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Treatment With First-Line lbrutinib INTRODUCTION METHODS

I m p foves Ove ral I S U vaal IN « Ibrutinib, a Bruton tyrosine kinase inhibitor (BTKi), changed the treatment  We previously demonstrated that first-line ibrutinib is associated with OS « Data were pooled for patients with previously untreated CLL who received — Subgroup analyses were performed for patients with high-risk genomic
landscape by demonstrating improved overall survival (OS) compared rates that appear similar to those in the age-matched general population, first-line treatment with single-agent ibrutinib in the RESONATE-2 study features, defined as those with del(11q), del(17p), mutated TP53, and/or

= = = = with chemotherapy/chemoimmunotherapy across multiple phase 3 trials in with a median follow-up of 5.9 years since initial diagnosis.® It remains (NCTO01722487)" or ibrutinib + rituximab in the ECOG-ACRIN E1912 study unmutated IGHV, and for patients aged =65 or <65 years

Patl e nts Wlth C h ro n Ic Lym p h ocytl c patients with chronic IymphocytIC leukemia (CLL), inCIUding those with hlgh- unclear whether this holds true for patients with hlgh-rISk genomiC features (NCT0204881 3)5 e AEs |eading to dose reductions were assessed in ibrutinib-treated patients from
. i, , . risk genomic features™” over longer follow-up durations — Detailed methods and results from these studies were previously described!s the RESONATE-2 study
Le U ke m Ia a n d H Ig h -Rls k Ge n Om Ic * Recently, data were reported for patients treated with ibrutinib in the phase 3 ¢ In previous studies, continuation of ibrutinib treatment was associated with « OS probabilities from the time of randomization and from the time of — Patients from the E1912 study were excluded from the analysis due to
RESONATE-2 trial with up to 10 years of fO”OW-Up, representing the IOngeSt better survival OutcomeS1°'12; active management of adverse events (AES) by initial diagnosis for ibrutinib-treated patients were Compared with an age- limitations in details of AE data collection
F t t R t A = t' follow-up of any BTKi used in first-line treatment of CLL?® dose modification might facilitate continued ibrutinib treatment and maximize matched general population using 2021 life tables for the total US population
ea u res o a es p p rox' ma I n g e With the most robust long-term follow-up data among BTKis, ibrutinib clinical outcomes™ published by the Centers for Disease Control and Prevention (CDC;

therapy trials are uniquely positioned to assess the long-term OS benefit of www.cdc.gov/nchs/products/life_tables.htm)

an Age-M atChed U S Popu Iati On : first-line BTKi treatment in patients with CLL across patient subgroups — OS was estimated using the Kaplan-Meier method
Pooled Analysis of Phase 3 Trials

RESULTS
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in ,an S patients (27. were treated wit - - . . - ; ;
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AEs and 60 of 293 patients (20.5%) discontinued treatment R e Dose Modifications fg ié E;F;raé;, % (95% Cl)  42.5 (25.1—%952)(0 Ny 22)8 (41.7-62.7)
due to progressive disease 20+ ibrutinib-treated patients general population * Active dose management for the prevention of AE recurrence or worsening o | Pvalue 0.807
O BJ ECTIVE — Study treatment was ongoing in 156 of 490 patients (31.8%) 5y 08 ral. % @5 C) 812 :‘7?2284_9) 0 2'7';:285_2) (through dose reductions and dose holds) may allow patients to remain on 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108 114 120
. o 0+ HR (95% CI) 1.17 (0.86-1.58) ibrutinib, thereby contributing to an OS benefit Bationte af rick Time Since Start of Current Treatment, months
: : : Baseline Characteristics of ILog_ranlkpvalule . . . ?'3290 . . . ' * Of 135 patients treated with single-agent ibrutinib in RESONATE-2, 34 (25.5%) With dose reduction 34 34 34 34 32 32 30 28 26 25 22 21 19 19 19 17 16 14 12 11 3
To evaluate long-term overall survival (OS) outcomes in a pooled population Pooled Ibrutinib-Treated Patients 0 12 24 36 48 60 72 84 96 108 120 had AEs leading to dose reductions

