Results

Poster 1808 e From January 2018 through February 2021, 2,509 patients were identified and included in the analysis (Figure 1).
e (f these patients, 89.6% (n=2,249) received ibrutinib and 14.1% (n=353) received acalabrutinib across all lines of therapy. Acalabrutin Cohort Ibrutinib Cohort Without Ibrutinib Cohort With
- A I b t' = b d I b t' - b - e The demographic and clinical characteristics of the two cohorts are described in Table 1. N = 91 Subsequent Acalabrutinib®  Subsequent Acalabrutinib®
CO m pa rl n g Ca a ru I n I a n ru I n I I n e After weighting to adjust for differences across cohorts, the acalabrutinilb cohort and the ibrutinib cohort were balanced on all baseline N =194 N =59

characteristics except CV risk factors (more common in the ibrutinib cohort) and prior BTKi use (more common in the acalabrutinib cohort; Table 1). Total patients

|
u - - - - : . : : : Discontinued patients, n (%) 54 (25.5) 79 (40.7) 59 (100.0)
th e Re al WO rI d . A Stu dy Of 2 ,509 Pat I e nts e Prior BTKi use was added as a covariate in the Cox PH model to adjust for residual confounding when imbalances remained across cohorts o for oo g

after weighting.

- - - - Toxic effect of therapy / MEOI 27 (12.7) 37 (19.1) 53 (89.8)
with Chronic Lymphocytic Leukemia
Arthralgia / myalgia / arthritis 3(1.4) 3 (1.5) 12 (20.3)

: . : _ Original Sample ATT-weighted Sample Gastrointestinal toxicity 3(1.4) 3(1.5) 4 (6.8)
Lindsey E. Roeker!, Maral DerSarkissian?, Kellie Ryan®, Yan Chen?, Svea K. Wahlstrom*, Shweta Hakre®, Louise Yu?, Acalabrutinib Acalabrutinib Headache 3 (1.4) 1(0.5) 2 (3.4)
Helen Guo?, Anthony R. Mato' Cohort lbrutinib Cohort Std. diff." Cohort 19T SRl Std. diff." Atrial fibrillation 3 (1.4) 5 (2.6) 7(11.9)

