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122 B Dinfusion reaction|Z fiii 2 CTERAKEC+0 56D T &
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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
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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)
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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,
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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
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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
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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

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 : JEEARRE.

E4) TR EICHED (. 7#5) ECOG performance status

(0. 1) ROHR CKEL, #+% /Wa—avx, Zofols) 12k 5@
FCox FLBl /N4 — K E 7L K UV flllog-rank i 52

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 GEEFENTHIER, ©E) ROWEEE (). 2L) 2L2/E
FCox LB N — FE 7V O Blllog-rank R 5E

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
wEde) 41401 (954%) ZEIERASED iz, FRREIE
FiE. FRI23561 (54.1%) . FEILAE20861 (47.9%) . JE55156
Bl (35.9%). FH - BIKFRHENSIEBERE144510 (33.2%)
FEREEELLI6H (26.7%) . ELL0760 (24.7%) . FIRIEAR A
THEL0561 (24.2%) . IPI%9661 (22.1%) . A Bk E86%5]
(198%) TH -7z,
GRIBYIBRTEE L RIR ERIEICH T 2B ABOMITEE)
17.1.3 EEEREZE I HEFER (B99910017K5k)
7T FF AR GRS (A~63 A 7 V) IZTERE
HEATASFRD LT, BRAYIBREE 2 IR % Bz 2700
Bl (HRNBEZBZ &) 2x5E LT, & (10mg/kg
% 28R CHIRPIF%S-) & Best Supportive Care (BSC)
DU & BSC HMELO AR et % b s 5
xR HME L7z, IEEMBEEA LRSI R A AR SR % 5
WL 72, FEEHMAIEH IZPD-LIOSBL & b WaeBE RO
PD-LIB ™ B 12 BT 20STh - 720 HRICEHHE L7z
MIAT (20194E10H21HF—% A1 v M4 7) 1I2BWT. AH
EBSCOBEHE L, 287 L UPD-LIGHEE O W LI

—— 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
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At risk%5
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BSC 169 165 152 132 113 89 76 67 54 453730232112 8 6 2 1 0O
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Td o7z, [5ABH]

18. FExhFIE
18.1 {ERIHRFF

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, A& M
211 3 A 7 EHEE 2 RED L. I ERT 52 &,

*x (RIGVIRPRER I E MO EMRE. RETRTREEL KL
BRREICB T 2{L2EEROMIEE)

21.2 A CTOBRBIEGI SO TR ON TV L 2 e, Bk
Wt —EROFEBNARL 7T — 5 BEM S LD £ TORHIT,
SHEG T RSN 2 S 5 2 L2k ) AFHIfE
AEREOTEFHMEIRET 5 & & b1, KR OREERH
RIS 27— & 2 RIS L. AF 0@ IEMER 12 LE
TEETZH LA L,

22. ‘i
10mL : 1514 7V (HF AL 7))

23. EEXHk

DAAERL - BN TARER CRYpBIEE) (2017459 H 27 H KRE,
CTD2.7.2.2)

2)FPrE R - ERSLF S TAERER (EMR100070-003388%) (2017
EYH2TH AR, CTD2.76.2)

)RR - BB ILE G MARRER (B99910035ER) (20194£12
H20H#&Z2, CTD27.33. 276.1)

) FEprE R - ERRILE S AR RAER (B9991001:85%) (20214E2H
&G, CTD2733, 276.1)

5)AE R - EHIBEE (20174:9H 27 H KFE, CTD26.2.2)

24, XEEERERVBEOVEDEL
AN 7 INA F T 7 — <At
ATANNV - A THA—=av
HEMHEX THEITHSELl S 7Thrasy 7 —
0120-870-088

77 A F-pRASt Ry —
T151-8589 HUHLARHA XA 4 AR3-22-7
FAMEER S A VIV 0120-664-467

FAX 03-3379-3053

26. BERTTREESE
26.1 BLEBRSET

roerek  RIONALF T 77— kA1

FRHEEXTEE1ITHSELIS 7AI27—
26.2 BRciRiE

@ Pﬁzer 72719 —HAS

T151-8589 RREHEAXMLA3-22-7




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks true
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 0
      /MarksWeight 0.283460
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /JapaneseWithCircle
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