Time Since Randomization, months

of patients with previously untreated chronic lymphocytic leukemia (CLL),

Including those with high-risk genomic features, who received first-line Ch teristi Pooled Ibrutir;‘}b;l'lggated FEEILE hgomaihed generalpopulation 490 490 482 473 4o 4S5 45 435 42 413 4o Any AEs Leading to Dose Reductions
’ aracteristic = - « .
ibrutinib treatment in 2 phase 3 trials with survival estimates compared with Age at randomization In lbrutinib-Treated Patients

i B OS in Patients With vs Without Dose Reductions
that of the US age-matched general population Median (range), years 61.0 (31-89) RESONATE-2 00 -
>65 years, n (%) 179 (36.5) B 1000 Patients With High-Risk Features AEs Leading to Dose Reduction n=135 90 11

Age at diagnosis e N Age-matched _ _ 80 - b—
9 : J S general population Any AE leading to dose reduction, n (%) 34 (25.2) 20
Median (range), years 59.0 (30-87) 804 L i
. . . : 60 -
( : N ( : L U S I O N S 265 years, n (%) 128 (26.1) Median time on study after first dose reduction (range), months 34.4 (0.0-111.8) 2o
Median time from initial diagnosis 20.9 (0.0-341.8) 60 S 4. With dose reduction
(ot : d : ' % )2 With d duction Without d ducti
to randomization (range), months 8 First dose reduced to, n (%) 30 th dose reduction Without dose reduction
Male sex, n (%) 324 (66.1) o 404 204 [9-yOSrate, % (95% Cl)  57.1 (38.5-72.0) 72.8 (62.0-81.0)
- i - - >eX, @ 280 mg 29/34 (85.3) " )
With the longest follow-up time of any commercially available Baseline ECOG PS, n (%) 10 [HRES%CY 145 076276
" 1 1 Ibrutinib- d i Age- hed - :
targeted therapy for CLL, this pooled analysis demonstrates that first- 0or1 468 (95.5) 20- N e o genme ponulation 140 mg 5/34 (14.7) o
. . . _ . .y . n=303 n=303 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108114120
I|ne treatment W|th |ert|n|b prOVIded |Ong-term OS beneﬂt N patlentS 2 22 (4-5) 0 0 _ B . . . . Time Since Start of Current Treatment, months
9-y OS rate, % (95% Cl)  79.5 (73.5-84.3) 83.2 (78.5-86.9) R lut f first AE | d tod duct /N (y a 29/34 85.3 . . ’
: : . . .. CIRS o) 04 | oo e 4 (0,841 84 esolution of firs eading to dose reduction, n/N (%) (85.3) Patients at risk
with CLL, with survival estimates that appear similar to those of a US score, n (%) Logfrangp\zalue ' (()575; 84) With dose reduction 34 34 34 34 33 33 32 32 31 29 27 26 24 24 24 22 21 19 18 15 4
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SUPPLEMENTAL INFORMATION

Estimated OS From Initial Diagnosis in Ibrutinib-Treated
Patients Was Similar to That of an Age-Matched General
Population Irrespective of High-Risk Features® or Age
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0 40-
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20 - Ibrutinib-treated patients with Age-matched

high-risk features general population
n=302 n=302
0 9-y OS rate, % (95% CI) 86.4 (81.7-90.0) 87.7 (83.5-91.0)
| HR (95% ClI) 1.21 (0.83-1.77)
Log-rank P value 0.3265
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20 - Ibrutinib-treated patients Age-matched
265 years general population
n=128 n=128
0 9-y OS rate, % (95% CI) 73.1 (64.1-80.2) 73.4 (64.9-80.2)
| HR (95% CI) 0.91 (0.66—1.46)
Log-rank P value 0.9139
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20 - Ibrutinib-treated patients Age-matched
<65 years general population
n=361 n=361
0 9-y OS rate, % (95% CI) 93.7 (90.5-95.9) 92.5 (89.3-94.8)
| HR (95% ClI) 0.97 (0.61-1.53)
Log-rank P value 0.8779
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Ibrutinib-treated patients
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HR, hazard ratio; OS, overall survival.
2Defined as those with del(11q), del(17p), mutated TP53, and/or unmutated IGHV.





