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m—/L% (MA@ BRI LE CHIAD) AR E L TEEREEERBREEE b L IT), A EF VT =
v (TAM) & L<IZZDfofi= R k1 U FNT R & 7o - 72 BAR % OMEATHLE A IS IE & LT, Bk
bl LR 49 3 EICB W TRRZ A L (2002 46 2 AEALE) | 2014 4F 8 HEI/EIZE » Tid:
F110 » ELL RIS TERBIUIIRGE STV 5, £7o, /KB GRS & | Bk THEE Ck,

AL, A TIEX X U7 = EEE I L 7 PR R R B O @B EIE I L T,

BIOXFEXY T o B ELZEBZIC PD (Progressive disease) & 72 7R BRIEITIHIEEE 24 L
THREEIIENEB SN TV D (2014 4 8 AHE) .

AFRIZIBN T, ENTEM S5 1R, s DGR, B TAEERR (K
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FEAITUV, TEEREILM ) ZSE & LT, 2002 4E 7 IR STz,
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(V-5 (4 1) O b) HHE TFEERFER (EN :No.042) | KOV V-5, (4) 1) @ a)
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(2) BRPREZEIHEAER
DA NERAER
1) R AZ SR E Lok B 1 FRERARR)
OHi[a# 538 (B No. 023) ¥

PRI R 4 12 LT L. AHID 25mg, 50mg XU 7 7 £ R &AE FCHEES L2g, i
WA b B R R ORI A b 4 R R3O T B AR BRI 25380 B,
LZANEIC DT, A & ORRBIRNGE TS RNAEFR L LT 50mg FHCO A, BIOIET
DR 2 B BRSC L B, NS H VR U 1 ISR HAVTZ S WL B IR TLE 72 <THR LT,
BRI A, ODEMPTRICB T HERR R E 722D &0 REFFTRIZGEEO binigihoTz,

1) AFNOBREIIEICT L TRRBRIEN TV AELOHAEIL, 1 H 1E 25ng Th D,

CR (Complete response) : #&4h, PR (Partial response) : A%, NC (No change) : ARZ, PD (Progressive
disease) : #E{T. NE (Not Evaluable) : fEfiRGE. EHINC (No change) : 24 LL | NC Fife
BithERERK
B E 77 R 25mg 50mg -
(& 5-&H) (o ) (s ) (o ) 3
X GUE B 4 4 4 12
JEILBI IR 3 2 2 (2) 7 (2)
FHHE (%) 75.0 50.0 50.0 (50.0) [58.3 (16.7)
BADIETY K 2 (2) 2 (2)
IR 1 (1) 1 (1)
AP H WL 1) 1)
SR E% 1 1*2 2
JiE iz 1 1
BELE 1 1
E7N W& - MR 1 1
PR T AL 1 1
HEIR 1*! 1
IZ K 1*2 1
WH R 1*2 1
FEEBUT K 3 2 8 (4) 13 (4)
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@ife 5B (U8R No. 024) 2

PAR 2 R AobE 32 Bl 256k G & L7255 T MR IRARBRIC IV T L AHKI D 0. 5mg, 2. 5mg, 10mg, 25mg.,
50mg OV ZEAR% 1 B 1, 7 AMEHRICKERDES LR, Migh— 2 ~ a2 ikl
TERNE A BARTEAICERD B AL, 25mg TRARICE L2, £, MFFT A b7 U4 — L O$
12 10mg BLECIRIFRARICHE L, £ T0% Tl o7, LAMICONTIE, A5H1 & DR EBRAT
FETE 22V EMEERER & LT 0. Smg BEICHENR M QX234 1 4, 10mg B¥ CHAJR 2 il 26mg BET
SRR 1A, REE R VBN 1 B (R—EBT) . 50mg BE CHUM 4 BIED D2, W b#g
JETH Y HEAE TWHI LT, MRRAEEORELS), A ZNHA 2 FOLERPTRIZIBN T
HEFR BT & 725 X9 BRI RITRO b o Tz,

1) AFNOBREIIEICT L TRRBRIEN TV AELOHAEIL, 1 H 1E 25ng Th D,

B th TR
#h5 7*Z%N | 0.5mg/H | 2.5mg/H | 10mg/H | 25mg/H | 50mg/H -
(B 5-5:1F) (&%) (B1%) (&%) (&%) (&%) (&%) !
S GHEBIEL 7 5 5 5 5 5 32
FEHUHIE 3 3 (2) 0 2 (2) 2 (2) 4 (4) 14 (10)
IR (%) 42.9 60.0 (40.0) 0 40.0 (40.0)[40.0 (40.0)[80.0 (80.0)|43.8 (31.3)
SEYR 1 1 (1) 2 (2) 1 (D 4 (4 9 (8)
iz 1 (1) 1 (1) 2 (2)
K 1 (1) 1 (1)
D[E’i 1 1 2
A~ 125,
I | 155 TR ! !
JA S TR 1 1
i T 1 1
® ERE) 1 1
SMHL B 1 1
it 1* 1
WK 1* 1
WHEER 1* 1
FHEFE 5 6 (2) 0 2 (2) 3(3) 6 (4) 22 (11)

() 1 & DI RBRATEBR LRI L Y 6 SN o 12 b0
* B2 BRI CABGAD 25 OBEER
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(3) RERKEFRHAER
MESOSTRIR R

1) HIIEE ARES AR ABR (1P : 38R No. 025)

H ) BARS DHETT « A RE I T 5 Xt A 2 F v OHEEN R K VPO ME,
A ONT BRARHESE H S DR E
BT VA HRIfEATIE . BIROEI R, JEE M. RERIERER, 2Rk LRI ERER
e PRRIAEDT - RS FLE R 72 B (10mg ¥ 36 51, 25mg #¥ 36 1)
F BRI AE * ER 2SB5 1 S E A
- PAREE 1 A B
- PS*0~3 D EE
- FORBFIE Cd D Z & DSHRRERICTER] S du, G AT RERR A SUTREM FIREFR A 2
THEE
- EAERDIRIRIEIC X o TR S SR o T ER], SUTBEMST S -l U2 iRk
VAN E £
F 7 bro AL - MR D & DIEG], R OEEMEEHRED DO FEEOEE
- T a2 —EAREAIOIGRIED B 5 BE £
BRI AF 10mg X% 25mg 2 1 B 1 [BIRHBICKROES Lz, FE5HIRIZ8ELL L L, CR, PR,
NC DEEILATREZR IR 0 &5 Ak L 7z,
FEAMTE H B
- EEFHREE  PUERESRICRT D EYE
- ZOMOFEVETHHEE RHINC 250 AZEE
A BWER (7L — RlzETe) ORENE, MELaE%

* AAEIRIRER TEES AL IRIEOEENRAEREE] [TX DT —< R AT A HA

<HEHL >
M

RGN B PSS R DO FEHRIT 10mg BET 22.2% (8/36 f1]) . 25mg AET 30.6% (11/36
) M THEEEITRD LNV E DD 26mg BEOH A 10mg BEL VW &0 o 720 AR AT
BEBI DA OFE B, A/LT PREMERSE (FICHi= X a7 UAIMMERE) 2BV TH, %)
HIL 26mg DHF N LA > Tz [25mg REDZENHR : 26.1% (6/2341]) ] .

hiEEHR

P h 10mg 256mg A&

- £85H %?Eggéﬁﬂ ernm | gl | 2rem | G
36 32 36 35 72 67

Fh= (%) 22.2 25.0 30.6 31. 4 26. 4 28. 4

(CR+PR)

[90% 151X 1] [11.6-36.5] | [13.1-40.6] | [18.2-45.5] | [18.7-46.6] | [18.0-36. 3] | [19. 4-38.8]

[95% 15 #E X ] [10.1-39.2] | [11.5-43.4] | [16.3-48.1] | [16.9-49. 3] | [16.7-38. 1] | [18. 0-40. 7]

EHINC 2 & T 2h% (%) 52.8 53.1 55.6 54.3 54.2 53.7

(CR+PR+EHI NC)

[95% 15 #H X ] [35.5-69.6] | [34.7-70.9] | [38.1-72.1] | [36.6-71.2] | [42.0-66.0] | [41. 1-66.0]

FEAMEYE © TFUBEERWER (5 13 AR OHEIT - BRIABEE BT 2IBRIROHERLE] 12X 5,

V. JBRICBET 5 HA
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e

RRBRN B E T 2 WEEFRIX, 16/72 6] (22.2%) [10mg #£ 11/36 f51] (30.6%) . 25mg #F
5/36 5] (13.9%) 1 IZ@BH B, ZDHH 3FILLEE D b2 FLRIL, 1ZTY 641 (8.3%) [10mg
Bt 461 (11.1%) | 25mg BE 2 1] (5.6%) 1. FED LOFL (J&) 3 # (4.2%) [10mg #¥ 3 5] (8. 3%) |
26mg BEO M) THY, ZL—R3LUETH-7ZH DL, 10mg BETHRILIZEE (FL—F4) ©
HThoTo, FRCHBEE 2 AEFESR S L THRREERELHNIGRD bhiehotz, Gl
FEHE - BT AL FIRIE D S TR O] B H )

ARERFER L0 . AFNIA T FIEMEG] 2 & T PHRR OB B W TA R EA TH 5
NS, BRRHELRIR B L LT 26mg/ H 2B 52 & & LT,

) AF ORI L TRRENTW D AELOHEIZ, 1 H 1H 25ng TH D,

(4) REEROEAER
1) BXHEREERER
OV YE Y
Pr 2 ka7 AT O BARR L FLIEBE 2 5 & LT ARBIOFINE R O 22 et L7 ist
R RERER (No. 120002 2 TN No. 010) & ONAA D I ENRE & Fr et U 72 o R e R (No. 022) 23BE
WZATON TNl T — 2 Z HRAN~IMET 2 2 L OS2 R T 272012, ENEZH
B IAREERRER (No.042) 27V v v 7R B EfrEMF, EheLl7, (TV-5 (1) 1) 7V
vy 7B OB
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a) LW M FEEGREER (Mot - 388k No. 120002, 3Bk No. 010) * - ¥
H2EX VT = VIR IE 2 A T D RGBS ARSI, BRI Lok
AR OEE TR 2 e E et LT,

AT A v

ok, SRR, FE IR B AT R

PSS

HEXTT = VIR A T D PR RS 265
(38R No. 120002 128 5], 7R No. 010 137 i)

e B L Y

cFIETH D & DR, AN I RERR S AL, FHI R RE SULRTAM rIRE 2R B A &
1 o FTLh B9 2 PRRR A Lotk B

UUFOWTRNCES T 2B IEEE

—HEITHIEICRT T DIEEE LTHEXR V7 = 25 TITHAT LB

—HEF VT = U E MR ERE L LTRGBS TR 12 » HUINICER LTz
B

« ER 2 O8 /1% PgR ASp5i:

cHEX VT O IED S 4B LA R

- ECOG PS 0~2

- BER & LC, b REOMATIZ R, LR %9 2 AT 2 1R
TEDOIH 1 DIHMEFFRETH L0, WIRLETHA6 4 EMY ERE LTS Z
&L BEEEORITIIRO LNEM, ETOAEFEENLEEL TSI L, %

e bRob A UE

- RIEVEILE, AURRER 0BT, R NI A G T 5 B
« MEER ST BEIERR  (RRABA No. 120002 D A) &4 5 B
COBERETO SHEILINICE A T 4 A7 % — b HRE SN B
< OBERD 3 5 AUMNIC LI-RE 7 v 7 & &5 STV BE

BT 5

AHl 25mg 2 1 H 1 BIRBICREAEE L,
BHHIM - D7 &b SHRMEE L, WIREST, IR CTERVEEORBUIHR5-F 1k
BV LT HIRENRRD b D F THRE AT 5,

FEFHmE A

Fh# (CR LOPR DEIE)

BV ZE H

AE - RBINC 2B e A2, RO TOME, FOHHIH %5
Lt AEFER, BRI L)

< fif B>
Rl

DR EHT )T A 2R 1E, 3R No. 120002 T 28. 1% (36/128 f5]) . #B& No. 010 Ti% 23.4%
(32/137 f5l) Th o717, BEHINC ZETeBERITZIFI 46.9% (60/128 5i]) . 47. 4% (65/137
B & FIHFDIER] TR D EALFRD BTz,

V. JBRICBET 5 HA
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ESR

PSS 20 B No. 120002 KBk No. 010 &

FH MO RE GE) 24. 4 31.9 29.0

BB O RfE () 78.0 31.9 61.7

- SO0 || SRO0 |ty | SRR |t
128 107 137 97 265 204

= (%) 28.1 29.9 23.4 30.9 25.7 30. 4

(CR+PR)

[95% 15 X [H] [20. 5-36. 8]|[21. 4-39. 5]|[16. 6-31. 3]|[21. 9-41. 1]|[20. 5-31. 4]|[24. 2-37. 2]

RHWINC 28T A% (%) 46.9 47.7 47. 4 58. 8 47.2 52.9

(CR+PR+ £ NC)

[95% 15 #HIX [H] ] [38-55.9] |[37.9-57.5]|[38. 9-56. 1]|[48. 3-68. 7]| [41-53.4] |[45.8-59. 9]

FHMEEYE ¢ TWHO Z¥E—IMEIERR] 12X 5,

et
AH & ODREBEBAGE TERWAFFZIL, 3B No. 120002 TIE 128 filF 78 fiil (60.9%) .
PR No. 010 TiZ 137 f5ilH 59 1] (43.1%) 125 BTz, FELR 5% LU EOFFFRLIL, H_R
No. 120002 TiF 128 FIHIETY 32 f5 (25.0%) . #5714 B (10.9%) | FEL K ULITH 13
B (10.2%) . %98 1161 (8.6%) . 88J@ 95l (7.0%) . HEW8HI (6.3%) Thotz, &
B No. 010 TiZ 137 FIHIETY 19 ] (13.9%) . HFEW 12 ] (8.8%) . Hls 1141 (8.0%) .
276 (5.1%) THY, W bEKOBBEN ThH o7, £/, VL— 3L LELOFEF
FLIE, B No. 120002 TIL 3 1 (2.3%) ITIFTY . ZiF. HDEVKOERMRE 1T o, &
B No. 010 TIX 561 (3.6%) (Z¥&EE (E) . FBEMERIS, Hm. IHFEd. (KMbE, e84
1 T ORBL U720, BRI RBUEEE SN 5 BRITFFICRD Sz dr o 7o (FEMEEYE
NCI-CTC)
KERROGBETE 2N L— R 3L L IFERIICERD & 2 BRI A 55 A 8T,
ALT (GPT) k&, y-GTP E&H.. v vrver BEH. KT, MY v L7 KT, #Y v A
F HRPEREN BER. RFE LA TH T,

