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ELEVATE-RR Trial:

First Results of a Head-to-Head Trial of Acalabrutinib versus
Ibrutinib in Previously Treated Chronic Lymphocytic Leukemia

Peter Hillmen?!; John C. Byrd?; Paolo Ghia3; Arnon P. Kater?; Asher Chanan-Khan5; Richard R. Furman®; Susan O’Brien’;
Mustafa Nuri Yenerel®; Arpad llles®; Neil Kay'%; Jose A. Garcia-Marco!!; Anthony Mato?!?; Javier Pinilla-lbarz!3; John F. Seymour4;
Stephane Lepretre?>; Stephan Stilgenbauer®; Tadeusz Robak?'’; Priti Patel'®; Kara Higgins!®; Sophia Sohoni®; Wojciech Jurczak?®

1St. James’s University Hospital, Leeds, UK; 2The Ohio State University Comprehensive Cancer Center, Columbus, OH, USA; 3Universita Vita-Salute San Raffaele and IRCCS
Ospedale San Raffaele, Milano, Italy; “Amsterdam University Medical Centers, Amsterdam, on behalf of Hovon, Netherlands; *Mayo Clinic Jacksonville, Jacksonville, FL, USA;
5Weill Cornell Medicine, New York Presbyterian Hospital, New York, NY, USA; ’Chao Family Comprehensive Cancer Center, University of California-Irvine, Irvine, CA, USA;
8Istanbul University, Istanbul, Turkey; °University of Debrecen, Debrecen, Hungary; 1®Mayo Clinic Rochester, Rochester, MN, USA; 'Hospital Universitario Puerta de Hierro-
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Melbourne Hospital and University of Melbourne, Victoria, Australia; °Centre Henri Becquerel and Normandie University UNIROUEN, Rouen, France; ®University of Ulm,
Ulm, Germany; ’Medical University of Lodz, Lodz, Poland; 18AstraZeneca, South San Francisco, CA, USA; ®°Maria Sklodowska-Curie National Research Institute of Oncology,
Krakow, Poland

Hillmen et al. ELEVATE-RR, S145, EHA 2021.




I ELEVATE-RR: Phase 3 Randomized Non-inferiority Open-Label Trial

Primary endpoint
Acalabrutinib® * Non-inferiority on IRC-assessed
100 mg PO BID PFS¢

Secondary endpoints (hierarchical
order):

Patients (N=533)
Key Inclusion Criteria

* Adults with previously treated CLL
requiring therapy (iwCLL 2008 criteria?l)

* Presence of del(17p) or del(11q)?

* Incidence of any grade atrial
e ECOG PS of £2

Ibrutinib® fibrillation/flutter

Stratification 420 mg PO QD  Incidence of grade 23 infection
* Incidence of Richter

transformation

del(17p) status (yes or no)
ECOG PS (2 vs <1)
* No. prior therapies (1-3 vs 24)

e Overall survival

Key exclusion criteria: Significant CV disease; concomitant treatment with warfarin or equivalent vitamin K antagonist;
prior treatment with ibrutinib, a BCR inhibitor, (eg, BTK, PI3K, or Syk inhibitors) or a BCL-2 inhibitor (eg, venetoclax)

NCT02477696 (ACE-CL-006).

2By central laboratory testing; Pcontinued until disease progression or unacceptable toxicity; ‘conducted after enrollment completion and accrual of ~250 IRC-assessed PFS events.

Afib/flutter, atrial fibrillation/flutter; BCL-2, B-cell leukemia/lymphoma-2; BCR, B-cell receptor; BID, twice daily; BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; CV, cardiovascular; ECOG PS, Eastern Cooperative Oncology Group performance status;
IRC, independent review committee; iwCLL, International Workshop on CLL; PFS, progression-free survival; PI3K, phosphatidylinositol 3-kinase; PO, orally; QD, once daily.

