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BTK is essential for B cell receptor signaling and plays e Key inclusion criteria: ELEVATE-TN Study Design
= - = = a critical role in CLL tumor cell migration, adhesion, — Age =65 years, or >18 to <65 years with comorbidities (defined below)
Acalabrutinib £ Obinutuzumab vs Obinutuzumab ¥ ratiinceaance 36-63 mLimin by Codkorof Gat st oL (s35)

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

e PFS (IRC-assessed): A vs O+Clb

e PES (INV-assessed)

— Acalabrutinib is a next-generation, potent, highly selective e Cumulative lliness Rating Scale-Geriatric (CIRS-G) score >6
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reviously treated mantle cell lymphoma#*” * ORR (IRC- and INV-assessed)
- - . b y ymp — ECOG PS score <2 e ECOGPSO0-1vs?2 e Time to next treatment
ym p O cytl c e u e m Ia - - - ea r e Early results from the pivotal phase 3 ELEVATE-TN study at — Adequate hematologic, hepatic, and renal function ¢ Geographic region (N America, e OS
a median follow-up of 28.3 months demonstrated superior e Koy exclusion criteria: W Europe, or other) : ;Z:‘ZtD
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eﬁlcaCY .Of Az IO Qompgred Wllth O + Clb with an acceptable — Significant cardiovascular disease Crossover from O+Clb to A was allowed after IRC-confirmed progression
O ow- u tolerability profile in patients with TN CLL’ : : : : _— : o
e Uncontrolled or symptomatic arrhythmias, congestive heart failure, or myocardial infarction within Note: After interim analysis,” PFS assessments were by investigator only
* Results from a 4-year update of ELEVATE-TN are reported 6 months of screening, or any Class 3 or 4 cardiac disease as defined by the New York Heart Notoaersest.
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Results and interpretation
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e A 4-year update analysis from the phase 3 ELEVATE-TN study was performed to assess long-term efficacy and safety of acalabrutinib (A) + obinutuzumab (O) Patient disposition (Supplemental Table 2): o fol _ y y d WOR® WPR® WSD WPD  HMissing NE  MMRD detectable 1 uMRD
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Median StUdy fO"OW-Up: 46.9 months (range, 0.0-59.4 monthS) *Based on Cochran-Mantel-Haenszel test with adjustment for 17p deletion status (yes vs no) vs O+Clb. PIncludes CR and CRi. °Includes PR, nPR, and PRL. aMRD was defined as the proportion of subjects with <1 CLL cell in 10* leukocytes.
Conclusions @ Treatment still ongoing: 74.9% (A+O) and 69.3% (A) A+0: 24.0%" 10 30.7% A:7.8%" 10 11.2%
e With longer term follow-up at 46.9 months (~4 years [range, 0.0-59.4 months]), the efficacy and safety of A+O and A was maintained relative to O+Clb . . .
N d'g PFS . :? | . (A y o [. 9 . hed 3R 0 Clby27 g E/h Overall treatment discontinuation rates: 25.1% (A+0O), 30.7% (A),
— edian was significan onger tor A-containing arms (Not reacne VS U+ .0 Mmontnsj). . . - . 1004 — |
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e A+O vs O+Clb: HR 0.10 (95% CI: 0.07, 0.17) e Most common reasons: AEs (12.8%, 12.3%, 14.7%, respectively) timepoints (most recent assessments) in a higher proportion of patients receiving ¥ 80 A+0vs 0+Clb 93% ! Median OS=NR
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* Avs O+Clb: HR 0.19 (95% CI: 0.13, 0.28) and progressive disease (4.5%, 7.8%, 1.7%) A+O vs O+Clb (38% vs 9%; Figure 3) S 250 896%; oos0 028 10 |
— Estimated PFS rates at 48 months trended in favor of A+O over A (87% vs 78%, respectively) @ Med 166 hs (ALO) 457 s (A T %7 avsoscm |
C . . . . edian treatment exposure: 46.6 months (A+O), 45.7 months (A), ° ' ' ' ' = 2 (95% Cl):
_ PFS findings were consistent across high-risk genetic subgroups o _— Clg) ( ) (A) I\I/I:Eadlan Z)S was NR in any treatment arm with a trend in favor of the A+O group B 4ol 2Ro 291562 Cl): 0.95 (0.52, 1.74)
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— For OS, fewer deaths occurred in patients who received A+O vs O+Clb; however, statistical significance was not reached (Fig ) E’ 20 A+O |
Safety of A+O and A was consistent with interim findings, including low incidences of cardiovascular events (atrial fibrillation and hypertension), and low rates @ A total of 69 patients crossed over from O+Clb to A alone * Estimated 48-month OS rates were highest in the A+O group © g - |
