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k4 TR IR S OO ek % S8 U 7= AE B

RESIN T



(Vv.amIciEd 51 )

5. BRERBE
(1) BEERT—% /%y
=

(2) BRPREEIEGER Y

EA=RS/AYA

55 T FRRRIRGBR

HEsh D T F8 K OV 11 ARG IR
60mg D HEERE 185 (6 1) .

BRI B OHPH T, AA O 5 Bl BRIA 13

AR 22 Z I LT, LfEEEEICH L, 40 kT

KR 10~480mg/ H DM H 5 HRERRO&E (20 f5) %
?‘Tb\ i/ﬂf\‘ iki#@%ﬁ %—f*ﬁﬂi‘bfuo

D BT

HH 5 HARE ARG

BTN 480mg/ HZl A 58RI, BRI ORES TIERIERT

R LIV 71:_75)

o, MIEHFRVE RE~OREL LT
OHET, BETIEH D0

Y g

FEEREIZ OV TIL, R
ANFMHEEREE LV L5 EFE<,

HH 6 AR OG- T, 20 Bl 5 B 4 BICREITER 2587,
M H 5 AR O#E-0 120mg/ H L L

B AR VE /*f*/\ﬁ 127U (SHBG) & _EH-MNFRD

LIT o 7 UBED AUC 1X7 14 v T v KOs
I—nu v/ NNEFRZED AICEEZHEDLT-ODHAN

BT OEEGEIT. I —r v NADK) 2/3 FE LHEE S,

LIEDORER LY . RWE A 85217 5 9 MAHEAR BRIV T,
FREEDNEINT 2 AIRENEZ B L. BEEEZRBIMEI 2N 4 511h 3 il

MEZ EfRE UTHEmET & LifimShi,

BIVER O#EE &
CH BT 240mg/ H D

IIEH
BIVEF BB OFREE  (grade)
HH HE 5 HWH 5 MG
40 60 10 20 40 60 240 480  (mg/H)
T 5 3 3 2 3 4 3 4 2
BIERFEEHIE 0 0 0 1 0 0 3 0
BIVEFEIR
M ifn Bk 1(1)
BERARR 1(1) 1(29
G 1(1%
EH R 1(29
PRI 1(1%
ETY R 2(1, 29
SHE 1(29
SbHOoX K 1(1%

* Al BEFEOR LIERORRE

1) AR ORI OIBRICB W KRS LTV D ik - &I

L DEE, AL

EhLI 7= L T4img 2 1 H 1 [EIREOKRET S, £/, BRES CGRYE
1R O R 7 SIS ) 1okt LCid, BEAIC LI 720 LT
120mg %2 1 H 1 [ERR OS54 5, 728, ERICEV#EERERT 5,1 ThD,



(V. aEIzBd AEH )

(3) FRERIGIRFRER

o TARER AR AR O S e sliR)

HAH N
RET A | A—T R
H Ay WL RIVE CRIENEG LTV E AR S A REFNC
LHEHARERET D,
PSES HE1T - PRSI AE
BEER] : 195 1] GEAg ] : 175 B1))
HIMERRT X5« 156 B, ZEVEMEAT 4 171 45
TR | O MESEZXITHRZICEVIETH S Z LRI Nt
DIEB
@  WERTHESULEHN AT REIR AL = A 5 D AEf
@ BIEENG . LFREIT 4 B . sAEVHL 7 oib
U 2P0 KO BRM AL 2 R O RBIRE S 3 B SEF
@ PS 23 0~3 DIEH] (BisIZ L D PS 4135 LT 5,)
BRIk AF 21 H 1 EEAR % ST L. H AR 2,
(W &) 40 & 1¥60mg/ A
(BHE) 120 & U*240mg/ A
FHIE B BhR, etk
R UE SHRHE - AhFIts THEFT - BRALEBE 2R DI RO
I EHLE |
Bl VB H . ARG SEE TN AL SR V50 S50 00 ) &
HEDATFR TRIVEFH GCERE ([ CHEIL (0~4D5EXE T
A
AER < B>
1. WHE

AR 72 LI 129 2 2820 3R 1% 40mg/ H#E T 35.7%
(5/14), 60mg/ HREETIIEBBNIRRD LR o T, £,
BRI R TR G2 loxt 3 5 R 1E, 40mg/ B EET
13.3% (2/15), 60mg/H T 21.1% (4/19) ToH 7=,
ZAUHETER e LA S B IR IES R 2 OF TR
2hE1%, 40mg/ AHET 24. 1% (7/29) | 60mg/ HHET 13. 8%
(4/29) THo7z,

2. mHE
BN IE PR ISR D RN EIX, 120mg/ HEET
25.0% (1/4). 240mg/HEET 33.3% (1/3) TH -7, BE
TRIEE* TR 2 28503 1%, 120mg/ H T 12. 1% (4/33),
240mg/ H T8.3% (3/36) Th -7z,
DR BRIE ISR L BEVRRG N A O T R
i%. 120mg/ HRET 13.5% (5/37) . 240mg/ HEET 10.3%
(4/39) TH-T-,




(V. a®EIzBd A1EH )

<ZeEME>
40, 60, 120 KON 240mg/ H O HEIZI VT, BWEHFRBLIRIT
FNERN, 19.0% (8/42). 11.1% (4/36). 30.4% (14/46)
KON17.0% (8/47) Toh-o7-, BIfEMIL. GOT, GPT, ILiE Ca
FREAOREFBEMERERE . WONCEBACRE., Bl - @, EE
B DFEW, HEIALH, 82, £ 9 FEREO BMMRENER TH
ST, KERSDS Grade2 LU R TR ThH - 72,

P =i
A=)

AR OE R B OV H A OB E MR 31T 2 AH i i B
AUC DZ % THEJE Lo AE R, Bl 722 LE R OB k%
BRI O XD @ E R UPFREORGR &7 DIEFIC RS
WHEL LCE, 40mg/ HNEMHAETH 0 | AEEE ARG
T OBEVRIRGE D X 5 72385 R Ve EEDO SR L& LT VE
BHZxE LTt 120mg/ H MW E#E TH D Efdm Iz,

*1 0 FFRE, BURBRRIES ORTGHE 2 F20E L TV 7RV VES]

*2 1 IERABIIRIERS TR ICHEFE LTAER]
%3 1 I ER A B IRIE T P38 LT ]
s4 : FEWIRTE, TORIRIE & 52T T e

HIE IR 722 LB S O BRI R R C B 1T 2 RO

1H N Zh R RIE B ZZhH" (CR+PR, %)
&ng)g RITEFR DFER R or \ o T ~at
40 AR 72 LA 0 5 4 5 5/14(35.7) 7/29(24. 1)
HHBIFRIE R A3 11 0 2 5 8 2/15(13. 3)
60 Va7 LA 0 0 3 7 0/10( 0 ) 4/29(13.8)
HHBIFR L% B3 45 1 3 6 9 4/19(21. 1)
120 AR LY 0 0 1 0 0/1 (0 ) 1/5 (20.0)
MBI B3 0 1 0 3 1/4 (25.0)
240 ATEFR 72 LB 0 0 1 0 0/1 (0 ) 2/5 (40.0)
MBI A% TR 15 0 2 1 1 2/4 (50.0)