N =353 MEETES N =353 N EE Bleeding episodes 2 (0.9) 8 (4.1) 8 (13.6)
Age at index date, years Cardiac toxicity 2 (0.9) 1(0.5) 5 (8.5)
"Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2Analysis Group, Boston, MA, USA,; ®AstraZeneca, Gaithersburg, MD, USA; “AstraZeneca, Wilmington, DE, USA .
Mean + SD 71.9+9.2 70.7 £ 9.5 0.130* 71.9+9.2 72.3 +3.8 0.049 Fatigue 2(0.9) 10 (5.2) 3 (5.1)
Median (IQR) 73.0 (66.0,79.0)  72.0 (65.0, 79.0) 73.0 (66.0,79.0)  73.0 (66.0, 80.0) Rash 3(1.4) 41 8(13.6)
Diarrhea 1 (0.5 3(1.5 4 (6.8
Female, n (%) 136 (38.5) 855 (38.0) 0.011 136 (38.5) 141 (38.7) 0.004 cq 1 EO 5; ) §1 0; : E8 5;
ema . . .
Obiective Race, n (%) Infection 1(0.5) 2 (1.0) 0 (0.0)
j White 271 (76.8) 1,659 (73.8) 0.070 271 (76.9) 287 (78.8) 0.050 Pulmonary toxicity / pneumonitis 0 (0.0) 2 (1.0) 1(1.7)
e Jo conduct a real-world analysis of CLL patients treated with acalabrutinib vs. ibrutinib to compare outcomes in a non-trial population. Black or African American 26 (7.4) 198 (8.8) 0.053 26 (7.4) 24 (6.7) 0.028 Hypertension 0 (0.0) 0 (0.0) 1(1.7)
Other race 25 (7.1) 175 (7.8) 0.027 25 (7.1) 22 (6.0) 0.044 Other 2(0.9) 7 (3.6) 5(8.5)
Conclusions Asian 7 (2.0) 27 (1.2) 0.063 7 (2.0) 5 (1.5) 0.038 Progression 733 5(2.6) 36.1)
Unk 04 (6.8 190 (8.4 0.062 04 (6.8 26 (7.0 0.008 Non-cancer-related medical issue 4 (1.9) 5 (2.6) 2 (3.4)
e This study is the largest available analysis comparing two BTKis to date and suggests lower rates of discontinuation and nxnown (©6.8) (8.4) ' (6.8) (7.0) ' Insufficient response 3 (1.4) 4(2.1) 3 (5.1)
a prolonged time to discontinuation for patients receiving acalabrutinib as compared to ibrutinib in both the front-line and Hispanic or Latino, n (%) 9 (2.5) 86 (3.8) 0.073 9 (2.9 11(2.9) 0.021 Other 6 (2.8) 12 (6.2) 1(1.7)
relapsed/refractory settings. Line of therapy in which BTKi was received, n (%) Unknown 8 (3.8) 17 (8.8) 0 (0.0)
Whl!e randomized cllnlcgl trial data havg compared patients treated with acalaprutlnlb andllbrutlnlllo in the relapsgd/refractory 1L 67 (19.0) 1,211 (53.8) 0.777* 67 (19.0) 66 (18.1) 0.024 Abbreviations: GLL, chronic lymphocytic leukemia: MEOI, medical events of interest: SLL, small lymphocytic lymphoma.
setting, these data provide valuable insight into 1) how these agents compare in the front-line setting (not tested in ELEVATE- oL 140 (39.7) 714 (31.7) 0.166* 140 (39.7) 141 (38.6) 0.022 Notes:
: R : : : : : . ' . . . ' 1. Patients in the acalabrutinib cohort may have received ibrutinib in any line of therapy. One patient in the acalabrutinib cohort discontinued treatment due to atrial fibrillation and one patient in the
RR) and 2) the outcomes in clinical practlce across treatment lines outside of the trial Settmg' * ibrutinib cohort discontinued treatment due to arthralgia/myalgia + headache on the index date (i.e., initiation of acalabrutinib or ibrutinib). These patients were removed from the analysis.
- . _ o _ _ o _ 3L+ 146 (41.4) 324 (14.4) 0.630 146 (41.4) 158 (43.4) 0.041 ! . M agla + f 3 from this ooh
Additional analyses with longer follow-up are needed to confirm findings of this analysis and to determine if improved TTD is 2. Patients who received both acalabrutinib monotherapy and ibrutinib monotherapy on or after January 1, 2018, were excluded from this cohort. | - |
) ) i ] ) ifi - idi 3. Patients in this cohort received ibrutinib monotherapy on or after January 1, 2018, followed by acalabrutinib monotherapy in a later line. Four patients received acalabrutinib monotherapy prior to
associated with improved progression-free and overall survival outcomes Modified Quan-Charlson Gomorbidity Index score ibrutinib monoth g d from this cohort
- . Iorutinio mMonotnerapy and were removeda 1rom tnis conort.
Mean + SD 0.1+04 0.1+£04 0.008 0.1+£04 0.1 +0.1 0.017 4. Patients may have had >1 reasons for discontinuation.
- . Median (IQR) 0.0 (0.0, 0.0) 0.0 (0.0, 0.0) 0.0 (0.0, 0.0) 0.0 (0.0, 0.0)
Limitations
Cardiovascular risk factors, n (%)
_Ilz_lr?tlrc:cn datgl ::Jtlhzes ﬁlectronlc medkl)ca! recordls 1\:NhICh are maintained for the purpose of patient care rather than research. Hypertension 23 (6.5) 220 (9.8) 0.190* 23 (6.5) 30 (8.4) 0.070 N 1L Pationts - Unweighted n 1L Pationts - Weighted
ereiore, aata may ave errors or bé |nCOmp ete. Atrial fibrillation 19 (3 4) 36 (1 6) 0.115* 19 (3 4) 17 (4 7) 0.067 With Number of Subjects at Risk and 95% Confidence Limits With Number of Subjects at Risk and 95% Confidence Limits
Given the retrospective non-randomized nature of the study, important differences in patient characteristics between the | ' ' ' ' ' - 10w 104
two study cohorts may exist. While ATT weighting was used to balance the groups in terms of baseline characteristics, Hypercholesterolemia 14(4.0) 176 (7.8) 0.164 14(4.0) 25 (6.7) 0.123 2 -
unmeasured confounding may remain. Congestive heart failure 4 (1.1) 19 (0.8) 0.029 4 (1.1) 4 (1.1) 0.007 £ o08- € 08-
. . . . L o g
Acalabrutinib was approved for CLL/SLL in November 2019; therefore, we have a smaller dataset of acalabrutinib-treated Peripheral arterial disease 1(0.3) 13 (0.6) 0.045 1(0.3) 7 (2.0) 0.162 = %
patients compared to ibrutinib. At time of analysis, we had a smaller sample size and relatively limited follow-up for acalabrutinib Cerebrovascular disease 0 (0.0) 13 (0.6) 0.108* 0 (0.0) 2 (0.7) 0.116* é 06~ @ 067
I I Tall i Tall 0 o
patients compared to ibrutinib and, therefore, lacked data maturity to assess clinical outcomes such as PFS and OS. Diabetes 113.1) 88 (3.9) 0.043 113.1) 143.7) 0.035 3 %
e 04 - 2 04-
Myocardial infarction 1(0.3) 7 (0.3) 0.005 1(0.3) 0 (0.1) 0.053 g A%%(m) 2 Median TTD, months (95% Cl)
cabrutini = : s ..
o = Ibrutinib (N=1,207): 36.3 (29.0, NR) y y £ Alcabrutinib (N=67): NR (NR, NR) Acalabrutinib lbrutinib
ECOG performance status, n (%) S o2- Acalabrutinib Ibrutinib S 2 [lbrutinib (N=66): 34.6 (25.5, NR) calabru u
£ Mean TTD, months (95% Cl o Mean TTD. months (95% Cl Hazard Ratio (95% C|
0 129 (365) 897 (399) 0.069 129 (365) 127 (348) 0.037 Alcabrutinib (N=67): 15.1 (13.6, 16.6) Hazard Ratio (95% ClI o L‘W_OI Welghted. O..54 (0:26, 1.11.)
Ibrutinib (N=1,207): 24.6 (23.7, 25.6) 0.59 (0.30, 1.16) Alcabrutinib (N=67): 15.1 (13.6, 16.6) Weighted with adjustment:
1 128 (36.3) 661 (29.4) 0.147* 128 (36.3) 136 (37.3) 0.022 00+ _ ’. | | o 0.0 - lbrutinib (N=66): 24.2 (21.9, 26.5) | | 054 (0.26, 1.11)
0 6 12 18 24 30 36 0 6 12 18 24 30 36
2+ 40 (11.3) 211 (9.4) 0.064 40 (11.3) 43 (11.8) 0.014

