e Acalabrutinib is a second-generation Bruton tyrosine kinase inhibitor approved for patients

= . with TN or R/R CLL?# Assigned to 1 of the 3 following cohorts: _ Interim safety analysis
Interl m Resu Its From ASSU R E' A Phase 3b e Efficacy and safety of acalabrutinib for TN or R/R CLL were previously confirmed in three Patients Treatment PCO June 15, 2029
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: . . Outcomes
- = = = phase 3 randomized clinical trials (ASCEND, ELEVATE-TN, ELEVATE-RR)%*° Inclusion criteria Acalabrutinib 100 mg BID
A . . , e Adults with active CLL R/R For 48 les? Pri biective:
Safety StUdy Of ca I a b rUtI n I b In Patle nts * We report interim safety results from ASSURE (NCT04008706), an ongoing global, phase 3b peru ivSCV[IL carli(t:e:;?:6 . Previously received therapy for CLL and experienced relapsed or refractory disease (b(;:/ong Si/fcsii? ’ Fregﬂgﬁngsz&&
safety study evaluating acalabrutinib monotherapy in patients with CLL in a real-world clinical e ECOG PS <2 benefiting from drug)®

practice setting
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Stephen Opat‘I FarrUkh T Awan 2 Laura FOg“attO 3 Eugene N|k|t|n 4 Joanna CzerWinSki 5 Rodrigo SantUCCi *Or until disease progression, toxicity requiring discontinuation, withdrawal of consent, loss to follow-up, death, or study termination, whichever comes first.
Alves da Silva,® Srinivas Jujjavarapu,” Olga Samoilova,® Caroline Dartigeas,® Hoa Tran,!° Javier de la Serna,"

Versha Banerii,'’? 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?2 Feceived treatment

Ibrutinib-
a Total
"Monash University and Monash Health, Melbourne, Australia; 2University of Texas Southwestern Medical Center, Dallas, TX, USA; 3Hospital de Clinicas de Porto Alegre, = = mgm intolerant N=552 l l
Porto Alegre, Brazil; “SP Botkin’s City Hospital, Moscow, Russian Federation; SFlinders Medical Centre, Bedford Park, Australia; ®Instituto Hemomed, Séo Paulo, SP, Patients and D|5p05|t|0n TN cohort R/R cohort cohort Total R/'::z%h;"
Brazil; “lllinois Cancer Care, Peoria, IL, USA; 8Regional Clinical Hospital, Nizhny Novgorod, Russian Federation; °CHU Tours, Tours, France; °Akershus University Hospital, . . . R . n=310 n=202 n=40 N=552 1 ) !
Lerenskog, Norway; ""Hospital 12 de Octubre, Madrid, Spain; "University of Manitoba and CancerCare Manitoba Research Institute, Winnipeg, MN, Canada; *Hospital e The first enrolled paﬂent was dosed with acalabrutinib in October 2019 and the trial was fU”y Age, median (range), years 70.5(41-90) 68.0(37-90) 70.0(27-88) 69.5(27-90) Discontinued 196 (35.5%) Discontinued 95 (30.6%) Discontinued 82 (40.6%) Discontinued 19 (47.5%)
Clinic-IDIBAPS, University of Barcelona, Barcelona, Spain; “BC Cancer-Victoria, Victoria, BC, Canada; *West German Cancer Center, University Hospital Essen, University enrolled in October 2021 Age group Adverse event® 111(20.1%) Adverse event® 51 (16.5%) Adverse event® 53 (26.2%) Adverse event® 7 (17.5%)
of Duisburg-Essen, Essen, Germany; '®Zealand University Hospital, Roskilde, Roskilde, Denmark; "The Catholic University of Korea, Seoul, Republic of Korea; 8Fondazione E?:Iezr:edsgzg;sion - Egglﬁ; gzéfildsgzzzsion 192 (S ;,Z‘;) ;?stg:edsgzgsion f;giﬁjj) ;?stg:ed:rz'zzzsion : ((1550(:/2)
IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, ltaly; ®AstraZeneca, Cambridge, United Kingdom; °AstraZeneca, Wilmington, DE, USA; 2'AstraZeneca, e Patient disposition is shown in Fiaure 1 <65 years 85 (27.4) 72 (35.6) 15 (37.9) 172 (31.2) Development of Development of Development of Development of
. . 29O; q q . q p g _ study-specific 12 (2.29 study-specific 1.99 study-specific 1.59 study-specific 7.59
Gaithersburg, MD, USA,; ??Rigshospitalet Copenhagen University Hospital, Copenhagen, Denmark . . o . . >65-<75 years 126 (40.6) 80 (39.6) 11 (27.5) 217 (39.3) discontinuation (2:2%) discontinuation () discontinuation 8 (1.5%) discontinuation 37.5%)
e Demographics and baseline characteristics are provided in Table 1 >75 years 99 (31.9) 50 (24.8) 14 (35.0) 163 (29.5) orterat 19645 orterat o 8% e 5 (15% oo’ s
. . . . ., Missing 2 (0.4%) Missing 2 (0.6%) Missing 0 Missing 0
e Median follow-up duration was 32.2, 32.5, and 22.0 months in the TN, R/R, and ibrutinib- Eg’égi'g 198 (639 121 (59.9) 18(45.0) 337 (61.1) } { \
. ' Continued treatment Continued treatment
Obijective intolerant cohorts, respectively 0 141(45.5) 86 (42.6) 11(282)  238(43.2) . ; o - o e o e
. . . . aData for treatment discontinuations due to adverse events (disposition data) were captured from the treatment termination case report form (vs the adverse event case report form for s leading to
* Median (range) relative dose intensity was 99% (9%-200%), 99% (63%-200%), and 97 % 1 1341432 88(4306) 200513 242(43.9) e s oo e it
« To report interim safety results from ASSURE (NCT04008706), an ongoing global, phase 3b safety study of acalabrutinib (42%—119%), respectivel 2 35 (11.3) 28 (13.9) 8 (20.5) 71 (12.9) ° T " o e o
monotherapy in patients with CLL in a real-world clinical practice setting ° 0/ P y Rai stage®
e Using Kaplan-Meier analysis, the estimated proportion of patients remaining on treatment at Lymphocytosis only (stage 0) 40 (14.1) 18 (9.5) 5 (16.1) 63 (12.5)
Conclusions 30 months was 71%, 62%, and 45%, respectively (Figure 2) Lymphocytosis with lymphadenopathy (stage |) 80 (28.3) 51(26.8) 6(19.4) 137 (27.2) 1007 |
Lymphocytosis with hepatomegaly or g . - |
TEAE O " splenomegaly (stage Il) 64 (22.6) 43 (22.6) 8 (25.8) 115 (22.8) T e - : o 0591 6070
. . . . . . . . . . . . o\° 80 - : (] o y
The safety profile of acalabrutinib in patients with CLL was consistent with previous clinical studies S vera Lymphocytosis with anemia (stage i 42 (14.8) 21 (11.1) 2 (6.5 65 (12.9) e s
Rates of infection were high but manageable with low mortality when COVID-19 deaths were excluded, and rates of e The most common TEAEs are shown in Table 2 Lymphocytosis with thrombocytopenia (stage V) 45 (15.9) 45 (23.7) 8 (25.8) 98 (19.4) £ . R
cardiac events were low, with no new safety signals identified . . . : Genetic markers - N 604 (95% -
| | b | | o e Overall, 261 (47%) patients had confirmed or suspected COVID-19 infection (TN, 43%; del(170) AND/OR mutated TP53 37 (14.9) 44 (26.2) 7212 88 (19.6) 5 y s elme
COVID-19 TEAEs, including fatalities and those leading to treatment discontinuation, were commonly observed, as R/R. 55%: ibrutinib intolerant 380/) P . ) ) ) i |
study enrollment spanned the COVID-19 pandemic’ ’ 0 ’ 0 del(17p) 23 (10.1) 19 (11.8) 4(12.9) 46 (11.0) 3 |
e (Grade =3 TEAEs were reported in 57% of patients overall (TN, 54%; R/R, 63%; ibrutinib Mutated TP53 24 (10.2) 40 (24.7) 5 (15.6) 69 (16.1) : i
