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Al OKEERE 6mg
KERLF + ) 7 A 3mg

FHNEF ¥ A == AN Ay —JIRAE W TRESINS,
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pH |50~56
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k4, FHEESHR
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OBV EE L R ERREICE T 21L2EER OHEFEE

5. 2hEEIIZIRICBHET 53R
(IRIAVIBRTEE R (3 B8 14 D B TE)
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W2,
RAYIBRTRE & FREE LR IC B | DILREEROMEFESE)
F k5.2 (LA THRBETTRO LN TV VWEEZ N RET D
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F k5.4 FRIRFBRICH A AN S N2 BEOFHAHRIEEF IOV T,
[17. BRI OHOWNEZ R RHOHHER 04
Pz FopIic gL 72 BT, BISEEOERET) Z Lo
[17.1.3%:H]

*%6. AERVHAE

GRIBYIBRTEE L X L4 VRIS,
(BT 2eFEEROHRFES
WHEL RAIE TNV 7 GEEFEER) & LT, 16
10mg/kg (fKIE) % 2080 M0 C1REEH DL B 20 C i EiE 3
5o

GRAYIBTEER LSO BEMERE)
TXIFTEOPHICBWTC, @E. HAIE TNV T
GEfEF# ) & LT, 110mg/kg (KE) % 238 R b3
TR LA LA COTiEiET %,

RYIBRARE & PR IR LR TE
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IZH (T BILH AR OMHIFES)
# % 7.1 MMOPUEMEIESH & OFHIZ OV T, HRIMER 2 aMEE
N7 LT ev,
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7.2 BHN OS5 2383+ 5 Z & A58 Ainfusion reaction % §E R
B D700, BEPGANCPLe A8 3 VH], BEGERHISE O
5 %479 2 &, [89. 11113%H]
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THET %,
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Grade 3D A
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1) Gradel¥NCI-CTCAE (Common Terminology Criteria for Adverse Events)
VAOIZHEL B

8. BEELEAIE

8.1 AFIOTHMALEEL/ERIC X D . B ORE USSR 3
b EEZONDIA BERESHRENPHODONLEZ LD 5L,
Bl x 3147V, BRASERD LB AR, WEORE
BUBIZ X Z2EWEH OS2 ZE L. B R @RZ 2179 2
Lo WMEORIENIOIC L ZEIEREONLHEIZIE, B
BEARNE VRO GELZZETH L T2 KA GH#
TRICEEZRAENSS S5 b D 2 L0H 50T, KLY
HTHRLBIGE T5I4TH) 2 &,

8.2 MEMMIEENRH LLNL I ENRHLDT, KAEDFKGIZ
7o TE, WIER (BT, TR, e OfERE
RO WX A O FfisE, B2 101247 T &, 72,
VPZIH U CHERCT, M~ — 7 — oA % T 5 2
Eo [12, 912, 11.1.1Z0E]

8.3 A &, IFHREMEE. WEPHOLDONL I ENBHDDT,
EMICHFRE R 21T\ BB OREL 0285556 2
o [11.1.321]

8.4 HURPRIEREE &, RIEARRERE E ) OV T AR RREE S D &
bild Z & bOT, BN e (TSH. #%
MET3, BEMETA, ACTH, MiF 3 VT — VEOWE) %179
Tl T LEIL U CHEMAESFOERS ZET L
&o [1115. 1116, 11.1.7&0E]

8.5 1EUMERIGE S HbNDZ DD HDT, [, Fi, I
HEDEROEHRLMPEMHED LA I THEET LI L,
[11.1.8%H]

8.6 Lk HOLHLNDLZ LN HDT, MWK, CKLEFA., L
MEESEOBIZE Y 02T ) 2 &, [111958]

8.7 W gs. WRUMBRIEA H LN D I EHH5H DT, Mk
T, AR, CKEA, MARRRIA 7oy LASD
Bl xT51297) 2 Lo [1111231H]

8.8 BHENHLDLINL I LAHLDT, EMIIZEHEERA
AT, BEORELY 5Bl 52 &, [111112H#]
8.9 infusion reaction?¥dh Hbit b Z &35 DT, KH OG-
122 B Dinfusion reaction|Z fiii 2 CTERAKEC+0 56D T &
LN AT o 72 ECRIMGT 5 2 &0 F /2. 2 H LBEO KA
% 5-W¢ | Zinfusion reactionSdh H b5 Z &b HLHDT, BH