CR: 582285, PR : #3288, NC : R4S, PD @ fE(T
* O SERBIC BT D RE

HIPRIE TG L OBEEIRAIIC B 1T D Reh=R

1 A 2RI 15 AN (CRPR, %)
kb BB DR
(mg) CR PR NC PD AR it
40 e BRI R 5] 0 1 0 2 1/3 (33.3) 2/8 (25.0)
BEIRHR ] 1 0 2 2 1/5 (20.0)
60 i BhFR VL H R A5 0 0 0 2 0/2 (0 ) 0/4 (0 )
BETRIR B 0 0 0 2 0/2 (0 )
120 | #BhFRIE P ARSI 1 0 2 1 1/4 (25.0) 5/37(13.5)
BEVRIZ B 0 4 14 15 4/33(12. 1)
240 | BRI AR 1 0 1 1 1/3 (33.3) 4/39(10. 3)
YRy R 1 2 11 22 3/36( 8.3)

CR : SE&FEZh. PR : #5028%h, NC: RZE, PD : #17
ko JEERSERENC IS T B EERhR




(V. aEIzBd AEH )

R o $e G- B S BUEI B OV
AIEM OB (%) KO [grade]”

40mg/ H 60mg/ H 120mg/ H 240mg/ H

ST AT HERE 51 42 36 46 47
RIVE A B 225 8 (19.0) 4 (11.1) 14 (30.4) 8 (17.0)
Bk plo a3k 2 (4.8 1 (2.8 3 (6.5 1 (2.1
Mg - AR

P RTREAE SIS | 417 34* 45* 47

T A A1 (11 2 (4.9 0 (0 ) 3 (6.7 1 (2.1
B 5. 1k 1 (2.4 0 (0 ) 1 (2.2 0 (0 )
FRATAE B DINER

GOT » E5&- 20 [1,2"] 0 1 [1] 1 [1]
GPT @ |5 2" [2,3"] 0 1 [2] 1 [1]
LDH @ F 5. o] 0 0 0

vy —GTP » & 120 ] 0 0 0

Al-P » L 5§ 1] 0 0 0

Ca* D 57 0 0 1° [1°] 0
HREAEOKT 0 0 1 [1] 0

Hb DILT 0 0 1 [1] 0

Al S AR

FHIFTRERE B | 42 36 16 47

BIIE R FE BB 7 (16.7) 4 (11.1) 14 (30.4) 7 (14.9)
Be5-rp 1k 1 (2.4 1 (2.8 2 (4.3) 1 (2.1)
BITER O NER

BRAR 20 [2,21] 1 [1] 7%t [1,27,2,2, 3" [1,2" 2]

3%, 3, 3]
HEL - g 3¢ [19,2,3] 1 [1] 7 [1,1,1,1, 6" [1"1,1,1,
282, 2] 1,2]

ERN7I? 1 [1] 0 0 0

T 0 0 1 [2] 0

B 1 [2] 0 3 [1,1,2] 2" 1 1]
WE N 0 1 [1] 3 [1,1,1] 2" 1" 1]
BIEpT) 0 1 [2] 0 0
BHIEAL 4 [1,1,1,2] 1 [1] 5 [1,1,1,1,2] 0

W% 0 2¢ [1,3°] 0 0

% 9 PERR 0 2¢ [1,3°] 0 0

T 0 0 2 [1,1] 0

FTY 0 0 1 [1] 0

PRI VAR 0 1 [1] 0 0
JEi 0 0 0 1 [1]
i HH af, 0 0 1 [1] 0

k1 b H RS PD UZBIVER k1T X 2 AR i) & [ 7= BEA mT BediE (5

a : BASEIGRFA2RIE A EA I YL U CRE 2R LTz, BIVER RREREIC 22 W IE A 13 Tgrade
0: 7L, 1:UREE. 2 HPAE. 3: &, 4 O THE) O 5 BT L,

b~h : ZIENORIVER P B R LI fER

) AHNOPARL I OIRRIZ B W THERB I TV D HE - H&EE, TEHE, sl
IR I 7z LT4img 2 1 H LEEOREGT 5, £/, BEEREH CGEYk
TR OV s i 70 S50 51) 1ok LT, AL h LR 72 & LT
120mg % 1 A 1 [EfROEE5T 2, 7ok, ERICEV#EEHEET 2, Tho,



(V. a®EIzBd A1EH )

(4) HREEAIEER
1) BN ERREEEAER ©

%055 T AR R

HH

P

RBRT A

AL " H S LR

HEY

ARHNOHELT - HRAIBITH T DB IE Bk OF A%,
HEXT T (TAM) ZXRIEIEE L CTHREET 5,

PSES

HEAT - PRSI
BRERIER] © AHFIEE 62 /51, TAM & 60 31
WERS] © AAIRE 57 1], TAM BE 57 1]
SEaf - AKIRE 53 B, TAM B 52 15
B - 2tk - ARSI S: - AREIRE 57 il TAM B
57 4

EEUAN N9t

O JFIEHELT - IS O R DIER

AR AT IC L W HE TH D = L DR S UT2IE

il

HITE FTRE SRR FTRER A 2 A 9 D JEH]

BRI E LT, AT EREOIRVER (4 BhEas

LT TAM ZEH L72385A80% 12 BUL LR & D IE

)

® HEEE LT, bEEIT 4 EMLL L, 7 ke ) I
> e OV BRM 84K 1% 2 B ORI FE S & 5 AEL]

® PSS 0~3 DIEF] (BHEEIZE D PS 413K ETS,)

®e ©

RBRTT 15

AKIEE : 20mg $E4 1A 2 88, 1 B 1 [EEIAH%, 12 BELLE
A

TAMFE : 10mg $€% 101 1 88, 1 H 2 FFARL Y &%, 12
J e LA AR A

FEfE H

ZohAs, WRIEBIRY, TR, et

FFAI e

At FEAFZE S THETT - BTl R 12 1) IR
D) TEHLE |

et . BRI FESEIE D AALFHIED TR O] E
HHEOF R TRIVEHAGEHERRER (B,
7272 L, REEMDRWEEAITIROD b B TR,
0: 7L, 18R 2 P& 3 B,
4 WD TEE

