Survival of responders to nivolumab + ipilimumab as first-line treatment for advanced NSCLC in
CheckMate 227 Part 1
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Table 1. Baseline characteristics by response in all randomized patients (PD-L1 > 1% and < 1%)

Figure 2. Tumor burden reduction? (A) and OS by depth of response (B) with NIVO + IPI, NIVO, and chemo (PD-L1 2= 1%) Table 2. Exposure-adjusted TRAEs by response with NIVO + IPI and chemo (PD-L1 2 1% and < 1%)

Introduction

All randomized™ | Responders (CR/PR) | Patients with SD Patients with PD A NIVO -+ IPI NIVO Chemo All treated Responders (CR/PR) Patients with SD Patients with PD

e Dual immunotherapy with nivolumab (NIVO) in combination with ipilimumab (IPI), which have distinct NIVO + IPI NIVO + IPI NIVO + IPI NIVO + IPI 1001 —n = 3375 1001 n =337 1001 n =353
but complementary mechanisms of action, has improved long-term survival in patients with melanoma, (n = 583) (n = 195) (n = 187) (n = 135) cg 2 8 NIVO + IPI NIVO + IPI NIVO + IPI NIVO + IPI | Chemo
renal cell carcinoma, malignant pleural mesothelioma, and non-small cell lung cancer (NSCLC)'"* . e§ 73 e§ 77 o5 73 (n = 576; (n = 195; (n = 187; (n=134; | (n=74

. . o Age, median 64 64 65 66 63 64 63 62 =38 5 =8 5 £8 5l P-Y = 401.9) | P-Y = 275.7) | P-Y = 239.8) | P-Y = 126.2) | P-Y = 113.5) | P-Y = 127.6) | P-Y =38.2) | P-Y = 15.2)

e In the randomized, phase 3 CheckMate 227 Part 1 study, first-line (1L) NIVO + IPI significantly (range), years (26-87) (29-87) (31-84) (29-87) (26-87) (30-87) (32-79) (39-78) g E 2 e
improved overall survival (OS) vs chemo in patients with advanced NSCLC and tumor programmed Fomal ‘é 2 251 2 2 251 'E 2 257 Any TRAE, IR
death ligand-1 (PD-L1) expression > 1% (a primary endpoint) and < 1% (prespecified descriptive emale 33 34 28 37 » 3» 37 23 £ ol g5 ge ol per 100 P-Y? 605.9 1066.2 566.3 920.8 660.9 1143.4 689.0 1364.4
analysis)” ECOG PSP 55 & s g
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* NIVO « IP'is approved in the USA as a chemo-free 1L treatment option for adult patients with 1 65 66 60 58 63 69 69 66 S5 30to < 50% - S5 30to < 50% S5 30to < 50% s Dyears, IR per 100 o of exposure (IR 100 P, < eventcoume - 1001 1 of xpocure esdes event reparied between h1t dose a0 dovs
metastatic NSCLC expressing PD-L1 > 1%, with no EGFR or ALK genomic tumor aberrations® @5 -507 @5 -507 ° R @5 ~507 after last dose of study therapy.
i ; i ; ; ; Smoking status® %'s T 25 I e
- IhlS regimen is also recommendeci by :at]onal Compr?fhenswe Cancer Netwo;k and European Soslsty Smokgr 85 86 91 86 80 83 84 93 é € =751 50 t0 < 80% -----mrooeeoooeees ” g £ =751 50 to < 80% ---=---=nmseanmeaans % ﬁ g 751 50 to < 80% +-----reoomseooneees Figure 4 Exposure-adjusted treatment-related select® AEs by response with NIVO + IPI (PD-L1 > 1%
. s ; . -y E E E . 2
or Medical Oncology guidelines for the treatment of patients regardless of PD-L1 expression Never smoker 14 13 8 14 18 16 15 7 2 1004 Patients > 80% -----eomn 2 1004 Patients 5 80%---------- ?_1001 Patients ~ 280%---------- and < 1%)
With 3-years’ minimum follow-up, 1L NIVO + IPI continued to provide durable and long-term efficacy :