DIRFER T2l § 5 2 & [72. 11.1.1320K]

8.10 HIEMHMIIEDNH S bNDL I ENHAHD T, HIKT .
RN e, PR, e TREESFOBSRL 14912179 2 &,
[11.1.14&H]
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9.1 AHHE - BIEEZEDH 2 8F

9.1.1 HCRERBOAHIIIEMNELCIIBEHEODBECR
RERBOBMERDH 5 E8%E
GIEREORNE DRI HES 2 B2 N0 5,

9.1.2 MEBEMHERBDH 2 BEXNIZOHREEDH 2 FE
MEENEEP I I ET 28210 5, [1.2. 82,
11.11=8]

9.4 £JEREEEF T 5
RS A TREE D & B et id . ARFIE G- B O 5-1%
—EIRE. WY R VA L) ICiRET L 2 L,
[958 ]

9.5 iTi%

TR AR LTV B REED & B it AR LA R
WEmEE ER L &SN LGEICORETTH I L,
REN & 7B A BRI EES N T v, B b
IgG I BHEA BT 2 2 EBMOENTEY . KANIRED S
JRIBABAT T 2 et S 5o AFIZRG$ 2 &, RIS
T HRIEBERDPE S, TEEIIICEE SIS 5B
NDH 5, [9450E]

9.6 3L
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IH kA RE 35 2 Lo KEIOE M FFALHFANORATICH T
LT =713 w)s, k MeGlde METHICHERE S 2 &
WHISEN TV 5,
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9.8 EHEE
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*%11.1 EXAZEIER

1.1.1 FMEHRERER (21%)
[12. 82. 9.125K]

11.1.2 % (0.6%)

1.1.3 FARE CGHEAW). FHSRERE (127%). FF% (04%)
JFA 4, AST. ALT. »-GTP, V) VU v %D LA %089 T
REREE . IFEA DS bNEZ LD B, [83BH]

114 KBBR (17%). EEOTH (25%)

B3 2 TR, . S OREIRDTFED O N7 E 1213k
BRI 45 2 b,

11.1.5 FRBRIBREREE (19.6%)

FURIEE B TE (16.3%) . HUIRIEERRETCHERE (5.1%),
RIESE (1.6%) 0 HFIRREREES D b s 2 L23d
5, [845M]

11.1.6 BB AL
HIEHRE A2 (15%) SORIBEREREDH HbiLd 2 LAt
Hb. [845H]

11.1.7 TEFHERE
THEAR (02%). FIRMAWEAELTE GEEARY) SoTE
B E D D 5N D 2 EHDH B, [84BH]

11.1.8 1BUBERIT (0.3%)

BRI N7 Y F—=Y AR BEND D Do 1EBER IR
DEEDO NI AT, RENOFG-Z2d 1 LTA > A1) 3|
PG 2 EOWY R EEIT) 2 L, [85BE]

1.1.9 DR (02%)

[86511H]

11.1.10 #iRES
TRt = 2 —a8F— (28%). ¥ - NL—JEBRHE (H
EARH) SSEOMREBEENRS LN, LD D,
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BPEREEE (0.8%). FRAERIEMEE % (02%) ok
VBHOLbNDLZENH DL, [88FH]

1112 BE (02%). HERUHREFE (EEEAD)
[87% ]

11.1.13 infusion reaction (22.9%)
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THIARE S RN SEER| 2 ) RS (R E. &
(162%) . =9 FE|fLBE. BERE. &, B, KH
IE. BB FE | SEBRRRE 95. |FIB. FZRE AR,
(2 B, RS TRE. BEE
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HYEEBE, SEHE,
BEIR . AL
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14. @A EDFE