BaCk round Time (months) Time (months)

Unknown 56 (15.9) 480 (21.3) 0.141* 56 (15.9) 59 (16.1) 0.008 Pitfar;tasbfﬂtﬁﬁ ; ) ) O Pa;i:;fbf;triij;; N . ; O

' ' ' . . . . . . . . ; H H Ibrutinib 1207 846 661 452 259 115 20 Ibrutinib 66 31 13 4 1 0 0

* Novel agents including Bruton Tyrosine Kinase inhibitors (BTKi) have become the standard of care for patients with chronic lymphocytic Baseline medications, n (%) - | | S
leukemia (CLL) or small lymphocytic lymphoma (SLL). Prior BTKi use 121 (34.3) 55 (2.4) 0.902* 121 (34.3) 25 (6.7) 0.726" Abbreviations: KM, Kaplan-Meier; TTD, time to treatment discontinuation.

e The ELEVATE-RR trial (NCT02477696) compared acalabrutinib to ibrutinib and demonstrated non-inferior progression-free survival (PFS) with Anti-coagulants 3(0.8) 13 (0.6) 0.032 3(0.8) 5 (1.4) 0.055
fewer cardiovascular (CV) and bleeding adverse events for relapsed/refractory CLL patients treated with acalabrutinib (Byrd, et al. 2021). Note:

e As demographic and clinical characteristics of patients and management strategies often differ between real-world clinical practice and clinical 1. For each variable, a standardized difference 20.1 was considered to be an inconsequential imbalance between the two populations, as indicated by an asterisk () A. | 2L Patients - Unweighted B. | 2L Patients — Weighted N
trials, differences in outcomes may be observed. Abbreviations: 1L, first line; 2L, second line; 3L, third line; BTKi, Bruton Tyrosine Kinase inhibitor; CLL, chronic lymphocytic leukemia; ECOG, Eastern Cooperative Oncology Group; IQR, interquartile With Number of Subjects at Risk and 95% Confidence Limits With Number of Subjects at Risk and 95% Confidence Limits