HRVE © AE ROV R A LT 4 BB TR,
L:OTHH, 2: HH. 3: FH&ITEDbRW,

4 ;B




(V. aEIzBd AEH )

IR S <HME>

- BRI 114 BT 3T D ZERhERIT. AAIRE 26. 3% (15/57) .
TAM #f 28. 1% (16/57) ToH V., AEAEITRD N>
72 (p>0.05, x*HE. UKIE),

- ER BBHEBIIC I8 1T D Z82h =%, AAIRE 28.6% (6/21), TAM
#E 30.0% (9/30), ER RHABNCIIT B 28803 1%, AAIRE
25.0% (9/36), TAM &£ 25.9% (7/27) THYH, \WTHD
BAELABEETRD N7z (p>0.05, x2HE. U
RIE) o

- CR BiZEE TOWIM (FIfE) 1T, AARE 91 7 (14~127
H) 2k LT TAM Bfi% 169 H (164~218 H) Tho, K
FIBENA B IED > T (p=0.014, URIE),

<BAPE>
BIVEF OFBLRIIAFIEE, TAMBEVFNS 12.3% (7/57)
Tdh ol AFIBETITAMERRD, FFSRERAE D w2
B, R, AL B, TAM B CIIATHEEERR
EEORFELES, BREAE, B, B2, DBEIEDH
iz, 7B, BHHIEFNCE > TZFIWER A TAM BT 2 BiIFR
O HINT,

<HHME>
TEH] L EORITAKIEE42. 1% (24/57) . TAM B 40. 4%
(23/57) THY . MFEHZZEITEO LZeho7 (p>0. 05,
xRE, URE),

Ahim FAhE . 22 e O FAPEIZ BV T, AFIE TAM & O E 72
FEERDIR o T,
TN
I 1 o e
WERE EFK UERIER (%)) CR+PR (%) x5 U
CR PR NC PD NE RS | sEapl
\ 8 7 24 14 4 15/57 15/53
AR ST o | az | ey | e | o | @63 | @83 .
N 3 13 20* 17 4 16/57 16/52
T 5T oy | oo | @51 | @o.8) | (o) | e8.1) | (30.8)

CR : 582Z%). PR : ¥4y Z%h, NC : "ZE, PD : #47. NE : iMBRAE
NS :P>0.05 x’#EILCR+PR A& L THRE L
% RO LFAML A HE A R TE A 1 Bl &S Te



(V. a®EIzBd A1EH )

2) REMHER

BRG], 2RI K OF 20

. e W (A%
i B | R BE | R | i U &
WD T B el Nh R & AFHE 15 12 120 29 NS
7D 5 E TO MM TAM 7 16 12 169 40
PRIZEIET 5 F TOHIM AFIHE 7 27 169 99 NS
TAM #¢ 13 12 179 57
CRIZEIZET 5 F TOHIMH AFHE 8 14 127 91 *(P=0.014)
TAM #% 3 164 | 218 169
FE5H A (PR f51I+CR 51) AFKI B 15 37 425 155 NS
TAM #% 16 50 540 | 154.5
NS :P>0.05 3k :P<0.05
BIWER (B M REER)
- \ B (%) \
AFIEE (57 41) TAM B (57 B1))
CEVTIN 1*[1°] (1.8)
BACRIR 1[1] (1.8
(ISR 2] (1.8
B AL 2[1,17(3.5)
FEIT 117 (1.8)
E2 1[1] (1.8
HEN 1°[1°] (1.8)
PS> 1"[2] (1.8)
] 1[2] (1.8)
FEBURE B4 3 (5.3) 6 (10. 5)
WE x* NS
* o RIEASP G a: F-—ER [ ] BIMERRRE
NS : p>0.05
B A A A i S 5 2
- ‘ B (%) \
AFIEE (57 B) TAM #£ (57 1))
H Bk 1 [1] (1.8)
GOT |5 2*%[1° 1*] (3.5) 14 [29] (1.8)
GPT |5 2#%[2% 1*] (3.5) 14 [29] (1.8)
v —GTP k5 2>€[2° 1¢] (3.5)
Al-P 5 1* [1°] (1.8)
LDH |5 2>€[1°,1¢] (3.5) 14 [19] (1.8)
BMarxarFro—iL 5 1¢ 119 (1.8)
cUZVETA RNESR 1° 19 (3.5)
FEELIE B 4 (7.0) 1 1.8)
WE x* NS
* o RIEH B a,b,c,d: F—ERORUAES [ ] : BITERRRE
NS : p>0.05
R EER A L




(V. aEIzBd AEH )

(5) B - FRRERIGER

BN W ARG IR RER (¥ X7 = UPEILIEIC 5 2 A eER)

HH

A

RERT A

F—7 L RER

HEY

HEX T = (TAM) FEEMEFLIE 63 25 A% S & (120mg/
H) OBAZMER VLSOV THETT D,

PSES

TAMEIEIZ i E 2 R L= AR
BEFRIER] 736 CEASHE] - 6201)
R RS (5E4E)) : 51 B, Z2MEfEbTrE: « 59

SR/ oo

TAM FRIEZ I E 27 U7 S U] (fR L, BRI TAM LISk
DRV CHNE R UTIERNIIRE E Law,)

R XTI L VI CTH D 2 & D3R ST AEB]
T AT RE S AN AT RESR A 2 A5 5 AE B

TAM LA T 2 BRI EORIRD & 2 e

AAEE L LT AR 4l B, 7 ok I VUK
Y BRM #4401 2 W [E D I@ A3 & 5 e il

FORRRRIET 4 B EORIRE & U | BREHSAL LM 5%
& UT=JER

PS 7% 0~3 OIER] (BHIZ L5 PS 4 1355 L5 %,)

® 06 O

Q

RBR T 15

1 H1[E, 120mg (60mg & X2) ziflfte. 8EMLLEIRMT 2,

A H

ZhAR, WIRFEHR, IR, Lt

FEAI 267

 FLIERAFIES THEAT - PRSI BT 1T B T DIBH R
TEFE

o BARIRIR P BT DY AA LSRR IE S0 Bt 3 o ) i J v
OfFEE TRIVEHGLHEER ([CHEL,

i

<TEhHE>

* TAMBRIEIERN5]T6. 3% (1/16) . TAWRRIEAT 20 % s HE Tofil
141, TAMAHBOIRVE BERh 51 T 15. 4% (4/26) . TAMBRIETHESEF] 4
R TIE11.8% (6/51) Thoiz,

65 H LLENCOSHE#E L 7= = HANCIE B D FEBL =R 1115, 7% T -
77

- B O AR BRI £ Co MR (FPUvE) 13348 (15~137
H). ZE2hIM (hJefl) (%1270 (39~381H) Tho1-,