141 ZZFARBOIEE
14110 BHUZ X 2WEREEZ ATV, SMB EORE 20 72354121
FHLZWT &,
1412 RS L L CHRBAEBRARERZHHT 52k,
14.1.3 RFI O VT % {E4HE THE Y . @ 250mLo H /A
HARMIZAML CART 52 &0
1414 87720 E D2, Ee BRI L, ML CE#ELE

w2 CEO

1415 KFNIHRGH 2 & T vz, Rk, ERe» Il
5k, MBET CICHHETIRAET 26121, 25CUT
TARF I X 132~8C C2URFHILINICH G- 252 T34 2 8o M
PO A SR L2 A 12, S mcEic Ry e, F
Too WA T R OTREOFRIEIIEERE T 5 2 &,

14.1.6 HBGIIHRFH SR nwT &,

14.2 ZRIREBFOER

14.21 ) & DRFEF L T &,

14.2.2 KL, 02umdDA > T4 2T 40y — %l L THGT

5T L,

15. ZDMDEE
15.1 BRARFERICE D C 1R
EINDRRIR BB BT AN 2 Pk DAL D
ENTW5,

16. 4 ERE

16.1 MAiERE

16.1.1 BER S
H A NHEFT B BB |2 ARH) 3~ 20me/kg & 1y T Bk 4% 5
L 7= 2 o [ e BEEHE RS % 1S, 5 72 SEBIHE S 5 A —
¥ % FENIRT o Con LITAUCIEFE G812 ITITHA L <o

LY,



1000

ML 7 OV 7 R (ug/mL)
3
L

0.1 -

O :3mgke T

A 110mgkg

O :20mgkg

0 24

48 72

T T T T T T T T T
96 120 144 168 192 216 240 264 288 312 336

151 (hr)

M1 HAAEITEIZEES C7 NV~ 7 % #%5-83~20mg/kg T
TR L7 oo i e RS (BT + RS
3mg/kg : n=5, 10mg/kg : n=6. 20mg/kg : n=6

1 BERBEREICT NV~ 7 & 583~ 20mg/kg T LRI AT FHHE L 72 #
DIEWTHHE/ ST A — ¥

pe5a 3mg/kg 10mg/kg 20mg/kg
(n=5) (n=6) (n=6)

Cax (pg/mL) 640 (22.2) 179 (19.6) 459 (136)

AUGo. 6060 (32.0)™ 21510 (454)™ 53700 (24.3)
(ug - hr/mL)

t,, (hr) 940 (31.7) 122 (331) 112 (116)

twe (hr) 168 (097-207) | 153 (1.00-308) | 1.683 (1.00-492)
CL (mL/hr/kg) | 0496 (320)™ 0471 (44.1)™ 0.373 (24.2)
Vz (mL/kg) 610 (253)" 738 (17.2)™ 60.6 (21.7)

HATTIGME GRATCVIO) | e * HVIRAE (HEPH)

##1) n=4

16.1.2 R1E#HRE

I A0 A 7 BT 18 1 A 3~ 20meg /g % 23012 1L 7
BRI L 722 0035 54T 5 00 L o FE S 5 12
20 b T T IBEORE E 3. AR R
DU DO T - 727,

800 4

600 4

Hbe

w7 SOV T (ug/mL)

i

o s

mg/kg

A :10mgkg

O :20mgke

1 15 29 43 57 7 85 99 113 1;7 VIH 1;5 169
IR (day)
2 SAEHGROG# T RO MG PR EHER (Gl = BEF)

3mg/kg :n=5 (Day 1), n=4 (Day 15~43). n=3 (Day 85). n=1
(Day 127} 1'169)

10mg/kg : n=6 (Day 1~43), n=3 (Day 85~169)

20mg/kg : n=6 (Day 1% 0*15). n=5 (Day 29). n=4 (Day 43). n=2
(Day 85). n=1 (Day 127~169)

120 O :3meke
A 110 mgkeg
1004 O :20meke
=
g
®
3 80 +
#
%
> 60 o
2
k¢
K 40
&+
puind
£
20 4
o - |7 _ 7|7 _ T _ T T T
1 57 71 85 99 113 127 141 155 169
5 (day)

M3 ARG N T 7 IREHR (BT = =)
3mg/kg :n=4 (Day 15~43). n=3 (Day 85). n=1 (Day 127% 1*169)
10mg/kg : n=6 (Day 15~43), n=3 (Day 85~169)
20mg/kg : n=6 (Day 15), n=5 (Day 29). n=4 (Day 43), n=2 (Day