range; SD, standard deviation; SLL, small lymphocytic lymphoma. 107 g 107 g
g 0.8 - . g 0.8 -
e |nthe unweighted analysis of all patients, there was no significant difference in TTD between the acalabrutinib and ibrutinib cohorts (Figure 2). s g
. , _ : c =
— The median unweighted TTD was not reached (NR) (95% CI: 25.1, NR) for the acalabrutinilb cohort, whereas the median TTD was reached o 06 § 06 -
e This retrospective cohort study utilized electronic health record data from the in the ibrutinib cohort (29.3 months; 27.7, 33.2). The HR was 0.90 (0.72, 1.14). % S
nationwide Flatiron Health electronic health record (EHR)-derived de-identified 1 o After ATT-weighting, the overall TTD for acalabrutinib was significantly longer compared to ibrutinib (Figure 2). = 3,
Flatiron Cohort . ) . .. . .. Median TTD, ths (95% Cl) © Median TTD, months (95% CI)
database from July 2017 to February 2021. Patients with physician-documented CLL and/or SLL diagnosis or evidence in unstructured — The median weighted TTD was still NR (25.1, NR) for the acalabrutinib cohort and was 23.4 months (18.1, 28.7) for the ibrutinib cohort é Alcaeprft?nib (N=140): NR (NR. NR) é Alcabrutinib (N=140): NR (NR, NR) Acalabrutinib lbrutinib
° Patients Wlth CLL or SI_L were iﬂClUded If they: documents having been tre?:jz?asgjﬁg#:agig?l:fr;Lzlg’Lé_olgf)he Flatiron Health Database (Figure 2) Wlth q HR Of 070 (053, 092) §_ 02 Ibrutinib (N=714): 28.9 (24.7, 31.0) Acalabrutinib lbrutinib §_ 0 - Ibrutinib (N=147): 30.6 (23.4, NR) Hazard Ratio (5% G|
T o : T : . ) . . . . . . . . o a Mean TTD. months (95% Cl) < Mean TTD. months (95% Cl) Weighted: 0.65 (0.39, 1.09)
— initiated acalabrutinib or ibrutinib in any line of therapy (LOT) on or after N=12,886 — After additional adjustments for prior BTKi use, the acalabrutinib cohort had a 41% lower risk of discontinuation vs. ibrutinib (HR=0.59; 95% Alsteutilp (N=440): 265 (225, 20 Hazard Ratio (95% CI = Al (N=140): 255 (225, 205 Weighad wih et
rutini = : 23. .3, 24. 0.61 (0.39, 0.96 rutini = 24, .6, 27. . 42, 1.
‘January 1 J 2018 2. Initiation of alcabrutinib or ibrutinib in any line of therapy on or after January 1, 2018 Cl: 043, 0.81 , p:OOO1 ) 0.0 | | | | | | ( : | 0.0 | | | | | | |
' (initiation of acalabrutinib or ibrutinib was defined as the index date) . . . . ) L .
— were =18 years of age at index, and — — :1I3'(2VJ3%) ' — e The discontinuation rate across all lines of therapy at 12 months was 22% for the weighted acalabrutinib cohort vs. 31% for the weighted ° ° 12 8 2 . % 0 6 12 8 24 30 36
i | — ibruting Ti th Ti th
— had at least 2 encounters on separate days during the study period. 3, — _ . ibrutinib cohort (p=0.005). Patients at risk ime (months) Patients at risk: ime (months)
Two or more clinic encounters on different days in the a ] . . o . Acalabrutinib 140 66 - 1 5 ) 0 Acalabrutinib 10 o - . 6 ) 0
e Patients were followed to the earliest of last follow-up or death with a data Flatiron Health Database during the study period e Results stratified by LOT (Figures 3 and 4) demonstrated a consistent trend toward TTD favoring acalabrutinib, though these analyses did not lbrutinib 714 498 8 230 143 68 10 lbrutinib 147 7 2 i
N = 2,613 (100%) . C L
cut-off of February 28, 2021. reach statistical significance. Abbreviations: 2L, second line; KM, Kaplan-Meier; TTD, time to treatment discontinuation.
4.

e Time to treatment discontinuation (TTD) was defined as the time from treatment Aged 18 years or older at index date | - | | - | | | |
initiation to discontinuation, defined as start of a new LOT, lack of refilled N=2,613 (100%) o Forl the subset of patients with information on reasons for treatment discontinuation, roughly half of patients in both cohorts discontinued due to
prescription for >3 months, or death. > Not enrolled in a clinical study or receiving toxicity (Table 2).