1. Hallek M, et al. Blood. 2008;111:5446-56.



| Primary Endpoint: Non-inferiority Met on IRC-Assessed PFS

Progression-Free Survival (%)

100

Acalabrutinib
—— |brutinib

80
60 A
40
Events, n (%) Median (95% Cl) Hazard ratio (95% Cl)
20 A
143 (53.4) 38.4 (33.0, 38.6) 1.00 (0.79, 1.27) E‘i’-
136 (51.3) 38.4 (33.0, 41.6)
0 -
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Months
Acalabrutinib 268 250 235 227 219 207 200 193 173 163 148 110 84 59 31 21 13 1
lbrutinib 265 240 221 205 18 178 168 160 148 142 130 108 81 66 41 26 15 0

Median follow-up: 40.9 months (range, 0.0-59.1).

Cl, confidence interval; IRC, independent review committee; PFS, progression-free survival.



| Adverse Events of Clinical Interest

Any grade Grade 23
Acalabrutinib Ibrutinib Acalabrutinib Ibrutinib
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 arrhythmias® 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)
Hypertensiond* 25 (9.4) 61 (23.2) 11 (4.1) 24 (9.1)
Infectionse 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)

Higher incidence indicated in bold red for terms with statistical differences.
*Two-sided P-value for event comparisons <0.05 without multiplicity adjustment.

2Includes events with preferred terms atrial fibrillation and atrial flutter.
bIncludes events with preferred terms torsade de pointes, ventricular arrhythmia, ventricular extrasystoles, ventricular fibrillation, ventricular flutter, ventricular tachyarrhythmia, and ventricular tachycardia.

Defined as any hemorrhagic event that was serious, grade 23 in severity, or a central nervous system hemorrhage (any severity grade).

dincluded events with the preferred terms of hypertension, blood pressure increased, and blood pressure systolic increased.

eMost common grade >3 infections were pneumonia (acalabrutinib, 10.5%; ibrutinib, 8.7%), sepsis (1.5% vs 2.7%, respectively), and UTI (1.1% vs 2.3%).
ILD, interstitial lung disease; NMSC, nonmelanoma skin cancer; SPMs, second primary malignancies; UTI, urinary tract infection.



I Additional Secondary Endpoints:
Gr23 Infection, Richter’s Transformation, Overall Survival

* Comparable incidence of 100 ~ oS
Gr>3 infection (P=0.8777):
— Acalabrutinib: 80 7
n=82 (30.8%) X
— lbrutinib: T;“ 607
n=79 (30.0%) E
= 401
g
 Comparable incidence S
of RT: 20 4 Events, n (%) Median (95% Cl) Hazard ratio (95% Cl)
. Acalabrutinib 63 (23.5) NE (NE, NE) 0.82 (0.59, 1.15)
- Acallgk};u'ggl)b. o] — torutinio 73 (27.5) NE (NE, NE)
n= . _l 1 T T T T T I T 1 T T 1 1 1 1 T I 1 1 1
b "bo O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
— lbrutinib: Month
n=13 (49%) No. at risk onths

Acalabrutinib 268 259 247 242 236 231 223 218 210 207 201 196 183 155 127 95 59 32 18 4
Ibrutinib 265 252 241 233 227 220 212 205 203 194 191 186 173 143 121 8 60 28 15

Cl, confidence interval; Gr, grade; HR, hazard ratio; OS, overall survival; RT, Richter transformation.



ALPINE TRIAL:

FIRST INTERIM ANALYSIS OF ALPINE STUDY: RESULTS OF A PHASE 3
RANDOMIZED STUDY OF ZANUBRUTINIB VS IBRUTINIB IN PATIENTS WITH
RELAPSED/REFRACTORY CHRONIC LYMPHOCYTIC LEUKEMIA/ SMALL
LYMPHOCYTIC LYMPHOMA

Peter Hillmen, MBChB, PhD?; Barbara Eichhorst, MD?; Jennifer R. Brown, MD, PhD3; Nicole Lamanna MD?; Susan O'Brien, MD?; Constantine S. Tam, MBBS,
MDE&7:89; Lugui Qiu, MD, PhD2% Maciej Kazmierczak, MD, PhD!; Keshu Zhou, MD, PhD12; Martin Simkovi¢, MD, PhD314; Jiri Mayer, MD15; Amanda
Gillespie-Twardy, MD¢, Mazyar Shadman, MD, MPH7:18; Alessandra Ferrajoli, MD?; Peter S. Ganly, BMBCh, PhD2%2; Robert Weinkove, MBBS, PhD?223;
Tommi Salmi, MD?*; Meng Ji, MD?*; Jessica Yecies, PhD?%; Kenneth Wu, PhD?%; William Novotny, MD?4; Jane Huang, MD?%; Wojciech Jurczak, MD, PhD?*

