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Clinical outcomes in patients with tumor PD-L1 < 1% with first-line nivolumab + ipilimumab + 2 cycles of
chemotherapy vs chemotherapy alone for metastatic non-small cell lung cancer: results from CheckMate 9LA
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. Figure 2. OS by histology in patients with tumor PD-L1 < 1% expression Figure 4. OS by baseline brain metastases in patients with tumor PD-L1 < 1% expression
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e To repo.rt an exploratory analysis of clinical f)utcom.es in patients w1th tumor. programmed death ligand 1 (PD-L1) « Dual immunotherapy with NIVO + IPI has shown clinical activity in this patient population®5 (n = 99) (n = 93) (n = 36) (n = 36) T (n=17) (n=15) 100y (n=118) (n=114)
expression < 1% from CheckMate 9LA according to histology and baseline brain metastases « A particularly high unmet need also remains in patients with squamous (SQ) metastatic NSCLC or with baseline brain metastases®’ Median 0S,> mo 18.6 12.4 Median 08, mo 15.3 8.0 82% Median 05, mo 20.6 6.9 Median 05, mo 16.4 1.2
. « In CheckMate 9LA, 1L NIVO + IPI + 2 cycles of chemo showed long-term, durable survival benefit vs chemo (4 cycles) in patients 807 HR (95% Cl) 0.74 (0.54-1.02) 80 HR (95% Cl) 0.50 (0.30-0.83) 801 ; HR (95% C1) 0.28 (0.13-0.61) 80 HR (95% C1) 0.72 (0.54-0.96)
Conc l usions with metastatic NSCLC, regardless of tumor PD-L1 expression8-10 4%
— 3-year OS rates were 28% vs 19% (PD-L1 = 1%) and 25% vs 15% (PD-L1 < 1%), respectively 60 ! 60 ‘614’ 60 60 L%
« With a 3-year minimum follow-up, first-line (1L) nivolumab (NIVO) + ipilimumab (IPl) + chemotherapy (chemo) for » NIVO + IPI + chemo is indicated in the United States, European Union, and several other countries as 1L treatment for adult patients § °\Vv°, § §
metastatic non-small cell lung cancer (NSCLC) showed long-term, durable overall survival (OS) benefit vs chemo in this with metastatic NSCLC and no EGFR or ALK genomic tumor aberrations'!14 © 40 © 4 . © 40 © 40
exploratory analysis in patients with tumor PD-L1 expression < 1%, regardless of histology or baseline brain metastases ‘ 33% od
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» A trend favoring NIVO + IPI + chemo vs chemo alone for progression-free survival (PFS) was observed in histology M th d 20- 3 26%. 1 201 ° ‘ 204 27% : 201
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Pt e respense (Ll was 250 mproved l?y .NIVO > [ el i hlstqlogy subgroups; for the baseline brain » Adults with previously untreated stage IV or recurrent NSCLC were enrolled in CheckMate 9LA (NCT03215706); the study ; ; ; ‘ ‘ %, o 0 1 7%, 7% | Chemo 0 | 1
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. Thg safety profile was consistent with previous reports, and no new safety signals were seen in patients with baseline « Exploratory analyses included subgroup analyses of patients with tumor PD-L1 < 1% by histology (non-SQ [NSQ] or SQ) or by the No. at risk Months No. at risk Months No. at risk Months No. at risk Months
BN FEiEEEses presence of baseline brain metastasis (as determined by blinded independent central review [BICR]) NIVO + IPI + chemo 99 89 80 65 63 55 50 42 38 33 29 27 25 15 5 4 1 0 36 31 27 25 22 18 16 13 12 11 11 11 9 4 3 2 1 0 NIVO + IPI + chemo 17 17 16 15 14 12 11 8 6 5 5 4 4 1 0 0 0 0 118103 91 75 71 61 55 47 44 39 35 34 30 18 8 6 2 0
» These data further support NIVO + IPI + chemo as a 1L treatment option for patients with metastatic NSCLC, including « Treatment-related adverse events (TRAES), including nervous system TRAEs, were assessed in all treated patients Chemo 93 83 64 52 47 38 32 28 23 21 17 15 15 12 5 1 0 O 36 3326 1611 9 5 4 4 42 2 2 1 1000 Chemo 15 13 10 5 43 2 400000 114003 80 63 54 4435 3126 24 I8 16 6 86 100
those with a h]gh unmet need . . Minimum follow-up: 36.1 months. Minimum follow up: 36.1 months.
F1gu re 1. CheckMate 9LA study deSIgna a95% Cl, 13.2-22.7 (NIVO + IPI + chemo); 7.7-15.2 (chemo). b95% CI, 17-34 (NIVO + IPI + chemo) and 12-27 (chemo). €95% Cl, 9.9-22.2 (NIVO + IPI + chemo) and 6.6-11.5 (chemo). a95% Cl, 12.3-31.6 (NIVO + IPI + chemo) and 3.1-11.4 (chemo). b95% CI, 7-45 (NIVO + IPI + chemo) and < 1-26 (chemo). €95% CI, 12.4-20.0 (NIVO + IPI + chemo) and 7.9-14.8 (chemo).