85). n=1 (Day 127 1*169)
2) AR OKESN-HEROCHZ I, 10110mg/kg ((KFE) 2 2.8 [ [ B
T LA EA T T RlEECH 5,

17. ERERRR &

171 FHERUORELMICEET 55 5%
GRIBYIRTEE & X L4 IV iRRaE)

17.1.1 EREFESE 158 (EMR100070-0033E8)
IR A AT A MBYWRARE R 2V Vg i s o 9
5, N— FATIZLFRDBED B 5 BESSH (HANEES
Bl& &), 73— FBTIIALSHEIE O 70 v B3 296 % 3 5
& LT AHI10me/ kg % 238 IR C AUEHERE L 720 28— FA
O FEBEFFAMIEE Td 5 RN 1331.8% (95.9%E WX H
219~431%. 20164E3A3HF =44 b+ 7) Tho 1
B, HANIEE L-MEREIZ20% TH -7z, 78— B
O RIKEFGIE H T & 5 2235 o p [ AT 5 £ 71362.5%
(95%EMEX [ © 35.4~84.8%. 20164E1230H F—% #1 » b
T7) Tho127,
1) RECISTH A FJ 4 ¥ LIMUZHED < A2 H 12 X 5 CRILIZPR,
2) AT SRR DD B, ARG WA HRISEY EHE S h16

B R
2 AR (EMR100070-0035%5%)

IN—FA J5— B

B (%) B%x (%)
SEZER) (CR) 8 (9.1) 3 (188)
srZEs (PR) 20 (22.7) 7 (438)
4258 (SD) 9 (102) 2 (125)
FE4T (PD) 32 (364) 3 (188)
BRI 19 (216) 1 (63)

AFIDHe G- SN11760 (HARAN3G % &) W858 (72.6%)
WZEWER SRR Btz TRBIERIE. 955972961 (24.8%) .
infusion reaction 17f (145%). THI11%1 (9.4%). FE.L1061
(85%) . 5895881 (6.8%) « MEJJIE M & 9 FERELTH] (6.0%)
BER LB IR 2 B OV ERGRR 4661 (5.1%) Tdh -7z,
(IRBYIBETBE X (2 &R O B MiamE)
17.1.2 EFEFESFE THEFER (B9991003575#%)

AL O 72 v ARG UIBRASRE XXM O ik B A g Y
MR B 886K (HARNBEOTR &) #xff e LT,
AFH] (10mg/kgx 2 E B IR CRERNTS) L T7F > F=7
(BA%a = L L Clm5mg#% 1 H2MFEO#S) oG- & A
=F =7 (50mgl H1M % 4B M5 L, 28 K3E) o
HRE R et ezt 52 L2 HWE Lz, IEEMRMEE
Fo AL 7] 55 TAH SR 2 9506 L 720 EZEEFIE H 13PD-L1
Bt B2 30 2 B (PFS) M US4 E A7 R
(0S) THY ., FIRFFMIEH & L CPD-LIOZEH % b 74w
SHFII BT HPFS K UNOS & FHli L 720 FHRTIZFTE L 72 Hr i
M (20184E6 H20H T — % H v b4 7) 1I2BWT, KA &



7 X F = T ONHES IEPD-LIG B I BT APFS L
PD-L1DO%EL % Fib 2 WA B I BT APFSO LTI O
THAZF =710 L OREHENICE B A ERE 2R LY,
T3) TESRAHLC 317 2 Sl O PD-L1 S 1%L 1

K3 MBI R O e A AT I R oA R

BW T OBSCHMED I L CREMAIZE Z 2 OSDIL &
i DY AR
E6) ROVT D72 T B4 % PD-LIB M & 5 L 7=,

BB O 25%L 1 e AR B o

O E LR L 72 S M O 1 A AT 1% A0 S M > 259% L 1

PEABOLN D,
- R R L 7 IR O HI 525 1% 52 ML 0 100% 12 S o
MROEN D,

FA EEAFHIE ORER

G PD-L1 g 83 5 [
AH| +BSC BSC AH| +BSC BSC
(n=350) (n=350) (n=189) (n=169)
oS |Hgfii (H) 214 14.3 NE 171
(95%IZTEIX ) | (189, 261) | (129,17.9) | (203, NE) | (135, 23.7)
IV — R 0.69 056
(95%(Z#EIX () (056, 0.86) (040, 0.79)
Frflp ™" 0.0005 0.0003

