80.2) | 111 (34.3)
Opportunistic infections 8(2.5) 6 (1.9) 13 (4.0) 5(1.5)
COVID-19 related 145 (44.8) | 56(17.3) | 105(32.4) | 38(11.7)
Bleeding 142 (43.8) | 12(3.7) | 144 (44.4) 13 (4.0)
Major hemorrhage 13 (4.0) 12 (3.7) 16 (4.9) 13 (4.0)
Hypertension 86 (26.5) 53 (16.4) 80 (24.7) 47 (14.5)
Atrial fibrillation/flutter 22 (6.8) 10 (3.1) 53 (16.4) 16 (4.9)
Anemia 53 (16.4) 7(2.2) 59 (18.2) 11 (3.4)
Neutropenia 100 (30.9) | 72(22.2) 94 (29.0) 72 (22.2)
Thrombocytopenia 43 (13.3) 12 (3.7) 53 (16.4) 19 (5.9)
Second primary malignancies 46 (14.2) 26 (8.0) 52 (16.0) 19 (5.9)

Cagliari, 16 Ottobre 2024

* lower rate of grade 23

and serious AEs, fewer
AEs leading to treatment
discontinuation, and dose
reduction.

safer cardiac profile than
Ibrutinib with significantly
lower rates of atrial
fibrillation, serious
cardiac events, cardiac
events leading to
treatment
discontinuation, and no
fatal cardiac events.

Brown JR. et al, NEJM. 2023;388:319-332.
Brown JR et al. Oral Presentation at ASH 2023; abstract number 202.



LEUCEMIA LINFATICA CRONICA, OGGI... ED OLTRE

Cagliari, 16 Ottobre 2024

ELEVATE-RR: study design

Previously treated CLL
patients (N=533)

Must have 21 of the
following: del(17p) or
del(11q) by central
laboratory testing

Stratification:

* del (17p) status (yes or no)

* ECOG PS (2 vs <1)

* Number of prior therapies (1-3 vs >4)

Primary endpoint

Acalabrutinib \J

(100 mg PO BID)? Non-inferiority on
IRC assessed PFSP

Ibrutinib Secondary endpoints
(420 mg PO QD)? (hierarchical order)
\/

* Incidence of any grade atrial
fibrillation/flutter

* Incidence of grade >3 infections

*"Tncidence of Richters
transformation

* 0S

2Continued until disease progression or unacceptable toxicity. °Conducted after enrollment and accrual of ~250 IRC-assessed PFS events. BID = twice daily; CLL = chronic lymphocytic leukemia; ECOG PS = eastern cooperative
oncology group performance status; IRC = independent review committee; OS = overall survival; PFS = progression-free survival; PO = orally; R = randomization; QD = once daily.

Byrd JC. ASCO 2021. Abstr 7500. Byrd JC. JCO. 2021;39:3441.7,5
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ELEVATE-RR: cumulative incidence of any-grade atrial fibrillation and hypertension

Cumulative Event Rate

100 ~ Acalabrutinib:Ibrutinib m— Acalabrutinib
HR (95% Cl): 0.52 (0.32 to 0.86) Ibrutinib
80 o
60 -
40 -

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Time (months)

No. at risk:
Acalabrutinib 266 255 240 231 228 218 206 197 188 183 172 167 142 115 89 58 35 19 8 0

Ibrutinib 263 241 224 208 199 185 176 166 156 143 136 128 117 96 73 56 36 18 8 0

ATRIAL FIBRILLATION
9.4% vs 16% (p=0.02)
48% lower cumulative AF risk with Acalabrutinib

100 + Acalabrutinib:Ibrutinib s Acalabrutinib
HR (95% Cl): 0.34 (0.21 to 0.54) Ibrutinib

3

© 80 -

(a4

)

CICJ 60

g -

[N}

()]

= 40 -

-

0

3

£ 20 -+

53

O

T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time (months)
No. at risk:

Acalabrutinib 266 246 229 220 216 205 193 184 176 169 157 153 136 114 89 60 34 17 5 0 0

