2016 FEE EWPAER D I—REZEE 1 MMKLES
BItA BB 20174 5 A 28 H(H)13:10~16:20

B 27 —R— LR
WR:ZARIWLTT (A To—REiFEEET)

EHREHES:

EERAVAE1—Tr—L(FTO—REEFE 2017 &£ 3 ARET(E 13 )
EEREEFTO—RAMEEET TRL265E6 A 268)

$W3X 4 Nivolumab versus Docetaxel in Advanced Nonsquamous Non—Small-Cell Lung Cancer.

N Engl J Med 2015;373:1627-39.

EERL AT —REFEET
SHEEH QOIF:2017 F3 ARETE 13 ) QBEHREE . FR 2656 A 20 H QHEFEHUMEEHERRE)

[PK /85 4—%4]

ZARILIT PK I+ —Fk

o RBEATHRELTEBRTOREEEZRELIET 2. BLFENIZEL-T—2EERET D
® (KEIF 60k, ARMMIRIL 1.6 m* ZIREMMELL T, /ka. /m* DINFTA—ZEFIEREICLTERZHEDD

INTG A=A

C]

&R

F

1.0

Ae (%)

)

@ P78
RICETABREFIEIEFESNTULVEL, EFIgG4E/ 2O — LIRS
DT EEXRNTIERTFRRUVT7I/BIZHBINDZEEZLNTINS,

CLtot(mL/min)
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el Img/kg (n=3) | 3mg/kg (n=5) | 10mg/kg (n=6) | 20mg/kg (n=3) 5 03mg/kg (n=6) | Img/kg (n=6) | 3mg/kg (n=5) | 10mg/kg (n=21)
Cmax (gg/mL) U4+45 688109 192436 214+68 Cmax (ug/mL) 6.7 (21.6) 160 (321) 60.0 (27.6) 1963 (19.5)
Tmax (hr) 30 (10-90) 10 (10-30) 30 (1.0-90) 90 (30-25) Tmax (hr) 30 (10-6.8) 19 (10-7.0) 31 (10-50) 1.6 (09-7.0)
(uzUlfrO;“U A950=580 | 123004500 | 4390027200 | 6740015500 WZLE;”E‘I‘*L) 970 (47) 3244 (62) 13009 (44) 55324 (39)
. (hr) 360+10 320170 520= 270 410+ 230 5 03mg/kg (n=3) | 1mg/kg (n=4) | 3mg/kg (n=5) | 10mg/kg (n=19)
(day) 150 1327 21£11 17£9 Ti2 (day) 189£7.05 170236 170+4.70 248722
CL (mL/hr/kg) 0.127£0.020 02100152 0.126 +0.027 0206+0.143 CL (mL/hr/kg) 013 (1693) 017 (29.80) 0.19 (42.66) 0.13 (2842)
Vss (mL/kg) 64667 69.7£10.2 836274 968121 Vz (mL/kg) 828+27.19 99,6+ 23,04 112.7%3950 109.4% 2670