¢ . ’ o Histology B > 80% 50 to < 80% 30 to < 50% SD PD > 80% 50to < 80% 30 to < 50% SD PD > 80% 50to < 80% 30 to < 50% SD PD
benefits vs chemo, regardless of PD-L1 expression sQ 28 28 30 25 27 31 29 23 n=49)  (n=60) =35 (=114 (n=90) n=29) (=51 =29  (1=130) (n=106) n=13) (=47 (n=60) (=189 (n=50) A All treated (n = 576) B Responders (CR/PR; n = 195)

— In an exploratory post-landmark analysis, patients who achieved a complete or partial response NSQ 72 72 70 75 73 69 71 77 Median 05, mo NR NR 26.5 14.3 8.2 Median 0S, mo NR 43.5 31.0 16.2 9.2 Median 0S, mo NR 28.9 23.6 12.7 5.0 120 120
CR/PR) at 6 months had marked OS benefit with NIVO + IPI vs chemo™ 95% CI 19.4-41.6 11.3-18.1  5.4-12.6 95% CI 32.7-NR 21.3-NR 13.7-18.9  7.3-11.1 95% Cl 19.5-NR 19.6-43.7 18.6-32.0 10.0-15.2  4.2-8.4 0 98 0 97
( Tumor PD-L1 HR vs SD/PDC 0.19 0.20 0.41 HR vs SD/PD* 0.11 0.26 0.33 HR vs SD/PD¢ 0.29 0.44 0.49
: i : ; : i % s 80 s 80
e Here we present an exploratory analysis describing OS and safety outcomes in patients treated with expression 9% Cl 010035  0.12:0.32  0.26:0.63 o 004030 017039 020054 ora 012072 029065 035068 q q
NIVO + IPI, NIVO, NIVO + chemo, and chemo by response categories and depth of response < 1? Zg Zé ?Z gg Z? 22 Z; zg 100 1 09% 96% 100 98, 100% 0% 1001 100% g e L g 60 “ on oa
2 1% Q- 90% 2 40 2 40
1-49% 33 35 26 32 37 40 34 31 % \\" 8% PR 80 801 ‘%\ NN 76% - sen CRIPR 2 80% 80- 2 W . "
> 50% 35 33 48 42 24 27 33 36 b : SRITR 2808 '~ 5 ¢
Methods VN : \ N g e R e R R
Data are % unless otherwise noted. S 60 ""n_\ ‘:'é.?zé PR 200 < 80% & 601 h! M \_l'—|_|_|— S 601 M @bﬂé \(\@"0 qo\@“(\ ¢ f;&"(\ T ‘é&p \Q@"o qo\&& ¢ (f;&&
; : s Not evaluable for objective response: NIVO + IPI, n = 66; chemo, n = 60; "ECOG PS > 2 for < 1% of patients in the NIVO + IPI arm, including 1 patient N igqoh ‘\\\ 45% PR 50 to < 80% ° Fs ° S
e In CheckMate 227 ?art 1 (NCT02477826)’ adu!t pat]ents with prewously untreated S.tage IVor with SD and 1 patient with PD and 1% in the chemo arm, including 1 patient with SD and 3 patients with PD, and not reported for < 1% of patients in 8 40 -'".‘l-t.]% : 8 401 . Sy 132% 8 401 ¢ *\‘\i‘&e ¢ *‘*i‘ye
recurrent NSCLC with no EGFR or ALK genomic tumor aberrations were enrolled (Figure 1) the chemo arm of the all-randomized population; <Unknown for 1% of patients in each treatment arm in the all-randomized population, 1% of D PR 30 to < 50% W 30% I, 26% PR 30 to < 50%
patients including 2 responders, 4 patients with SD, and 1 patient with PD in the NIVO + IPI arm, and 4 patients with SD in the chemo arm. H Y M, e ‘-xfx.%
. . : 1 T, - 006w - x SD 1 i ; -
Figure 1. CheckMate 227 Part 1 study design 20 ; 'y sp 2 S o L 20 c Patients with SD (n = 187) D
. : D L 120
Subsequent systemic therapy R N 48 51 0 3 & 5 125 1521242 303 3 3'9l4'2 4'.=,m§§ 51 00 3 & 5 1215 1521 24 27 30 35 36 0 42 4 48 o 0] o
NIVO ;9':'3 e Among patients who responded (CR or PR as BOR), then had disease progression, 62/134 (46%) in the Mo at risk Mo at risk Months No. at risk Months 58 o 5
n= - . . 58
i i i . CR/PR = 80% 49 49 49 49 49 30 CR/PR > 80% 29 29 29 29 29 29 29 27 27 26 25 24 24 22 11 4 0 0 CR/PR = 80% 13 13 13 13 13 13 12 10 10 9 9 9 9 8 2 1 0 0O 3 60 3