AR R LY . KANT S BF 0T = AN K DIRHRIED b DR B E T L, AR
HTHDHZ LRI NI,

NCI-CTC : National Cancer Institute—Common Toxicity Criteria (Version 1.0)
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b) MBI 2TV v IRER (R TMEERRER (EW : 38k No. 042) 9 ]
L= ka7 AN O RFTETT/ JRITEEELE. &5 WITIRB IS & 2 S - PRk &«
HEEICHT 22X AR Z OFESGER () KOWREMEZRET L, 7o, AR
VAN TG S Lz [FREORER (3B No. 120002 & T No. 010) OfE RO FHMZHERT 5 =
CEBERELTEmLT,

REBT YA et gk TR, SakIkE, A — 7 LR
PoE =R b a U RIMMPED JRETEST, JRET RIS, 5 2 WIS & 22 S 7P
TR RE 33 4
TR GRS RS U IEFRENSIIE TH D Z L SHRREN I SRS GE S, 5 gk
BT R 48 ST FTRE 78 B DB IR E % 1 » T LG 2 8F
s PLm A S a F U AIOMERRERO & DIEHIT, BLFDE S LDt T3 HBE
— TR IR T DR E LTI R b a7 U F & B 5 5 IRk iy
—Pr= A ha U REESR (i) miEEE LTS T, b LIEEREKR TR 12
A (365 H) DANICHS
« ER Jx OV I3 PgR 2351k
- ECOG PS 0~2
* ABRIZOWT, LR O&M: %2 2Tl 3 ES
—RVE CRHEA] G T . 4 BRI RRE
—bFEIER] (RIS L <IXTRMBIRE) - JEfT STV TH KWy,
(LA (R SR OBR) 1 % (HAloA, b L IXZAI0FH#
%) DN THIUTHAITS LT TH L,
L, BEKTHLLREL4AEMERBL TN Z &,
—ERT7F AT Fx— b BEKRTH, SERL EFKH
ESpANI ISR c RIEVESLIR, AR OEIT, IKHeNIRIEB A A T 5 B, MR O H S B,
U BRI
AR TE A 26mg & 1 B 1 ERZRICRARSL LT,
G R OEITH LR TR WA EFERPROOLND F T, 48 HHEHE G %
i d 5,
FEEME H B ¢ 32 WE G THOREENFE
ZEAPE 32 KON 48 W G T % Dbk
BRIV A A« 32 WG THOEIAINC (24 LU ED NC fikfe) ZE&TeAZhR &
MG AR LT P
<HE >
FIIE -

32 W GHE TR OB GBI IT RN HRIL 24.2% (8/33 #) TH Y, ARMENHRTE D
VT D EHE LR 6 Bl ERISHR TH o7,

V. JBRICBET 5 HA
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HESR

PUESZNR 5451 B RMEREAL AT RE

S FLR IR ELK wp%@ FLER IR O HLKY wp%@
(% 13 hR) —HMEIER (55 13 i) —HMEIER

SEFIEL 33 33 29 29

Z% (%) 24. 2 24. 2 27.6 27.6

(CR+PR)

[95% (3 M X [H ] [11.9-40. 9] [11.9-40. 9] [13. 7-45. 8] [13. 7-45. 8]

EHINC 25T H/D%E (%) 39.4 39.4 37.9 37.9

(CR+PR+ £ NC)

[95% 15X [H ] [24. 0-56. 6] [24. 0-56. 6] [21. 8-56. 4] [21.8-56. 4]

At

AHK| & OFREBENAGE T oWAERLL 33 6T 26 1 (78.8%) IZRD LN, FDH b,
L 5% FOFEELT 33 FIFETY 1141 (33.3%) . BilE &K S FE 8 ] (24. 2%) .
HELDEOESS 76 (21.2%) © RER GE) 461 (12.1%) . &R, #1955, R, B,

BERIE, (KERED . BEA 26 (6.1%) Tholz, £/-. Z'L— F 3L ELOFAEERIILE
2 (6.1%) IZ@RD BN, mlFE 16 (Fr—F3) ROBEEHELFH (FL—FK4) Tho
7= (RHlAEHE=NCI-CTC) , BHEPFAZEDORBEFNC O\ TIL, MAREZ BRI T HERIKN T+ TH D
S RS I K OB 2 IRE O BEEIRE 243 2 RSl Cd - 72, RRBIFR O E T X WK
FRAAEFLH B, 66. 7% (22/33) IZRRD BV, DD L 3BILL EIZEO BN bDIL, U v
SREREORD . AL-P BS- AST (GOT) &, ALT (GPT) E&-. v -GTP k&, tihiss E&-. ik
Vo ERTHoT, Z7L—R3ILEOERE X, U EREED, MY ALY EROHZTH-

7~

AR X 0 15 5 NI AREI O A IWE K O 2 2V 2 sl B GRUBR No. 120002,

EHHR LR, 2O O MR S L,

Bk No. 010)

V. JBRICBET 5 HA
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c) EMBREICT 27 Y v v 7B [R5 THRERARE (EW
GrMEANT —2&Te) O 7

No. 022) ]

B No. 042, Hgsh -

L= ka7 A O PR R, BN 16 B OMES 26 Bilickt L, AFI D 25mg % 1
H 1 RS (EN 48 @M E T, Mok - 15 ALl L 8 ERIARG) Liz, EMBEHE T A —X &It
BLeEZA, HRAKDEKAND C, DFEBMEITZEI 27, 4 LT 30. 2ng/mL, C,,,/dose I%
ZAIEI 1,09 O 1. 2Ing/ml TH Y | IFZTFLL LTEE R LTz, AUC o IZB W TIEZENEN
115 % TX 76. 3ng * h/mL, CL/F IZTEILFH 269 KT 404L/h Td-7=, CL/FIZHOWTIEH % D
AT Z e T 5 &L KA D CL/F IZOW T HERIIE S D E R L0 - 7203, BHARANOHIFH
116 (65.9L/h) ZBRE ., MERRCKAOEPEMNIZH Y . ofh bR ER -7,

TV DO THRICE T 2EMBENT A —FHE

EH sk

Bk No. 042 (16 f51]) Bk No. 022 (26 1))
FHIEESD wh—®K -E5 {4 SD Bh—\K
toax () 2.01+1.35 0.48—5.93 1.23+0.85 0. 48—4. 00
Coax  (ng/mL) 27.4+16.6 9.6—71.7 30.2+18.7 3.48—79.3
AUCy- (ng + h/mL) 115+76 50. 6—379 76.3+30.5 19.3—151
Coax/dose ™! (ng/mL) 1.09+0. 67 0.384—2.87 1.21+0.75 0.139—3. 17
CL/F*? (L/h) 269108 65. 9—494 404+239 165—1290

%1 Cpo/dose IZTHF T A XX 2 Img BEEHFITHRE LT Cp EE R,
SR I VT TR AL FTR_RATEY T 4

%2 CL/F (L/h)

V. JBRICBET 5 HA
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QFEMARERE R (ESh - 3Bk No. 018) (FFEATFT—%) ¥
HEFX T = UATE & T o T BRSO TR BRE RIS, B RIEICBIT 5 A
ALK EHEEEA A S v — VED BRI M OV e & LR R L7z,

RBT YA Hgeigk 7, SRR LR, MER bIE, TE SR, WATHHEER
PIE FWRIELE LTE X U7 o V5% T 5 IS H#EAT U= AT I 2 A 5 AR
HLoPERRE 769 B (=2 A AKX BE 366 ], FEREA A b — LB 403 )
F BRI cFLETH D Z L AVERRTER MRS R IR S T PR R PR
- JRFTEAT UL AT THRIFREED L I3 EE T, UTFTOWFmicisy
T HEE
—EITHIBICR L CH EX T 7 = % 8 MHILL EB 55T/ Fi%s L, i T2
R s il
—HRIEE LTHEF T 72 % 6 » AU E(LET X —B5) Xt 12 » ARk (v
7 E— W) Fh AT LB
—ZEF VT = K DMBFEL T % 12 5 A LUINICHETT L7 B3
« ER 321 PgR A3BE A I A B
« M EH AT RE UL R AT AR 2R R ZE S 1o FTLL
- TR ML IS )T AL EE (BAIUIORR) ORI LIRELLT | Al R OY
/AT OB E BB 5 AL 2SR BB AT R IR A TR ThIE, B
ATOIREE E LTH ; BERTO/LFRIEOF IS 4 BHRLL ERE L, 2 To2EEE
WEZFRS) MHEIELTWD Z &,
- ECOG PS 0~2 e
T pBRA LU c BEX LT = LS D BRI T RIER] O BTTEEE
- EIMEAR (B SUT AR MER) Al & B & D KRB L ERIE O BRI
- A hEUF T A8 & B ETRRIE
« ARVE PRIE OIS TIE /R R EE %
BTk TXEARK L 26mg & 1 A 1 [EIRHAME ILHHE A 7 A b7 —/1 40mg % 1 A 4[5] (160mg/
H) BBICROES L,
B G D &b 8B G L, FIREST, PR TERVENEORBUGIE L P Ik
VLT HRENRDLND E TR M T 5,
FHEFHIE A FEh% (CR L NPR OEIA)
RIVEHGE B BE  RIANC 2 &L A2, RIANC 2 &AM, TS CoMM, IBRETES
FCoOWM, AFEHME %
et AEFR, BRREMEE LS
IME By By ROVES JREE (—E D BFH)

KRR A 7 A b a— UK TN TV B 8RR LE VRIAICH DA, BARTIIRAR TH D, B ARIZB VT,
RREFEZNH TH D MPA VBN TW D,
Ep: ATV A—L E: A bar ES: =AMy AT =—F
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<>
AN

PBEIEB OPUEIS R (K1)
BEC 15.0% (55/366 f31) .
MRE OO ZE (95%FHEX M) 23~

Al (X4-1)
M (B1-4)
REIREY NS
Pk (&-2)
ET BTN

WZxFd 5

®-1 fESBHR

GZ%U\VC\ ;ﬁ‘%'r: ntu&b%
M%xﬁxbm~wﬁf1zw6

b SRR
TOWTHETLIERR, b 3

L DURE X T,

NP2 bODOTFTE AL
(50/403 fiil) DFEHRThH 72,
2.6% (-7.5~2.3%) THDHZ &b, =FEA AL
Y DOFIRITERA 7 A b — L L ESETH D Z EAGEH SN, £ BHINC 2 & e A0
. RBETT E TR (TTP, XM-2) |
IZOWNWThH, TFBRARZ RO T NEIEA 7 A b —L R EL 0 FEIC
BIAFEXFT T ORF]

B IH
Ji =3 %EF

TR COWIRM (TTF, X-3) |

KO THEBEAL ) @ 3 KRl
KFNTXtAREY DRI

X RARZ P HEfE A A7 A v — LEE
HolEE s 5 (M1 2 b B 1% 366) (BEAE 2 (LB E1% 403)
SEFIE (%) SEGIEL (%)
CR 8 (2.2 5 (1.2
PR 47 (12.8) 45 (11.2)
C (B#WINC 25 ¢r) 149 (40.7) 169 (41.9)
EE;HNC (24 UL FHikE) 78 (21.3) 85 (21.1)
PD 128 (35.0) 146 (36.2)
NE 29 (7.9 37 (9.2)
Kb 5 (1.4) 1 (0.2
% (%) 15.0 12.4
[95% 151X 1] [11.5-19. 1] [9. 4-16. 0]
FEWINC %5 o203 (%) 37. 4%2 34.6%3
[95% 15 5 X 1l ] [32.3-42. 6] [29.9-39. 6]
k1 MAEA SN, RERERAZ RS

%2 NC £i5% 24 WA TH G-k D 10 1 2B\ T- 356 il &5 RE e LTE
*3mﬁ%ﬁmﬁfﬁf&5¢m¢®mﬁ%%wtmmm% SREE LCHEH

AT ELYE

[WHO J:HE—SRAETERR ) |

-

\~ o

-1 REINC S CEMEM (Kaplan-Meier %)

(%)

100
90
80+
70

— X ARL ME
- HERE A Ak — VB

20 40

60 80 100 120 140 (&)

FHINCE & A2 I (CR+PR+ R HINCO i)

TXERARAK P FEREA A v — LRE

rh il () 60.1 49.1
(95%fEHEIX ) (50.7—72.0) (45.4—61.0)
Log-rankf& /& p=0.025
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B-2 ABHETETOHRM (TTP)  (Kaplan-Meier %)

— IXE AR R
FElE A 7 A S v — LR

FNY
S
1

Probability

0 ‘ ‘ X X — X ‘
0 20 40 60 80 100 120 140 ()

PR T T O (TTP)
THREARLRE FERA A b — LR

rh A () 20.3 16.6
(95% 15 X ) (16.1—24.7) (15.6—22.9)
Log-rankffi /& p=0.037

I ELETT D

filt U 2 2 g 18% (p=0.023)

X-3 AmEREFTTOHM (TF)  (Kaplan-Meier i%)

— X ARZ R
g A 7 A~ o — LR

5 60

Probabilit

0 T T T T = ‘T - T 1
0 20 40 60 80 100 120 140 (i)

TR T F TOWHM (TTF)

TRUEARL R FHRA T A b e — VR

e GE) 16.3 15.7
(95% 15 8 X [H)) (15.4—21.1) (13.7—16.7)
Log-rank i & p=0.042

TBAETED

WY 7 iR 16% (p=0.035)

®-4 £7FH (Kaplan-Meier %)

(%)

1007 — TXEARL R
90 - FEEE A A b m— LR
80 -

S
B
% 50
4§ 40 1
=™ 30 o
20
10
0 T T T T T T T 1
0 20 40 60 80 100 120 140 160 ()
esves vl
TH B AR RE FRRA A b — U
e () B ARRER 123.4
(95% = X HD) (122.1 — B HARHE) (99.6 — HiHHRHE)
Log- rank## i p=0.039
FELCOFXF ) A7 o
g 23% (p=0.046)
KAFEHTOFTHEN Y KA T, HRIAZ BT E 2 CHHEICE L 2o T,
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x-2 BEALAFIOEHER

sl AN H BASTA N a—)LH
A TRET jeJ(Ziages 157IJ§)7 . M&}Zo‘? ;IJ) "
Wi C BT B %gﬂ %C%‘upfb}é j;i Ne 17. 3%(31/179) 14. 8%(31/210)
Z;;V7I‘/ M%) (NC. PD. NE) 11. 9% (5/42) 17. 1%(7/41)
fHiBhR L 13.1%(19/145) 7.9%(12/152)
(bLFRIEIE 2 L 16. 3% (33/203) 14. 2%/(32/226)
(LI B bRk 0 13.5%(14/104) 11.1%(12/108)
HEITHIEIT AT DIRHIED D 13.8%(8/58) 9.0%(6/67)
BRERAELR D A2 35. 2% (19/54) 29. 4%(15/51)
e O I 1.6%(1/61) 4.1%(3/73)
IR B+ A 16. 3%(7/43) 18. 4%(7/38)
Pl = 2 Dt 13.5%(28/207) 10. 5%(25/239)
e X

AN OREEBDGETERWVAEFEFRIL, =X ARF BT 39.1% (140/358 i) | HE
fig 2 7 A b — LR 45.8% (183/400 f5l) TH V., FRAEREGIL, =X ARX UHETIET
D 45 B (12.6%) . Flr 3361 (9.2%) . FI7 276 (7.5%) THY ., Hilk A7 A hr— Lt
T GT 41 11 (10.3%) . 2T 30 Bl (7.5%) . BBITHE 23 #] (5.8%) . 1FTH KOHELA
20 B (5.0%) Th-o72) , THFEARAZ BBV T, #EH L OREBEBRNEE TERNWE
ERAERRI 2L HNICEO bz,  GHEHYE : NCI-CTC)

HEFRICL DGR IEGIL, =X A2 X BT 368 HilF 6 ] (1.7%) | BEfig A7 A hr
—/LRETIE 400 BiH 20 65 (5.0%) Th o7z, AL OREMEICED LT, =% & 2 A ¥ VR
THRO LN EREARAEMBRE LY, ~E7 e Ed, U oosEkEed, Mg AST (GOT)
5. iy ALT (GPT) E&H-. y-GTP &, Al-P EH-. WA vs BH KT, @k EA K
TROMEREY) R KT CThoT,

10% LA EDREZAL Z B TIEGNE, =% & A A X URETIE 315 Bt 24 6] (7.6%) . HEfg A
A~ a—/LEETTIE 351 filH 60 Bl (17.1%) TH Y, WEEFICHBZENRO b (xRIE :
P=0.001) , 10%LL FOKEHMTI= Xt 2 2 Z BT 126 (3.8%) . WEfEA S A fhr—
JVBRETIX 50 il (14.2%) 1A BT,

MiFH—T A haF o ReE .