1St James’s University Hospital, Leeds, United Kingdom; 2Department of Internal Medicine, University of Cologne, Cologne, Germany; 3Department of Medical Oncology,
Dana-Farber Cancer Institute, Boston, MA, USA; “Herbert Irving Comprehensive Cancer Center, Columbia University, New York, NY, USA; >°Chao Family Comprehensive
Cancer Center, University of California, Irvine, CA, USA; ®Peter MacCallum Cancer Centre, Melbourne, Victoria, Australia; “University of Melbourne, Parkville, Victoria,
Australia; St Vincent’s Hospital, Fitzroy, Victoria, Australia; >Royal Melbourne Hospital, Parkville, Victoria, Australia; 1°Chinese Academy of Medical Sciences, Peking Union
Medical College, Tianjin, China; “!Department of Hematology and Bone Marrow Transplantation, Poznan University of Medical Sciences, Poznan, Poland; ?Affiliated Cancer
Hospital of Zhengzhou University, Henan Cancer Hospital, Zhengzhou, China; 34th Department of Internal Medicine - Hematology, University Hospital, Hradec Kralove,
Czech Republic; **Faculty of Medicine, Charles University, Prague, Czech Republic; > Department of Internal Medicine-Hematology and Oncology, Masaryk University and
University Hospital, Brno, Czech Republic; 1Blue Ridge Cancer Care, Roanoke, VA, USA; Y’Fred Hutchinson Cancer Research Center, Seattle, WA, USA; 8 Department of
Medicine, University of Washington, Seattle, WA, USA; 1°Department of Leukemia, The University of Texas MD Anderson Cancer Center, Houston, TX, USA; 2°Department of
Haematology, Christchurch Hospital, Christchurch, New Zealand; 2! Department of Pathology and Biomedical Science, University of Otago, Christchurch, New Zealand;
22\Wellington Blood and Cancer Centre, Capital and Coast District Health Board, Wellington, New Zealand; 2>Malaghan Institute of Medical Research, Wellington, New
Zealand; #*BeiGene (Beijing) Co, Ltd., Beijing, China and BeiGene USA, Inc, San Mateo, CA, USA; and ?>Maria Sklodowska-Curie National Institute of Oncology, Krakow,

Poland

Hillmen et al. ALPINE; LB1900, EHA 2021.




I ALPINE: Phase 3, Randomized Study of Zanubrutinib vs Ibrutinib in
Patients With Relapsed/Refractory CLL or SLL

R/R CLL/SLL with 2 1 prior treatment
(Planned N=600, Actual N=652)

Key Inclusion Criteria

* R/Rto 21 prior systemic therapy for
CLL/SLL

* Measurable lymphadenopathy by CT or
MRI

Key Exclusion Criteria

* Current or past Richter’s transformation

* Prior BTK inhibitor therapy

* Treatment with warfarin or other
vitamin K antagonists

Stratification Factors

Age

Geographic region

Refractory status
Del(17p)/TP53 mutation status

Arm A
Zanubrutinib 160 mg BID

Primary endpoint

* PR+CR noninferiority and
superiority investigator assessed

Secondary endpoints:

* safety

 DOR, PFS, OS

BID, twice daily; BTK, Bruton tyrosine kinase CLL, chronic lymphocytic leukemia; CT, computed tomography; MRI, magnetic resonance imaging; QD, once daily;

10 R, randomized; R/R, relapsed/refractory; SLL, small lymphocytic lymphoma.



| ORR by Investigator Assessment

Primary endpoint:
ORR (PR+CR)

CR/CRi
nPR
PR
ORR (PR-L+PR+CR)
PR-L
SD
PD
Discontinued or new therapy
prior to 1st assessment

ORR (PR+CR)

Zanubrutinib (n=207), n (%)

Ibrutinib (n=208), n (%)

162 (78.3) 130 (62.5)
95% Cl: 72.0, 83.7 95% Cl: 55.5, 69.1
Superiority 2-sided P=0.0006 compared with pre-specified alpha of 0.0099
4 (1.9) 3(1.4)