Part 1a NIVO + IPI arm and 103/1 54 (67%) n the Chemo arm rece]ved SUbsequent SyStem]C therapy’ 19% and PR 50 to < 80% 60 60 56 54 52 2 0 PR 50 to < 80% 51 51 51 51 50 48 43 41 39 37 34 33 32 22 10 6 3 0 PR 50 to < 80% 47 47 46 44 41 36 34 30 27 27 22 21 20 14 7 3 1 0 g “ g
i i i PR30to<50% 35 35 35 34 34 0 0 PR30to<50% 29 29 29 28 27 26 23 20 19 16 15 13 12 7 4 1 0 0 PR30to<50% 60 60 60 52 48 42 39 33 29 28 25 20 18 14 8 2 0 0 2 4 2
56% received subsequent immunotherapy, respectively o 114 109 92 76 65 0 0 o 130 122 111 96 78 67 55 45 39 36 33 32 31 27 17 7 1 0 o 189 181 153 114 94 81 65 54 47 39 35 31 29 22 14 6 2 0
PD-L1 . . . . PD 90 69 51 42 36 0 0 PD 106 8 69 54 31 26 21 15 11 10 9 7 6 4 2 2 0 0 PD 50 38 22 17 13 11 10 8 7 5 4 4 3 3 0 0 0 0 20 1 15 s
Key Eligibility Criteria —>| expression > 1% e Among patients who had SD as BOR, then had disease progression, 84/181 (46%) in the NIVO + IPl arm
N = 1189 and 165/278 (59%) in the chemo arm received subsequent systemic therapy; 5% and 43% received Database lock: February 28, 2020. § & « e
. : : Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W) for NIVO + IPI, and NIVO (240 mg Q2W) for NIVO monotherapy. Maximum treatment duration for immunotherapy was 2 years. *Indicates responder per RECIST v1.1, confirmation of response required. Best reduction is based on evaluable target € & & N S
'S\l;acgl_eclv or recurrent SUbsequent ]mmunOtherapy, reSpeCtWely lesion measurements up to progression or start subsequent anticancer therapy. Among patients who responded (BOR of CR/PR), then had disease progression, 44/100 (44%) in the NIVO + IPl arm, 42/79 (53%) in the NIVO arm, and 79/113 (70%) in the chemo arm received subsequent systemic therapy; © 0”\@ < é&;«‘@
5 . R ) . 19%, 22%, and 59% received subsequent immunotherapy, respectively. Among patients who had SD as BOR, then had disease progression, 46/110 (42%) in the NIVO + IPI arm, 68/126 (54%) in the NIVO arm, and 106/183 (58%) in the chemo arm received subsequent systemic therapy; 6%, 7%, and &Q(@"
Independent primary i - : : N ; : . . : . N : A
. . NIVO© endpoints: L4 Among patients with PD as BOR, 65/134 (48%) in the NIVO + IPl arm and 38/74 (51 %) in the chemo arm 45% received subsequent immunotherapy, respectively. Among patients with PD as BOR, 41/90 (46%) in the NIVO + IPI arm, 61/106 (58%) in the NIVO arm, and 25/50 (50%) in the chemo arm received subsequent systemic therapy; 4%, 9%, and 38% received subsequent immunotherapy, respectively.
+ No prior systemic n =396 P : received Subsequent systemic therapy; 4% and 39% received Subsequent immunotherapy, respectively Per BICR; ”Waterfall_ plots incl_ude_ patients with baseling and at least one on-treatment tumor assessment per BICR; “HRs for OS between responders vs patients with SD/PD were estimated using a Cox proportional-hazard model with time to tumor reduction category as a time-dependent covariate Database lock: February 28, 2020.
therapy NIVO + IPI vs chemo® to account for the difference in time taken to reach a given response. Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W). Maximum treatment duration for immunotherapy was 2 years. *AEs with a potential
itizi Efﬁ mo, months; NR, not reached; ORR, overall response rate. immunological cause that require frequent monitoring/intervention; ®IR per 100 P-Y of exposure (IR/100 P-Y) = event count * 100 / P-Y of