. . . . +
of treatment discontinuation, despite longer treatment exposure 0+ — , , , , , , , , , , , , , , , | , , , ,
. . . . . .. . . 12 1 1 21 24 27 42 4 4 1 4 7
— Despite the higher CR rate, grade >3 infections occurred at a higher incidence with A+O (24%) compared with A alone (16%) Number at risk ’ ’ ° ’ ’ ’ Mo?n()ths > ” ” i ’ ’ ’ ’ ”
In conclusion, A + O demonstrates durable disease control, tolerability, and flexibility to tailor treatment as a monotherapy or combination therapy in TN A+O 179 178 176 173 170 168 167 165 164 164 163 162 161 161 156 132 83 54 30 4 0
CLL patients A 100 - . P - | A 179 176 175 172 170 168 167 163 159 157 156 155 154 151 145 126 80 53 28 9 0
. + . — . ) 87% Median PES=NR O+Clb 177 170 166 163 163 160 158 154 150 149 146 142 140 139 137 120 79 51 23 5 0
- - ' H— P aHazard ratio was based on stratified Cox-Proportional-Hazards model (stratified by del[17p] status).
A+0O vs O+Clb
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Plain |anguage summary @ S 20,0005 | Any Grade Grade >3 Any Grade Grade >3 Any Grade Grade >3
ﬂg, ‘:', 40- A+Ovs A | Cardiac events? 37 (20.8) 14 (7.9)° 34 (19.0) 15 (8.4)° 13 (7.7) 3(1.8)
Why was this study done? g (77} TS E)gggbcn: 0.56 (0.32, 0.95) B;Atr:jgl fibrillation 82 (231.79)2 ; (g.g) 7151 ;6119) g (;.;) 2(1) ((1).16)8 8
Chemoimmunotherapy has historically been the standard of care for chronic lymphocytic leukemia, or CLL, which is a type of cancer that develops from 00 e i Iazj(';%lee ding? 7 23 9') ) 5 22' 8; 7 53 9') ) 5 22' 8; 5 E 1 2') ) 0
B cells in the blood. Acalabrutinib is a targeted therapy that acts by inhibiting the activity of a protein called Bruton tyrosine kinase, or BTK, which plays A+O | Hypertension 14 (7' 9) 6 (3' 2) 13 (7' 3) 5 (2.8) 7 41 ) 6 (3.6)
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a ker role in CLL. Obinutuzumab is an antibody thgt tgrgets CD20, a marker that is expr.es.sed.on B cglls WhICh. can be targeted for treatment. ELE\/ATE o Infections 134 (75.3) 42 (23.6) 132 (73.7) 29 (16.2) 75 (44.4) 14 (8.3)
TN is a phase 3 study that has previously shown significantly better results for acalabrutinib with or without obinutuzumab (chemotherapy-free regimens) 01 : : : : : : : : : : : : : : : | : : : : SPMs 28 (15.7) 13 (7.3) 24 (13.4) 5 (2.8) 7 (4.1) 3(1.8)
compared with obinutuzumab plus chlorambucil (a chemoimmunotherapy regimen) in patients with previously untreated CLL after 28.3 months. Here, 0 3 6 9 12 15 18 29 24 o7 30 33 36 39 42 45 48 51 54 57 59 SPMs excluding non-melanoma skin 15 (8.4) 10 (5.6) 11 (6.1) 4 (2.2) 3(1.8) 2(1.2)
we report the Iong—term results from this StUdy after 4 years of fO”OW'Up. M th Data are n (%) unless otherwise specified. Median duration of exposure was 46.6 months for A+O, 45.7 months for A, and 5.6 months for O+Clb.
Number at risk on s aCardiac events that occurred in >1 patient (any grade; other than atrial fibrillation) in any group include angina pectoris, palpitations, atrioventricular block complete, myocardial ischemia, tachycardia, bradycardia, cardiac failure, left ventricular failure, myocardial infarction, pericardial effusion, acute myocardial
HOW were the data CO"eCtedo infarction, and supraventricular tachycardia. "Cardiac events (grade >3) that occurred in >1 patient (other than atrial fibrillation) include atrioventricular block complete (n=3), angina pectoris (n=2), myocardial ischemia (n=2), and myocardial infarction (n=2). °Cardiac events (grade >3) that occurred in >1 patient (other
. " ] o ) o ) ) A+O 179 176 171 168 164 163 160 157 156 155 153 152 150 141 132 85 59 33 12 2 0 than atrial fibrillation) include acute myocardial infarction (n=3), cardiac failure (n=2), and myocardial infarction (n=2). “Defined as any serious or grade >3 hemorrhagic event, or any grade hemorrhagic event in the central nervous system.
Assessments measuring how well patients’ disease responded to treatment (efficacy) and what toxicities patients experienced (safety) were collected A 179 167 163 158 156 155 153 150 149 146 142 141 136 130 123 79 61 35 16 4 0
and compared between the treatment groups, focusing on comparison of the acalabrutinib treatment arms versus the chemoimmunotherapy arm. O+Clo 177 163 156 153 139 125 110 100 86 82 67 66 55 48 42 22 13 6 2 1 0