1 (0.5) 0
157 (75.8) 127 (61.1)
183 (88.4) 169 (81.3)
21(10.1) 39 (18.8)
17 (8.2) 28 (13.5)
1 (0.5) 2(1.0)
6(2.9) 9 (4.3)

del(17p) (n=24), n (%)
20 (83.3) |

del(17p) (n=26), n (%)
14 (53.8)

CR, complete response; CRi, complete response with incomplete bone marrow recovery; D/C, discontinuation; DOR, duration of response; NE, not evaluable;
nPR, nodular partial response; ORR, overall response rate; PR, partial response; PR-L, partial response with lymphocytosis; SD, stable disease.



| PFS by Investigator Assessment

100 -ﬂ — —
H : s — = = b—
90 - '

e

— 80~

S

; 70 - H '

g 604 — Zanubrutinib ! T

o s0d — Ibrutinib 12-month landmark event free rate:

u + Censored Zanubrutinib 94.9% Ibrutinib 84.0%

c 40~ HR 0.40 (95% Cl 0.23-0.69)

o .

I 2-sided P=0.0007*

w304

| =

§’ 20 -

i (1

0 T T T T T T
_ _ 3 6 9 12 15 18
Patients at Risk Months From Randomization
Zanubrutinib 207 200 194 190 152 70 19
Ibrutinib 208 196 188 170 125 57 8

*Not a prespecified analysis; formal analysis of PFS will be based on all patients when the target number of events are reached.
Median PFS follow-up was 14.0 months for both zanubrutinib and ibrutinib arms by reverse KM method.
PFS, progression-free survival.



| AEs of Special Interest

Safety Analysis Population

Any Grade Grade 23
Cardiac disorders? 28 (13.7) 5(2.5)
:—}(t;;alzz:::::z?nrl)and flutter 5 (2.5) 2(1.0)
Hemorrhage 73 (35.8) 6(2.9)
Major hemorrhage® 6 (2.9) 6 (2.9)
Hypertension 34 (16.7) 22 (10.8)
Infections 122 (59.8) 26 (12.7)
Neutropenia® 58 (28.4) 38 (18.6)
Thrombocytopenia® 19 (9.3) 7 (3.4)
Secondary primary malignancies 17 (8.3) 10 (4.9)
Skin cancers 7 (3.4) 3(1.5)

AE, adverse events. All events are of any grade unless otherwise specified.

a Cardiac disorders leading to treatment discontinuation: zanubrutinib 0 patients and ibrutinib 7 (3.4%) patients.

bIncludes hemorrhages that were serious or grade 23 or CNS hemorrhages of all grades.

¢Pooled terms including neutropenia, neutrophil count decreased, and febrile neutropenia; thrombocytopenia and platelet count decreased.

52 (25.1)
21 (10.1)

75 (36.2)
8(3.9)
34 (16.4)
131 (63.3)
45 (21.7)
26 (12.6)

13 (6.3)
10 (4.8)

Zanubrutinib (n=204), n (%) Ibrutinib (n=207), n (%)

Any Grade

Grade >3
14 (6.8)
4 (1.9)
6 (2.9)
6 (2.9)

22 (10.6)

37 (17.9)
31 (15.0)

7 (3.4)

4 (1.9)
2 (1.0)



GLOW TRIAL:

FIXED-DURATION IBRUTINIB PLUS VENETOCLAX (I1+V) VERSUS
CHLORAMBUCIL PLUS OBINUTUZUMAB (CLB+0O) FOR FIRST-LINE
TREATMENT OF CHRONIC LYMPHOCYTIC LEUKEMIA (CLL):
PRIMARY ANALYSIS OF THE PHASE 3 GLOW STUDY

Arnon P. Kater,! Carolyn Owen,? Carol Moreno,® George Follows,* Talha Munir,”> Mark-David Levin,® Ohad
Benjamini,” Ann Janssens,® Anders Osterborg,® Tadeusz Robak,'® Martin Simkovic,! Don Stevens,? Sergey
Voloshin,!? Vladimir Vorobyev,** Munci Yagci,*> Loic Ysebaert,'® Rui Qin,'” Sriram Balasubramanian,!®
Natasha Schuier,1® Kurt Baeten,2° Donne Bennett Caces,!’ Carsten U. Niemann?21