495% Cl, 12-40 (NIVO + IPI + chemo) and 1-16 (chemo). Cl, confidence interval; HR, hazard ratio. 495% Cl, 18-34 (NIVO + IPI + chemo) and 10-24 (chemo).
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ain anguage u ary Key eligibility criteria - NIVO 360 mg Q3w + IPI 1 mg/kg Q6w Figure 3. PFS@ by histology in patients with tumor PD-L1 < 1% expression Figure 5. PFS2 by baseline brain metastases in patients with tumor PD-L1 < 1% expression
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* There are limited long-term benefits from the use of immunotherapy in people with Cancer * No sensitizing EGFR mutations unacceptable NIVO + IPl + chemo Chemo NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo
non-small cell lung cancer (NSCLC) whose cancer cells do not express a specific protein that had spread or known ALK alterations toxicity, 100 (n=99) (n =93) 100 (n =36) (n = 36) 100 (n=17) (n=15) 1004 (n=118) (n=114)
called PD-LT . . o _ to the brain * ECOG PS 0-1 ch d 4 cvel or for 2 years Median PFS,> mo 6.4 5.6 Median PFS,¢ mo 5.3 4.2 Median PFS,> mo 10.6 4.1 Median PFS,? mo 5.4 5.6
» Additionally, a high unmet need for effective therapies remains in people with squamous Stratified by : heémo QW ( cyc es) of immunotherapy 80 HR (95% Cl) 0.72 (0.52.1.00) 80 HR (95% C1) 0.65 (0.37-1.13) 80 HR (95% CI) 0.17 (0.06-0.45) 50 HR (95% CI) 0.76 (0.56-1.02)
cancers (based on how the cancer cells look under a microscope), or in people whose PD-L1b (< 1%¢ vs 2 1%), g with optional pemetrexed maintenance (NSQ)
cancer had already spread to the brain OR sex, and histology (SQ vs NSQ) n =358
« This exploratory analysis from CheckMate 9LA was designed to further understand = 607 S 60 — 60 ~ 607
treatment outcomes of an immunotherapy combination, NIVO + IPI + chemo, Non-squamous Primary endpoint Secondary endpoints Exploratory analysis E’ :’7; R &®
vs chemo alone in people whose cancer cells do not express PD-L1, based on: (NSQ) + 0OS » PFS by BICR® + Efficacy by histology (NSQ vs SQ) or by baseline brain L w E g
- two different types of lung cancer cells (NSQ vs SQ) or / \ Squamous (SQ) « ORR by BICRe metastases statusfin patients with tumor PD-L1 < 1% 40 407 40 40
— whether the cancer had spread to the brain - Efficacy by tumor PD-L1 expression
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with those treated with chemo alone, regardless of the type of cancer cells or whether the cancer had spread to the brain aNCT03215706. bDetermined using the PD-L1 IHC 28-8 pharmDx assay (Dako). “Patients unevaluable for PD-L1 status were included in the tumor PD-L1 < 1% subgroup and capped at 10% of all 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
) ) randomized patients. INSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin. eStatistically tested hierarchically. fBrain metastases determined by BICR at baseline. Months Months Months Month
With cancer . Without Cancer_ ECOG PS, Eastern Cooperative Oncology Group performance status; IHC, immunohistochemistry; ORR, objective response rate; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomized. No. at risk No. at risk No. at risk No. at risk onths
NSQ cancer SQ cancer spread to the brain spread to the brain NIVO + IPI + chemo 99 67 43 32 23 19 19 15 14 14 13 12 12 6 3 1 0 0 36 2315 1410 9 9 8 7 7 7 7 4 2 2 2 1 0 NIVO+IPl+chemo 17 13 11 9 4 2 2 1 1 1 1 1 1 0 0 0 0 0 118 77 47 37 29 26 26 22 20 20 19 18 15 8 5 3 1 0
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Res u lts Minimum follow-up: 35.2 months. Minimum follow up: 35.2 months.
Vs Vs Vs Vs aPFS assessed per BICR. P95% Cl, 4.2-7.7 (NIVO + IPI + chemo) and 4.2-6.9 (chemo). ©95% Cl, 9-24 (NIVO + IPI + chemo) and < 1-8 (chemo). 995% Cl, 3.0-10.2 (NIVO + IPI + chemo) and aSystemic PFS assessed per BICR. P95% Cl, 6.8-12.6 (NIVO + IPI + chemo) and 1.4-5.8 (chemo). ©95% Cl, < 1-28 (NIVO + IPI + chemo) and 0 (chemo). 995% Cl, 4.1-7.2 (NIVO + IP| + chemo) and
Patients 4.0-5.6 (chemo). €95% Cl, 8-34 (NIVO + IPI + chemo) and < 1-18 (chemo). 4.3-6.0 (chemo). €95% Cl, 11-26 (NIVO + IPI + chemo) and 1-9 (chemo).