intolerant, 45%) Unmutated IGHV 183 (64.0) 144 (73.1) 21 (65.6) 348 (67.6) g 20- ;
! ! 0 Number of previous therapies, median (range) None 1(1-7) 2 (1-4) 1(1-7) T ohort i
e Serious TEAEs were reported in 42% of patients overall (TN, 38%; R/R, 50%; ibrutinib intolerant, Medical history of hypertension 183 (59.0) 100 (49.5) 20 (50.0) 303 (54.9) A | | | | | | | | | | | | |
25%), most commonly COVID-19 (12%), pneumonia (6%), and COVID-19 pneumonia (5%) Medical history of atrial fibrillation 22 (7.1) 20 (9.9) 5 (12.5) 47 (8.5) o P
S - — e e ) s ol speci erontags e s on ot umber fsbfct i n- g et Moot so e aw wm om ome . ae om  om  ow  ow o on w2
Plain | anguage summary e TEAEs led to treatment discontinuation in 19% of patients (TN, 15%; R/R, 26%; ibrutinib +74 patients had missing (n<48) or unknown (1226 R stage. ' ot % & % % = = W w w9 9 3 * ’ °
intolerant, 18%) (Supplemental Table 1)
. — TEAEs associated with COVID-19 infection led to treatment discontinuation in 11% of
Why was this study done? :
Chronic lymphocytic leukemia (or CLL) is a common type of blood cancer in adults. Acalabrutinib is a drug that patients —
inhibits a protein called Bruton tyrosine kinase, which plays a key role in the development of CLL. Acalabrutinib TE({'/\ES (preferred terms), TN f°1h°"t R/ R_°2°2°"t 'br“t'"'b"“t‘_":"a"t cohort thalz
has been approved for the treatment of CLL based on findings from previous acalabrutinib clinical trials. The Events of Clinical Interest KD n=SilY et =0 52
ASSURE trial was conducted to examine the side effects of acalabrutinib in a broader real-world population. o , , o S Any grade Grade >3 Any grade Grade >3 Any grade Grade 23 Any grade Grade >3
e Events of clinical interest are reported in Table 3; incidences of atrial fibrillation/flutter, Headache 129 (41.6) 4(1.3) 77 (38.1) 3 (1.5) 28 (70.0) 0 234 (42.4) 7 (1.3)
How were the data collected? hypertension, and major hemorrhage were low COVID-19 120 (38.7) 34 (11.0) 92 (45.5) 35 (17.3) 14 (35.0) 2 (5.0) 226 (40.9) 71 (12.9)
Adult patients with CLL were given acalabrutinib 100 mg twice daily for approximately 48 months (or longer if — Of patients who had an atrial fibrillation TEAE (n=26), one third (30.8%; n=8) had prior history Diarrhea 102 (32.9) 4(1.3) 57(28.2) 2(1.0) 11(27.9) 19 170(30.8) 7(.3)
the patient was benefiting from the drug) and continuously monitored during this time. Patients were organized of atrial fibrillation Contusion 82 (26.5) 0 43 (21.3) 0 9 (22.5) 0 134 (24.3) 0
into groups according to their previous treatment for CLL (ie, no prior treatment, 1 or more prior treatments, . . . . . . Arthralgia 68 (21.9) 4 (1.3) 24 (11.9) 2(1.0) 12 (30.0) 0 104 (18.8) 6(1.1)
or previous treatment with ibrutinib). This analysis was conducted before trial completion for an early (interim) — Of patients with a hypertension TEAE (n=43), most had medical history of hypertension Nausea 55 (17.7) 103) 35 (17.3) 0 8 (20.0) 0 98 (17.8) 102)
analysis of the safety data at a median follow-up of 32 months. (79.1%; n=34) Fatigue 59 (19.0) 2 (0.6) 26 (12.9) 5 (2.5) 8 (20.0) 1(2.5) 93 (16.8) 8 (1.4)
— The population of patients with vs without a hypertension TEAE was slightly older (age Anemia 36 (11.6) 15 (4.8) 33 (16.3) 15 (7.4) 7(17.5) 125 76 (13.8) 31(5.6)