<ZE et >

BIWER ORBRIL5. 1% (3/59) THY ., 55505, M,
JHBSRERRAE O BH 234 1 BIEEL L 72,

ZENH e ORI NCIEB* DIBLFIX, £ 11.8% (6/51),
15.7% (8/51) TH V. 5 DOEIZERE . EREGME. BIVEHEIC
S VIEFZBINT L TEIBICEEDLZENG, KFOEH
& (120mg/ B) 1ZATEPEIC TAM R OMbS291E 2 fa 1T U 72 EFlZ %t
LEHRFETHD EEZ B,

%6 o A LLE NC 23ksE U 7= JE )
3¢ 60mg $EIF 2025 4E 3 A 31 H TRy & I8 T



(V. a®EIzBd A1EH )

TAM FRIETPEFLRE (S XT3 D RBR Gaapl) (7 70— T

ﬁ@§% %A o JEehz2 AN ISR =1 ST | BN R
AR (RIVEEEN SR |JE B . e e
) CR | PR |EH#INCT'| NC | PD | CEFE(%)) | UEEHEK(%))
R 51%! 1 5 8 13 | 24 | 6/51(11.8) | 8/51(15.7)
TAM S HEh 31 6% | 0 1 3 5 7 1/16(6.3) | 3/16(18.8)
NC JHEZ5h 5] 9 0 1 3 4 1 1/9 3/9
PD 2151 7 0 0 0 1 6 0/7 0/7
TAM A SR sl 9 | O 1 2 5 1 1/9 2/9
CR 74 4 7451 3 0 0 2 1 0 0/3 2/3
PR % 54 3451 6 0 1 0 4 1 1/6 0/6
TAM HiBhEE L EZh ] | 26 | 1 3 3 3 16 | 4/26(15.4) | 3/26(11.5)
FRBIFR L P RS 21 1 1 3 3 13 2/21(9.5) 3/21(14.3)
6 » A LI FSE 5 0 2 0 0 3 2/5 0/5
CR : SEAZ. PR fBZRZh, NC : RZ, PD: (T

T1:
T2:

X1

fiRHT L 7=
X2
X3
X4

NC HiRIA3 6 % A LL_EAkse
TR SE BN D IR K OV NC JHLR

TAM VLI 8% (NC, PD) Tdb - 7=HEH
TAM FRIEIC—BEIOIC A SN (CR. PR) CTEDOBBIE L AEH]
TAM A BHFRIERIA T H R Ol BRIEIE T4 6 » H LINIC B L7 E

THBNBRER TR 7 0 A DRSPS Lo o, ks sea 58 Bilrf 7 4113 TAM fifh & 138372 h)

TAM FRIEMHEFLRE (S 2 2 RIEHREI, Z250h 30 ] B UMY NC E B DAk R i1 1]

HH SEBTH i (R~ R)
hEFBE COHIM (H) 6 34 (15~137)
FEhEIM (CR+PR) [H) 6 127 (39~381)
R NC ke iR T (A ) 8 238.5 (178~281)

T o NC HIRIAS 6 % H LA _Efkise

PRI T ARG AR AR

CR : 5E42F8%h, PR : #i5328%h, NC : A4

(7 v~ & — BRI 3 2 B ) ¥

VR A — 7 iR

HAT A FET n~Z—VHEL (nsAD) MPEFLREICR
LA MR (120mg/ A) OAZMER VL EMZ, =& A
AL e LTHRET 2,

Bz ML s
BESER - 91 5
AFHF| 120mg/ ABE : 46 5], =% X A X L 25mg/ HEE : 45 f

nsAI# G g U < 13 5% (017 - 58 L - R e AL v

THH R

RERT A

H

* G

TR GRS O
®
®
@

nsAT# G- H U <3G ITHEE L7 AR
FHREZ SUTMER2IC K HETH D Z L0k
B 1% 78 L o RS2 LIRS O JiE 5]
PS 1 XITBHEIZ L HPS 20 JEH]

P S AVIAER

i
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LR BRAMIEE

AP D B> 5 JEH]

TR & 2 VN 3R OSE

4R AP AA 8 D UNE T 1 A 2 Z 2 OTRRR .
1R, AL % 2 T iEf

©oe

ABR T 15

AH 120mg/ B, XiF=F¥E A AKX 25mg/ HEHEE L, JRE
AT, BETEX2VWEEORE, BELLOEENRNHDHET
fke 9%,

AT H

TEGHMETE R WK % (CBR) ™
BIREHMER : Z%h% (ORR) *2, A (FHAR] (PFS).
AAEFHR (0S), AR

FEAI 267

NEIEHE/ N5 - RECIST vl. 1
%24 - CTCAE v4. 0

S

< FHEFHmEE >

CBR : FEIEAIA FIRIZ, AH| 120mg/ BRET 41. 3%, =F & A
A K 25mg/ HRET 26. 7% TH Y . MEERICH B 21T3R
DENoT (p=0.14 FHEDR t E),

<FIRFHmE E >

ORR : Z&5h31%, AK| 120mg/ HEET 10. 8%, =FEARAHX v
26mg/ HEET 2.2% CThH V. MEEFICAEZITRD b
2otz (p=0.083 XKEDZRN t FRTE),

PFS : MRS A A (P fE) 1, A 120mg/ HEET 7.3 #
H, =%®AZAHZ > 25mg/HEET3. 7T 5 ATHY, Wil
MICAEZENRD bz (p=0.045, log-rank f/E,
H— K 2 0.61 [95%15HEX[H 0. 38~0.99]),

0S : AAELFWIM (PUfE) 1%, AA] 120mg/ HEET 32.3 » A,
THREAAK L 26mg/ HEET 21.9 » HTHY ., WAL
ICHEBEITRD Lo 72 (p=0. 22, log-rank .
AP — R 0.60 [95%(5#EX[H 0. 26~1.39]),

<Zreit>
HEHEL

AF| 120mg/ HEET 43 B th 18 1] (41.9%), =F & A A ¥
> 25mg/ HEET 45 B 6 1] (13.3%) IZRD BN, T
BEFEL T KA 120mg/ HEETITED 4 6], BEK, &y
N7 Z o, BIFE 3. RIEHM 2 fl, =FEARHF
> 25mg/ HEECIXREH I 2 Bl CH -7,