«No SenS't'Z'nngGFR « PFS in high TMB Cacy exposure; includes events reported between first dose and 30 days after last dose of study therapy.
mutations or known rr--" -~ -~ -~ - - - - =-"=-=-=-=="=1
ALK alterations (& 10 /i) o Among all randomized patients (PD-L1 > 1% and < 1%), ORR was 195/583 (33%) in the NIVO + IPI arm ) . )
Mo untreated CRS poputation vs 163/583 (28%) in the chemo arm Figure 3. Tumor burden reduction® (A) and OS by depth of response (B) with NIVO + IPI, NIVO + chemo, and chemo (PD-L1 < 1%)
« NO untreate
NIVO + IPI2 «0Si - . . . .
metastases h 187 ot — I patients with PD-L1 > 1%, ORR was 144/396 (36%) with NIVO + IPI, 109/396 (28%) with NIVO,
< ECOG PS 0-1 Part 10 _ ) and 120/397 (30%) with chemo; in patients with PD-L1 < 1%, ORR was 51/187 (27%) with A o0 NIVO + IPI o0 NIVO + chemo o0 Chemor .
PD-L1 NIVO + IPI, 66/177 (38%) with NIVO + chemo, and 43/186 (23%) with chemo'" .8 n=161° .8 n = 160° g n=157° ConCIUS]OnS
expression < 1% . . o S 751 = c 754 = e 754
Stratified by SQ vs NSQ | P : e Responders to NIVO + IPI achieved greater depths of tumor burden reduction than responders g2 2.2 2L
. . . ] i b 4 T i ini i i i
N =550 to chemo, regardless of PD-L1 expression level (Figure 2A, Figure 3A) Fi 50 & 2 50 g 2 e With 3 years’ minimum follow-up, patients treated with NIVO + IPI had a higher chance of
a [ [T} . : . .
Qe 95 Qo 5 Q achieving deeper responses than those treated with chemo (regardl f PD-L1
. . . . 25 o 75 o g p p (regardless o expression)
° \ nger in ri nders than in non-ri nders with PD-L1 > 1% (Figure 2B), and PD-L1 < 1% Es -
V0% s chemet OS. as longe esponders tha on-responders wit| % (Figure 2B), and % §= Sf S:‘f or with NIVO monotherapy (PD-L1 > 1%)
1C77em° (Figure 3B) regardless of the treatment arm =% 0 ©% 07 %
m= . . . SO F - . . . . } .
— Patients with greater depths of response had longer OS with both NIVO + IPI and chemo (although B9 -251 % & -251 % & *  Responders with higher tumor burden reduction from baseline had greater long-term OS benefit
; ; ; ; ; 3 E S E S E — ; : : ;
Database lock: February 28, 2020; minimum / median follow-up for OS: 37.7 months / 43.1 months. patient numbers were small in some subgroups). This correlation was more pronounced with S sof SE _s0d ° 5 Th]S correlation was more pronounceq with NIVO + IPI treatment vs either chemo
Treatment was continued until disease progression, unacceptable toxicity, or for 2 years for immunotherapy. NIVO + IPI treatment than chemo ; 5 =2 o, =2 2% (in both PD-L1 > 1% and < 1% populations) or NIVO + chemo (PD-L1 <1%), which reflects
“NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); ®NSQ: pemetrexed + cisplatin or carboplatin, Q3W for < 4 cycles, with optional pemetrexed . . . . g e 757 50 to < 80% § ; -751 50 t0 < 80% -------nmsmsmenses b ﬁ ; -751 50 t0 < 80% --------s-mnennaee the greater durability of responses seen with NIVO + IPI in this study
maintenance following chemo or NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin or carboplatin, e InPD-L1 > 1%, patients treated with NIVO + IPI achieved deeper responses than those treated with 3 5 5
Q3W for < 4 cycles; NIVO (240 mg Q2W); °NIVO (360 mg Q3W); <Both endpoints were met; results were previously reported. . . . . -1001 Patients ¥ -1001 Patients ~ >80%---------- “-1001 Patients 2 800% --meoee e The safety profile in responders was consistent with that observed in all treated patients