BSC : Best Supportive Care, NE : JfE5EAFE,

7)) — AL OR R A

R (EERUIMAZER. %ZE) ROWBEE (b, L) 2L2E

PD-L1 4 83 4 ] Exue g IFi|
A5 + | A+ PN
TEFFT A=T=T TFIFZT AT =T
(n=270) (n=290) (n=442) (n=444)
PFS™ | thaefii (H) 138 72 138 84
(95%fE#EIX M) | (111, NE) | (57,97) | (1L1,NE) | (69, 111)
INH— T 061 0.69
(95%1ZTEIX ) (047, 0.79) (056, 0.84)
B flpfi™ <0.0001 0.0001
0S  |hkfii (H) NE NE NE NE
(95% 58X ) | (21.3,NE) | (21.0,NE) | (NE,NE) | (210, NE)
NI — R 0.82 078
(95% 15 HHIX ) (053, 1.28) (055, 1.08)
Fr flpfi™ 0.1911 0.0679

NE : #EEARRE, E4) MOrahdt e 1225 (. {E5) ECOG performance status
(0. 1) ROHR CKEL, #+% /Wa—avx, Zofols) 12k 5@
FCox FLBl /N4 — K E 7L K UV flllog-rank i 52

A=F=T

(1)'2‘ — TRLIRT+TFVFZT
0.8 — AZF =7
w074
iﬂ;é‘ 0.6
05
044
034
0.2
0.1
oo O OO OO O OO OO
0 2 4 6 8 10 12 14 16 18 20 22 24
. SEREAAAR ()
At risk %L
TANRT+THFLF T 270 227 205 154 120 76 53 32 23 13 3 1 0
A=F =T 290 210 174 119 85 49 35 16 13 5 0

X4  PD-L1FGYEREHEN 12 3B1F 5 PFSOKaplan-Meier |l

1.0
0.94
0.8
0.74

— TR TATFIFZT

— AZF=T

HF R
=3

0 2 4 6 8 10 12 14 16 18 20 22 24
- R ()

At risk £z

FAVRTHTELF ST 442 364 321 250 193 127 94 57 42 24 8 1 0
444 329 271 192 144 90 64 29 20 8 2 0

X5 4B EEEIZ B HPFSOKaplan-Meier i

KEN & T X2 F =T OBMBG % 21T 7243461 (H A N335
Ede) H41460 (954%) (ZEWERASERD H iz, TR EE
FiE. FRI23561 (54.1%) . FEILAE20861 (47.9%) . JE55156
Bl (35.9%). FH - BIKFRHENSIEBERE144510 (33.2%)
FEREEELLI6H (26.7%) . ELL0760 (24.7%) . FIRIEAR A
THEL05BI (24.2%) . TIAR9661 (22.1%) . F#kikB86%5)
(198%) TH -7z

GRIBYIBRTEE L RIR ERIEICH T 2B ABOMITEE)

BCox LBl N — K E 70V K O lllog-rank i 72

—— TN)¥ 7 +BSC

—— BSC

R

0 2 4 6 8101214 16 18 20 22 24 26 28 30 32 34 36 38
) LAEAEE (R)
At risk#%

TV 7 +BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
BSC 350 335 304 270 228 186 153 125105 83 68 5541 33 1812 9 2 1 0

X6 4B FELRIZB 1T 50SDKaplan-Meier i

— 7)Y 7 +BSC

—— BSC

R
=3
S

02 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38
. LA ()
At risk%5
TV 7 +BSC 189 185 177 165 146 129 114 95 81 70 49 38 3226 18 9 8 4 2 0
BSC 169 165 152 132 113 89 76 67 54 453730232112 8 6 2 1 0O