LAmsterdam University Medical Centers, Amsterdam, Netherlands; 2Tom Baker Cancer Centre, Calgary, Canada; 3Hospital de la Santa Creu i Sant Pau,
Autonomous University of Barcelona, Spain; *Addenbrookes Hospital, Cambridge, UK; >St James's Hospital, Leeds, UK; ®Albert Schweitzer Hospital,
Dordrecht, Netherlands; ’Sheba Medical Center, Ramat Gan, Israel; 8UZ Leuven Gasthuisberg, Leuven, Belgium; °Karolinska University Hospital,
Stockholm, Sweden; 1°Medical University of Lodz, Copernicus Memorial Hospital, Lodz, Poland; *University Hospital Hradec Kralove, Hradec Kralove,
Czech Republic; 12Norton Cancer Institute, Louisville, KY, USA; 3Russian Scientific and Research Institute of Hematology and Transfusiology, St.
Petersburg, Russia; 14S.P. Botkin Moscow City Clinical Hospital, Moscow, Russia; 1°Gazi Universitesi Tip Fakultesi, Ankara, Turkey; ®Institut
Universitaire du Cancer Toulouse Oncopole, Toulouse, France; 7Janssen Research & Development, Raritan, NJ, USA; 8Janssen Research &
Development, San Diego, CA, USA; °Janssen Research & Development, Dusseldorf, Germany; 2%Janssen
Research & Development, Beerse, Belgium; 2'Rigshospitalet Copenhagen University Hospital, Copenhagen, Denmark

Kater et al. GLOW, LB1902, EHA 2021.



Phase 3 GLOW Study Design (NCT03462719)

Ibrutinib 420 mg daily for 3-cycle lead-in

Eligibility criteria followed by
Ibrutinib + Venetoclax for 12 cycles .
* Previously untreated CLL Pts with IRC-
N =211 : - 20-400 . : confirmed PD and
*>065 years of age or < 65 venetociax ramEél;ipnnir']g C4;ng over > weeks active disease
years with CIRS >6or requiring treatment
CrCL <70 mL/min . are eligible to
* No del(17p) or known Stratiﬁe‘? by IGHV . N ChIDolrar'r(;tl)Dulcsllf ol receive subsequent
: mutational status an .5 mg/kg on an or 6 cycles . . )
TP53 mutation oresence of del(11q) . thzraepnyt\{\g':hts.:qr?ﬁle
ibrutini
* ECOG PS 0-2 Obinutuzumab °

1000 mg on D1-2, D8, D-15 of C1, and D1 of C2-6

Primary end point: Progression-free survival by independent review committee (IRC)
e 71 PFS events to detect an effect size with an HR = 0.5 (80% power at a 2-sided significance level of 0.05)

Key secondary end points: Undetectable MRD in BM, CR rate (IRC), ORR (IRC), OS; safety was also evaluated.

CLL, chronic lymphocytic leukemia; CIRS, Cumulative Iliness Rating Scale score; CIRS, Cumulative Iliness Rating Scale; CrCl, creatinine clearance; ECOG, Eastern Cooperative Oncology Group
performance status; C, cycle (28 days); D, day; PD, progressive disease; PFS, progression-free survival; HR, hazard ratio; MRD, minimal residual disease; BM, bone marrow; CR, complete
response; ORR, overall response rate; OS, overall survival

EHA 2021, Kater AP, et al. 15



I+V Significantly Improved Progression-Free Survival

vs Clb+0O

Progression-free Survival (PFS) by IRC

100
90 - "  With a median follow up of 27.7 months,
20 —e—e—e%_e%_ IRC-assessed PFS for I+V was superior to Clb+O
o I+V
_ 601 " |+V reduced the risk of progression or death by
S 5 78% vs Clb+0
Ll
& 404 — HR 0.216 (95% Cl, 0.131-0.357; p < 0.0001)
30 1 Clb+0O
i End of Clb+O End of 1+V Median PFS =21.0 mo - . .
20 (6:yc?esx28d) (15 :yd‘;s x25d) (95% CI, 16.6 - 24.7) PFS by INV assessment was consistent with IRC
10 l l — HR0.207 (95% Cl, 0.120, 0.357; p < 0.0001)
0 -