mut/Mb, mutations per megabase; NSQ, non-squamous; PFS, progression-free survival; PS, performance status; Q2W, every 2 weeks; NIVO, and the depth of response with NIVO + P or NIVO were both associated with longer 0s (Flgure 2) B 80% 50to <80% 30 to < 50% . D 80% 50to < 80% 30 to < 50% < PD 50 to < 80% 30 to < 50% < D YP P P
3W, every 3 weeks; Q6W, every 6 weeks; R, randomized; SQ, squamous; TMB, tumor mutational burden. ) ) ) 2 0 < 0 < 2 0 < 0 < 0 < 0 < —_ : : : 3 :
¢ Y ¢ v . e InPD-L1 < 1%, patients treated with NIVO + chemo had a higher response rate, but deeper responses (n=14) (n = 25) (n=12) (n=73) (n=45) (n=11) (n =37) (n=19) (n=77) (n=19) (n = 21) (n=19) (n=97) (n=24) While duratlop of tregtme.nt was longer in responders, when adjusted for exposure this
with NIVO + IPl were associated with longer OS, which was not clearly observed with NIVO + chemo gn;;gn 0S, mo NR 37418_;53 , f’4817.;{ , 1531;5 . s ;.191 \ ;Ase;icaln 05, mo , mR 19296_4326 \ 17204:226 , 101;.; ., zig . I;ASe;lcaln 0S, mo 15203_.373 , , 1?2.27 101:127 \ , ::{7’ , was not associated with higher rates of TRAEs or treatment-related select AEs
e Best overall responses (BOR) were assessed by blinded independent central review (BICR) using RECIST v1.1 or chemo (Figure 3) HR vs SD/PD <0.01 03 0.15 . HR vs SD/PD 0.31 042 045 — — HR v2 SD/PD? 059 074 : —
— Patients were categorized as responders (CR/PR) or non-responders (stable disease [SD] or Safety 95% Cl <0.01-NR 0.12-0.45 0.05-0.40 95% Cl 0.12-0.77 0.27-0.66 0.26-0.77 95% ClI 0.34-1.01 0.43-1.26
progressive disease [PD]) 100 100% 100% 100%, 1001 1007 References
o . K 96% CR/PR = 80% 89%
— Responders were further grouped by depth of best change from baseline in tumor burden e Median duration of treatment (mDOT) was 4.2 months for the NIVO + IPI arm and 2.6 months for the by, ———8% 84%
(30 to < 50%, 50 to < 80%, and > 80% rec!uction) for an exploratory analysis assessing OS by chemo arm in all randomized patients and, as expected, was longer for those who were responders 80+ 80+ 80 1. Tannir NM, et al. J Clin Oncol 2019;37(suppl 7);Abstract 547. 8. gpl)lvobK (n;ézloumabi [package insert]. Princeton, NJ: Bristol Myers Squibb;
best response and tumor burden reduction (12.6 months and 5.3 months, respectively) 59% 2. Larkin J, et al. Oral presentation at ESMO; Sept 27-Oct 1, 2019; Abstract LBA68. ov_em e ) . ) o
The proportion of patients with a response for each tumor burden reduction category was . . i g N g 0 CR/PR 2 80% g9 3. Pardoll DM. Nat Rev Cancer 2012;12:252-264. e et ot Lo Conen Verson 8 2070
— _ . . . . = =S E S . Pardol . Nat Rev Cancer 312:252-264. Guidelines®) in Oncology: Non-Small Cell Lung Cancer. Version 8.2020.
calculated as a percentage of evaluable patients in each treatment arm In patients with SD, mDOT was 4.5 months with NIVO + IP| and 2.8 months with chemo, but was 8 b 8 3 4. WeiSC, et al. Cancer Discov 2018: 8:1069-1086 https://www.ncen.org/professionals/ physician_gls/pdf/nscl.pdf.
similar for both treatment arms in patients with PD (1.5 and 1.4 months, respectively) 401 § 34% PR 30 to < 50% 401 40 Jos PR 50 to < 80% i e o i Accessed November 25, 2020.