BT ITN—TETE LT A S U REORIENAIRE TH >t 2 A% B 61 i &
fg A 7 A v — VR 65 FZ DWW TIIEF = A kv 7 2 RIE T8 A LiiRet L=, & OfE R
TXREARZRETIE, = AR VA = (B) fHIEFRN—ZAT A D 8~12%F T, =A L
v (B) X 11~20%F T, =X ha A2 L7 =—h (ES) X 8~9%F CHEICTIKT L7,
—J7 . WiRA S A b — AT, = A R T PF—b (B,) HIZR—A T A D 24~33%% T,
= ey (B) fHiX 2~51%F T, =X 2L 7x—k (ES) fHiE 17~31%F KT
L7,
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mERIR FOSFVEE CBHNT—42)

E2 E1 EiS
(% of baseline) (% of baseline) (% of baseline)

100, 100+ A 100
80 80 804
60 60 601
401 401 [ 401

201 I 204 I 20 I |

o (59)(59) 27)(23) (14)(12) o (60)(62) 27)(25) (14)(12) o (61)(65) (28)(28) (14)(12)
8 24 48[iA] 8 24 43[H] 8 24 43[#]
| B P s BEER A R hue—BE () Bl

Offrtz IR IEIC

B 5 KBS GEIFERE)  (IES) GrEATF—%) %10

WML L LTHEX U 7 =2 0% 238G LR BILEERE 2RI XY EXF v 7 =
U HERERE & AFNCY) 0 R 2 I ARKHN R GREOBEIR AR, AR O M 2 i LT,

BT A v

mER ., HERLE, S EESEE G 37 » [F)

PSES

HEX VT =k O~ ERE UG IEARE 4, 124 6
(ZEX V7 = UERE 2, 372 B, AFNE) Y B 2 To AHKIP 51 2, 352 )

E e B GRLUE

- PR B

- FLE M D3RR ) SO S PR RERE S v, SEARERR L T\ D i 2 IR AN AT
ENTWDHEE

- ER Bt X3 AR D3 A

- JRFE B OIEHRZ IR A M LT D

c XEXT T %1 H 1A 20mg T 30mg DHET 2~3 ERF G SN TWDHBE

AR5

JRRFLIE & RIE LToth, Z XV 7 = VIR MBIRIEIC TR &2 2~3 ERRGE L
TG MBI, #EFR 7 = ke (20mg X 30mg 1 H 1[E) XIIAHKNIZE]
0B Z T ARKIB G (25mg 1 B L [R]) CHIDAHT, 2~3AERIE G Lie, (L B
BB LT OS5I ;5 4ER)

2R H

MR AR (IAEA LMD OIS, Bz e m BRI OBZW,. U 5 MO ER
XA ETOHME LTER)

BV ZE A

AE - R LR RIE £ COMIF
zaelt  ARNRRHAAN

V. IBRRICBET 5 HA
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<fEH>

HhE

BRI A 34. 5 5 AIZEBWT, FRRS - SHAIFLIE - S8 O AEBUIASIER 58E 213 fl, ZEX
7 = kR 306 Bl TTd D | BEIRAEAARIIARFIE GHE 90% (95%(EHEX ] 89-92%) | ¥ E
X7 = UAKGERE 86% (95%(EHHIXH] 85-88%) Th o7z, Fio, HIHAEMFMIMONT— R
1% 0. 69 (95% 154X [ 0. 58-0. 82, p=0.00003) TH VY, AAIBHRILY X 7 = kit &
bl UCHIE R U A7 & 31 %K T W70, AMUFIEDOFA Y 27 O Y — REIE 0. 32 (RFA
BHRES B, #EXT 7 = UkEEE 25 Bl 95%IEEHX M 0. 15-0. 72, p=0.0034) ToH Y . AHl
B HREIFLE D U 2 7 & 68%(E T &H7-,

BRI 9l 55. 7  AICB WO CUERAMFICD DD DA X MIARFEER L N X7
= VHkREREZ LE AL 354 1, 455 MEEREE Shudt, RN — RERIX 0,76 (95% 15 #EH X [
0.66-0.88, p=0.0001) THV, AFFERIIF TFX L7 = UikGREHICH LILBER Y A7 %
24% WY SH T, Fio, WEIIARABE G LY TX 07 = VikEREZ L2 222 5], 261 B
T, RKPEEAYF— NI 0.85 (95%EHEXM 0.71-1.02, p=0.08) ThH V., AHIEGHE
IEFEXV T = KGRI LIETS ) 227 & 1% S8 7,

RE. ARRBROMA ARSI LI LN T D = A b a7 U RARENER] 122 B & B T2 EA 0
LI AEAF DOARFFE N — FERIE 0. 75 (95% 5 #HIX[# 0.65-0.87, p=0.0001) ToH YV, KK
HROUIZEX V7 = UHEGERICEE LB Y A7 % 25% 0 S8, EFORFE AN — R
1% 0.83 (95%(EHEXM 0.69-1.00, p=0.05) TH VY, AFFEERIIF X7 = UHkFREIC
LB Y A7 % 17T%W ST, (MREYE : log—rank FiE)

e oyl

HERERIIARFIPGRE 2, 146 5 (92.5%) . ZEx 7 = UHkGRE 2, 165 1 (92.6%) TH 1 |
ZONT L— K 3 XL 4 OFFFEGIIARANEGHE 426 1] (18.4%) . ZEX ¥ 7 = UfkfehE 411
B (17.6%) Th -7z,

ARBREEIZBEMED & D LI SN TC BB R A FFRIIAAIB GRE ST 6] (2.5%) . #EXFT T
= UHAERE 84 5] (3.6%) IZA BTz, (FHMHAE - NCI-CTC)

O mIIRIEIC BT 5 kB (EXE027) (AHMEAT—&) 1V
PR % R B A x40, =% v A R X U HVEEE (Bone Mineral Density : BMD) TG %
BB N O, ZettE 7T 'R & iigEt Lz,

RBRT YA | ShiaxItE, CEE R HEGER

x5 U A7 ORNFE XAIIRE ER RS 147 fl (=X 22X B3 6, 7F+&
R 74 1)

Fo B GRAL YE - PRI s
SRR FEICHEER E N TV A ER Y XL PgR Bt D 3L [ A 5 — 0 pT1 (G1~G3-NO)
T2 (GINO) ) ITHEME BE

- ECOG PS 0~1
* 65 kAR L~V 28D (FEHERAS) DINOEHREEZ A L Q0D EFH %
T RBRAN L UE - 75 B O BE
CBFEUIIUE, CRRE IR E OB GIEN 5 5, &
N Wapin TXEARL U (25mg 1 H 1R & 7T BRBEIE Y AT, 2 ERER S 2k T 5 (B

BRI R R 1R

THEEAGE H B (Bone Mineral Density : BMD) 25 % % %8

BRI H B - B A~ —T—, IERE %
wek AEFER %
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<HER>

B2EER
HH TR A RK BE 75k R
BEH 73 74
iy (oufE) (At 60 [46-73] 59 [51-74]
BMD
BMD 17 FR 4k 62 66
REHE
Mot CE¥£SD)  (g/cm?) 0.95+0. 14 0.98%0. 17
T-score (FFH+SD)  (g/cm?) -1.22+1.05 -0.97+1.24
PN i E Rl
Mot CE¥+SD)  (g/cm?) 0.75+0. 12 0.780. 12
T-score (FF#H+SD)  (g/cm?) -1.62+0. 99 -1.27+1.01

BEEICRIFTEE

852 FROBHEOFPZALRIL, B, KIRFIHRIcBLTEhEh, =X ARZ v
FET-2.17%. -2.72%. 77 BAREET-1.84%. -1.48% CToH o7z (p=0.568, p=0.024) .

BEE
(glenr’) it (g/em’) KHEE T
129 1.0
0.9
A A 0.8 7T REE
X ARE B > 0.7 TXEAREH
0.6
05 | | t-test p=0.(|)24

6 24

12
i (A)
A AR

BRI 6 BIANEFE L

L NI AREGHE, 5PN T T B RBEETH 72, £/2, DL- 2 L AT 1

—VIARFEGEE (6-9%IKT) 13, 77 ARl (1-2%80) (L, AF (p<0.01) 2K
T LR, MOIRE T A —F R OEEER T A —F TIEMFEFEIGETRD S o T,

e

TR L ORI REENEE CEXRWEAEFRIL, 77 BREELSfl, =FEARAX FESL Bl
AHOSNT, 1FTYIT. FNFH18H] (24. 7%) 22 ] (30.1%) IZEH BT,

V. IBRRICBET 5 HA
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OIFEHREMELCEGAER GBI/ IFERER S IEILEI T 258 — Rk e i) 2
B 4% OB BB T AR AL T L RIEL LTOTF B A RZ VR OAEFL T

= > OEERE A AF I, AL S OV e & H e

L7,

HRBRTV A | FER. WEARIE, ZhERERRIER (AARZET 25 » H)

PIE PR DI T B3 382 4l
(ZXBRARZ R 190 6, XX 7 BHRE192 6)

FABEREE | AT R IRBE DB D O EITIE DAL B L < IXEMTABE D R T 5 AL
DSR2 00 SO TR S 00 SR RE S 7o PR Lotk

R 7k THXEARL P ERE (25mg 1 B 1[0) tXEXT 72858 Qomg 1 B 1) 12
FO AT, W RS L, REOEIT, TR TERWEESRELIT 5 £ T
Gk L, BEEBOEITREE TRVIRD | KK S Mo 53 ThbiT,

FEFME H A4 A AR (VRS LM B 2 B IR B OEIT UIFE T O WFR RN REAE LT- B
FCOHM L ER)

BIYGETHAME H At - AR (EVEALFER A 22538 T B UTRBRFTHYIY B £ oMM & &%
et AEFR, BRREM

<FEE >

A

T XY A RS B GREO MR (PR 9.86 o A 95% FHAIXI 8. T4-11.47) 23 %
TR T 2 BGHE (PRAE .82 » A 95%(FHEIXH] 5. 32-8. 08) (ZHENTRN -2y, Hiat

HIIZ

B 7

IO SN o= (log-rank BT p=0. 1214) . £ 7. AEFHE O F LB 13,

REXTT = FED 43.3 » A (95%(EEX M 34. 00-51.55) . =F A RAX BN 37.2 » A
(95%(EHEIX M 29.80-45.47) Th o7, MAHICAERZETRD 52> 72 (log-rank

HiE p=0.9198) ,
mIBEL M
1.07 FISETT X1
0.9+ B ARGIE
08—_ N — ZEXT 7= B 0O=192) 164
e - X ARAZ EE(M=190) 163
- 0.7—_
B 0.6
5]
lasy B INF— R : VIEL A . B
% 04 H— R 1 0.8425(95% 15 18X [ [0.678, 1.047])
A ** (Log-rank#R 1) : 2.3997 (p=0.1214)
0 2_— x* (wilcoxonti i) : 4.8411 (p=0.0278)
o4 e
0.0 T T T T T T T T T |_““|_"“|_““| 1
0 12 24 36 48 60 72 84(» H)
HER AR AFHI ()
U R 7 YeBREE (RBaErT SUISE T HI%D)
HEXT T o U RE
192(129) 57(24) 19(7) 6(@3) 2(1) 0(0) 0(0) 0
B Y A -
190(108) 75(39) 27(9) 10(5) 2(1) 1(0) 1(1) 0

Teth

WEEN-FE
A B DEE

FL N OBERREMOEIZ S < R R L 2T r 7 7 A b X & A

PEDHERR ST, =X B AR X U REBETRO NI b — F 3 OFAN B

HHEGUIAENR, M7 T —8, KREBD, FEEN, RCRR, FERF, BB, 13T

1 14:/63?)")7‘:0

(G AL %E - NCI-CTC)
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2) BEMRER
[V-5. (4) 1) @ b) EBhBIT 27V v V0 7B, OFBMBIIRIEIZI T 5 RIRBEHAER
(FIFARER)  (IES) R U@ AEFEIEIZR T 5 hiskbR (EXE027) | DOIESMR

(5) B - FEHHBR
AR L

(6) AEMER
1) EABERE (—REARERE. BEFERARERE. FRABBELERE) . HERFTET—4

R—FAE. WERFTRERABROANE

OFFE I A

RS RERR 5 LB M RERE 5 2 7 9~ D HETT - FFSPHRR M T B3 1S 2 AR O 22 & Mt
% EERBNE UCRERS R A I L7,

BARVERRIT S RAER] 449 BIZIWN T, RIERZBIHRIT 12. 9% (58/449 #) <. FEZREITEAIX.
BAERE 12 fF, HFHSRE RS 10 . v -GTP ¥§IN 5 £k, 13 TY KOVALT #8944 - Ch o7, HE
REVERNZ 2 61 2 fF (BelMiE, FFRERERE R 1 1) ICRO BT, IERERE RS 2R T 5|
TERZBLRIT 11, 1% (6/54 1)) | BEHmelEE BT 2T 2RITEARBLHRIT 12. 0% (6/50 1)
Tholo, Fio. IFEEREE L OBHEEREFRTOVWTRICBW TS, B (24 8@
~A8AMILIN) 1 XV BIERZRELEN & R DEAITRED Hiveh o1z,
B IERRHT RG] 369 B I\ T, HELT » RS FLIE BT LT AA A e 5 S LTS 50 1 D 285
KX 12.0% (CR: 1/50 fB+PR : 5/50 fil) Td o7z, F7-. MigmiBiEE s L TAFINKR S S
AVTER] 319 BlD 5 b BRI FR LTIERNL 3 FICTH o7,

QFEFX VT = a2 BEEE Lo ROERTEHZ RIS (971-0NC-0028-084 #5R)
RIVE S FARGE TR VE RIERIBIR OMTT - RMARBIERE 23510, AHlL ¥ €
X7 OEMEOEE BN L LT IEE R EEA i BR 2 550 L7, AAIL VX £F
7 2 OREROCHER, WITNOABAELCHED LBV IZTRE LT,
LR VERRAT R GIEG] 4T BBV T, RIMEHFREBLRITIAAIRE 70. 0% (14/20 f3]) . #EFXFT 7 =
VEE63.0% (17/274]) Tholz, RFIFETE RO LIVZEIERIL, 1ZTH 444, BIRED
vy =GTP N4 3 1F. 9 9, ZITF L OALT N4 2 b Ch o712, —F. X EXF V7= VRETE
RO OLNENWERIZ, 1ZTY 12 4, IR 7, ALT XK OV AST #9045 5 {4, O R OVEECR IR
HatECchotz,
HIMEREAT R SIS AT B CORFIRE - 20 i, X EXT 7 = UBE 27T H) 128\ T, AAIREO I
WA (FPUE 10.91 » A, 95% (548X [ 5. 55-24. 44) (XX E X 7 = UFEO MEHEEA
IR (Pl 3.81 » H. 95%[EHEX M 3.29-11.14) L H# L TEN-> 22, MEHICHE
7RFETRBD B o T2 (log-rank FRE p=0. 3696) .