0 3 6 9 12 15 18 21 24 27 30

_ ) Months From Date of Randomization
Patients at risk

+V 106 98 98 94 92 91 89 87 71 59 20
Clb+O 105 104 101 95 93 63 54 47 36 25 6

Disease evaluations per iwCLL criteria (confirmed by CT): Baseline, Cycles 3, 9, 15, and 18, then every 4 or 6 cycles until progressive disease or death; 6 cycles x 28 days = 5.5 mos and
15 cycles x 28 days = 13.8 mos; CT, computerized tomography; HR, hazard ratio; Cl, confidence interval; IRC, independent review committee; INV, investigator

EHA 2021, Kater AP, et al. 16



CR/CRi Rate with I+V Was Significantly Higher vs Clb+O

Response by IRC

® CR/CRirates were significantly higher for 1+V vs Clb+O
by both IRC and INV assessments:

— 38.7% vs 11.4% by IRC (p <0.0001)

ORR 86.8% ORR 84.8%

~ “ CRICRi — 45.3% vs 13.3% by INV (p <0.0001)
X A E PR/nPR

‘g 4 uSD

£ =PD ®  Responses to 1+V were more durable:
5 |

— 90% of responders in the I+V arm sustained IRC response
24 months after initial response vs 41% in Clb+0O arm

1,9% 1,9%

[+V Clb+0O
ap<0.0001

CR, complete response; CRi, complete response with incomplete bone marrow recovery; PR, partial response; nPR, nodular partial response;
SD, stable disease; PD, progressive disease; ORR, overall response rate; IRC, independent review committee; INV, investigator

EHA 2021, Kater AP, et al. 17



Summary of Safety and TLS Risk Reduction

Grade 3 or Higher AEs in 25% of Patients

I+V Clb+O
(N =106) (N =105)
Median exposure, mos (range) 13.8 (0.7-19.5) 5.1 (1.8-7.9)
Any, % 75.5 69.5
Neutropenia® 34.9 49.5
Infections® 17.0 11.4
Thrombocytopenia 5.7 20.0
Diarrhea 10.4 1.0
Hypertension 7.5 1.9
Atrial fibrillation 6.6 0
Hyponatremia 5.7 0
TLS 0 5.7

2Includes ‘neutrophil count decreased’; grade >3 febrile neutropenia: 1.9% for I+V vs 2.9%

for Clb+0
bincludes multiple preferred terms

After 3 cycles of ibrutinib lead-in, <2% of patients
remained at risk for TLS based on high tumor burden

2 (1.9%) patients in I+V arm discontinued ibrutinib
due to atrial fibrillation

SAEs in 25% of patients for 1+V vs Clb+0O: Infections
(12.3% vs 8.6%) and atrial fibrillation (6.6% vs 0%)

Rate of secondary malignancies at time of analysis:
8.5% for 1+V vs 10.5% for Clb+O

— NMSC: 3.8% vs 1.9%
— Other: 4.7% vs 8.6%

EHA 2021, Kater AP, et al. TLS, tumor lysis syndrome; AE, adverse event; SAE, serious AE; NMSC, non-melanoma skin cancer 18



ELEVATE-TN TRIAL:

ACALABRUTINIB £ OBINUTUZUMAB VS OBINUTUZUMAB +
CHLORAMBUCIL IN TREATMENT-NAIVE CHRONIC LYMPHOCYTIC
LEUKEMIA: ELEVATE-TN 4-YEAR FOLLOW-UP

Jeff P. Sharman?, Miklos Egyed?, Wojciech Jurczak3, Alan Skarbnik?*, John M. Pagel®, lan W. Flinn®, Manali Kamdar?,

Talha Munir®, Renata Walewska®, Gillian Corbett??, Laura Maria Fogliatto!?, Yair Herishanu?!?, Versha Banerji!3,

Steven Coutre!?4, George Follows?>, Patricia Walker®, Karin Karlsson'’, Paolo Ghia'%, Ann Janssens?!®, Florence CymbalistaZ?,
Jennifer A. Woyach?!, Emmanuelle Ferrant??, William G. Wierda?3, Veerendra Munugalavadla??, Priti Patel?,

Min Hui Wang?4, John C. Byrd?!