Ibrutinib 263 230 203 183 170 153 141 130 120 111 104 98 85 69 48 40 27 15 7 1 0

HYPERTENSION
9.4% vs 23.2%

Byrd JC. ASCO 2021. Abstr 7500. Byrd JC. JCO. 2021;39:3441.7,5
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ELEVATE-RR: additional endpoints

mFU 40.9m
| Anygrade | Grade23
T
Events, n (%) (n=266) (n=263) (n=266) (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)

Ventricular arrythmias 0 3(1.1) 0 1(0.4)
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 (0.8)

SPMs excluding NMSC 24 (9.0) 20 (7.6) 16 (6.0) 14 (5.3)

Atrial fibrillation/flutter events of any grade were significantly lower with Acalabrutinib vs Ibrutinib (9.4% vs 16%; P=0.02)

Statistically significant reduction in any grade atrial fibrillation rates, Acalabrutinib was associated with a lower incidence
of bleeding events, hypertension, and ILD/pneumonitis

Byrd JC. ASCO 2021. Abstr 7500. Byrd JC. JCO. 2021;39:3441.7,5
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Detailed safety profile of Acalabrutinib vs Ibrutinib in previoulsy treated CLL in
the ELEVATE-RR trial

Secondary Safety Analysis
O O ¢ Exposure-adjusted incidence rates in events per
100 person-months
Rand Acalabrutinib Ibrutinib
o.mlzod PO 100 mg BID OR | PO420mgQD * Subgroup analyses for ECls: age, number of prior lines
Patients L n = 266 treated n = 263 treated of therapy, prior history of event, AE management
Previously treated
CLL (Ny. 533) ¢ AE burden score: considers AE duration, recurrence,

and grade weighting of the AE in a single score

Median time on study @w.vmm

Seymour JF et al, Blood. 2023 Aug 24;142(8):687-699
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Detailed safety profile of Acalabrutinib vs Ibrutinib in previoulsy treated CLL in
the ELEVATE-RR trial

Exposure-adjusted Incidence

* Diarrhea, arthralgia, UTl, back pain, muscle spasms, and dyspepsia incidence rates were 1.5- to 4.1-fold higher with ibrutinib
* Headache and cough incidence rates were 1.6- and 1.2-fold higher, respectively, with acalabrutinib
» Afib/flutter, hypertension, and bleeding incidence rates were 1.6- to 2.8-fold higher with ibrutinib

s 4 |
Event-based analyses and AE burden B WY
scores demonstrated higher AE 5 )
burden overall and specifically for g: o ‘
atrial fibrillation, hypertension, and N
hemorrhage with Ibrutinib vs T omat o A ypaiemion Besdng i

Events of clinical interest

Acalabrutinib

B Acalabrutinid (n = 266) B brutinib (n = 263)

*Two-sided Pvalue < 05 without multiplicity adjustment based on Wilcoxon rank-sum test
Pwvalue compares difference in overall distribution rather than mean score

Seymour JF et al, Blood. 2023 Aug 24;142(8):687-699
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Cumulative review of hypertension in patients with CLL and other hematologic
malignancies treated with Acalabrutinib

Data source Treatment/analysis groups Outcomes
= Acalabrutinib monotherapy — * Incidence "hypertension” narrow
' TOtz:_l(_l\(lﬂ;Z?; SMQ overall in events/100
— n= C
person-years
11 trials from the — Non-CLL (n=278) — Most common hypertension-
Acalabrutinib clinical | Acalabrutiniby — related PTs
trial database Obinutuzumab (N=233) (CLL) _ New hypertension
Ibrutinib (N=264)° (CLL) — Worsening hypertension
Comparators (N=322)° (CLL) * Hypertension prevalence at
— b median treatment exposure
—
Optum * Hypertension prevalence among

untreated patients with
CLL/SLL from claims MarketScan S—
databases IQVIA

patients who were within 6
months of initiation of treatment
_— for CLL/SLL

apatients with R/R CLL from ELEVATE-RR
bPatients with CLL treated with Obinutuzumab plus Chlorambucil (ELEVATE-TN), Idelalisib plus Rituximab (ASCEND), or Bendamustine plus Rituximab (ASCEND)

“Hypertension” narrow SMQ per MedDRA 25.1.