V-5, (4) 1) OIFEMREIERCILERER (6 0/ BUHHRER BB 258 kA
VEPRE) | DESHR
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2) RREHLELTERFEOHEXIEERL-AE - HBROME
ARBEM (PARZILIE I T D AREOHEIMEL L 2O 2 5t B & Lzt
TN A R FFO AL LG A N CTEMT 2 L, ) 1Tk 28 BrE LT, 7FH AR
VLR HRRE & U - LG IR TE A R R SRR & 9EhE L 7=, 2015 4F 6 H 25 HIZFSRAM RS mm
. IRESUIRN R KON THIEROHE] OEE TR A SN ARG S -,

TFA ha =R L U RE IR R IR RABR (A5991048 FER)

RIVE ARG T AR VR RVE R OB FRIEARTER OHETT - s PR L B & 51T,
AHFIL T F A b — )L QBRI OIELIEORFEE BIY & L T EEREE AL G %
Fhi L7z, AFIKRORTF A2 vy — L ORELROCHEZ, WINLARHEECHED BV I
BE LT,

ZRMERRATRESAER] 298 BlIZIVN T, BIERI R BLRIIAFIRE 71. 1% (106/149 ) . 7 F A hm
V=)V 59. T% (89/149 i) Th o 7o, SELDAAFIRE 3 1], 7F A by — U 1 FlZERD B,
2O LARFFED 1F (BMELTHEZE) 1 IARK & OREERNGE SN0 o7, EELEIER
FETZETe) (X, AAIRET4.0% (6416 {4, BMEOAFEZE, 7Y 2 2 X VPUME, iR
e, BRI, HORIEE ., BREGBGENE 1) . 7T A Ra Y — BT 3.4% (5418, .,
Mait, FFASRER S . BB, BAEHR, NFEZE, SPERR4E, MKENE 1) B b,
B NMERRATREGAER] 292 BlIZ 3T, ISR ZE B OIE I D < S I O R H I,
T A ha Y = ABHCRT AARFIBEOIEL M (7 F A ba ) — BRI xt T 2 ARFIBED N — Rk
D 5% EHEX M D MR 1. 25 Z#B 2 720N 1TEES R -o T2,

RIEEHROBITER RIFTMEESRIHIE. FAS)

AHIEE - 147 T F A ha S — LR 145 5]
A X MM (%) 103 (70.1) 114 (78.6)
o0 6% (%) 44 (29.9) 31 (21.4)
i [95%ERIXH] (» H) 13.8 [10.8-16.5] 11.1 [10.8-16.6]
BT B Y — R EE* [95% 15 HE X [ ] 1.007 [0.771-1.317]

* BIHFEREOIREINL, ¥ EXF VT 2 U FEOHRIT A ha sy AN K AR IEE, SR
2T N T AKRONY L R e CERKFI ORI A AR L L CREE L7z Cox [
S ayI%
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(1) it
D) 70y vyl B (RHE DHERRE) OMEAT—28T) Y
BEICHES CREBRERER M T oL T e iod, s T — & 2 AR ANA~SMET 5 2 & D242 fERR
5twﬂ\%%%ﬂﬁ%%ﬁ%(Mﬁﬂ)%7)///7@%&H%HT\%ELKO

B i
[EPN DGR B ] [HESt o B AR SR ]
BIR% No. 120002 (5 “YHRIEICISVS 5 55 TATRABR, K[ES)
ET%%: No. 042 (HMI%5 I FIskER) > A% o
free=Xus No. 010 (85 " WIRIEICH T 55 TARRBR, BRNAE)
mEhBe (PK)  No. 042 4P No. 022 (BB =WRFHEICE T A5 WAHRER, KE)
No. 120002
No. 042 No. 120003 (26 = WREEICIIT 25 TARRER, KE)
T RS ro I No. 010
PHIER (PD) No. 022
No. 025 (RiHIZE 11 #HFER) No. 003 (55 I FHRRER (FHEMiERER) )
No. 004 (%5 1 5B (HELOGMERER) )

ISR MARESR BRI W T Pt A b a7 Al O B s B3 33 Bl x4t & L TAKID
BHRE R O EER’E Sz, 2B, KRBT/ CEE SN ZREORE (No. 120002 M
U'No. 010) FEROFIHMEZ MR T HZ L2 HME L THEM Iz,

nESMR

I it [
GABr%E =) HA K S PR A5
B (No. 042) (No. 120002) (No. 010)
Fh=R 24. 2% 28.1% 23. 4%
(Z=22hB /55 (8/33) (36/128) (32/137)
EHINCY 2 &TeA R 39. 4% 46. 9% 47. 4%
(Z5h 151+ = A NC 131/ FF-Aft 61)) (13/33) (60/128) (65/137)

i) FEWINC : 24 L > NC Fff5i

2) WESMEERRER CEIMEERRER) GEAT—4%2) Y

Bk 19 % BB L 7- S L ERRBRICB W T X 7 = IR & 7 - - R % DT THL
FEAZ 3T 2 AH OB h R K OV 4 ﬁ%\ﬂ&%ﬁka~w%(mmyﬁ)%ﬁ%ikbf
Bt Lz, PUEBEIRICBW T, BFHRCHEHEMICHEEEITIRD DN b 00, AFlIDZE
ZhE1E 15. 0% (55/366) TH V| Wi A 7 A hua—/LREX 12.4% (50/403) TH -7z, £HINC
EEUDANRII=FEARZ L TI.4%, BFEA T A ha— /L T34.6% Tholz, S LITAFD
REAEITE COHIME (TTP) . WBIREFSE CTOMME (TTF) KOAEFEHIEIL, B A X X bo—
NEEL Wi LA EICIER LTz,

KRR A 7 A b — UIEIRCK THlED TV AR LE VRIAITH B8, BHARTIIRARTH S, ZBHARICBW T, [Fff
FZhHTH S MPA BNHN SR TN S,
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VI. EHZFEEICEII SRR

1. EEPMICEESHDILEYMRITIL SR
Lrhay—), 7RIy —)L
HE  BEOH DG ONRE IR RE L, BHORMIELZZRT L2 L,

2. FEIEER
IFEARZVICEBT7 Y RO VEEFEEREOEE (FEMHL)
AR OMIHIZRE DL =X sy (A by =X N T UF—/0) &, ARBRLMEIZB W T,
FUFEHECRMIE I W T, T kary (TryRkaA7o oty TARNATRY) hbxT
A huaFrOfEEETHLT R X —BICL VAR (AT uA NEKEOAEREZFEHL) 220 TE
END, TXEARZ IT v X —EBEIFAWICREE LTS 2 ik, =X fa s
IREZIHI L, =X ha 7 AKEEOFEMIROIEZ HET 5,

e O 7ORE—+ e §)
HiC >
0 HO
7Y RARTFUUFY TRt IZbAY
H;C Q
H;C
0
CH;
IXxEARZY
RiEMIE
e OH e OH
0 HO
TRALRTFOY 7OvA—€ IRXRSOFH—I
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(1) YEFRERML - 1ER#%F
D) T a~&—BHEEH (in vivo)
ERMEITF R e U iillT v MR L, =% A XX 3 TR O#KE (HE) cH&E
RIFANCIN T o~ 2 —PiEMEZHE Lz, £ 0 50%MEME (EDy) 13 FERURO TENE
1.8 KNS, Tmg/kg TH Y KRR AT GICBIT 5= F A X H D EDylE. RIFHCHE L7720
Thorr~vZ—BHEALY LIRMETH -T2,

£E7OX S —EHEROINET O 2 —FHEEER

;%%% ED5o (mg/kg)
2 EANESECR
TxFEBEARZ 1.8 3.7
T HIVA AR HE 3.1 >100.0
MDL18962*2 1.4 18.0
THARAK R =100.0*! >100.0
T TNTTF I R — >30.0

*1 100mg/kg (ZH51F 2 PLE 45%
*2 [ENAKGR

[(3%£] F#BEXTO4 KE7OT2—EHEFIO#EER

(0] (0] o (0]
— HsC
!
o (6] (6] (e}
CH2 OH

TXREARF THIVARL MDL 18962 TRARL

2) A= ke AEER (in vivo)
EEMETF R B il T » MW T, =%t A A X OB OS2 L0 miEh o=
KT A — VIR BRFEAICIE T L, Z O EDy filfid 3. 8mg/kg Th - 7=,
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3) b MNEET o~ —VBiEMICHTAMEIER (in vitro)
FE (PH 7o kax7ovdy) -EPGFETToe MalE7T e~ —BICkT5=F & A
AH D ICx X 42.5nM TH VY | AT n~ X —BHEAIOT 2 ) 77T F I F (AG) LEH~T
) 1/40 DIRECTH o Tc, =F A A X COREFEERIZFRRICHREF LIzt A T e A FET r~ ¥
—BFEA] (7 4/ ARH 2 MDLIB962 K NT # A AKX ) L [ARRIC SRR & i ALBRIRE D M
FRGFET R TH T,

ErEB7OTS—EFERICHT HEEER

o e T o~ Z—ERHER | ICh*h *2
A e | o TN e [
10 14.1+2.8
TRERARL 4 30 39.744.2 42.5+4.3
100 72.6%1.5
10 9.7%2.0
T AR AR K 4 30 36.542.0 43.7+1.6
100 74.6%1.0
10 28.6+8. 2
MDL18962*? 3 30 47.0%7.6 31.3+8.7
100 78.0=5.0
6.25 27.0%6.0
TR RARARLE 3 125 10.970.7 20.3+2.2
25 54.3+4.3
50 68.3%1.4
300 14.8+3.3
T IATFF IR 5 1000 34.841.7 175481
3000 62.4%0.5

k1 EHE S EHERRE TRR
%2 ICs : 50% R
*3 [EANFRIAR

£1E7 O 3 —EREF ORREIKFHEEER

W4 ES S Ki () *' |t (93) ™% | Ko (B9 *°
TRERARL 3 26.041.4 13.9+0.73 0.8x10°
T g VAR LK 4 29.0+7.5 2.1+0.24 5.5X10°
MDL18962*° 3 0.7+0.03 | 13.1%0.33 0.9%x10°
THARL LK 2 2.020.9 | 45.3%4.35 0.3X10°
T INTFIR® 1 — NTD* -

*1 Ki : PAETEE

*2 tim:

%3 Kear : PREHEEL

%4 NTD : REfEMKAFRIBREIER 2 L
*5 ENAKGE
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4) b FNSFEAMRRICKT D T v~ 2 —PIEEMN (in vitro)
bt AR, A ONCFLE RS &0 BRI L 7 SRR e OVFL B B IRERR F e O fpfE A 2 v, —
XFEARALZAFEFT1000M O [18-H] T¥ RuAT oA rwMz, 7a~Z—BiEttz i)
ELT, TFERARZ ATNTNOMBICE DT HIEERGEN T e~ X —PIHEERE2 R L.
R, BEIES K OVBRAE ZERIARIC X975 1C5 IXZ L Z4, 45.0, 12.2 XL TV5.3nM ThH o7z,

E rEIEEBICT A7 O 2 —CYEEER

. T a2 —BIEIZRT 5 105 [nM] *
4 ‘ Rl
B 7 a >y — A FLIE ARk A 2
ITxERARL 45.0*+14.2 (9) 12.2+3.0 (4) 5.3%0.2 (3)

% 1Cs0 1 50 %0 PH R L PEIE AR R (52
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5) =X & ARZ L OERKF (FAR%ILEERE)
Bt TiE, RICEEIC A ET 2 7 u~ 2 —ER T v Fa s v 2R A ha s o4
FRAEFT 9, FLEBRE OB A ST RSN K OIS E P O SRR © 7 v~ 2 —E 3@ EIC 3 5
L. TA b7 AR OBIEICE b > T D, TFEARZ ET v~ X —EDOAK
DG THLT Y Farr IS UEEE2 b L, 7 a~ 2 —EBOREREA AL IE /T HIZ 58
BB E L CTru~ X —YaEREMLT 5, ZICEY, =2 ko X UARTEVESLE N O H$E5E
BH ENn D,

IFEARSTVIERSH (FRER)

FOTS—HcEDTRER
|

Al

P EOS

IFEARAIVRER (RER)

L Iswaasvces
7| FOYs—tdrmsi

TuF

FOTE—Hs

FA RN L
FOova—dE
FRERELEEE

VI.