AFH 120mg/ HEETIE 3 BIATEL, B, B L VS
ok v EEHIbicE -7,

AFlEHE (120 mg/kg) 1FFEAT A NET o~ —FfHE
#H (nsAl) MHPEFUEICRTTHNDWEIEE LT, =%k A X
X X0HRERD 9 B,

%1 5EZE (CR) +i#4 %) (PR) +EHIZLE (long SD; 24 WML E) OEFIOFIE
362 : CR+PR DIEFI DEIES
%3 AERME LT a ha—/ViEk (310 SERM#%5) % RN GER CiftT
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MIBEAFHME (Kaplan-Meier %)
1.0
H NY—REE0.61[95% 5 FEX fH:0.38~0.99]
b p=0.045. log-ranki& &
L A 120mg/BE
i H AT HAR (R (E) 7.358
% 0.6 x.l' -------- IXEAXS25mg/EEE
§=I: [ MBI (hR(E)3.7HA
# 04
B L
LI
0.2 i
[
0.0 ; ‘ P it : ; ;
0 5 10 15 20 25 30 35
AR (B)
A # 120mg/BE 46 25 13 8 5 3 2 1
THEARS>25mg/AE 45 18 10 4 1 0 0 0
2458 (Kaplan-Meier ;&)
1.0 =
o8 L
2 06-
=3 & # 120mg/EEE 0
T; 04 SAFIER (PR fE) 32.3/8
[l (e— I¥ AR 25mg/BEE
2EFHE (hRME) 21.95A8
021 )\ H:0.60 [95% (E4EZ :0.26~1.39]
p=0.22. log-ranki® &
0-0 T T T T T T T
0 5 10 15 20 25 30 35
i (B)
A A 120mg/HE 46 42 36 31 12 8 1
THARS> 25mg/AE 45 44 33 26 13 4 1 0
AEFEG
A 120mg/ H # Tt X AKX 25mg/ HEE
(n=43) (n=45)
Grade 1, 2 | Grade 3, 4 | Grade 1, 2 | Grade 3, 4
CIOT 4 0 1 0
P 3 0 1 0
Ay b T7Tva 3 — 1 —
BT 3 — 0 _
ANIE H 2 — 0 —
RE i 1 — 2 —
FFgnERs 1 1
Yis 1 0 0 0




(V. aEIzBd AEH )

(6) JAFEfEF

1) EFRRHEERE (—h%
[ FAREERE. 1 E
HFARAEERE. A
RRIRLEEGRE) . &
ERFERT—FAN
—RFRE. BERT
RERRAERDAR

i oA (FAR1L)
1995 4210 H 1 H~1999 4 3 H 31 Bz I iz,
HIEB] 4, 095 FIZF51T 5 RIVEH K OBRIR A S B O FEBI=RIL 17.53% TH Y |
F2 b DT ALT (GPT) L5H-3.93%. AST (GOT) 145-3.59%. RV 27V t54 F L
5.2.30% . LDH k5 1. 76%. i = L A7 2 —/L F5- 1. 17%., v -GTP 5 1.39%.
HIMERED 1.37%72 & ThH -7,
ABPECHOWTIE, ) 1 AR GE T40mg) DORER] GHEATRELES] 155 1) 12k
VT, CR6 B (3.9%) . PR32 5l (20.6%) . NC69 5l (44.5%). PD48 5] (31.0%).
ThH 24.5% Ch o7z, £i=, ¥ 1 A5 [120mg) OMERF] GEM ATEEEF]
367 ) 1ZFUNT, CR19 f4] (5.2%) . PRAT 5l (12.8%) . NC141 4 (38.4%) . PD160
Bl (43.6%), ZNF 18.0% Th o7z,
(VIl. 8. (2) & HHHBIEIWEH R B &K ORI A E R —5 ) 22 )

R
PR T IR DI ABIEIE I B T 2 RIIEH 2 F/M) o4 R T 57
W, WBMEEE S L TRREZZ T Ty, ARIRF-ICER S BE %
$gE LT, 2000 4F 11 A 1 H~2004 4F 10 H 31 HIZHEM L, 864 BN &Ek S
iz, BEBRO BN, SRS LT 5ERER2Y 460 #], RiEE CTh - 72 A58
REFIN 361 Bl TH - 7=,
FEAER, RNTEARIEFNC T 2RIEAFEBUEGIRIL, £ 21.52% (99/460
Bi) . 31.02% (112/361 i) TH v | MEHRAEFED 17.53% (718/4, 095 i) I X
UKGRIRFOD 15.33% (44/287 i) 1Tt Lminro Tz,
SERIERI O F 2 BIVER 1T, BEARMRA (65 51, 14. 13%) . FFIHE RS (13 41, 2. 83%)
HTHY ., BWERARBMAEIX 193 {4 Grade 1 28 85. 0% (164/193 1) & 59T
770
ARFERBIOFERBIEMIL, BRRMRA (40 F1, 11.08%) . ATHHEREEDE (21 i,
5.82%) . AifRd LOFLEREE (16 #, 4.43%) . HHkEE (14 1, 3.88%) . I
EIEE Q0 fl, 2.77%)%FETH Y . BWERFBUEIT 193 {4 T Grade 1 7% 71.5%
(138/193 1) Z 5O T /e,

LT Fe % A

FURBBEEPIERNIC LT 7 =7 A b BE 1 B 120mg #5013, 55 3 AR AT JRME% I
EONDHEA, TTX XV RER|, HXF Y THT— )L AT F
TIINAN T LEOH LWGUER & O SN D GEREE A TV D,

Z 2T, IS OIEFIOIRER I SN 5E OO Sh -6 0% etk
T B BTV, HEZIR T TORENR L OHEEOREHZIE L,
HIEEEREWM AR T D720 RGN A (2007 4510 H 1 H~2010 4= 3 H 31
H) 2% L7z, £7-. 2EDH, FFEAHH (1995 453 A 31 H~2001 4F 3



(V. a®EIzBd A1EH )

H 30 H) HIZHEME Lo HEGERA (FARLLD) 7225 1 H 120mg #5-OJEf] (656
) L. 3BEEE L TBERELMAT,

AT O ZEINEREFIEIL 573 Bl TH Y | LM R SIER]IX 553 B, A%
PEEEFHRIGUERIT 427 B CTh o7, AFHE & FFAHIM IS IENM L7z FARLL & %
g5 e, 727 A NUBEL H 120mg BGREFNCHEH S 72 piaEL0F g
D, AL L TWD Z ARSIz, BER Tl (LFREIRITRIC I R ¥
By ARV REFOMH SN DEIGNEL 20 RVE UCERIESRKITE 3 iR
TuwZ—PHEENL A STV, ERPHBROFERETITY 39
VRIEH, TRV AT OMEREIEN L Ieo TWis, AFEOZAMEIZE L
TIX FARLL @ 120mg B HIEFN L, ZORIWERRBBENE L 785 Z L1320 -
77

7 R e 55 LA g PR R

HH N

RBRT A | T X aMutiEER GEH MR

H i) H AN PR B ISLE BB 2B T D ARIE R 5 o a2 R O
BAVEIZOWT, ZEFXF T 7= (TAN) X E L THEH 5,

PIES 75 ik LA T D PR T R

BRERIER] : 253 B (BARIEGIEL 1 B 125 5] AFF 250 1)
BEEMETE (FAS) :