Ferrajoli A, et al. Poster presented at ASH; December 9-12, 2023; San Diego
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Cumulative review of hypertension in patients with CLL and other hematologic
malignancies treated with Acalabrutinib

Claims Database Clinical Trial Database
Prevalence before Prevalence at . . .
100 CLL anti-cancer 100 1 median exposure e in the claims database analysis
treatment initiation- (45.5 months) on of patients with TN CLL prior to
] °0|  acalabrutinib treatment treatment initiation, prevalence of
I
807 807 hypertension ranged from 47.3%
704 66.1 70 - 700 to 66.1%
8_ 60- E’; 60 - 59.6
3 _ 47.3 504 g _
s % : 5 % e inthe clinical trial database of
g 40 g 40 patients with CLL treated with
% %0 Acalabrutinib monotherapy,
hypertension prevalence was
20 20 59.6% at a median treatment
10 10 exposure of 45.5 months
Optum MarketScan IQVIA 0 Acala monotherapy Acala + Obin

(N=9149)  (N=4058) (N=10,818) (N=947) (N=223)
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Exposure-adjusted incidence rate of new Exposure-adjusted incidence rate of worsening
hypertension in patients with CLL hypertension in patients with CLL
10 - Any grade B Grade =3
101 Any grade B Grade =3
9.056
9_
9,
8- 8.109
54
4
& 7
ﬁ 6 S 6
g 5l 4.746 g 482
S S 51 4s09 4.617 -826
=] S 4177 4.136
..\Q 44 3.718 E 44
$ 3 2.620 5
> 7 B > 3
w 2.145 w il
P 2 1.693
1 0.504 11 l
0.291
o [ | — 0 o
Acala monotherapy Acala + Obin Ibrutinib® Comparators® Acala monotherapy Acala + Obin Ibrutinib® Comparators®
(N=434) (N=76) (N=136) (N=129) (N=513) (N=147) (N=128) (N=193)
EAIR of new hypertension in patients with CLL treated with Acalabrutinib EAIR of worsening hypertension was relatively similar among Acalabrutinib
monotherapy was 3.718, which was lower than in the patients with CLL treated monotherapy, Acalabrutinib +Obinutuzumab, and comparator groups,
with Ibrutinib in ELEVATE-RR (9.056) except lbrutinib, which was relatively higher

Ferrajoli A, et al. Poster presented at ASH; December 9-12, 2023; San Diego
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P684

Interim Results From ASSURE: A Phase 3b
Safety Study of Acalabrutinib in Patients
With Chronic Lymphocytic Leukemia

Stephen Opat,' Farrukh T. Awan,? Laura Fogliatto,® Eugene Nikitin,* Joanna Czerwinski,®

Rodrigo Santucci Alves da Silva,® Srinivas Jujjavarapu,” Olga Samoilova,® Caroline Dartigeas,® Hoa Tran,
Javier de la Serna,"" Versha Banerji,”? Laura Magnano Mayer,"® Jason Hart,* Julia von Tresckow;,'®
Christian B. Poulsen,® Ki Seong Eom,"” Michele Merli;® Ellie John,* Jiefen Munley,?® Shweta Hakre,?'
Richard Hermann,* Carsten U. Niemann®

Assigned to 1 of the 3 following cohorts: Interim safety analysis

X T DCO June 15, 2023
Patients N Treatment
_ o No prior therapy for CLL Outcomes
Inclusion criteria Acalabrutinib 100 mg BID
¢ Adults with active CLL R/R For 48 cycles® I Primary objective:
per iwCLL criteria® Previously received therapy for CLL and experienced relapsed or refractory disease (beyond if still Frequency of all TEAEs]
¢ ECOGPS <2 e benefiting from drug)®
Ibrutinib intolerant
Previously discontinued therapy with ibrutinib for any reason except disease progression

* cycle = 28 days.
*Or until disease progreesion, toxicity requiring discontinuation, withdrawal of consent, loas to follow-up, daath, or study termination, whichever comas first.