e Hazard ratios (HRs) for OS between responders vs non-responders were estimated using a Cox o The exposure-adjusted incidence of treatment-related adverse events (TRAEs) was lower with 2. 201 2 —‘—‘*—‘—“PR e - 00 5. DasR, etal. J Immunol 2015.;194:950—959, 10. Planchard D, et al. Ann Oncol 2018;29(suppl 4): V192-237.
proportional-hazafd model with time tg tlmor reduiction categary as a time-dependent covariate to NIVO + IPI than with chemo in responders and non-responders (Table 2), in contrast to the previously wocnn o xSD Fxexn, | PRS0 to < 80% e o sk : et 5 2020, Vit s Sy A B o 1200
account for the difference in time taken to reach a given response ’ PR 50 to < 80% ‘1pp 3% % D ’ . P . Hellmann MD, et al. N Engl J Med 2018;378:2093-2104.

repor I imilar incidence r. IR) of TRAEs with NIVO + IPl and chemo for th -tr 0 +—T—TT T ™—TT ™TTT 0Ot+—T—TT —r—Tr—tTrTrTrtTTrT 7 0t+—TT —TTT T —TTT1 7. Hellmann MD, et al. N Engl J Med 2019;381:2020-2031.
epoltetgm\?/ealls lar incidence rate (IR) o s with NIVO and chemo for the all-treated 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
population
o . . No. at risk Months No. at risk Months No. at risk® Months Acknowled ments
Results — Similar results were observed in the PD-L1 > 1% and the PD-L1 < 1% populations R I O I B N NN T I T e A TP T g
PR 30 to < 50! 12 12 12 10 10 10 10 10 10 10 9 8 8 8 1 1 0 0 19 19 19 17 16 16 14 13 10 5 5 5 5 3 3 1 0 0 PR 30 [U<50:3’ 19 19 17 15 13 11 8 7 6 4 4 4 4 2 2 2 0 0
. -adj inci i -L1 > i i D 73 68 58 47 43 35 27 23 19 17 15 14 13 8 4 2 1 0 D 77 72 60 52 41 31 28 23 23 19 14 12 10 7 4 1 0 0 D 97 94 77 63 53 44 35 28 24 20 18 16 15 10 6 5 2 0 i i i i fon: writi itori
ThteheSXDpOSULet;d]USte?h";T)]denCeZC);ngRA:E;'IVV;th Nzlggzn?‘nOthjr:()py (PD L1 - 1%)(;nYr;eSp0nde:?’ plat]ents PD 45 37 28 21 15 15 12 10 7 6 5 4 4 0 0 0 0 O PD 19 17 9 4 2 0 0 0 O 0o 0 0 0 O PD 24 17 9 6 5 3 3 1 1 1 1 1 1 1 1 0 0 0 ° I:e pa(:"“ and fa"““‘;s;”h: haVlE madesthe:judy possible . dé::;’:Z\r;dce(ijn:;b.:iiid;;:;goippgf\éeaidtzi T:::g:‘atbokn,fn«;ljér\dg;;gr?ilélc;;lera:ssv;:aigge
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PatlentS e For patients treated with NIVO + chemo (PD-L1 < 1%), these were 810.3, 981.7, and 1682.9 per Database lock: February 28, 2020. leads; Judith Bushong who served as protocol manager 28:8 pharmbx assay (Santa Clara, CA)

