982P | Final results and biomarker analysis of a randomized phase Il study of osimertinib plus bevacizumab versus osimertinib

monotherapy for untreated patients with non-squamous non-small-cell lung cancer harboring EGFR mutations; WJOG9717L study
Atsushi Nakamura!, Hirotsugu Kenmotsu?, Kazuko Sakai?, Keita Mori4, Terufumi Kato®, Keisuke Kirita®, Yasuto Yoneshima’, Koichi Azuma8, Kazumi Nishino®, Shunsuke Teraoka'®,

Takehito Shukuyal!, Ken Masuda'?, Hidetoshi Hayashi!3, Ryo Toyozawal#, Satoru Miurat®, Daichi Fujimoto'®, Kazuhiko Nakagawa?3, Nobuyuki Yamamoto®, Kazuto Nishio®, Toshiaki Takahashi?

Department of Pulmonary Medicine, Sendai Kousei Hospital, 2Division of Thoracic Oncology, Shizuoka Cancer Center, 3Department of Genome Biology, Kindai University Faculty of Medicine, 4Clinical Trial Coordination Office, Shizuoka Cancer Center, >Department of Thoracic Oncology, Kanagawa Cancer Center, *Department congress
of Thoracic Oncology, National Cancer Center Hospital East, ‘Department of Respiratory Medicine, Graduate School of Medical Sciences, Kyushu University, Division of Respirology, Neurology, and Rheumatology, Department of Internal Medicine, Kurume University School of Medicine, °Department of Thoracic Oncology, PARIS
Osaka International Cancer Institute, °Internal Medicine Ill, Wakayama Medical University, 'Department of Respiratory Medicine, Juntendo University, 12Department of respiratory medicine, Hiroshima City Hiroshima Citizens Hospital, 13 Department of Medical Oncology, Kindai University Faculty of Medicine, *“Department of 2022 m
Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, ®Department of Internal Medicine, Niigata Cancer Center Hospital, 1°Department of Respiratory Medicine, Kobe City Medical Center General Hospital

50% - 50% -

) Osimono (N=61)  Osi+Bev (N=61)
Number of events 22 28 20
259 250, - Median OS (95%Cl) NE (36.6-NE) NE (33.3-NE)