[X7  PD-L1Fik & $ 2 BT 5 0SDKaplan-Meier i

K] & BSCO B % 217 7234460 (HAN366]% &)
26660 (77.3%) \ZEIWERDSFRO b7z, EREWERIZ, £
O FEAEATH] (13.7%) . FURIRAEREM MAE36H] (105%). T
3561 (10.2%) . TEAIZHE D BUS35H] (10.2%) « 77 9iE 34451
(9.9%) . 9573361 (9.6%). FEH2561 (7.3%). EIE244]
(7.0%) . L2461 (7.0%) . BIIE2361 (6.7%) . ZE#A2361
(6.7%)  FURIRHERETCAELE2L B (61%) KT HCIR18HI (5.2%)
Td o7z, [5ABH]

18. FExhFIE
18.1 {ERIHRFF

*%17.1.3 EFEESE MMEHER (8999100153 5x)

7T F TR B G RALERRE (4~61 1 7 )V) ISTRA
HEATDRRD LT BGYIBRAHE 22 IR % R 9 2535700
Bl (HRNBEZBZ &) 2x5E LT, & (10mg/kg
% 28R CHIRPIF%S-) & Best Supportive Care (BSC)
DPE I & BSC iy A8 VR4t % Likd %
ZEERHME L, SRR L ERSIER 45 AR % 5K
WL 72, FEEHMAIEH IZPD-LIOSBL & b WaeBE RO
PD-LIB ™ B 12 BT 20STh - 720 HRICEHHE L7z
RIRHT (20194E10H21HF— % # v M+ 7) 1I2BWT, KH
EBSCOBEHE L, 287 L UPD-LIGHEE O W LI

TV Y 7E, & FPD-LUCKT T Ak TH D, PD-L1E& 2
DEZHRRTH HPD1L OfEE T HE L. FEEHUREERN T
MR OB EEE 2 MR 5 2 &SI XY, G oMiEs
T s EELLNSY,

19. FRRR A ICE Y 2IEEFHHMR

— L TNV R T (BB TP Z) Avelumab (Genetical
Recombination)

#9147,000

C6374H9893N 169402[)10S44

iﬁﬁ C2194H341()N578067()816

$jx:$;é: C993H1543N269033586

OTE

T



A H e FPD-LUICH T 2 fa iRz v MgGE/ 7
O—FWHETH ), Fr 4 =—ZANAAT =
MABIC XD EASNL40BOT I 7 BEFRIEN S 7
LEH2R R O26MH DT I ) WD S 7% b2
KRR ENLHEY V0 HTH b,

21, &R M

211 [E3EA ) A 7 EHETE 2 RED B, WUNIERT AT &,

21.2 EN TOBEBIEF S BD TRONTWE Z & s, #Hik
WFeth . —EHDIEFNARSL T — ¥ BERB SN L F TORIZ,
ERER & GUAE RN 2 EfES 5 2 L 12X ). RFIEFE
HAEZEOBTREHREILET L L & 512, AFoReEm L
BPEICB T 57— & A RINCIUE L. AH 0@ 1E 2 L2
REEEH L L,

22. ‘i
10mL : 1SA 7V (T AL 7))
* %23, FTE IR
DAEPVERL - EINE T AHRER CEYEIEE) (2017459 H 27 H ZAKRE.
CTD2.72.2)

2)FPrE kL - ERSLF G TARER (EMR100070-0035388%) (2017
EYH2TH KRR, CTD2.76.2)

)RR - BB ILE G MARRER (B99910035ER) (20194-12
H20H 422, CTD27.33. 276.1)

FPrE Rt - ERRILE S AR AER (B9991001585%) (20214FE2H
&G, CTD2733, 276.1)

5)ANE R - EHIREE (20174:9H 27 H KFE, CTD26.2.2)

24, XEEERERVBEWVEDEL
AN 7 INA F T 7 — < RSt
ATANNV - A THA—=av
HEMHEX THEITHSEL S 7hrasy 7 —
0120-870-088

77 A F—pAat Rty —
T151-8589  HUHLARHA XA 4 AR3-22-7
FAMIEER S A VIV 0120-664-467

FAX 03-3379-3053

26. LSRG EES
26.1 BLEERETT
cerex XIS T - iR EH

FRHEEXTEE1ITHSELIS 7AI27—
26.2 BR5ciRiE

& Trrv—mai
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