AHKl 40mg/ HEE 123 B, TAM20mg/ H £ 120 i
LM X

AF| 40mg/ H 126 i, TAM20mg/ A ¥ 126 43l

TR R I PARES DR MEFLI B

5 Ll T

TNM 43%8 : T1-2, NO, MO

T2 halF L E—EME IR
FAUIR I TIRAFF T &2 = T 7B
PS 7% 0~1

T rnpRoM A YE PRI

FHIR

CACHCESRCRCACRC)

BRI AFK 40mg/ H . X TAM20mg/ B DWW hsE . fiitg 6 BEELLAN
WG L. 2 R E ki 5,
N« BERH NS b 4ERH

A H FEFHEER 5 AR
RIEHEE R - 2EFR (0S), MERAFR (DFS), et

FA L E 2242k CTCAE v3.0

FELPED M
MM OZED 90%IEHHIXH D TR -10% Z# 2 TV 7R
A AREIO TAMIZ)ET 5 IELHERRGE S Lz &35,




(V. a&EIzBd AEH )

il

BRI (hofE) 66.5 » AR [1.6~89.7 » AR

< EEFHHEE >

5 AR
AHIBET 97.0% (98/101) . TAM BET 96.9% (95/98) . MR
0. 1% D 90%EEXMIT-3.9~4. 1% TH v . FEXEDOT
IRA-10% % B2 TWRNZ ED AFID TAMIZRkT 5 IES
PEDSHRGE S LTz,

<BNWRFHEE >

2EFFE (0S)
IAABLER IR U I W T, AR ERIE, AAIRET 97. 5%, TAM B
T 97.3% Th V., WHMICAEZETRO bNRhoTe (b=
0.9458, log-rank fi/E).

A A3 (DFS)
BAEBLERIRE U I T I AR AR, AHIRE T 88.4%. TAM
FET90. 7% Th v | MEEMICHEEITEO biviehroTo (p=
0. 3359, log—rank Hi7E),

<>
RIWERIZ, BRER - TR, AKIEET 126 #iH 40 4
(31.7%) . TAM H£T 126 il 42 5] (33.3%) ZFE& BT,
FEELERDY 5% LA EORIERIE, MR & (BT OVE 73
WMThY ., AFIFETITZENZIL 18 fil, 9 fil, TAMBECTITZEI
Fh12 6, 8 BIZFERD LTz, ERARRRAEM R X, AST (GOT)
A KOVALT (GPT)  RH-25, AAFETIZENZEIL 23 #i, 24
B, TAM BETIXZH 4 10 1], 9 BlCFE® HivTe, £7-. grade
4 OEWERIE, AFBECIE B RS L O 2 i ENR S 1,
TAM B CITRP RSB AL IR 2 1 FIER S BTz,

24 7F#E (Kaplan-Meier i%)

i

ai

(%)

1 00 [ T T ) ol

90
80

B L WY SRR ) AR 8 BRSSASND RLUA LIS L L8|

A #Hl 40mg/BE

70 L P BEFXT120mg/BEE

60
50
40
30
20
10 +
0

0 12 24 36 48 60 72 84 96

#AmE (B)



(V.a®\IzBd AEH )

(%)
100 1+

90
80
70

......

HIREFEE (Kaplan-Meier %)

i 1T T Lo-d,

4 - e
1 e B L L oL

A H 40mg/HE

2EXTT7120mg/BEE
60 -

50
40
30
20
10

0 | I | 1 1 1 | |
0 12 24 36 48 60 72 84 96

#AmE (R)

¥ 5 i

PRt

2) RBEME LTE
P EDNER &
=16 L1RE - &
BOBE

EA=R/AA

(1) Zhith 17.3 2Dt

17.3.1 QT FEifmIc*t 9 5% E

QT MBI IE TR OWTHRFTT2 2 L2 HIYE LTl B 1 250 i &
HHBICAH], EF 7Y U EROT 7R AV ZEER R
Fhi U7z, imSERIRE N GBRG 5 A LAINICERIRIBICRIET D L 5 AKI %
H L, 5 HEBSGHIOLDERZRE LZE Z A, AFH| 20mg F5HETY | 80mg #
BREED | 300mg Br GRETE Y 123515 5 QTel B2 Yy (95% A AHEHEXK R _LRR)
1%, FHRLEN 6. 2msec (9. dmsec) . 23.9msec (27. Omsec). 56. 9msec (60. Omsec)
Tholz, /2, FXF L7 x Y0 400mg B5-HE1E 7. 3msec (10. 4msec) TH
Stz WEAT—4), [2.2, 2.3, 8.2, 9.1.2 BH#]
1D AFNOAGRR KX REIL 120mg/ H TH 2

#2) QTel : AT EITHEL, 77 B REE G QT RkE

2488




(VI EhE®IC B 515

2

. REZHM(CEESH
SHEEMXITILE
MEE

. B
(1) 1ERERGL - 1RRE
B

(2) EEEMAFITLHH
%ﬁﬂiﬁ"ﬁ 10~13)

Pl A hr i3
— WA AEXT T =T T TR
HE  BEEOH HILEMORRE - 2IREIT, ETFRIESRTLHZ L,

T AT VA E) IR O R a7 ¥ — (BR) L AR E B
L. DNA RICHEET A=A s L AR A L A b (BRE) EfAIcT 52 81T
L VOB ZAE L TnD, b L 7 = (TOR) KO DIFMHAH (TOR-1) 1%
E, D ER ~O#E A& HETSHZ LICX Y B Ik A2 ET 2 L HEESN T
W2,

BT TOR KON TOR-1 1%, A > = U URRAR IR -1 (I6F-1) @ L& 7% — (IGF-1/R)
BN LIS BREOBBEEZET D 2 Lk v, MlEHAZLET S EHEINT
W2,

1) HriEg A
{in vivo>
O TR b ARIEEE MU Br-10 Z~ 7 A CBAE LIEEA —ED K& S
ELEEEID, FL I 727 ViR 200mg/kg (= 7 ZCHIT D KN &)
EOREDOXEX 7 7 2 U BRES 1 H 1A 14 HREKEROES L,
ML 727 U RIRIC K Y Br-10 OEGEITAZICHH Sz, 2 o%hRIx
HEXV T 27 T U LIRS TH o7,
10 _
s |
6 |

AR BEAEAR S

SRR RRTRA [RRIAATRTA SV RN ENTRETRTRA IWATS

0 5 10 15 20 25 30 35 40 45
LERBOL bR (8)
LI T2 0 U BER O EXR Y T 2 7 DU T A o g
L3 Br-10 (23 2 HUiEE2h
M7 x> Vst 200mg/kg (M), ¥ EX 7 = > 7 T U 200mg/kg (A) |
*IEEE (O) (n=8)
(% %k p<0.01, *p<0.05, XWEEIHTD t HE)