40+

Background Results Baseline Characteristics Biomarker study
: . - : - " Osimertinib monotherapy ~ Osimertinib plus bevacizumab Tissue samples (N=40) and plasma samples (N=94) at baseline were evaluable,
. = .
Previous studles_showed that the addltlo_n of anti VEGF Disposition of Study Treatn;tentJ e 5 e and 197 genes were evaluated by targeted deep sequencing.
- etween January and september a InSttutions .
Inhibitors to erlotinib prolonged progression-free survival in - | Age (years) median (range) 6  (29-85) 67 (41 - 86) Tissue samples at baseline Plasma samples at baseline
EGFR mutated non-squamous non-small-cell lung cancer (Ns- 122 assessed for eligibility and randomized Sex Male 23 (37.7 %) 24 (39.3 %) All cases Osi mono Osi*Bev Allcases  Osimono Osi*Bev
_ | | N=40 (%) N=22 (%) N=18 (%) N=94 (%) N=46 (%) N=48 (%)
NSC LC) patlentS : . n— : . — Female 38 (62.3 %) 37 (60.7 %) m 38 (95.0) 21 (95.5) 17 (94.4) Zé gg?; gg Eggg; ?g Eggg;
 The primary results of WJOG9717L study, open-label B ettt I bt smoiing Never 0 @92%) 3% 623 %) 0 @00 100 9 (00 (o o o ;e
. . . o ! : : 3 (75) 2 (©1) 16 I 00 s 8 o0
randomized phase Il trial comparing osimertinib plus 1 not receive study treatment due fo Ever 31 (508 %) 23 (37.7 %) I @28) I @5) 0 (00) 5 (59 4 67) 12
: : : A " | symptomatic brain metastasis ECOG 0 34 (55.7 %) 32 (52.5 %) BRAF 1 (25) 0 (00) 1 (56) > 53 2 43 3 69
bevacizumab with osimertinib monotherapy for untreated ! pr S e . R 5 69 s 69 2 42
patients with advanced EGFR mutated Ns-NSC LC’ were 60 received osimertinb monotherapy 61 received osimertinb plus bevacizumab 1 27 (44.3 %) 29 (47.5 %) WRas | 1 22'5; . EOI 0; 1 §5'6; 4 (43) 2 (43) 2 (42)
reporte d at ESMO2021. (safety analysis population) (safety analysis population) EIlistopat_hoIogicaI Adenocarcinoma 60 (98.4 %) 61 (100 %) s e I g %i; i %g; i %i;
[ [2not evaluable by BICRs l agnosis Others 1 (1.6 %) 0 : 1 @) 1 @) 0 (00 pETEE 61 22 2
MethOdS 58 without significant protocol deviations (PPS population) | | 61 without significant protocol deviations (PPS population) Clinical stage 1 2 (3.3 %) 1 (1.6 %) m 1 e3) — o) g E§1; g gg; 8 Egg;
: 1 (29 0 (0.0) 1 (56) 2 (21) 2 (43) 0 (0.0)
WJOG9/717L: Stu dy Desi g N 47 discontinued study treatment 47 discontinued study treatment IV 46 (75.4 %) 48 (78.7 %) 8 (20.0) 4 (18.2) 4 (222) o1 (543 28 (60.9) 23 (41.9)
. . . . 2 (21) 2 (43) 0 (0.0)
e ~ > fg S::j;igi:?sgress'on - 32 :l:isve:rssz gr\ffr:’?sss?l;o:neumonitis Recurrence after surgical resection 13 (21.3 %) 12 (19.7 %) 3 (739) 2_(94) 1_(6) 18 (19.1) I A 8 (16.7)
E(EIInESLqISZ ”r::)tLTI\YISCéiLTERIA Osimertinib -(|_80 mg, daily) | 8 physician decision | 2 patient decision’,8physician decision EGFR mutation type  Deletion in exon 19 36 (59.0 %) 35 (57.4 %) Gene alterations of plasma SampleS at PD or last dose
harboring EGFR activating R S eveeiziE (05 ), 8 13 completed study treatment 14 completed study treatment Leu858Arg 25 (41.0%) 2 (426 %) Plasma samples (N=91) at PD or last dose were evaluable, and 197 genes
mutations N 9/k9. d _ , _ _ were evaluated by targeted deep sequencing.
. Clinical stage IIIB, IIIC, IV, or D Primary Endpoint: PFS (ITT), assessed by BICRs Secondary Endpoint: Overall survival (ITT) Osi monotherapy (N=45)
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Progression-free survival by the BICR (%)
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EGFR mutation (Del19 deletion vs. L858R) 2-year OS (95%CI)  76.7 % (63.8-85.5) 82.0 % (69.8-89.6) N
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Primary endpoint: PFS by the BICRs - | | | | | | | | - | | | | | | | | i3
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Overall surV|vaI, Adverse events Osimertinib monotherapy 61(0) 48 (9) 35 (20) 28 (26) 24 (30) 21(32) 14 (36) Osimertinib monotherapy 61(0) 60 (0) 59 (1) 53 (7) 46 (14) 44 (16) 30 (21) 3
Osimertinib plus bevacizumab 61 (0) 54 (4) 40 (15) 36 (19) 27 (28) 23 (31) 13(37) Osimertinib plus bevacizumab 61(0) 59 (2) 55 (6) 54 (7) 50 (11) 47 (14) 29 (26)

Clinical trial information: UMINOOOO30206 PFS assessed by BICRs, by TP53 mutation in plasma at baseline

Patients with evaluable plasma samples at baseline . TP53 positive  TP53 negative  p value
Statistical Considerations Safety summary . . SR N o edn s el NG NG
Osimertinib monothera Osimertinib plus bevacizumab O This study did not show the efficacy of osimertinib § o0 TP53 positive (N=42) -19.8 months Ny i el
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18 months and expected as 27 months for osimertinib plus Grade 3-5 adverse events (AES) 29 (483 %) 3% (57.4 %) squamous NSCLC harboring EGFR mutation. U N over 0 (f19) 719
bevacizumab, with HR 0.67. Serious adverse events (SAES) 13 (21.7 %) 21 (34.4 %) _ _ TP53 nositi TP53 neqati
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_ _ SAES leading to treatment discontinuation 4 (6.7 %) 8 (13.1 %) also no significant difference in updated PFS g . Osi+Bev(N=22) 198 months & sof OsitBev (N26) 323 months
period of 1.5 years, and a follow-up period of 2 years. AEs leading to dose modification % (40.0 %) 39 (63.9 %) between two arms
 This final analysis were performed at the data cut-off, 31th July AEsleadingto dose reduction 0 : 3 (4.9%) ' s R0 a1
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