» Ahigher proportion of people in the NIVO + IPI + chemo group vs chemo were alive at 3 years without their cancer getting worse (PFS), « Baseline characteristics in patients with tumor PD-L1 < 1% were generally similar to all randomized patients (Table 1) Table 2. Tumor response? by histology in patients with tumor PD-L1 < 1% expression Safety
regardless of the type of cancer cells or whether the cancer had spread to the brain Effi « Safety was consistent with previous reports,®1%15 and no new safety signals were detected (Table 3)
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» Regardless of the type of cancer cells, tumor shrinkage lasted longer in people who responded to NIVO + IPI + chemo vs chemo regardless of histology (Figure 2, Figure 3, Table 2) (n =99) (n =93) (n = 36) 1n those treated with cheémo 1n the FL- o subgroup
(2x longer [NSQ]J; nearly 7x longer [SQ]) « Survival outcomes were also generally improved with NIVO + IPI + chemo vs chemo alone in patients with tumor PD-L1 expression ORR, n (%) 26 (26) 14 (15) 17 (47) 12 (33) o Grade 3-4 nervous system TRAEs were observed in 6% vs 0% of patients treated with NIVO + IPI + chemo vs chemo in patients with
. . . . . . . . o
- At 3 years, 36% (NSQ) and 39% (SQ) of people who responded to NIVO + IPI + chemo have kept this response; none who initially < 1% with or without baseline brain metastases (Figure 4, Figure 5) [95%’CI] [18-36] [8-24] [30-64] [19-51] baseline brain metastases, and in 1% each in those without baseline brain metastases in the PD-L1 < 1% subgroup
responded to chemo remained in response . _— 0
» For people whose cancer had spread to the brain and responded to treatment, there is limited information available Table 1. Baseline characteristics Bogémnp([/; {e response 1(1) 1(1) 4(11) 0 Table 3. Safety summary
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Side effects — AI'F'”“““’“‘ZG" — |:|D L1 < 1% — |:|D L121% Partial response 25 (25) 13 (14) 13 (36) 12 (33) All treated PD-L1 < 1%
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ColnSIS;ent vr?th all people enrollehd_ lrr: thelztgdy, those I/vhose ;:ancers ?o nzt express P?} LJ had n(;) nevxr/1 SIEe gffects, including those chemo hemo Stable disease 57 (58) 54 (58) 10 (28) 17 (47) NIVO + IPI + chemo Chemo NIVO + IPI + chemo
related to the nervous system, which could be more relevant for people whose cancer had spread to the brain Progressive disease 9 (9) 13 (14) 3 (8) 3(8) (n = 358) (n = 349) (n = 134)
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Conclusions _ . , Median age, years (range) 65 (35-81) 65 (26-86) 65 (39-78) 63 (30-79) 65 (35-81) 66 (26-86) Median DOR, months 17.5 7.1 18.7 2.8 Any grade |Grade 3-4|Any grade|Grade 3-4|Any grade |Grade 3-4 |Any grade|Grade 3-4
« NIVO + IPI + chemo could be used as a treatment option for people with previously untreated NSCLC that has spread or come back, F o (95% CI) (4.4-38.9) (3.0-9.7) (6.0-NR) (2.6-4.6) a o
: emale, % 30 30 29 30 29 29 TRAEs?, % 92 48 88 38 90 48 87 36
regardless of the type of cancer cells or whether the cancer had spread to the brain ECOG PS. % Ongoing response > 3 years, % 36 0 39 0
» /0 > = ’ Treatment-related SAEs?, % 30 26 18 15 32 28 21 16
0 2 2 > o o o B2 L) 0e->0) 07l TRAEs leading to discontinuation?, % 22 18 9 5 23 18 13 6
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Not reported <1 <1 0 0 <1 <1 BOR could not be determined in 7 and 11 patients treated with NIVO + IPI + chemo and chemo alone, respectively, in the NSQ group, and in 6 and 4 patients in the SQ group. BOR was not Treatment-related death ’ % 2¢ 2¢ 1 4
To request a copy of this poster: Smoking status, % reported in 1 patient treated with chemo in the NSQ group. Minimum follow-up: 35.2 months for safety.
Current/former 87 86 85 87 20 85 *Tumor response assessed per BICR. BOR, best overall response; NR, not reached. alncludes events reported between the first dose and 30 days after the last dose of study drug. Pincludes deaths related to study drug toxicity occurring at any time. <Treatment-related deaths
N ked 13 14 15 13 10 15 in the NIVO + IPI + chemo arm (n = 8): acute renal failure, thrombocytopenia, pneumonitis, hepatic toxicity, hepatitis, sepsis (n = 1 each), and diarrhea (n = 2); treatment-related deaths in the
ever smoke References chemo arm (n = 6; 1 for each event): sepsis, anemia, pancytopenia, respiratory failure, pulmonary sepsis, and febrile neutropenia. 4Treatment-related deaths in the NIVO + IPI + chemo arm
Histology, % (n = 2; 1 for each event): hepatitis and sepsis; treatment-related deaths in the chemo arm (n = 5; 1 for each event): sepsis, anemia, pancytopenia, respiratory failure, and pulmonary sepsis.
SAE, serious adverse event.
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