Objective

* To report interim safety results from ASSURE (NCT04008706), an ongoing global,
phase 3b safety study of acalabrutinib monotherapy in patients with CLL in a real-world

clinical practice settin
P gl Presented at EHA Annual Meeting 2024; Madrid, Spain
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P684

Interim Results From ASSURE: A Phase 3b
Safety Study of Acalabrutinib in Patients

100+

g 80 ! /71% (95% CI 66, 76)
With Chronic Lymphocytic Leukemia F N——
Stephen Opat,' Farrukh T. Awan,? Laura Fogliatto,® Eugene Nikitin,* Joanna Czerwinski,? E 60 !
Rodrigo Santucci Alves da Silva,® Srinivas Jujjavarapu,” Olga Samoilova,® Caroline Dartigeas,® Hoa Tran, - AN 629% (959 cm_*‘
Javier de la Serna," Versha Banerji,"? Laura Magnano Mayer,® Jason Hart,* Julia von Tresckow;,® ° o (95% »69)
Christian B. Poulsen,® Ki Seong Eom,"” Michele Merli,® Ellie John,* Jiefen Munley,?® Shweta Hakre,?' g
Richard Hermann,?' Carsten U. Niemann? 2 404

s

2

3

2

£ 20 .
RWE confirm clinical trials data in term of -y

BTKi cohort

0
TTD and AEs S S R A A A A A A

No. at risk Months
TN cohort 310 208 287 276 269 256 252 245 238 226 192 112 73 28 2 0
RR cohort 202 187 179 173 168 153 148 142 137 131 120 71 34 7 o]

BTKi cohort 40 37 36 34 a2 27 26 17 12 6 4 0

Events of clinical interest,? TN cohort R/R cohort Ibrutinib-intolerant cohort Total
n (%) n=310 n=202 n=40 N=552
Ary grade Grade 23 Any grade Grade 23 Ary grade Grade =3 Any grade Grade 23

Cardiac events 60(19.4) 21(6.8) 31 (15.3) 10(5.0) 9 (22.5 1(25) 100 (18.1) 32(5.8)

Atrial fibrillation/flutter 20(6.5) 7 (2.3) 4 (2.0) 1 (0.5) 2 (5.0 1(2.5) 26 (4.7) 9 (1.6)

Ventricular arthythmias® 3(1.0) 0 0 0 1(2.5) 0 4(0.7) 0
Hemorrhage 156 (50.3) 12 (3.9) 95 (47.0) 8(4.0) 10 (47.5) 1(25) 270 (48.9) 21 (3.8

Major hemorrhage 12(3.9) 12 (3.9) 9 (4.5) 8(4.0) 1(2.5 1(25) 22 (4.0) 21(3.8
Hypertansion 20 (9.4) 10 (3.2) 12 (5.9) 7 (3.5 2 (5.0) 1(2.5) 43(7.8) 18(3.3)
Infections (including COVID-19) 220(73.9) 76 (24.5) 152 (75.2) 81 (40.1) 30(75.0) 8(20.0) 411 (74.5) 165 (29.9)
Second primary malignancies excluding 20 (0.4) 16 (5.2) 17 (8.4) 735 a(.s) 2(5.0) 490 (8.9) 25(4.5)

non-melanoma skin

“Inchaksa new-cAsst and warssing of axsting condiion.
armythmia

Presented at EHA Annual Meeting 2024; Madrid, Spain
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Flatiron Cohort
Patients with physician-documented CLL and/or SLL diagnosis' or evidence in unstructured
documents having been treated specifically for CLL/SLL in the Flatiron Health Database
(data cut-off: February 28, 2021)

REGULAR ARTICLE LblOOd advances N=12386

ion of alcabrutinib or ibrutinib in any line of therapy on or after January 1, 2018
(initiation of acalabrutinib or ibrutinib was defined as the index date)

Real-world comparative effectiveness of acalabrutinib and ibrutinib
in patients with chronic lymphocytic leukemia 3

Two or more clinic encounters” on different days in the
Flatiron Health Database during the study periol