. s . Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W) for NIVO + IPI, and NIVO (360 mg Q3W) for NIVO + chemo. Maximum treatment duration for immunotherapy was 2 years. *Indicates responder per RECIST v1.1, confirmation of response required. Best reduction is based on evaluable target lesion © Bristol Myers Squibb (Princeton, NJ) and ONO Pharmaceutical Company Ltd. (Osaka, Japan)

e Baseline characteristics for responders were generally balanced between treatment arms, and were 100 P'Y, respectwely measurements up to progression or start subsequent anticancer therapy. Among patients who responded (BOR of CR/PR), then had disease progression, 18/34 (53%) in the NIVO + IPl arm, 31/60 (52%) in the NIVO + chemo arm, and 24/41 (58%) in the chemo arm received subsequent systemic therapy;
also consistent with the all randomized population (NIVO + IPl and chemo, Table 1; NIVO . L 21%, 8%, and 46% received subsequent immunotherapy, respectively. Among patients who had SD as BOR, then had disease progression, 38/71 (54%) in the NIVO + IPI arm, 33/76 (43%) in the NIVO + chemo arm, and 59/95 (62%) in the chemo arm received subsequent systemic therapy; 4%, 5% and Di l r

o e In the NIVO + IPI arm, the exposure-adjusted incidence of treatment-related select adverse events 39% received subsequent immunotherapy, respectively. Among patients with PD as BOR, 24/44 (54%) in the NIVO + IP| arm, 8/19 (42%) in the NIVO + chemo arm, and 13/24 (54%) in the chemo arm received subsequent systemic therapy; 2%, 0%, and 42% received subsequent immunotherapy, respectively. Sc osu es
monotherapy [PD-L1 > 1%] and NIVO + chemo [PD-L1 < 1%], data not shown) 5 *Per BICR; *Waterfall plots include patients with baseline and at least -treatment ¢ per BICR; > 80% tumor burden reduction in the ch t shown due to small number of patients (n = 3); *HRs for OS bet d tients with SD/PD timated usi
(AES) .In reSpOnderS and nOﬂ-FeSpOﬂderS was genera“y C0nSlStent W]th the ]nC]dence .In au tl'eated er 5 atertall plots inclu e pa .lel'l S WI aseline a_n at least one OI'\_ reatment tumor ass_essmen per 5 2 b umor L!l' e_n reduction in the cl E!TIO arm not shown due to small number of patients (n = ), S Tor etween responders vs patients wi were estimated using a
— There were no notable differences in baseline characteristics between responders and non-responders : ! Cox proportional-hazard model with time to tumor reduction category as a time-dependent covariate to account for the difference in time taken to reach a given response. JRB: honoraria and travel/accommodation/ expenses: Genentech; advisory/consultancy role: Amgen, AstraZeneca, Bristol Myers Squibb, Genentech, Glaxosmithkline, Merck,
pat'lel"ltS (F'Igul"e 4) Regeneron, Sanofi: research grant/funding: Bristol Myers Squibb; data and safety monitoring board/committees: GlaxoSmithKline, Sanofi.
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