SRS 9 5 HH 36



6) FLEHEROMF (in vitro) ¥

LR X0 BRI L 7= S ARG SR ORI 2 AV C, =X AR X VRO HET v~
2 —BHER (AT7aA ME/IERATrA ) o7 a~& —BHEEEL T - 3EAEGFT T
HIE LTz & 2 A WO SAN G R ERFHZREER 2R Uiz, — 7, 3850 7C 18 BRI iTALHEE
HAFEFAE T CTIHEMZE LT 2AH, TFBEARZ UKD T 4V AZRZ 0T Il FEETFICE
J5 10 S DENEI 1/5 KN 1/30) T, EHREHHK T0% M 60% DILEERZR Lz, 2Dk
INZTZFEARZ VR OT 4V A AL CHBLERRICIEAZFREL TH, 7T r~ 2 —EDOEEEL K
TEEZEnD, Tuvy —ERERANIEATTHTH D Z LRI,

§HE - A LETICBIT S Cy : TI/ZNATF IR 10uM, TFA Y —)L 15n0M, L k&
VL 0.80M, THXE RARAX L 5, T 4L A AKX L 30nM

BRE7OTA—EHRER (RT0O4 FE/ERXRTOA FE) Oo7aox2—EREER (/n vitro)
1) FEE - EHILEFEFICEE2HE

AT oL FHET o~ & —PREH AFuA FHEET o~ ¥ —PHEA
FALCOI | | |
Z 100 473/ 7AFFIF* TFRA I/ —) L ey —i IXEARAX Y TAIVARAE ™
| T T -
75—
&
{2 T .5
X 50—
) i
iz
<t 25—
5 =
A L .
%
1 10 100 1 10 100 0.1 1 10 1 10 100 1 10 100
uM nM nM nM nM
T

EEE + AR
(FL7 D NS AR K 2 FIV TR

2) FHIATALER S, FHPETFEAE I & I E
7 (%)

3 HxT oA FHET o ¥ —PHES AT a4 BT nw & —EYHER
4 | | | |
J\I__; TIJINFFIR* TFAMY=b T7Fry—A* Lhas— THREARE Y TANARE
150 —
bEn
M
w5 100- BEN - I B = el = e e p e e e e
% 50—
2 lllJlL
)
%
=~ 011 10 1 10100 1 10100 1 10100 1 10100 1 10100
uM nM nM nM nM nM
B o » )
(FL55 O HE BRI AR AME 2E M B 2 F VO TR
* ENARAZR
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) AT wuA FERREERITH T D1EM (in vitro)
TXEARZFT av X —BICEWIEREE R L, Tav ¥ —EBUANDRAT a A RERCREES
( Cypo-Lyase . 3 B -Hydroxysteroid dehydrogenase/isomerase . 17 B -Hydroxysteroid
dehydrogenase, 5« —Reductase, 21-Hydroxylase, 11 8 -Hydroxylase (" 18-Hydroxylase) (Z%t
T 25 105 1%, & MERY v~ & —BIZxd 5 105 D 600~4000 f5Lh L Th -7z,

AT04 FERRERICRT 2R (in vitro)

Fi# sk ok ICs [nM] *!
S t Mg 25.4+4.4 (4)
7> MIRE 42.9+3.7 (4)

Co0, 22~ Lyase Z v MR >100000 (2)

3 B -HSD-1*2 v kR 16820+2628 (3)
17 B -HSD*? =y v >30000 (2)

5 a -Reductase Z v NEINEIR >30000 (2)
21-Hydroxylase 7 v MR >100000 (4)
11 8 -Hydroxylase 7 v MR 7250010600 (2)
18-Hydroxylase 7 v MEIE 84500+28990 (2)

k1 1Cs 1 50%PHEJEEE ERE RS (RO

%2 3B -HSD-I : 3 B -Hydroxysteroid dehydrogenase/isomerase
k3 17 B-HSD : 17 B -Hydroxysteroid dehydrogenase

8) WILEUERMOPIANLE MR (T b, UYX in vitro)

O=RA baF ot/ i A ha A5l (Fv )

THFEARAZ L 30 KON 100mg/kg/ A, 3 ARLEREDO K TR ORAKRLGTT v hOFHERID
WEEHZT, TR NI U NMCL D FEEEEIMEAICH L THEEETH T,

Qrvrkur ot/ 7y FaZ A5l (Fv )

TXEARZ LT v bAD T HEEF THEGIZEW T, 3mg/kg/ H CRINVIREELY, 72
10mg/kg/ H LA ECIXZ AU 2 TR R QML 2 o B E 20 BICHEM S 72, 7 HFEkRR
AT 100mg/kg/ H O HE TRV IREEZAEICHNS T, LrL, BT, #&0LH 7
H[W5E#E ke, 100mg/ke/ H £ TOHET, T A AT 0 K BRINIR, FEEM QWL O BEE
HEIN % ) U7 o 72,

@7urFxTFu 4k i7ra s A7 AEH (U9X)

THEARAZ 1 100mg/kg/ H 4 HREEREO KR TR OROBEE Ty X0 TEEEL T EN
B E G2 3, 7 u A7l kb FEEEEINL OB NIRRT LT H
BCTHoT,

@O anFad N/ g 2T a4 RMEH (v 1)

X ARLE 30 LN 100mg/kg DHFERR OG- TT v MOFlEF 7Y 22— v &icxt LT
WEBEH 2T, FTXY A ACKAHET 7Y a—F &0 LT HERETH

-7z,
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OAT rA RARNVEUVZHFRICKHT 28GR (in vitro)
Troruasy, mAaly, Farxsgar, fEaLFaf REOEaLFaf RO
IR LT ARZ AT L A EREBMEZ RS b B SWT o Fe s
CVERECBNTHIFEEME THLH5a-YE FRT A MAT R VD 0.22% ThHh o7,

ATAA FRILVEVZBREICHT SEEERME (/n vitro)

SRR FEREM) FEABAIE* (%]
Ty Rusy 5a-Yk FusrA hATuy 0.22+0.03 (4)
TR sy TANT VA —b <0.005 (3)
A =07a0 S k= 4 A =07a0 S k= 4 0.10 (2)
P oL oA R TXY AL 0.075 (2)
EaNFaA K TIRAT T 0.127+0.009 (3)
fAEUYEWVE D 105 % 100% & LTEMEL LT, TE RS (FEBRE)

(2) ENEZEFITSHABRRE
PUEE R (in vivo)
1) PARBIHIEET L (T v R)
DMBA (7, 12-dimethylbenzanthracene) THEZ#FHFE L=, JPBELZHE L., 7 A AT 0 CE
Bt Lo RV E AAREMED T v FIARGRABET L ZANWT, =X X220 %28 6 A, 4
WER OGS L, EARGRIZICB T 2EEREE A L, TO/ME, =% ARZ X
Img/kg/ H LA LD OG- TS OB A2 H BICHE L=,

THEARAUBRERTHEOESESEE (5 v FARKRETIL)

200
Eifa
o _
ﬁlw- i}
i T
i - ]
2 100 - *
=N 5 T
B % )
)
50 A
Ei T kk
~ 0 S T O O ] I | T
TR 0.3 1 3 10 30 100 JRfE D A
TXEAXZ L (mgkg/H., #0)
B B 14 11 112 12 12 10 11
fESH 23 17 16 15 18 17 13 21

*p<0.05, 3k %kp<0.01 (KIPRHEEL DLLES : Dunn’ s test)
MEEEREE, (EEREEZ) = (B X (B 20XEH0THE L,
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2) FARATIEIEET L (Z > B)
FARETILET T L (T v b)) OBRFHIB W T, =%t A A H 0% 30 O 100mg/kg/ H O M5
TIIAERGUBEG IR EZ R I 2o 7o h BT 5-Tid 10mg/kg/ B LA LD & CH EZRHUEL 2
RERLTE, ZTOHEIIIIR T o~ —BIEHE2FEICEET2E&E—HLTEY, =%k AX
Z o DPUNEEZNRNR T n~ 2 —EBREHALZ N LT b D TH D Z L WRB I LT,

IXE AR UBRERTROEBESBEE™ (5 v NAEIETIL)

m 400 ——
5
b
§§ 300 - T -
M
A 200
&7 5
= %
o004l =]
i r *
9% l sk 1
(I e | 1
- 3 10 30 100 30 100
PR sc sc sc sc po po
THEAZXZ L (mgkg/H)
IS 13 7 9 10 9 10 9
JIEER =g 15 9 10 11 10 12 12

*p<0.05, sk *p<0.01 CefHERELE OLLEL : Dunn’ s test)
MG EET, (EEEE) = (ER) X ER) 20XE2HCTEHELE,
sc: ZTHEE, po: RAO¥S

3) M= hu U REROIHZS (PARELEEE. BN - T —%)
AARANZRSRE LIZENORER No. 025, No. 042 K ORKK ANZ xS & L7723 No. 120002,
No. 120003, No. 010, No.022 »=—Z hu4y (E :=xTAral E:TARNIIPA—/L ES: =T
AR ANT 2— 1) REZBMELORRE(L Tl Ls, £ORE. HARANZKBT 2 MH
TR uF U REIFIRGEILRORGH L BIT, BCKA L IZIFEULZfEEZ "L, &5 8HHEET
(2 81~95%K T~ L 7=,
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Ty OUFRRICBITAMP IR FOYVEEDHLE
(FARkIERE. &ATH)

7 Estradiol
6
-1 025
—A—1£ 042
5T 4010
— 1022
é ——1# 120002
£ 4 H -0—# 120003
&
3
e
£
v
m
|
40 Estrone
35
-1 025
. 30 & —-A—7042
= %010
§D 1022
a 25 —0—% 120002
. -O—% 120003
=
g 20
- 15
10
5
0 R
0 4 8 12 16 20 24 28 32 36 (#)
)
300 Estrone sulfate
3 -1 025
E —A—H#042
» -0-%#010
= 200 1022
L —~—1# 120002
& S -0—# 120003
=
o
=)
o
E 4
m 100
0

(3) {ERISIBRRT - FRESRS
AR L
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VII. EYREICEHT SRE

1. M REDOHTRS

() BELEDLmMBEE
MG R L

(2) BRERHABRTHERESINIDRE
1) HE[ERE DGR (PR R A ik, 388k No. 023) ¥
PARR R N 2ot 4 BllC =% & A A & o 26mg & ZEJEIRFIC R A& G- Lo & 2 A Fem i
B (Chy) 1. 0.9 KFETZIZ 14. T6ng/mL, [ AE R — REE EhAR FrfE (AUC,..) 1% 59.67ng +
h/ml TH Y . ERFOMIERHE (t,,,,) 1% 22.5 FETH -7z, #5548 B ORE(LIED R
HERAREPEIER (fe) XEGED 0. 13% EENTH -T2,

1E) AANOBRBIIE I L TUKRINTW D HELOHEIZ L B 1E 25mg 2B%ZIEROKETH D,

FREREERRAZEICIXFEARX S Y 25mg ZHEROKEROI XA RS VIERRE
(4 6, FIHELRERE)

(ng/mL)
50
45

0 @

0 4 6 12 16 20 24 28 32 36 40 44 48 (FrR)
R

FAREEBERALXEICI X AR V%HEARAORSEOI XA RS
CDEYERE/INTA—4
Chax Linax AUCo-t AUCop-eo ti/2,2

PSR wER (ng/mL) (inl) (ng-h/mL)|(ng-h/mL)| (h) fe (%) *
B 4 4 4 3 3 4

25mg | FEHIE | 14.76 0.9 49. 10 59. 67 22.5 0.13
FEYEFEZE| 815 0.3 5.26 4. 60 9.4 0.09

* fe 1 RAAVID R BT HRER
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2) ER DGR (PARAEEE R A ok, 38k No. 024) 2

PARRIL BERE AR AN ZPE (1 BES ) o=k A 2% (0.5~50mg) % 1 H 1 [FEARKIC T HFEXE
BROBGLIZE A TXBEAAX D Cp M ONAUC T HEHFIN TH o 72, TF 8 A AKX 2 25mg
% AP UT2BE D Cop v, PRI 5-BEI 21T 1. 6 R A212 13, 1424, 33ng/mL CEHIME £ AEE(R ) |
57T HBIZBWTIE, 2.0 FREI#1C 14. 89+3.93ng/nl Th - 77, 5% 24 B £ TD AUCy_o4,
&, OIE 50 53, 24+ 14. 22ng « h/mL CEXE EEHEREZS) | #6557 H H 104. 88+30. 29ng * h/mL
Thotz, -, #55, 6, 7. 8 HADELEH 24 B OMBEEFRE (Cy. b7 7H) 12OWT
ERREUF DT 2T o728 2 A, BHH ORI LT CuyEOAE 72 EH XX FRIZRD b,
Co 1T 72 LB G5 HEIITEFRIREBIZET 20D EE 2 bz,

1) AFNOBREIIEICT L TRRENTWA AELOHAEIZL B 1[E 25ng TH D,

FARRERERALEICIX AR VERERORSHOI X+ A RS L OMmERREHS
(5 1. F1H{E)

(ng/mL)
100.01

10.01

i ESE

1.0

0. 1 T T T T T ‘)‘) T T ‘)‘) T T T T T T T
bt 6 12 24 6 12 24 3 6 (W)
Dayl Day5 Day6 Day7

fiy ]
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3) SAERE Y (PARREMEITIL B, B No. 042) 7
PRSI TR 16 i, =X B AR X 2mg & 1 B 1 BI§IE%IC4 BRKERARS LT
EEDOEE 1 BEEU 29 HHEHOEMBIHEIZ OWTHEI LT, CudE, #5 1 B H TiX 1. 38 FEH
#1225, 9ng/mL () . #4529 H H TlE 2. 01 BRI 27, dng/mL Th o 7=, 514 24 FEH
FTO AUCy o 1. ¥ 5 1 HHTIE 105ng » h/mL CEHE) | #4529 H H TIX 115. Ing * h/nl T
ST, tip TBEE 1 HE T 13,1 K, #6529 H H TIE 20. 2 Kl CTh - 72,

FARRETAREEICIFEARS Y 2omg ZREEOKRERO 1 BEXRU 29 BHE
DIFEARE UMmERREHRE (1641, 146", 156", FHELRERS)

(ng/mL)
100.0

N

#1005
i o510 A

HE- sk

o] #5290 H

0.1

0 5 10 15 20 25 (FRFf#D)
Iy A

PR ERETARBEICI X AR E Y 25mg & REEOHRSE
D1 BEBDEYEFE/ANS A—4 (16 f)

Lnax Cmax AUCO*OO tl/Z, 2 CL/F>< !
(h) (ng/mL) (ng-h/mL)  (h) (L/h)
SEEE 1.38 25.9 105 13.1 290
TR 2= 0.92 13.5 64 6.6 118
= 0.89 18.8 71 9.6 227
95%13 FEH X [H
1.87 33.1 139 16.6 353

%1 CL/F: &7 VT TV RA/NRALFT AT YT 4

FRERETIRERIC IR A X2 D 25mg ZREZORSEO 29 HEOEYERE
INZA—5 (16 61)

tmax Cmax AUCO*Z’I tl/Z,z CL/F*I (29 EI E AUCO*24)
(h) (ng/mL) (ng-h/mL)  (h) (L/h) (1 B H AUCy-o)
SEHE 2.01 27.4 115.1 20.2 269 1. 14
FEYE R 2= 1.35 16.6 75.8 11.7 108 0. 36
_ 1.29 18.5 4.7 13.9 211 0.95
95% 15 #H X [#]
2.73 36. 2 155.5 26.5 326 1.33

*1 CL/F: BRE IV VT TUR/NAFT AT T 4
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(3) i
LR L

4) BZE - fRAEOZE
(PAREIR BERE AN AP, )
PARRIZ FERERR N 20 12 BIllS, =& X A ¥ 1 26mg & ZE R ST RN BB IERZ I 7 0 A4 —
NIRICTTHERE ARG Llc, BREGITZEMEEHR G L ST Couy SO AUC, o O R EAE Hith D