QESEEIN YD)

©® TR buFAREMEE NI ZR-T5-1 2 X — R~ 7 2 B LIS —E DK
TN LA LD 60, 90 XN 135mg/kg D ML 7 =7 UM F 721X
FEXFT Tz A 1A 218 30 HEKERA#EEG LR, FL
T2 T UBIEROF TR T =7 U EREEIT 60me/ke Pl E DR HEICE
W THIFEIN ] 2R L2 SRR IR IO R S e o T2,

00 bLzTzvyIUEE 10 24X 709 TUEME

[}
L ———

N
T

o R 955 A 5
R o R 355 < 9

N
T

0O 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
LB A LY OHE(H) KEBBA XY OR%(A)

M 7o VoV BEERZEX L 72 V2 VRO T R ha b Uk fE e
N LR ZR-75-1 12 XT3 B HUiESh 5

xtREEE (O). 60mg/kg (A). 90mg/kg ((J). 135mg/kg (M), (n=7~9)

(% %k p<0.01, *PEBEIZRTT 2 t RE)




QESEEIN YD)

@ HEXTT = UMMEERE) b NELEE R-27 2 X— R~ 7 AT L., FEEA 50
~100mm” (23 U 72 R &k 0 IR & B4 L7=, 60, 90 & TN 135mg/kg D kL X 7
=7 T R F 7213 30, 60 BTN 90mg/kg DA EXT T =T UG R |
H2[E 32 HRERORS LRGSR, NI 7o 7 = U 6072 H
BIRFIEIITR SR o 72 D3, 60mg/kg B GHEIZEE~ 90 T 135mg/kg &5
IZBWT XD BEWIETEIGIN R Z /R L2, #EX T 7 =0 7 = VB ClEWn
THORAEFEICBWTHRIEOHRETH -7,

N R r AEXLTIVHIUEE
10 | 10
8 8
6 6 I
it &
%4 - 4 |
® N
s s
= =
P <
| E, |
1 L 1L
0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35
BHBBH LY OB (H) HERBHI Y OHE(H)

M T2 Voo BERRFER S T2 VoV BIED XXV 7 = Uitk b
L R-27 (23 D U h R
ML 7 =7 = fiEt 60mg/kg (A). 90mg/kg (1), 135mg/kg (H).
HEXRTT o/ Pl 30mg/kg (@), 60mg/kg (A), 90mg/kg (OJ).
paicti (@)
(n=5) (*%p<0.05, *kp<0.01, XPRBEIKIT S t BE)

{In vitro>

ER(+), ER(-) L O TAM itk & h3U@Miaicxr4 25, hbI 7= TOR-1 (B KT
DI A FRE) SOV TAM OMIFHEFELEEH 2 MGt L7, 7o, BMaic3E71 %
W, 37°C T4 HMEGE L, 2 OFR AR CTOR KA OB 63 2 EER %
ICsfl & LTHEH LTz,

LI 7= TOR-1 L OF TAM i ER ()i 2 © & ER(+) MlARIZ 3RV B ATFHE
R LT, 2TOEEDO NI 72 KONTOR-1 O ICs fEIZE MZ 40mg/ H ZFe 5L
oL EOMPPRE L TEF—FH LT,

MU 7= TAM (X ER(+) TAM MitPE#RE CTd 2 T-47D/T TN R-27 1Z%kF L, ER(-)
HIfE & [R5 OB TERLEMER LAVR &S 2o 7278, TOR-1 X h L2 7= TAM IZHE
~1/2 OPREET TAM MR LEEFERREEH 27~ L7z, ER(+), PgR(+) @ TAM
M PEFLE M (T-47D/T, R-27) K ONER(-). PgR(-). IGF-1{RAFPEFLyEMIAD (MDA-
MB-231) {Zx%9 % TOR-1 @ ICqs fiEilE 120mg/ H @ TOR-1 DI HRE L IFIF—FK L7,



QESEEIN YD)

M7z, TOR-1 LU EXRT 7 =2 OFFEY ARSIz A4

JraL B 5 B = R
. IGF-1 ICs (X107M)
e ER PER O ftett T 1ok ToRr AN
T-47D + + — 2.26  2.16 1.72
T-47D/T* + + - 10.38  5.82 6. 17
MCF-7/K + + + 2.64  3.38 2.65
R-27% + + + 10.83  6.29  10.42
MCF-7/NCI + + - 3.56  3.71 2.81
Adr® — — — 9.37 8.6l 9.25
ZR-75-1 — — + 9.56  7.19 7.87
BT-20 - - + 13.73  10.36  11.49
MDA-MB-231 - - + 8.47  5.83 7.43
Hs0578T — - - 14.07  11.64  10.88
 TAM Tt

BHNAD ICo I n=3 D, LEFZ—ElIn=2 DEHHE TR LT,

2) =AM AERAEOH= A R a U AER

{in vivo>

O FEEAT >~ FIZ0.01~10mg/kgD NI T = 7 U fBERNZEXF S T =
s x U E 3 BRIER ARG LEAIRG® TEHO+ERE&EZHIE L
7o BEMEXTHBEEIZIZ 0. 05mg/kg DT A T VA —)v (B,) % 3 HEIKIER F#
517,
E T FEEEAK 3MHFITHEMS TN, NI 7z 7 UBIEROE EX T
7z DU TEERAR 2SS, X hr S UAEH AR
L7z,

@ REET >~ FIZ 0.01~10mg/kg D LI 7= 7V T UBBIER A EF LT =
VUM% 0. 05mg/kg DT A R T UA—L (B,) (R TF#&Y5) EOFHL T,
3 AHMKEROEL LA G/ TR FERERZHIE L.
MU Tzl oW 0.6mg/kg /D, FEFT T =L T U
0. 1lmg/kg HTA R T VA —/ (B) IZX 5 FEEEOHEMEAEIZIHT 5
A b U AERER LT,




QESEEIN YD)

W00 LLzorvoIUEE A0 mxxsorLsTUBE

300

0.05mg/kgEa#% 5

________ 0.05mg/kgE2#%5-#

200

100

FEEE/ T Y MEE (ng/g X100)

0.01 0.1 1 10 0.01 0..1 1 10
#hE  (mg/ke) 58 (mg/ke)

MR T2 VIR ONZTX VT 2V T VBRI DR T v FFEICK
EIEA

EHEGH: NI vo o oimiE (@), #EX V77 Ui (W),
EJEHE : b Tzl (O), #EXF V7 =07 Ul (O)
FRITTFHE R ERZAE TR L. (h=6)

(%p<0.05, * *kp<0.01, B85 IIHHERIIKIT D t BE)