2 , L
‘(’)v\t]earzl‘llvzzet’gevJaess:il:r?il.ar to previous acalabrutinib clinical trials. However, since the trial was conducted during =65 years: 79% vs 68%)’ more Commonly male (67% vs 61 %)’ and more “kely to have Constipation 22 (159 > 00 130 ; 200 ° ort=b 204
, _ . : S. ) : : L : Pneumonia 30 (9.7) 15 (4.8) 28 (13.9) 19 (9.4) 6 (15.0) 3(7.5) 64 (11.6) 37 (6.7)
the COVID-19 pandemic, COVID-19-related side effects including death were common. Rates of non-COVID-19 high baseline blood pressure (>140/90 mmHg) (30% vs 18%), chronic kidney disease Vormitin 27 6.7) 206) 16 (7.9) 0 6 (15.0) 0 49 (8.9 2 (0.4)
infection were high but manageable and rates of heart-related side effects were low. No new safety signals were (16% vs 7%), and diabetes (23% vs 19%) 9 ' ' ' ' ' '
reported. . _ _ . . o COVID-19 pneumonia 10 (3.2) 8 (2.6) 23 (11.4) 20 (9.9) 1 (2.5) 0 34 (6.2) 28 (5.1)
e Second primary malignancies (excluding non-melanoma skin cancer) are detailed in Neutropenia 14 (4.5) 11 3.5) 19 (9.4) 12 (5.9) 1(2.5) 12.5) 34 (6.2) 24 (4.3)
_ o Supplemental Table 2
Why do the results matter to patients and physicians? . . . . . . . .
The results confirm safety results from previous clinical trials and help to further characterize less common side e Details on Richter transformation and myeloid malignancies are provided in the Supplemental
effects and inform the management of common side effects when treating CLL in a real-world clinical setting. Text Events of clinical interest,? TN cohort R/R cohort Ibrutinib-intolerant cohort Total
n (%) n=310 n=202 n=40 N=552
Death S Any grade Grade >3 Any grade Grade >3 Any grade Grade >3 Any grade Grade >3
Cardiac events 60 (19.4) 21 (6.8) 31 (15.3) 10 (5.0) 9 (22.5) 1(2.5) 100 (18.1) 32 (5.8)
e Deaths were reported in 65 patients (12%) overall (TN, 7%; R/R, 19%:; ibrutinib intolerant, 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)
e 56 patients had grade 5 TEAEs during the treatment-emergent period Ventricular arrhythmias® 3(1.0) 0 0 0 19 0 4(0.7) 0
H h 156 (50.3 12 (3.9 95 (47.0 8 (4.0 19 (47.5 1.5 270 (48.9 21 (3.8
-~ Please scan this quick response (QR) code with your smartphone camera or — Most occurred in patients with confirmed/suspected COVID-19 (I’]=41) most Commonly emc?rr 298 009 9 79 9 7o 29 489 9
ol | Poster ; - ! M h h 12 (3.9 12 (3.9 9(4.5 8(4.0 1(@2.5 1.5 22 (4.0 21 (3.8
app to obtain a copy of these materials. COVID-19 (1=20). COVID-19 . 9 . 5 d i rat ajor hemorrhage (3.9) 3.9) (4.5) (4.0) (2.5) (2.9) (4.0) (3.8)
-19 (n=20), -19 pneumonia (nN=9), pneumonia (n=2), and acute respiratory Hypertension 29 (9.4) 10 (3.2) 12 (5.9) 7 (3.5) 2 (5.0) 1(2.5) 43 (7.8) 18 (3.3)
Copies of this poster obtained through this QR code are for personal use only and failure (n=2 : : - )
eI e i gty g g i ot gl bl gl ( ) | | | | | Infections I(mcludlng.COVI[? 19) | | 229 (73.9) 76 (24.5) 152 (75.2) 81 (40.1) 30 (75.0) 8 (20.0) 411 (74.5) 165 (29.9)
— Grade 5 TEAEs in patients without confirmed/suspected COVID-19 (n=15) are reported in Second primary malignancies excluding non-melanoma skin 29 (9.4) 16(5.2) 17.(8.4) 7(3.5) 3(7.5) 2 (5.0) 49 (8.9) 25 (4.5)
Supplemental Table 3 oAl ventricuar arthythmia events were ventriodir exirasystoles.
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