1) BRFEOLE

i

PHEIZ BN TENEI 25% KON 39% 5 LT,

ZE% No. 012)

GMEANT—2) 7

7E) AANOBRAIIE I L OUKRINTWD HELOHEIZ L B 1E 25mg 2B%ZIEROKRETH D,

FREEERATECIFEAREY 2ong #EFICCEEBRUVERICEREAORSES
BOIXELARZOOMBREEHTE (124, FHELIZERE)

) 25mg Conax tnax AUC, ., i,z
B (o) | pgmL) | @ |pervmD)| @)
sopgny |oYPOME | 11100 ) 097 ] 29700 ) 240
U s | 1260 0.11 2250 2.8
o L TSR | 17700 ) 1.88 | 41300 | 215 _
zoéggémL) o L 4490 0.47 3420 32
15000 Ze IRy
[ B B Bk
1%
100004
b N
B 1\
5000 N
I
—————— T e
0 T T T T
0 2 4 6 8 24 48 72 (1)
g
25mg Cmax tmax AUCO*Oo t1/2 7
B 550 '
(12 f51) (pg/mL) (h) (pg-h/mL) (h)
el SEE 11100 0.97 29700 24.0
T 1 R 1260 0.11 9950 2.8
o S 17700 1. 88 41300 21.5
TEHERR 2 4490 0.47 3420 3.2
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2) PRI B

DCYP3A4 B Al oD 5 e
<BESWINCBIT DT —% GEAT—X)
Wik A B e AR N 2o 5 51 2 %512 1 H BIC 3 A X & > 10mg & HIARE O35 L K3
26 HEMD 31 HHETCYP3M [HEAITHL 7 haF > —/1*200mg % 6 HFEORSE L=, 29
BT T ARL > 10mg & B OG- L C, =% A 2L OmERREZE Lz, Z0
fESk, hary — bR 4 HRKERG% T, =% A XX OEYEE T A —XITH
BREIRD LN T,

1) AFNOBERGIREIIR U CTRRBENTWAHELOHEIZ L B 18] 25mg TH D,
* 2 O ANXE N AR AT

IXEARFVEMRIEIT haF Y —ILRESED
IXEARZDEMENE/INT A —4

o0 — tmax Cmax tl/2, Z AUCO*OO CL/FX1
T AS (h) (pg/nL) (h) (pg-h/uL) (L/h)
ITX B RARL
N 1.60 15300 26. 85 31300 351
rhatry—nk
O B 1.70 9160 42. 48 28400 360
X1 CL/FE: 27 VTSV A/NAFT_ASEY T 4 S fE

@CYP3A FHEH DX GMNEANT—4)
<EBB>SWINIEBTDHT—X
K N AR AL R A At 10 Bl % #1502 1 B BIC ¥ X A4 > 25mg % WA N5, 1 E
DRSS, 8 B H L CYPSAFEAITHS Y 77 2 £ 600mg % 1 H 1[E 13 H 2R
A5 L7z, 21 HAIWCY 77 BV OZEERFRERE QR 5%, SIBER#%Ic=XE A X% %
HAEREAOEEG LT, =X A RZ OoMFEFRRELRMEF R hae 217 2— K (ES) BE
ZRE LIz, TORR, TFEARL LD Cpp O AUC IFABITET L7223, M EiS RED
IS FRIZITEENTRD 2o T,

IFEARGVERMRF) 77 Vv ED VHARSREOMES ES REOR—I 54 U bDELE
DREFHER (10 4], FHEEERS)

(% of baseline)

IARRYALVT z—b (ES)
10 R —o—HiJM £ 51
-.» w0 7 7 S PR

07 T T T T T T \
0 24 48 72 96 120 144 168  (FREH])

RF[H]

VII-7. fHEAEH ] OISR
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2. RYMEERI/NT A—4

(1) #4755
LR L

(2) BALEEELR
R L

(3) HEKRETEH
tyy , 0 PARREIERERR AN AMEIC =X A A X 2 25 RN 50mg % ZEfEIFIC R ARG L2 XDt
3. FRFER 22,5 R RO 20. 8 R L IZIERIBETH o 7,

4) 2U7I3R
GrEANT—#)
RiCK N D PARR % R RSN 22V 20 6 B OSBRI SR BT 24 Bl =% & A A & o 26mg % HA[R[#E O £ 5
L7=& & CL/F OFiPHIL, FHEH 243~909L/h KN 128~694L/h TH - 7=,

(5) HmBHE
GrEANT—%)
WK N D BARRIZ AR 2P 9 il 2 %P 52, =& A A X 2 25, 100 L TN 200mg % 7 1 A A —/N—ik
W& 3 MR CHEROEE Lz & 2 OoMAFE (V2/F) 1, 17000~24000L T -7,

6) Zft
LR L

3. B&H (REaL—>av) @

(1) 84735
AR L

2) 185 A — S EBER
KR L
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4 u&”l 16)
GMEANT— %)
Bk A D BRI R A &PE 4 Bl MO-m B A R Z 2 100mg Z B HICHRBIR DK L&, =
FEARAX L ORIITRHECTH Y | BE%K 3.5 BT C. ICBIEE L, Z 0% Mg e 2 8%0
WOHERE 2R U, tyy, , 1380 26,2 BRI CTH o 72, F 515 168 Wefi] £ TR BRI S v 72 B RE I3
HEOD42.2%3.3% (CFYEEERERFZE) THO, D7 b 40% U EOWIETH - 7=,

NRAFT_AFTED T ¢

<BE>T v MIBTFBRT—X

TXEARZ U EMENET v BT 3 KT 30mg/kg, STMEMEA X1T 1 KT 30mg/kg (& THEIFE A 5,
X Img/kg IZTEARNEE G- LTz & 2 DA FIRIHSRE (SA 4T X4 787 1) 1%, 1.9~5.0% T
HoT,

VAN 17)
5. 2%

(1) Mik—RiAAPIEBYE
B L

(2) mik—FREEAEMEAEHE
<BE>T v MIBIFLZTF—%& 7
AR I8 HE DT > MZ MC-=F & XA A X % 1mg/kg |Z T HEIRR 1 #¢5- L 7o 2 DHUHREIX. Rk %@
i U CHRIEIZ A L, TR ORI @ W REIR EE AR D2 b OO ok Tidv i
bR MR & IR, ENLA T ORE CTHER LT,

(3) FA~DBITHE
<BE>T v MBI T—% 17
M- F B AR Z G OWET T v M Ing/kg I THERR O G L7- & O T iR
&, 6 RFRIR ISR miRE 2R L, 48 IR IIIMR IR LL T & e o7z, H G514 6 R KR O 24 IR§fE] ©
WL AE PO REIREE D 1. 5 5 &2 7R L7223 S H0> & O IX 6 W LARE Tl i U se R FE HERS
LRIERCTH -T2,

(4) BERADBITHE
KPR L
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(5) ZDtDMBEEE~DBITHE
<BE>T v MIBITAT—X
MC-mF B ARF U HMEET » MZ Ing/kg (I THIEIXX 1 H 18] 21 HREKER O #G L7k O
WS REIR EE IS DWW TR L 7o, BEIE 544 16 3128V CIE, g, B AR OVIMG TREmBEZ R L,
L ORRETIE 1 FEM & 2\ I3 6 FERIC IR 2R Uiz, FFHR. B OVE RS 2 bR T O SRR
DHERITELNTH Y | < OFBRICRBWTHR 5% 24 FEFILIERHBRLI T £ 7227217 1 H 1[H]
Img/kg % 1, 7. 14 } O 21 BWESCERG% 24 BB ORI BRI, BlR, AGiE. B, 5§
15 R KRG % R & | BB BRI 2R Uiz, FRCIREE _ER oK & Aok ik & O
T o7z, Ko OMMIZIN T, FAMEPNIRE )3 2 Mg U GeREE X, 14 BIRER S
L7t L 21 [ERYS L IRk EEZ R LY,
MC-mX B ARZ MR IS HE DT » MI Img/kg ICTHEIREG Lz L 2 A, BH1% 6 REFIZIFRE
B OVEL R I B O R RE SR D B 19

(6) MIEBEREE
Bk N DO N O M2 N - invitrolZlBIT D% A XX U OEAFERITH 6% TH
ST, FEEEREIRE FET LTI U E Ve EMEERERE S E 2 DL,
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6. K

(1) RBERAL R U BHR R
TxEARLZ L OMRFHHE, CYP3AML IZ LD 6 (\iDAF L U EDEMEE LIIT IV F—47 FMETEEEIC
BTN DFF Y DRITTHY . ZFOBIMKSMERLHWE S L REEns 9,

It ARE OO ERBHRE
TN R-o b
i
TR ARAL Y JKEEAEIR (A)
CYP3A4 ¢ L CYP3A4 ¢ L

(2) REI-EEE5I 2EE CYP%H) OHnFiE. HER
CYP3A4 XL TV N —74r MBI rlE#

Q) MEEBNROEERVZTDEE
GrEANT—%)
Rk N\ D AR AR B R AR A PRI MC-m & A 2 & L 100mg % 51 A 14 (2 HA AR 1 3% G- L 7= #% oo i S v ik
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THERAETIRED ST (p>0.05) | 45~65 Rk OFPH CTIFEHITIT 1 2 2% o OEYEHRE I L
THEREBLE 2\ ER RSN,
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T 2 0.2 | 0@o | |BE s LoD | 0o
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P IR 1 (0.1) 0 (0.0) LiFEPN 3 (0.3) 0 (0.0)
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ﬁ & Y 7 AifngiE 2 (0.2) 0 (0.0) fifi g% 1 (1.0) 0 (0.0)
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LR 2 (0.2) 0 (0.0) - SOUR g (%) | B (%) | BPER g (%)
; }JH?KW% Lo 000 f\?/ju 1 103 3 (2.9) 0 (0.0) 998 0 (0.0)
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B s Lo 000 L AR 103 0 (0.0) 0 (0.0) 992 0 (0.0)
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% PG IE 1 (0.1) 0 (0.0) Al-P L5 101 15 (14.9) 0 (0.0) 973 0 (0.0)
l:% Ejzmﬁk i EZi; z 2223 Af:c; ,(GOT) 103 10 (9.7) 0 (0.0) 952 0 (0.0)
N 2 (9 000 ALT:. (P 103 10 (9.7) 0 (0.0) 967 3 (0.3)
L 1 (1.0) 0 (0.0) 5
j;g LA 1 (0. 1) 0 (0.0) v ~GTP k45 97 10 (10.3) 0 (0.0) 942 3 (0.3)
I | U 1 (0.1) 0 (0.0) eyt ER | 103 2 (1.9) 1 (1.0) 961 1 (0.1)
E T E NS 1 (0.1) 0 (0.0) LDH -5 18 0 (0.0)
1ETH 17 (16.2) 0 (0.0) 148 (14.0) 3 (0.3) KR E 915 0 (0.0)
i 7 (6.7) 0 (0.0) 81 (7.7) 2 (0.2) R E Y 915 0 (0.0)
PR 2 (1.9) 0 (0.0) 36 (3.4) 0 (0.0) TATI LR 217 0 (0.0)
e 13 (1.2) 0 (0.0) TNT LAY 217 0 (0.0)
VIR 1 (1.0) 0 (0.0) 11 (1.0) 0 (0.0) . |BUN L5 66 1 (1.5)
Jiasia 10 (0.9) 0 (0.0) ﬁ e A 905 1 (0.1)
48 JJHE 8 (0.8) 0 (0.0) “f PRI L5 16 0 (0.0)
T 6 (0.6) 0 (0.0) ;‘% REEAL T 16 0 (0.0)
| s 3 (0.3) 0 (0.0) A | sv7F=r R 103 1 (1.0) 0 (0.0) 974 0 (0.0)
g%“ ,ft/l?/l,?:\/»ﬂf 20 200 L ATE—L 800 0 (0.0)
% | HRIERERE LRSI 15 741 2 (0.3)
% I 3 (2.9) 0 (0.0) 2 (0.2) 0 (0.0) A - 81 2 (2.5) 0 (0.0) 913 0 (0.0)
= ES 2 (0.2) 2 (0.2) JilR L 81 0 (0.0) 0 (0.0) 913 1(0.1)
el 2 1 (0.1) 1 (0.1 Na k5 949 0 (0.0)
TFAREERRE 1 (0.1) 1 (0.1) Na & 949 1(0.1)
EF5N 1 (0.1) 0 (0.0) K b5 952 1 (0.1)
RAEEAL 1(0.1) 0 (0.0) KA 952 0 (0.0)
BE (%) 1 (1.0) 0 (0.0) 1(0.1) 0 (0.0) Ca b5 99 2 (2.0) 0 (0.0) 945 0 (0.0)
e 1 (0.1) 0 (0.0) Ca f&F 99 2 (2.0) 0 (0.0) 945 0 (0.0)
Jaer R A 1 (0.1) 0 (0.0) MEREY o LA 873 4 (0.5)
R 1 (1.0) 1 (1.0) MR Y KT 873 2 (0.2)
N
F%)ﬂ dpcl 2 (0.2) 0 (0.0)
| R 6D 2 0.2 | 0.0 X AABERHR AR TED DN TOARVEHBIZ SV T,
B e Lo | 000 HE T BA TED I B HE LT,
| 1 (0.1 0 (0.0) NCI-CTC TED LAV TWARWIEFIZSWCIE, Rl
| mEs 1(0.1) 0 (0.0) BWCEDRELIEEY LbDE 71— 3
w |FER 2 (0.2) 0 (0.0) PLE) fllicFr LT,
% il 1 (0.1) 0 (0.0)
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OERRE,. AHE. EEERUVFHOEREERANORERAREERE

=N f OSN30 U 72 R AR aER O 75 BeIK 7B O BIVE R S BB Z it L7/ . 22 L — ROFEIE
AR L— R 3LLEDRWER & BT, Eilnd &k O lnE OF BB I EIT e < Sl izl T
H 7 L— R 3LLEORWERRBEERIZ, HARANT2.6%, FCKAT4L 6% E1ENoT2,

HBOHEDOH . PS (Performance Status) . RAEEOFIERIZ 2 L — KK L— R 3 LLEOFEIE
RSB 2B L7228, BARAROECKA & HICHT T REFIEIIERD oz, SRR
MRNCEWERRBMEEZ RS L& 2 A, BARAKRUOECKA L b2, 27 L — RORIERRBHEE X
OFREE S D DIEFNC BN TRORE D > 7228, 7 L— R 3 UL EORWEA SR T30 o A2 X
2 BARE 72 2258 DT by o T BLAIRE i O RIVE R BUEE ORFHCIE. AR AR OBCKA & 1T,
B GRS BHINC 22 DIThE» TREENEINT 2 L WO EAE, &7 L — ROEWEREK R/ L— R 3
PLEORWERIZW TN HIRD ol