an investigational drug during the study period _ ' ‘ . . . e . .
—  Patients who did not discontinue BTKi treatment were censored at the last NS B A All Patients — Unweighted B. All Patients — Weighted Cytopenias were the most common adverse events (AEs) leading to discontinuation for the acalabrutinib cohort, while fatigue was the most
follow-u With Number of Subjects at Risk and 95% Confidence Limits With Number of Subjects at Risk and 95% Confidence Limits common for ibrutinib patients without subsequent acalabrutinib.
p- 6. Did not receive cqncurrent an.tineoplastictreatrnent 1.0 - |+Censored| 1.0 - |+Censored| o Th . t 53/59 900/ fb t b J[ i h . d b ¢ | b t b d t d J[h . b t bJ[ i i d to t . t
e Descriptive statistics were reported for all study measures using means (standard for another ma:llg_nznscggdugr-llng o;he study period ) e majority (n= ; o) of ibrutinib patients who received subsequent acalabrutinib discontinued their ibrutinib treatment due to toxicity.
deviations [SD]) and medians (interquartile range [IQR]) for continuous variables , — < . é ol — The most common AEs leading to discontinuation in this cohort were arthralgia/myalgia/arthritis, bleeding episodes, rash, and atrial fibrillation.
: : : : : ) Cohort assignment e 0 7 = 0 7
and frequency distributions for categorical variables. Acalabrutinib N =353 (14.1%) |5 o ‘
At 1L N =67 = g \
e Average treatment effect among the treated (AT T) weighting was used to oL o later N = 285 = ) < ] : Acknowledaments
. . . . 0.6 o 06 | I g
balance key baseline characteristics (age, sex, race, geographic region, year Ibrutinib N=2249  (39.6%) 2 £ o I
: : : ; : : 1L N=1,211 o 2 This analysis was sponsored by AstraZeneca. The authors directed development of the presentation and are fully responsible for all content and editorial decisions. Graphics and editorial support were provided
of '”q,ex date, year of diagnosis W.Ith CLL or SLL, fine of the.raDY’ Bal .Stage’ 2L or later N=1038 © S by Peloton Advantage, LLC, an OPEN Health company, and funded by AstraZeneca.
modified Quan-Charlson Comorbidity Index [CCI] score, atrial fibrillation, Eastern o %7 Median TTD. months (95% C| 5 0% L dian TTD. monthe (5% Ci
. . . i — 0 —,—(—o)_
Cooperative Oncology Group [ECOG] performance status, and use of anti-coagulants) and improve comparability between the cohorts. S Alcabrutinib (N=353): NR (25.1, NR) S Alcabrutinib (N=353): NR (25.1, NR) y .
= Ibrutinib (N=2,244): 29.3 (27.7, 33.2) Acalabrutinib brutinib = lbrutinib (N=364): 23.4 (18.1, 28.7) Acalabrutinib Ibrutinib
o Kaplan-Meier analysis was used to estimate unweighted and AT T-weighted TTD. g 02- a  02- Hazard Ratio (95% ClI
O Meal'n.TTD_ mon.ths 95% CI _ Dﬁj Mea.n.TTD, months (95% Cl) Weighted: 0.70 (0.53, 0.92) _ _ , . .
e A weighted Cox proportional-hazards (PH) model was used to compare TTD between acalabrutinib and ibrutinib. o Allbcilzirnuign(lﬁ =(21_2?:1?1?-)'2%366(£22193’2§16£) Hazoagc(i) I(?Oat7|§ 19% cl Allcbe;m:]tilgl?N(L\l3=6345).3)2:123.(61(92:3 .32,3223.)0) Weiggtgg E/(v)iTSa((j)juSit;nent: Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of these materials.
o . . . . . . . . . ~ ’ - ) e ) - - y I | - . . -0, . . . , U. Poster . . . . . . .
— As a sensitivity analysis, a weighted Cox PH model with adjustments for variables still imbalanced between cohorts after ATT-weighting was 001 . . . . . . 001 . . . . . . ffgra'etﬁeo‘;tq'rfo?szﬁce{h?sbggte; through this QR code are for personal use only and may not be reproduced without permission
run to account for potential residual confounding. 0 ° 12 18 24 30 3 0 6 12 18 24 30 36
DL , , . , , , , , Time (months) Time (months)
e [or all acalabrutinib-treated patients and a subset of ibrutinib-treated patients, reasons for discontinuation were manually abstracted via a Patients at risk: Patients at risk:
. Acalabrutinib 353 157 63 22 13 5 0 Acalabrutinib 353 157 63 22 13 5 0
reVIGW Of UnStrUCtured data Ibrutinib 2244 1533 1151 791 464 221 34 Ibrutinib 364 175 66 27 11 5 1

Presented at the 64th American Society of Hematology Annual Meeting; December 10-13, 2022; New Orleans, Louisiana
— Data for ibrutinib-treated patients were presented separately for those with and without evidence of Subsequent acalabrutinib usage. Abbreviations: 1L, first line; KM, Kaplan-Meier; TTD, time to treatment discontinuation. Corresponding author email address: roekerl@mskcc.org