SFEI = B A Tmax e (RE) BOTTHE CEBIRI%), Tmax : i (BB, Tu2 RO V2R TH0 = il

¥ 5 Efm v =14days

kel= CL/Vd or T1/2 DIExEALTEH DP74 3mg/Keg 5 DEEFRABERAN)
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WG 1 FIRC IS 3RER (CA209003) THE, ONO-4538 %5t 306 4 (0.1 me/ke B : 174,
03 mg/kg T : 184, 1 mgkgBE 1 864, 3mgkg T : 544, 10 mgkg B @ 131 4) OBEFH
FRFUEOMEITHE I RO BN GRS A, EMEREIE, HMIasi, A
RBABRCKIENA) BEITRKERIRAZS U, HIEL M Uiz, AT BARIT o S48
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OBBEEITIF S BRIZ | FA 7L L, TR 12 4 7 VD BT Z L RFRT YA~
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IV REHA 243 TH BN AUCtau 2 7R v b LIcER%Z, EnEhR 27227 R
[2.7228 {ZR Lz, BEHBIET 0 7 7 A ASEEN I FTHEZR M ONO-4538 AT —
P EATIPREOD, BRHFHEOTHRUHHTCE D, ¥4 70 | ofERE#%
@ Tmax OFHRAEIL 1.1~3.9 BRI CH>7-. ONO-4538 ® Cmax & AUCtau iF%A 7 1 &
THA 7N 3 WFRIZBWT S ARICHE LTI L7, F£72 Cmax &K} AUCtau @ RR5H7
Bix, £hEh 20~24 RV 29~33 ThHY, BRERIESTRE TH o7, CL OFIE
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FArr0 {15] [is] 113 - - - i
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yAINI 5] 5] ] ] ) 14] 4]
0.3 mg/kg . 7.0 (32.3) 1.2 (0.9-24.3) 954.7 (26.9)
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r 17.8 (26.6) 24.7 (1.3-48.0) 3406.1 (12.8) 2.0 (26.7) 2.9(6.1) 0.089 (0.0113) 555 (42)
yA7N3 121 2] 2] 2 2 2
1 mg/kg 19.6 (29.5) 1.2 (0.9-48.0) 3589.6 (23.8)
A1 s &”] 109 - - - -
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vAZN3 [10] 110] ©) o1 1] 1] 51
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yATM 0 03 [13] - - - -
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Tmax {2 DWW CIHPRAE (GG , CL K Effective T2 oW TR GRAEE) %07 Lic. [ P90 SKIEITHERE S R LT,
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CA209003 EtEEaE 304 | 3220 b, 4.06 (1.1) 9, 0.679 (7.9) o’ 412%
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7 X4 : Nivolumab versus Docetaxel in Advanced Nonsquamous Non—-Small-Cell Lung
Cancer. N Engl J Med 2015;373:1627-39.

(FRRRBR ORI B L G250 OFEICESTHREFEZHE L T ZEW,)
N. NA & 72 72 H BEER R IFED IR H TH 5

HH AT FEHRBET - FEAGERA -
EFemin L
Introduction
1. HWFERRIOZIHEN B D D, JY EN [ONA | P1628 Introduction
s ATEATIZOWNWT (RS
P1628 Introduction HRIZONT) Z T 200
comparing nivolumab with docetaxel in previously RN,
treated patients with advanced nonsquamous
NSCLC.
WFFEDH AT EE DB A - TOZRND,
SIHENT=XEROER, IHTOGRIXOES &I HNFIZES LD
L0732 E bR

Introduction @ BRF
I OHF L PDL1 OFBLRPL & DFEF DO RIZ DN TOI I DN TRHBR H o TH Lo 2D TIERN D,
IR 23 A (FER BRI 3BT EREOEVTIHREGN RS2 L 75”5\ nivolumab {22\ T% PDL1 2 &%,
ez RBRIZOWT, THRET, BETART2ERTI2ENENTHDL LB LND R, £ X9 IRidiTFFT /2,
BRI &SN TV AS, 2nd Line Tt docetaxel & 0 OS ’C@t&@%ﬂ“éﬂt%%ﬂf)‘iﬁb‘ L, OS TOEBMEEIH
STERBRICHFHD D,
open-label & DAHFH SN TV D0, HMFIEDOH 5 docetaxel & DR TH D Z L HIEERRABR (A—7) ThH
L2 LRI ERRNEB XD, FHIEBIZE o TE, AT RFRTONT, BEELCGHET 2 4EH D,

Method

2. REBRT VA L OHA DD, BT ST, WY [N [NA | P1628  Intorduction
(1)
T EMME, AT HETNVNTTA R, FTAEI =T, T
nAA—N— BERE, Wi, EEHET 7 AR, ISR
(active-controlled) . MEAL{E PR, sk

randomized, open-label, international phase 3 study

3. BINFBDOBEREIELEICOWT, BHAANEYE (inclusion criteria) <Cf4 | BY ON [ONA | Methods: Patients
JL¥E  (exclusion criteria) DELFMN B D >,

P1628 Patients ZU bV b BRI SLRD
Eligible °
stage IIIB or IV or recurrent nonsquamous NSCLC after radiation ESNES E
therapy or surgical resection - 2F—TB % 7 13V
had also had disease recurrence or progression during or after one - BRI R E 7 IR B R
prior platinum-based doublet chemotherapy regimen. %, ASNEIAZ ST 2 AL U A \/
Patients had to be 18 years of age or older, 17— AWafTH E 7 13 a7 1
have an Eastern Cooperative Oncology Group(ECOG) TEFIZERENED LN 35%1
performance-status score of 0 or 1 RN A
have adequate hematologic, hepatic, and renal function; + EGFR R F 7213, ALK #xiEn
patients with central nervous system metastases were eligible if the R TE TV HEHF T, TKs BLE
metastases had been treated and were stable. O (BERED L WVIE,
Exclusion #e)
autoimmune disease, * pernetrexed, bevacizumab,
symptomatic interstitial lung disease, erlotinib OHMEFHEIRIZAA » F
systemic immunosuppression, Al ST ORRE IS
prior treatment with immune-stimulatory antitumor agents - 18 5L E

including checkpoint-targeted agents, and prior - PS0-1




use of docetaxel

BRAMEVETH G 2>, 3L DFRIMIFE RITEZE D 22 b D,

- WIEZ2 MK - I - B (T
A 2k 14 H LN O L/D)