What were the results?
At 4 years of follow-up, treatment with acalabrutinib, either with or without obinutuzumab, continued to show improved progression-free survival over

e Most common AEs (Supplemental Table 3) were generally unchanged from the interim report

B. 100- : !
the chemoimmunotherapy regimen, which aligns with earlier results from this study. Acalabrutinib plus obinutuzumab showed a trend towards improved - —_ — Most AEs in the A-containing arms occurred predominantly during the first year of treatment (Supplemental Figure 2)
verall survival compared with obinutuzum I hlorambucil. Safety of labrutini th alone and in combination with obinutuzumab, w | i — - - - - -
overall survival compa ed : obinutuzumab plus chlorambucil. Safety of acalabrutinib, both alone and in combinatio obinutuzumab, was L e Median PFS=NR e AEs that occurred more frequently in A+O and A vs O+Clb included headache, diarrhea, fatigue, arthralgia, cough, and URTI
maintained despite longer time on treatment. 80 1 e | . . . . , .
© o —— -t = e AEs that occurred more frequently with O+Clb included neutropenia, nausea, and infusion-related reaction
N = = Q O, . . . . . . . o . . . . . .
Why do the results matter to patients and physicians? o 75% e Qverall, events of clinical interest, including CV events, were similar in both A-containing arms (Table 1) and consistent with previous interim analysis results
. . . . . . . . . . . . . . 1 O 60 _ |
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These results show that acalabrutinib either alone or in combination with obinutuzumab maintains its efficacy and safety long-term in patients with 5 = 240 vs 0+Clb — Cumulative incidence curves for select AEs are shown in Supplemental Figure 3
previously untreated CLL. @2 HR? (95% CI): 0.17 (0.07, 0.42) |
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