ERERVBNOBRRRRICETSERRAFIOEERFEREE

RERD X5y it (EW) WA o%E 1, 0, MERBROAF
55 10mg/ H +25mg/ H 25mg/ H
FG M i (dEPE) 31.9 (0.7-121.7) # 17.14 (0. 00-182.00)
SEBIE (2 5-451) 105 1058
FEELBIEL (%) 42 (40.0%) 503 (47.5%)
) E T H AR 43 +NCI-CTC NCI-CTC
e Pt | $NTOZL—R| 7 b— R 3 LLE | § i) | $TOZL—F| ZL—F3Lk
HRET S| ik % B | % | B Hik % GRS %
10mg/ H 36 11 | 30.6 1 2.8
B 5
25mg/ A 69 31 | 44.9 2 2.9 | 1058 | 503 | 47.5 43 4.1
, 65 AT 67 29 | 43.3 2 | 3.0 518 | 243 | 46.9 | 18 3.5
i 65 kL b 38 13 34.2 1 2.6 540 | 260 48. 1 25 4.6
o mL 56 24 | 42.9 2 3.6 198 67 | 33.8 7 3.5
HY 49 18 | 36.7 1 2.0 860 | 436 | 50.7 36 4.2
A 0 0 0.0 0 0.0 4 2 | 50.0 1 | 25.0
giiizmme 0 81 | 32 | 390.5 | 3 | 3.7 | 461 | 221 | 47.9 | 17 | 3.7
(PS) 1 17 9 | 52.9 0 0.0 490 | 234 | 47.8 19 3.9
20k 7 1 14.3 0 0.0 103 46 | 44.7 5.8
L 3 0 0.0 0 0.0 0 0 0.0 0.0
TGy 2:’ VB AR 20 10 | 50.0 0 0.0 554 | 258 | 46.6 26 4.7
AN WEE Y
R Ui 82 32 | 39.0 3 3.7 504 | 245 | 48.6 17 3.4
AIVE PRER
7L 44 15 | 34.1 1 2.3 198 70 | 35.3 8 4.0
IS
HY 61 27 | 44.3 2 3.3 860 | 433 | 50.3 35 4.1
8 # 105 29 | 27.6 2 1.9 | 1053 | 401 | 38.1 31 2.9
16 3 91 21 | 23.1 0 0.0 709 | 269 | 37.9 10 1.4
24 18 77 9 | 11.7 1 1.3 497 | 163 | 32.8 3 0.6
32 1 66 4 6.1 0 0.0 400 | 142 | 35.5 5 1.3
. 48 3 50 5 | 10.0 0 0.0 277 95 | 34.3 4 1.4
Bl (A) -
60 & 22 1 0.0 0 0.0 202 65 | 32.2 2 1.0
72 14 0 0.0 0 0.0 136 44 | 32.4 2 1.5
84 12 0 0.0 0 0.0 96 30 | 31.3 1 1.0
96 i# 9 0 0.0 0 0.0 62 18 | 29.0 1 1.6
108 3# 6 0 0.0 0 0.0 48 13 | 27.1 1 2.1
H) ZL— RO [HNICBW T, BE DRI, AARIBERES TEE A A LSRR R0 o) &

Y] (kv B DA EEPRRER X NCI-CTC 12 X v fIE Lz,

NCI-CTC : National Cancer Institute—Common Toxicity Criteria (Version 1.0)
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9. BERBRERRICRIZTTEZE
BREINTWHARN

10. BE®RE
BESH TV

<HE>

AN D 25mg ZHB 2 5 FHEOMHFARBRIZ OV T, BCKAOREZIBEE 2382 E LT, AFD 5~
600mg % AEBH L7851 MG RBR AN M ST 528, 26mg 2B X DR EGHIICBW T/ L— K 2
PLEOAEESIT 1864 5 BIICERD B, 1FTY 2k, FE\, IT. BIERLE., WA 1o
Thol=® , AR OBERRGIC L HHE ERIE L 72 2 A EFELITFHTRO LR TRV, 8- Tl

P

BEERLIZSEICE, BF2EBRCBISE L, LEIDS CTHERIEZT O,

1) AR ORI L TURRENTWD AELOHEIZ, 1 H 1 H 25ng Th D,

. BRLDEE

14, EHRLDZEFE
141 EFIRMFEHOEFE
PTP GlEEDIEANL PTP o — b2 LH O H LU CRAT 2 L 288352 &, PTP v — FOFAERIZ X
0. BEOWELA S EIEREASTIA L, FICIEFLE B 2 U CHERRIR 2% 0 HE 2 A 0HE 2 0F 5%
THZERD D,

(fiFas)

PTP @3 DEAN B OFEEFHETH D,

HSGHEFRE 240 5 (PR 8 4R 3 A 27 AfF) KO 340 5 CE84F 4 A 18 ANF)  [PTP OREAIKIR
[ZOWT ) ICEESERE L, PTP v — FOREAKIC L VAR SO EERAIHNEEA T Z &N
WEIN TN,

12. ZOOEE

(1) ERERERAICE D C1ER
RIE S TR

(2) FEERPREBRICE D 1FH

15. ZOMDEE
15.2 ERRPREBRICE D < 1FHR

24 H AH O~ 7 25 EHRBRICES W T & (150mg/ke/ H) | mME (450mg/keg/ H) T
MERELZ N TRT B A I K DN AR D FE AR D EAGEO bivlz, 7o, HEom &R T
BIEDRAED EANH LN, ZHODEGTI~ Y ZARAR O TH L rREERE < B MIB
BRI R e L OB RV B2 bNnD Y,
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IX. FFERPREABRICRE ¥ SRR

1. ZEIEHAER

(1) ZEEFBHAER
[VI. ST 2IHE | OISR

IX. FERGPRABRICES 4 2 IHEE
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(2) REMREHR
AFO—HKEEMZ T v b, ~T A, BTy b, UFEROA X HOTRE L, £ OMAEZ T
RIZE L DT,
AR RABR THBL L 7 2 OERIE, W BRI EIZB T © Cu L OV AUC & R L TRAED
LIERRETORBOONTEY | FrCHK ERBE L 725 X5 EHTIlImh o7z,

HERER iz~ BREZEK | AE (ng/ke) SERRE

—HRIEIR - AR AER

~ A, & (6) |po 10, 30, 100 |fER7zL

po : 12.5-50 |{EH7Z L

po : 100, 200 | BLAEVE, JwH UL (tail-pinch) k5

BUEEPE, HRER, CMERRRE, BRI
po : 400 . AFEBET, ERKAHET. &
i, (RIRET

a2 © |vo. i fli, Straubfii?éiﬁi R
I JH

WA, B REBE T, AL
PO SO0 1000 g . s, FEC (500me/ ke

JEEAR Sy O TS 2 1/6, 1600mg/kgT6/6)
v« o) ik, StrasbBSRAIE, MR,
ip : 100 fRERBRIEIN, BREENE T, Al (F

IRIKTT., %HBRE, JET (3/6)

By EEEM, FEM, MOosTtE, |
po :12.5, 25

75 S SR N
po : 50 WiAEVE, BOSTUHE, RS SO EE M
7w~ & (6) |po. ip po : 100, 200 | S TiiE, T ARG EEN
po : 400, 800 | FBIRIK T, &AM
: 1600
ﬁ’g Lo FUSSEBIE T, AREIRE T, SRR
B EE RIS L IE T2 (Automex) ~UA, & (5)|po 10, 30, 100 |[fEH7Z2L
AF YL E S = UVERICKIETE |~ X, (10) | po 10, 30, 100 |fEM7ZeL
ARy RNV EZ — ) UIEIR I R IET 5 Z v b, o (10) |po 10, 30, 100 |fEM7Z2L
S 5 ) ~ A, (20) |po 100-1200 800mg/kglA_b TR 2 i 7
T E—— -
FORMIRIE (XL FLUT RT YL |2 AL G (20) |po 100-1200 | 100me/keLLE TR R ORI LT
FETC & BN
PUERIER (v F LT R U0) ~ A, I (10) | po 10, 30, 100 |fEH7Z2L
IR BT T A ~ DA, (10) | po 10, 30, 100 |fEH7Z2L
I RIE TR (FEfe writhing B8) |~ 2, & (10) | po 10, 30, 100 |fER7zL
7y b, & (6)|po 10, 30, 100 |fEMZ2L
PRI M F e po:12.5-1600 1 400mg/kg LA E KON ip : 100mg/kg
. 6 N
Dl LT O T e
g - A ARIEE) ([alfistE) Z v b, & (8)|po 10, 30, 100 |[fEMZ2L

*  FEIMNOETIT 1 #4720 OB AR,
po : FROAFE, ip : JEIENKRS
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HERIBEH EppE! 85 RE*? (mg/kg) HERAUE
1R
BEMER
FHEG (8 BhiEsh) ELEY P In vitro |1x10°® e L
7 X107 BRI
1X107 FRERIRIR Y - B BhiET S
1X107° HERBRIK T - B ENERYH R
¥ S @) | in vitro | 1x107 ER7Z2 L
1X10°% A i AR
5 m ;”(;’ ks in vitro |1X107 ERZ L
(7 =2 MBI LI T 58 1X107 HNHEMETR (ACh, Nic )
1X10° #ik] (ACh, Nic, His. BaCl,U¥ifi)
[ = Sy b, @ ) |in vitro |1X107 5 [fEMAZAL
DR - fRERER R
BRI - ML - DA% - YRR - DER |4 X, & (3) id 10, 30, 100 |EZEARL
M+ - dP/dt « C. 1. - DA%k AX, ¢ (3) |id 10, 30, 100 |FEZAEZRL
IMERE (NE, ACh, Iso, His, SHEREH) |4 X, ¢ (3) |id 10, 30, 100 |FEZEAL
SHIERRR
B EERERE (RAKHE) ~U A, & (18) | po 10, 30, 100 |#HZ72L
BRGNS 2 1 Z v b, o (10) |id 10, 30, 100 |[fEM7ZzL
=R R R A b p X (| Z v k. g (10) |po 10, 30, 100 |fEfM7ZL
BRI AN e X (SEC 7w b o (20) | po 10, 30, 100 |fEM7Z2L
X - BEERH
JRE - R NaT, KT, C1- (5HMIEIR) |9 v b, & (6) |po 10, 30, 100 |fEM7ZL
BOKE - 78 - LA - R Na®, K™+ pl[F5 b. & 8) |po 200, w000 | FERL
RBEER (75 = B UERIEE) Z v k. o (6) |po 10, 30, 100 |100mg/kg “C & BV E M

NE: Lt %7 Uy, ACh: 7TEFNLay, Iso: AV 7Fuas5 L/ —)L, Nic:

id: +ZHEBNE G, po: ROEE

* 1 FEIN ORI L 72 0 OB E =T,

%2 in vitroiRBRCOHALIL g/mL

—aF ., His:

ERALZ I
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(3) ZOMOEERR
KPR L

(ZH )

ISR %3 2 IERAVEEGEFRF R (in vitro)

THE A AL T LoVo b MEIGEAINN, SK-BR-3 b hFLEANL, MCF7 b FILEHIRKE OZ O R Y
b B M PERR (MCF7/DX) (A TNT P388 ~ w7 A H IR ML K OV D B % b B iRk (P388/DX)

SR LR & A EYIEIIHRIER 278 S 7o Tz,

IXtEARZ VDESHBICHIT ZEEER (/in vitro)

Mk (=2— RF4)

1Cs0 [ng/mL]

LoVo
SK-BR-3
MCF7
MCF7/DX
P388
P388/DX

8350021341 (4)
=10000 (3) *
>10000 (2)
>10000 (2)

3034170 (3)
4490551 (3)

3 10000ng/mL (23 1F 5 HEHER 53+3%

2. HHEHER
(1) BEpNx5E4RER

PEE EARAERGE (KD

YUA, Ty P ROA XIIBT L RNBEFEREITTROEY TH D,

P 5 . o
. sy (me/ke) g 3530. 1 419. 4
o mee ? 3049. 0 396. 0
J 488. 0
Z v b LDsy (mg/kg) >5000
? 403. 5
HEIE D B FE & g >5000 —
A X
(mg/kg) ? 3000 —
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(2) RIEEHEESSEHHRER
Z v P RO TN CTHRE LR, AT RN T v b TIEHE R O gz, A X CIEAFgIc iR
BTz, E I, AFIOERICBIHE L1z &5 2 DD HERER & I REZ 0 72 L AN TR OO A il R 12
BEINN, TOBMEERTBRETHY, TTHWETH-72, T bOHMEL(IE, & Mk
B LI R D@ & A TRIANED bz,

- B | RS e LA
RO | (mg/kg/B) | STE TR, « gk
(mg/kg/ H)
30
7 @ n 4 150 750 W?m&yﬂw&ﬁﬁfﬁ\ﬁﬂﬁﬁﬁ\%
el 750 HAR DB H 1,
3750
1000mg/kg/ A LL_EORET ALT (GPT) @ _5-.
& 1000 JEhig < P ARE BEATIE O BE R SH 0,
o B4 R 9000 — 2000mg/kg/ B LA_E O ERETIEEH], FRANE
LROBE, VSR EER D U L REROD
»HY,
59k 1080mg/kg/ H % GRETIRTHIH D .
» 180mg/kg/ A LA _E @ B 5 C B & & & O
J 0 26 M A AL-P o#EhN (180mg/kg BETILMED )
. y 180 30
o | (4ERHEE) 1080 L L AT a—LORALH Y,
1080mg/kg/ B B TIXIE BT LUWBHES,
JFig C IR EEsEC i s v ,
20 ARFNER U7=sECH] 72 L, 125mg/kg/ H LA
A 0 528 50 50 FoEORETT e h a2 v R, TEMAL
¢ | (6EMEE) 125 WS R rLy RS TAF U OEEH D,
315 315mg/kg/ F 2 GREOMECIMEBIE 5 1)
30
4 . . 90 . _
o RO 4 A 970 810 P AR MEAT R L,
810
30 150mg/kg/ B LA _E o> F 53 o i ik ¢ T ik 22 2
o 26
4% | < %F T 150 30 BINd 0, METIE 150mg/ke/ B LI H: 5
Q 4 A1)
750 TALT (GPT) o#4INH Y,
R 30 120mg/kg/ A LA O H-#ETIRZE ERzZ 0T
9 | Mol 120 30 e V. 480mg/kg/ P HE 5B O FFIECILE 1Y
(6 ] [E118) 480
A, ALT (GPT) @ L& FFIEEESNSH YV,

RSIEVIES TEL

(3) Ef=HFMHAER
TXERARAZ T B Y oRERE W AR R E RISV T, EEETIL 12.5 u g/nL BL TG
CIREE 2% Loy, REEM biETIIRtTch o7z, £72. invivo THDH~ 7 AEHEMRYE
EERERBRE OVNMERBRIZCBWTHEETH 72, Z0MOER (Ames FABR, UDS Bk, LR
HIR 2 F B 2288 R EBR) CIXEmEmMIIRO SR> 72,
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4) AR ER 2
24 H AMO~T ARAFMERBRIZE T, FH&E (150mg/kg/H) | mH%E (450mg/kg/ H) Tk
WIS AR R IE X OSFF RIS DR AR O EFNEO vz, £z, OSSR TR RIEO R A
DEADBBLNT, ZNHDOEGITI~ T ARAR O Th S AlREtEn &< B MIBIT R4
PEE OEEIZEWNEEZ BN D,