A HZTE (BESNTLELT
WHIGAIZIRD)

< IRIERTIC S AMIIE DB E 1T -
TW5D (N F~—H—DfiEHr B
B D F 4 1)

« T U Mk 28 HENIZ
RECIST 1.1 criteria {IZ®D 5 & V) |
CT %721% MRI CHIEAIHERE %
FoTwnwazZ .

FrohELHE

- B OSERE

< SER BT D M R R

- checkpoint-targeted agents O
FHIEE

- doc fs F &

- JE B D AR AR R A~ DR

sk ARSICREHIT ARV S, 2R
BROATrA R (FL K=
F>10mg) fEAZRIL TS,

PHATRE L 722 X O REFMRBFEON A GREL7 1 h=a—1) (250 | BY ON ONA | P1628  Study  design  and
TOITEHMDH 2, treatments
; RN - -5 p =RV~ 7R : 3mglkg, q14d
Ik, R, A, 7 TR, ar 7oA T R, DT, & DA ol
\% & OBfR, AETERTLR k%J'iV\’Cb‘ 50, M &i;ﬂ?’ﬁ’%% 59%T AT, A EES R LT
wY7%, wash-out HIFILELI D, 7 — & DR K OCHE ST EIZONT Bk CE AR L S NS T
ATV D 5
« =AY T OREE. RERE O
nivolumab at a dose of 3 mg per kilogram of body weight every 2 Hr
weeks, c SRS TITTE - IREEELE 7R
docetaxel at a dose of 75 mg per square meter of body-surface area Lo o .
every 3 weeks ~doc iz, W& - KRIEHEDH Y,
Patients were treated until disease progression or discontinuation of ) \ZJG%%T%; SRz
treatment owing to toxic effects or for other reasons ~ iz - h &A1 ‘jEO £1 po s o
Requirements for treatment delay or discontinuation because of 5%22?%* L?{ighéfﬁ;‘?ﬁ
treatment-related adverse events were specified in the protocol, as i‘ﬂ /\ita)'r;;;?ﬁij 61}*#& Zf,i;
were requirements regarding reductions in the docetaxel dose owing v BIRTAR DR " oo
to toxic effects, which conformed with the prescribing information on XS & IMEER A LTS
the product label. Reductions in the nivolumab dose were not ALY A second-line vs
permitted third-line
HELE - () AL, Bef], B B, EAGE, WEEZOBE DL —n
T2 WE (DRI E R - - - T X INED X A I T EEER]
TH—»
HANCHE SHAICER SN TEE (FIKK) FHEEHE (primary EmY [ON [ONA | P1269 End points and
endpoint, secondary endpoints) ([T DOWTREHEH 5 ) assessments
. . . THFMEA : OS

Primary endpom‘.c =overall survival SKERIL TI% 3 1
Seconda]lfy endpomt . o BIVEEME

rate of investigator-assessed confirmed objective response, < [EEiCH E 1T £ A confirmed

progression-free survival, efficacy according to tumor PD-L1 objective response (fi EL 520

expression level, and patient-reported outcomes

hEHE RESIST ver 1.1,11
week 9 and every 6 weeks thereafter until disease progression.

s =X A ]
evaluation of the incidence of clinical adverse events and laboratory
variables, which were graded according to the National Cancer
Institute Common Terminology Criteria for Adverse Events, version
4.0
FHE B TR B A ER T 22 DIEE E B b D D,

2)

- MR (PFS)

- JEE O PD-1L FEL L ~L ¢ BIIIE
BH Y

1%L L 5% 10%2L 1

+ patient-reported outcomes
(LCSS i)

Zac oy

BRI A EFSL, LD OFH (the
National Cancer Institute
Common Terminology Criteria
for Adverse Events, version 4.0.