1Willamette Valley Cancer Institute and Research Center, Eugene, Oregon, United States; 2Somogy County Mér Kaposi General Hospital, Kaposvar, Hungary; 3Maria
Sktodowska-Curie National Research Institute of Oncology, Krakow, Poland; *Novant Health Cancer Institute, Charlotte, North Carolina, United States; >Swedish Cancer
Institute, Center for Blood Disorders and Stem Cell Transplantation, Seattle, Washington, United States; 6Sarah Cannon Research Institute, Tennessee Oncology

Nashville, Nashville, TN, USA; “University of Colorado Cancer Center, Aurora, Colorado, United States; 8Haematology, Haematological Malignancy Diagnostic Service
(HMDS), St. James’s Institute of Oncology, Leeds, United Kingdom; °Cancer Care, University Hospitals Dorset, Bournemouth, UK; °Tauranga Hospital, Tauranga, New
Zealand; MHospital de Clinicas de Porto Alegre, Porto Alegre, Brazil; 2Tel Aviv Sourasky Medical Center, Tel Aviv, Israel; 13Departments of Internal Medicine, Biochemistry
& Medical Genetics, Max Rady College of Medicine, Rady Faculty of Health Sciences, University of Manitoba and CancerCare Manitoba, Winnipeg, Canada; 4Stanford
University School of Medicine, Stanford, California, United States; 1>Department of Haematology, Addenbrooke’s Hospital NHS Trust, Cambridge, UK; 1®Peninsula Health
and Peninsula Private Hospital, Frankston, Melbourne, Australia; ’Skane University Hospital, Lund, Sweden; 18Universita Vita-Salute San Raffaele and IRCCS Ospedale San
Raffaele, Milano, Italy; 1°University Hospitals Leuven, Leuven, Belgium; 2°Bobigny: Hématologie, CHU Avicennes, Bobigny, France; 21The Ohio State University
Comprehensive Cancer Center, Columbus, Ohio, United States; 22Hospices Civils de Lyon, Centre Hospitalier Lyon Sud, Service d’Hématologie Clinique, Pierre-Bénite,
France; 22Department of Leukemia, Division of Cancer Medicine, MD Anderson Cancer Center, Houston, Texas, United States; 2*AstraZeneca, South San Francisco,
California, United States

Sharman et al. ELEVATE-TN, S145, EHA 2021.




| Investigator-assessed PFS Overall

100 ety

A+0O vs O+Clb
HR? (95% Cl): 0.10 (0.07, 0.17)
P<0.0001°

80 1

60 - A vs O+Clb
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Number
at risk Months
A+0O 179 176 171 168 164 163 160 157 156 155 153 152 150 141 132 85 59 33 12 2
A 179 167 163 158 156 155 153 150 149 146 142 141 136 130 123 79 61 35 16 4 0
O+Clb 177 163 156 153 139 125 110 100 86 82 67 66 55 48 42 22 13 6 2 1

aHazard ratio was based on stratified Cox-Proportional-Hazards model; ®P-value was based on stratified log-rank test.
A, acalabrutinib; Cl, confidence interval; Clb, chlorambucil; HR, hazard ratio; NR, not reached; O, obinutuzumab; PFS, progression-free survival.
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Abstract S146

VENETOCLAX-OBINUTUZUMAB FOR PREVIOUSLY UNTREATED
CHRONIC LYMPHOCYTIC LEUKEMIA: 4-YEAR FOLLOW-UP ANALYSIS
OF THE RANDOMIZED CLL14 STUDY

Othman Al-Sawaf, Can Zhang, Sandra Robrecht, Maneesh Tandon, Anesh Panchal, Anna-Maria
Fink, Eugen Tausch, Matthias Ritgen, Karl-Anton Kreuzer, Su Young Kim, Clemens-Martin Wendtner,
Barbara Eichhorst, Stephan Stilgenbauer, Yanwen Jiang, Michael Hallek, Kirsten Fischer

June 11th, 2021
Clinical trials with targeted therapies in CLL

Al-Sawaf et al. CLL14, S146, EHA 2021.



PROGRESSION-FREE SURVIVAL
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