(5) &EMEHRESMAER
BEBRAT R QMR 53kl (T v 1)
FEEIIZ X LT 20mg/kg/ H UL L CREEFEOWRD 3380 Hiv, BalE - HAERIZK L TiX 20mg/kg/ H LA
LTI WL OHEIN, AR A DR K OVELTE R DBIEDZED DTz, F1-. AFIDOIKE
TERIZ X % EHEEL S D AR O IE R K OB & OO bz, L EDZ &b | BE
kP9 B L B 4mg/ke/ B . AR T 2 M BT 4ng/ke/ B &I S iz,

WEEEHE SRR (7> )

50mg/kg/ H LA_FCH BARAFAIIZ 12 WG VAT WIS IN, AR B % | IMESERIER 3588 &
T, ERFTEIERD v o7, o, EHETARAIOEKBIEMIC L 5 LRI S D HRE, I
PRI OIE R K O E EOHEINNFE O bivlc, Leh > TRHEMICK T 5 Mk &lL 10mg/kg/ H
At BBV RT3 2 MRS 10mg/kg/ H . IRV DWW T O MEFEME RIS 810mg/kg/ H & T S
77

TR (7 9%)

90mg/kg/ H LA_ECREEMIARE N E ORI 3588 541, 270mg/kg/ H TIRESEAMER 358D B L7243,
T MEITRD DN o Tz, Liedi> TREMIC K 5 MM &IT 30mg/kg/ H ., FRIEIC)I 35
mMEEIT 90mg/kg/ A EHIMr S 7o, 7o, AEIRHIIRICARANZ & G595 2 LIFEE STV RNz
W, JEFER - AL GBI OV TR SERE LTV Ruy,

AERESHHAROELD
i ECIBHAT (ST 4
ZZH 14 B R~ A:FERE 4
BV T4z 20 H B IR - B RS 4
Zgﬁ%%z} 7k RO | BAROIRRE 4, 20, 100 AR i A
M 14 B A~
IR 15 A B
HiPE% 1 B~20 H
R <10
BEHAS | Fo b | B0 KRG A~17 1020, e .
250, 810 fERFTEMEZR L
TRAARIE 810
R 30
2 T THE | RO | 4FE6e H~18 A 30, 90, 270 - RIREE 90
AT EME e L
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(6) RFTAIMILHE
KPR L

() ZothoHnsk

1) fKAFNE
A G- MERBR TO—ORIE TREE RO SN, TS0 bixmABRGEO DL
Thotlz, £1-. RERGHBEORERRICB O CTERERERRBD ., TR, IR T RS OIRIEIERHZE
D ORI T2 T EMBIRIEMEIZ W D &R U, RAEERBRIZ I L TV 7220,

2) Pt
ENE Y FERAWEREBNEGMET 7 0 X —RIG (ASA) KOS HEET F7 4 7% —X
I (PCA) ZRFtL7=& 2 A, WInbEETH -T2,
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X. EEMFHEICHYT SEE

—_

. BRI

e Al Ta~8E 20mg ALUFEEIKE (EE

HIRS : =B ARZ Y YLD

AHAR
AR - 34

BERETORA
IR

REWNLEDEE
RES TV

BERITEM
BAEFERMTA B

L

<TFhoLBY : HY
FOMDOBFMTEM : T~ U IBERR., 7Tr<I 2 QA

(https://www. pfizerpro. jp/explore—content/materials ZHR)

( IXIII-2. ZofhoBEEE ] DOESR)

R—m5 - EshE
[l —p oy 7L

R % . vy —, 7FHFA Y —L

EfREEEA R

1998 £ 12 A 16 H (¥:[H)

WERFTEADFABRVEARES. EMEERSEFEAR. REMIKEAR

- EESEOMGFEIC LV ERT S L)

(ZEMTHA B)

ioned

BUSHRSEAGRAER H

HEBE T

FAMELEL R H H

Hr7e BG4 H H

T a3 U FBE 2bmg

200247 A5 H

21400AMY00186

2002 4£ 8 A 30 H

200248 A 30 H

ML

MEER(IFNREM. AERUVAELEEMNEFEOFEABRVEZOAR

HHAFEICEAT 5HA
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10. BEEHR. BIMEBRELAKREABRUVZTOANSE
FEAATIEMA  20154E6 H 25 A
MRS, ERESEOMNE, AR OLZ S EOMREICEE T 2158 (IFFN 35 RIE/#ES 145 %) )
B 1450 A 3HOBEIC LD FBENK T L, HARAIR 0625 5 1 5 (CERk 2746 A 25 HF)
IR PR RN A STz, FEAMRICED TR RO THIEROHE] OEFEIT
20N,

11. BEEYM
84 : 20024E 7 H 5 H~20104E7 H4 H (%T)

12. #2ZEHARMSIRICER T 18R
AFNL, BAEFBEERE 107 5 CEEK 1843 H 6 Hf) (X5 MHEEMMIZ ERAFIT LN TND
EHEL ] ITITEZY LA,

13. &#Ea—F
. JEAE B SR | (ERER S o — R ~ Lt~ MERALEE
b1iA HOT (9 =
AR IRE S, = — R (Y] =2—F) OHD 5 | o o apga—
77t1<?i/b/§ﬁ25mg 4291012F1022 4291012F1022 114945602 610462026

14, RIRFGHT LDERE
L7
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1.

5| A XXk

D) =08 EAED 8 b 2002 529 (7) : 1179-1187

2) =i BEAIED R &AL 2002 5 29 (7) @ 1189-1197

3)  HERH BRIEA ¢ &AL 2002 5 29 (7)  : 1199-1209

4) AN B REIRICR T 2 AR (ST —%) (200247 H 5 H

P, HEEEEHMEE K. 1.3)

5) Kvinnaland, S. et al. :Eur J Cancer. 2000 ;36 (8) :976-982 (PMID : 10885600)

6) EL FIED o L ALTFRE. 2002 529 (7)1 1211-1221

) FENEEL : PRGIERF ISR DK ENE (200247 A 5 HAKGR, HEEE
BHMEEE~. 3.1.2, ~.3.2. 1. iv)

8) Kaufmann, M. et al. : J Clin Oncol. 2000;18 (7) :1399-1411 (PMID: 10735887)
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10) HPEE : B EIREL LTEEXR T 7 2 0% 2 00 3ERBELE S -
REFERAEEE 2N RICEXERA AT VRIE~DUV EZ ATV T o
VIRIERRRE & A bhi T B AR A L B MR

11) Lonning, P. E. et al. : J Clin Oncol. 2005 ; 23 (22) :5126-5137 (PMID :
15983390)
12) #ENEEL : BAR% A BT DB ST 25— R VB B E LT
DTHFERAAZ L BIONZEXT T = o & e 2 840 T - MRS
13) Iwata, H. et al. : Breast Cancer Res Treat. 2013 ; 139 (2) :441-451 (PMID :
23715630)

14) Miller, W. R. et al. : Aromatase Inhibition and Breast Cancer. 2001 : 213

15) FENEEL : fREH (2002 47 A 5 H7KFE, HGEEBMIEZE~. 2.3, ~.3.2. 1. vi,
~. 4)

16) FfhNEEL NS 2K EiRE (Mo — %) (200247 A 5 HKGR.
REEE R~ 3. 2. 1. 1)

17) FEPNERL - B - FARRNIRE (EEIEE) (200247 A 5 HAKGE. HiEER
B~ 2.2.1. i, ~~.2.2.3. 1, ~.2.4.4)

18) &R - /A (2002 4F 7 H 5 HKFR, HFEEEMIEZE~. 2.2. 1. 11.)

19) tENEEE : A (2002 457 A 5 H&GR, HiEEEMEE~. 2.2.3.1.)

20) tHNEE  BEAMEE (20024F 7 H 5 HAGR, HiEEEMEE~. 2.2.4)

21) Jannuzzo Maria Gabriella et al. : Cancer Chemother Pharmacol. 2004 ; 53
(6) :475-481 (PMID : 15014897)

22) Coleman, R. E. et al. :Lancet Oncol. 2007 ;8 (2) :119-127 (PMID: 17267326)

23) Paridaens, R. et al. : Anticancer Drugs. 1998 ; 9 (8) : 675-683 (PMID :
9823425)

24) tENERL : ~ T A2 1T DI EEERER

2. TOMOSEXH
AR L

[L20070831011]

[L20070831006]

(120041214003

[L20060111037]

[L20070831007]

[L20070831008]

[L20070831010]

[L20070831009]

[L20050107111]

XL

Sk

74



XIl. &Z&H#

1. EFRSNETOETRER

HF 110 » [E (2014 4 8 HBLE) DL HIZ TREIZK

ASUTRTE SN TN D, BEMXIFZRIT TRO L B

0 Tihb, e, FERORRIARO 1 H 1E, 26ng f4 1 GEIRA E AL TH 5.

SEISE T HEF AT RGN

(2014 & 8 A3RTE)

EH 4

P 44

AR B

i

op
feim

ZHRE XIFZN R

K

AROMASIN

1999. 10. 21

HEA

25mg

ZEX T = UEGHITHIRET L7
R EAT I

HEXRT Tk 2~3 BFELF-Z A K
0 7 s RARBEME OO PRt B L I 1)
Ltk BIRIE (iR ke LT
5 M)

AROMASIN

1998. 12. 16

HEA

25mg

P A b s RO 5T X0 BRI EST
L7z, BERERD 2 WITHAREZFRE SN
THEDHETTILE (=2 ka7 U xIRENE
TOEMEITEIES LTV
HEXVT 2 UPRER 2~3 FEE LT
A N a b B ARG 0D PRRR 14 2R M R4
FE 3BT DIE A B ELE,

F=A LT YT

AROMASIN

2000. 11. 30

HEA

25mg

Ple A b a7 RO G L0 R EST
L7-. BEBRD 2 VIR EZFHR Sz
MEDEITFLRE,

FEXVT 2 UPRIEEE LA hr S
> ARG O PR R LR (2B 1T DA
3L RS

KIERNZIT H5h6E
4. HRERIFFHER

PR ILE

ERIFIUTOLEEY THY | SEOARRIRIL & 13775,

X1 &&&Ek

75




2. BB IT DERRIIEFER

(1) FER~DREIZEYT S I1FH
PEIRIZ B DisME R CRIEIOTICE, A—A2 7 U 7 0O58)
ARIZBT D [9. FEDOHREZATLEECETLER] 9.5 iw, 9.6 HFMm] DOEHOTHIT
LTOLEBY THY, KEOHEMNILE, A=A T VT OSHE TR D,

[9. BEDERZETHEREBICEHT HFE]
9.5 1%
I SR L CW D RTEEME D & B e tEIiT R B Lan 2 &, RANL, BARBOBEFT Z XI5 &3
L1280, R T D EGIIEE SN T RWD, EiR~DE 5 ORI OV IR O 5 LA
bo, BMFEER (7 v F) T, molkbEE, IR OER . WIEE O BN & O R E O
PRBDOLNTND, E-EMWER (THX) T, WE, W OB OB AR E O T2
RBOHILTND, Lo LIWFEIZ K28 IR T, EAIEITRD S TIW RV, ARFI DI
THEEIR LTV B AREMED & D PRI 1T DR FRBR 1T 22, [2.1 B[]
9.6 RELIw
Bh Lz b, RRNE, BIRZOBEEXNG LT 5720, BRI T 5 E 53 EE ST
RO, IR~ OEG ORI OWTIIROHM AN S 5, EIEER (7 v ~) THHH~D
BATRFRD B TS, REIOFEILF OLMEC T 5 R ARERIZ v, [2.2 5]

X BEER 76



Hi gt

FLAPA

KED
R CE
(20214711 8)

8.1 Pregnancy

Risk Summary

Based on findings in animal studies and its mechanism of action, AROMASIN can cause fetal
harm when administered to a pregnant woman. Limited human data from case reports are
insufficient to informa drug—associated risk. Inanimal reproduction studies, administration
of exemestane to pregnant rats and rabbits caused increased incidence of abortions,
embryo—fetal toxicity, and prolonged gestation with abnormal or difficult labor. Advise

pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. In the US general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,

respectively.

Data

Animal Data

In animal reproduction studies in rats and rabbits, exemestane caused embryo—fetal toxicity,
and was abortifacient. Radioactivity related to “C—exemestane crossed the placenta of rats
following oral administration of 1 mg/kg exemestane. The concentration of exemestane and its
metabolites was approximately equivalent in maternal and fetal blood. When rats were
administered exemestane from 14 days prior to mating until either days 15 or 20 of gestation,
and resuming for the 21 days of lactation, an increase in placental weight was seen at 4
mg/kg/day (approximately 1.5 times the recommended human daily dose on a mg/m’ basis).
Increased resorptions, reduced number of live fetuses, decreased fetal weight, retarded
ossification, prolonged gestation and abnormal or difficult labor was observed at doses equal
to or greater than 20 mg/kg/day (approximately 7.5 times the recommended human daily dose
on a mg/m’ basis). Daily doses of exemestane, given to rabbits during organogenesis, caused
a decrease in placental weight at 90 mg/kg/day (approximately 70 times the recommended human
daily dose on a mg/m’ basis) and in the presence of maternal toxicity, abortions, an increase
in resorptions, and a reduction in fetal body weight were seen at 270 mg/kg/day. No
malformations were noted when exemestane was administered to pregnant rats or rabbits during
the organogenesis period at doses up to 810 and 270 mg/kg/day, respectively (approximately

320 and 210 times the recommended human dose on a mg/m’ basis, respectively).

8.2 Lactation

Risk Summary

There is no information on the presence of exemestane in human milk, or on its effects
on the breastfed infant or milk production. Exemestane is present in rat milk at
concentrations similar to maternal plasma. Because of the potential for serious adverse
reactions in breast—fed infants from AROMASIN, advise a woman not to breastfeed during
treatment with AROMASIN and for 1 month after the final dose

Data

Radioactivity related to exemestane appeared in rat milk within 15 minutes of oral
administration of radiolabeled exemestane. Concentrations of exemestane and its
metabolites were approximately equivalent in the milk and plasma of rats for 24 hours

after a single oral dose of 1 mg/kg "C-exemestane

F— A K7
VT DA

C (20214¢11H)

A — A NT U T D4 An Australian categorization of risk of drug use in pregnancy
Category C : Drugs which, owing to their pharmacological effects, have caused or may
be suspected of causing, harmful effects on the human fetus or neonate without causing

malformations. These effects may be reversible
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KE O FAF SCE Pediatric Use
(2021 £ 11 A) Safety and effectiveness in pediatric patients have not been established.
H2[E D SPC Paediatric population
(201849 A) Not recommended for use in children.
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