1)
SIS 5T TR b B A
EELL, HONULORELD
7Y —CHE




6. HREBOFEE O HEIFEBARITE, EETH L0, BY ON [ONA | P1631 Tablel
7. BB EOT U NI LADOEEND D56, ERENE & BBHOFTHE OY BN ONA | 7Y b LOEFITRVA, AKX
b D0 TO 08 DFEFIZ TAt the time of
the interim analysis (minimum
follow-up for overall survival,
13.2 months) |
LY PR ORERERE L
A D DSHIHE TRV,
< 7a b 3= VIR O H R AT
TFEL TN 262 BIORTEE
K v R R AT O SE T K (413
Bl) WRE A>T m b=a—
JVIETE O RIRENE
8. ED &I HFIEGFIEDRD HNTZIOFLHD D D 2, BY CON ONA | - Aficidasios L
- Tu ha— L EEH Y,
o BRUDD. FHNCRE Lt & o nERRIE, Wl (FR) RiE 78 b A oniES).
z \ S 2 4 DA SUAN :
ERnTCORRE ST, BBLZ 5744
. Wiy 1:1
7 AP o , , HEA <Y M GECHD 403
Approx.lm.ately 574 sub]ec.ts will be randomized to the two arms in a A : OS OHER{E L LT doc vs
1:1 ratio in order to obtain at least 403 deaths. 403 deaths ensure nivolumab = 8ms vs 11.1ms
that a two-sided 5% significance level sequential test procedure with (HRO0.72)
one interim analysis after 262 deaths (65% of total deaths) will have o : 5%
90% power if the median OS times in docetaxel and BMS-936558 1-8:90% (A&t i)
are 8 and 11.1 months (HR=0.72). Assuming a piecewise constant -HRO.82 AT, 2 BRI 1.8 W A (8
accrual rate (3 subjects/month vs9.8ms) ThiuT, R T
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It is projected that an observed hazard ratio of 0.82 or less, which
corresponds to a 1.8 months or greater improvement in median OS
(8 vs 9.8 months) would result in a statistically significant
improvement in the final analysis of OS for the BMS-9
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At the time of the interim analysis, 413 patients had died (93% of the —ATRRS,
442 deaths required for the final analysis).
The boundary for declaring superiority with respect to overall
survival at the interim analysis was a P value of less than 0.0408, on
the basis of the O’'Brien—Fleming alpha-spending function
7u ka—L o
This formal comparison of OS will allow for early stopping for
superiority and the boundaries for declaring superiority will be
derived based on the actual number of deaths using Lan-DeMets a
spending function with O’Brien and Fleming type of boundary in
EAST v5.4. If the analysis were performed exactly at 262 deaths,
the boundary for declaring superiority would be 0.011 (or 0.73 with
regard to HR boundary, which corresponds to 3 months
improvement in median OS under the assumed control arm hazard
function). The boundary for declaring superiority for the final
analysis after 403 deaths would be 0.047.
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Of the 582 patients who underwent randomization, 287 were treated with

nivolumab and 268 were treated with docetaxel. Five patients in the

nivolumab group and 22 in the docetaxel group did not receive the assigned

study drug (Fig. S1 in the Supplementary Appendix).

Appendix TableS1

Figure S1A. Consolidated Standards of Reporting Trials (CONSORT) Diagram of Patient Disposition.
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We report here the results of the interim analysis, including overall
survival, objective response rate, progressionfree survival, and safety,
which are based on data from a March 18, 2015, database lock
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Demographic and efficacy analyses included all the patients who
underwent randomization. —ITT

Safety analyses included all the treated patients (those who received at
least one dose of study drug). —FAS
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Overall survival was significantly longer with nivolumab than with docetaxel
(Fig. 1A). At the time of the interim analysis (minimum followup for overall
survival, 13.2 months), the median overall survival was 12.2 months (95%
confidence interval [CI], 9.7 to 15.0) with nivolumab and 9.4 months (95% CI,
8.1 to 10.7) with docetaxel, representing a 27% lower risk of death with
nivolumab (hazard ratio, 0.73; 96% CI, 0.59 to 0.89; P = 0.002).
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Additional research is warranted to characterize subgroups of 27?\ BRI Z 0 BT s

patients whose disease progresses early and who may benefit from AT,
combination therapies
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nivolumab led to a statistically superior survival benefit over
docetaxel in unselected patients with advanced, previously treated
nonsquamous NSCLC.
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