‘.&

Lindsey E. Roeker,' Maral DerSarkissian,? Kellie Ryan,” Yan Chen,? Mei Sheng Duh,” Svea K. Wahlstrom,” Shweta Hakre,” Louise Yu,”
Helen Guo,” and Anthony R. Mato’
TCLL Program, Leukemia Service, Division of Hematologic Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; 2Analysis Group, Boston, MA; *Global Medical

Affairs, AstraZe MD; “US Patient Safety AstraZi DE; and ®US Medical Affairs,
AstraZe Ph MD

Aged 18 years or older at index date

Not enrolled in a clinical study or receiving
an investigational drug during the study period

fi rst Compa rative effectiveness Study Of & Didno!reoeiveconcurragtan_ﬁ'\eoplastich’eaﬁ_'mt‘
. . . . . for another malignancy” during the study period
Acalabrutinib and Ibrutinib in real-world

patients with chronic lymphocytic leukemia | pctsinn e e

N = 2509 (97.6%)

L N=67

2L or later N=—286

Ibrutinib N=2249 (89.6%)
1L N=1211

2L or later N=—1038

Lindsey E et al. Blood Adv. 2023 Aug 22;7(16):4291-4301
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Acalabrutinib demonstrated statistically significant longer time to

discontinuation than lbrutinib

Flatiron Study - 2509 patients 2018-2021

Use of acalabrutinib compared with ibrutinib for the treatment of CLL in the real world

‘ . Data from the Flatiron Health Database was utilized to compare time to di:
@) r rates between patients with CLL treated with acalabrutinib or ibrutinib.

and di

All Patients - Weighted
With Number of Subjects at Risk and 95% Confidence Limits

1.0 4

- Di ti tion at 12 th
£
g o8 35%
g 084
= 30%
5
06
g 25%
;- P 20%
htte!
£ 5%
£ 0.2 { Weighted: 0.70 (0.53, 0.92) i L
a \calabrutinib
e Weighted with adjustment: 0%
a ool 0.59 (0.43,0.81) w— |brutinib 1 E
d T T T T T T T
0 6 12 18 24 30 36 5%
Time (months) 0%
Patients at risk: Acalabrutinib Ibrutinib
Acalabrutinib 353 157 63 22 13 5 0
Ibrutinib 364 175 66 27 1 5 1

BTKis, Bruton tyrosine kinase inhibitors; Cl, confidence interval; CLL, chronic lymphocytic leukemia.

In the largest available real-world study to date comparing two BTKis, patients with CLL receiving acalabrutinib

demonstrated lower rates of discontinuation and a prolonged time to discontinuation vs ibrutinib.

The median (95% CI) TTD
was not reached (NR; 25.1,
NR) for the Acalabrutinib
cohort and was 23.4
months (18.1, 28.7) for the
Ibrutinib cohort.

The discontinuation rate
at 12 months was 22% for
the weighted
Acalabrutinib cohort vs
31% for the weighted
Ibrutinib cohort (P = .005).

Lindsey E et al. Blood Adv. 2023 Aug 22;7(16):4291-4301
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Adverse

Cell type Kinase Ibrutinib Acalabrutinib Zanubrutinib
events

B-ymphocyte BTK — - -
@ _l n.i. 4
T-lymphocyte — ni. ni.
Ibrutinib Acalabrutinib Zanubrutinib O @ — i =
RLK/TXK —] | —
Macrophage
E Neutrophil LS _l _‘l —l
5 €9 CEEE
-
c
% - § Epithelial cell
3 gt o — i =
© g E==Slele diarrh
= S Cardiomyocyte HER2 § —| 5 ni. n.i.
Less selective/more off-target effects More selective/fewer off-target effects g% CO:E HERS 5 ----- —| . 5 b | —]
=2 @ —] ni. —]
atrial fibrillation: frequent less frequent rare
=l | mhomsoore  gn [0S - -
S
) Q
% (9 —] n.i. —
minor bleeding —mM8 —F——

second generation BTKi inhibitors: same efficacy less toxicity

Estupinan et al. Frontiers in Cell and Dev Biology 2021
Herman et al. ClinCancer Res. 2017



