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INTRODUCTION

RESULTS (CONT.)

» lbrutinib, a once-daily Bruton’s tyrosine kinase (BTK) inhibitor, is approved inthe US  Efficacy Figure 4. PFS by del(11q) Status At up to 7 years of follow-up, the CR/CRIi rate increased over time to 34% (ORR -+ Table 2 shows concomitant medications of clinical interest by treatment Figure 10. AEs Leading to Ibrutinib Dose Reductions or
for the treatment of patients with chronic lymphocytic leukemia/small lymphocytic 92%) (Figure 6). arm. Discontinuations
lymphoma (CLL/SLL). Figure 2. PFS: Ibrutinib vs Chlorambucil T ' _ - - . - - - .
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2 | : | | emmwiesior s 2 e e g S W 4-5 years (n=89) B 4-5 years (n=89) e 66/79 patients (84%) had an AE that had a complete resolution following a
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ibrutinib treatment in CLL/SLL ' ’ : 0 (HgFfs% cly (0.3102':%.4848) during each yearly interval. Multiple onsets of the same AE term within a specific yearly interval were counted once, _ _
Months 60% vs Oo/o, and without de (HQ) were 61% vs 13%. and the same AE term continuing across several yearly intervals was counted in each of the intervals. — 22/31 (71%) had subsequent AE |mprovement or resolution.
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HR, hazard ratio. 90- « Patients treated with ibrutinib had improved OS and a 49% reduction in death Table 3. Outcomes Following Ibrutinib Discontinuation
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Figure 1. RESONATE-2 Study Schema — Only 12% of patients randomized to ibrutinib progressed while on active ibrutinib . o B Safety Bl 2-3 years (n=111) Allve,”n 00 2169 1) 45 72)
Chiorambucil unmutated IGHY = = ! - “Includes patients who exited study with no known death.
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D unacceptable toxicity : Continuing ibrutinib on study, n (%) 64 (47) '
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For patients 65-69 years of | (o maximum 0.8 ma/key | closure ° O Population unmutated and mutated IGHV, respectively, vs chlorambucil (Figure 5). PD 16 (12) |
age, comorbidity that may Z : days 1+ 15 of : SrOEHAE] @UEr 1O 19Nl Favor ibrutinib  Favor chlorambucil N__Hazard Ratio 95% Cl | . | | | Death 18 *Combined terms. * Best overall response to the first subsequent drug therapy was reported for
preclude FCR E 28-day cycle, : releng A Al patients 'y 269 0167  (0117,0238) * At 6.5 years, PFS rates for ibrutinib vs chlorambucil for patients with unmutated | /0 by patient 9 (7) « Prevalence rates of any-grade AEs of clinical interest are shown 10/18 patients to date: 7/10 responded, 1/10 had stable disease, and 2/10 had
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>70 - : 126, O. AE, adverse event.
« ECOG PS status (0O-1vs 2) : : - - _ : . . . . . . .
[. Rai stage (I11-1V vs <I1) ] R"’“S:tageoat:ase"“e i o o (150,054 Figure 6. Investigator-Assessed Overall Response Rate With Ibrutinib . More than half of patients continued to receive single-agent ibrutinib for at least CONCLUSIONS
age O - B : 130, O.
" 100 - 6 years. . . . . . . .
Stage Il - IV | 132 0128  (0.076,0.217) 15 Y  |n the longest follow-up to date (up to 7 years) from a phase 3 study of first-line BTK-directed therapy, single-agent ibrutinib conferred sustained PFS
°Patients could enroll in separate extension study PCYC-1116 after IRC-confirmed PD or at study PCYC-11715 ECOG at baseline o 907 * 47% of patients continue first-line ibrutinib treatment on study with this follow-up and OS benefit vs chlorambucil.
closure for continuing treatment and follow-up. 0 e 12 0.187  (0.IM, 0.314) 80 - Table 1). . . . . . .
ECOG PS, Eastern Cooperative Oncology Group performance status, FCR, fludarabine + cyclophosphamide + -2 gre 157 0156  (0.095, 0.254) © ( ) — With ibrutinib treatment, median investigator-assessed PFS and OS were not reached and 6.5-year estimates were 61% and 78%, respectively.
rituximab, IRC, independent review committee, ITT, intention-to treat, PD, disease progression. : o ~ 70 i i ) L. _ _ o _ o
Bulk;( disease | HH o s o1 0at % . 1.1 Table 2. Concomitant Medications of Clinical Interest — Only 16 (12%) patients progressed while receiving ibrutinib.
cm ) | 1050 x . . . . L . . . . . .
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RESU LTS High risk (TP53 mutation,® del[11q], o o 26 n=135 n=132 and in lower-risk patients.
and/or unmutated IGHV) o Q. n Antithrombotics, n (%) 96 (71) /1 (54) : : .. : . : :
ol v | — With up to 7 years of follow-up, ibrutinib benefit was similar for patients with mutated or unmutated IGHV.
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anemia (Hb <11 g/dL), and 65% had p2-microglobulin (B2M) >3.5 mg/L. < 3.5 mg/L - 74 0267  (0.134,0.532) 10 - s% . i rolatod disor(’jers N 58 (65) o5 42) * lbrutinib remains well tolerated with no new safety signals observed with long-term follow-up.
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|GHV 0.0 0.5 1.0 1.5 2.0 " th Proton pump inhibitors 75 (56) 47 (36) fI’Om Iertlnlb treatment.
- H d Rati ontins . . . . .
azard ratie B CR/CRi MpPR MPR M PRL WSD Other” 25 (19) 5@ — With extended follow-up, rates of discontinuations due to AEs remain low.
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_ “TP53 mutation per arm: ibrutinib (n=11) and chlorambucil (n=3). P th . - . ] . . . . . . . . . * Nearly half of patients remain on ibrutinib at up to 7 years of follow-up.
features (TP53 mutation, del[11q], and/or unmutated IGHV). HR from stratified Cox regression model. gg,’ Egﬂgﬁiiéiﬁinﬁﬂﬁgf /ﬁﬁ%ﬁi@oﬁi Wp%?ﬁ&’ies%?Z%%?‘Z”E??ﬁéé??Ve”’ PR nodular partialresponse Including antinypertensives, agents acting on the renin-angiotensin system, beta blocking agents, calcium channel Y P P Y P

blockers; "Excluding proton pump inhibitors or H>-blocker.
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