{In vitro»

)

T AT UF— (B) EAENE E(+) T-47D il BT, 107 @ E fZ(E T F
TAIIEFIETFIC L2 7 =2 TOR-1, TOR-2 Z ¥RAN L CHIAEHESIIC Ko Ed- 52
WA LT B IFFEETFTTO R LI 72, TOR-1 13 3.2X107~10"M O#ilH
T, £77. TOR-21X3.2X10 ML FOTRTHOEETT R a7 AER Gl
HESEVER) 2R L7228, 2O OERIKE, L V8 -o7-, E,FE FTiE, L
I 7=z, TOR-1 1 10°M LA B @ T, TOR-2 1% 107M LA LoD EifE Chi=
A ba U AER (BT X 2 M O msiER) 2 L,

20 20 20
fLE2DzY TOR-1 TOR-2
’E 15 1.5 1.5
g B e e e e e -
B
B
=
1.0 10 1.0
%
=X 0.5 0.8 0.8
- o a
0.0 e 0.0 n L s 0.0 1 1 1
w0 10® 107 10 10f w0t 10”10 107 w0 g0 aetie® 10?107 et w® a0
3 - = L .
wE (M) wE M wE M)

Bo i &2 T-47D U OMEHHIC %25 b L2 7 =3, TOR-1 K OF TOR-2 D HEFHFHEE A
E, (107°M) 7#EF (M) : LI 7>, TOR-1 HZUNTOR-2 (@)
E, (107°M) FEFEAET (O) @ FL I 7=, TOR-1 KONTOR-2 (O)
(n=3)



QESEEIN YD)

(3) YERREREM - #
el

@ ERMH) b NI T-ATD #ANT R I 7 =27 = figtE (TOR) HINFD
) TOR-1, TN HFEFT T 7 e (TAM) @ ER ~®O[PHl= A k5
CF— (B ORESITKT AEEH % Whole cell up take 3EZ FHVTR

Oz,

T-47D HE D ER Ik AEHFMEIZY H o RO E, 23 bR < . YRUWT TAM=TOR
=TOR-1 T - 7=, TAM. TOR } TR TOR-1 OFHFPEIL By 1ot L TENER 1/1542,

1/2338, KU 1/56381 T o7z,

120
100 -
80 |
60 L
40 L

20 | @ TA KT VF—) (E2)
B L I7=> (TOR)
O TOR-1

A ZEXT 7z (TAM)

0}

SH-Bof Szt 2 RER (%)

-20
1% 10" 10° 10" 10° 10° 10° 10°
AR (nM)
TOR. TOR-1 K TN TAM 0> T-47D HIMED ER (2% % B, DFE S BLEMEH

T-47D IR ER (2595 TOR, TOR-1. &N TAM OFEEFH

EEM
- 1Cs Index
Al (> 10°%) (AN 1Cs0/Ey P 1Ca)
E, 0.63 1.0
TOR 1447 2338
TOR-1 3401 5381
TAM 975 1542

3) TOMOEM

{in vitro>

IGF-1 THIZEARLE X7~ ER (+) TN MCF-7/NC1 Z W= EBR TR L I 7 =7
T WA . TOR-1 L ON TAM IV b TGF-1 12 & A AR EE sl 2 ikl 4= A 5T I6F-1 {§

HAERLT,

N, BEFNT IGF-1 THFEEHE S 7= ER () ILEsAa Adr® 1256 UC b [EEDHT 16F-1
VERZR LT, ZHBOREIZE Y Z ot IGF-1 fEFIX ER 2 ERWMERATH S

LR ST,

MG R L



(VI. EMBAEICRE T 518

1. MAREDOHT
(1) amERGMA [ FZLERRL
RE

(2) ERPREAER THESD <A FL>

NFmARE ™™ [ D) LM EEF AR E L H LEL 4O0ng (h=4) KO120mg (n=3) ZiZiiski

5 HMEROESE Lz & oMb 8RN 21T-7-, TR (kL I 7 = 7
HiFE) & TOR-1 (fREH) il higEEHER 2 IR LT,

(HPLC-UV ¥ CHIE)

100004

10007 KX\A
[

EmEHTORK UTOR-12E (ng/mL)
3 8

" 33

0246 24 0 é4 ‘ 1é8 ‘
1 P
s °HH BB (BRI
—{}— : 40mgTOR —— : 120mgTOR
—— : 40mgTOR-1 —&— : 120mgTOR-1



(VI =BT 28R )

[FL 7 =] TOR

1HH
BhH& [AUC]) g4 Cmax Tmax
(mg) " (mg-BERHLL) (ng/ml) (B )
40 4 3.4V 233.3%+ 95.7 3.5£1.0
120 3 10.5+3.9  855.1+281.4  3.3%1.2
50 H
5 & (AUC) ¢-24 (AUC) ¢-336 Cmax Tmax t1/2 8
(mg) " (mg - WL (mg - BERL) (ng/mL) (REFH) (FRE[#D)
40 4 7.4+ 2.7 57.4% 35.6” 421.3%+126.5 4.0 143.3+60. 92

120 3 28.47%19.1 190.6+120.8 1554.2+797.8  3.3%2.3 125.3%+19.7

[N-FAAF )L LI 7] TOR-1

1HH

B b5 (AUC] g-24 Cmax Tmax
(mg) " (mg - WERL) (ng,/mL) (FR¥fH)
40 4 0.7" 40.6+13.22 17.3+11.5

1200 3 3.740.9  196.1%55.0  18.0+10.4

5HH

b (AUC) g-04 (AUC] ¢-336 Cmax Tmax t1/28
(mg) " (mg - BERLL)  (mg - BEREL) (ng,/mL) (RF[#T) (FRFf#)
40 4 5.4+3.1 77.1+ 26.6% 295.8+137.1 97.0+159.6 172. 6"

120 3 21.3%£5.9 342.9%184.9 1350.0%501.9 113.3%£94.7 463.9%363.0

D 2 BloFEfEZ =T,
2) 3 B VIEARERE 2 7R T




(VI Z=WEnselcREd B1EH )

(3) s

(4) BE - fREORE

\

2. EWEERNS

}__@1@
(1) fRAE

(2) RULEEEH

2) o5 TR RG IR ARBR

TERARRBIZIS T 2 g TR >
ﬁﬁﬂﬂ%% ML 77 UL L T40 KON 120mg % SAER A% E- L.,
2. 4, 6 L8 WHH O H% 24 KEIZHBIT S b 7= (TOR) & Z DY
f%évix?w%V:7m/(mwnmm%¢%ﬁ%@ibkomR&w
TOR-1 DIMIFHIREE XTI S B G-BMA% 2 BLANICE FRREICE L-, TOR-1
@ﬂ%*%gﬁwfﬂ@§5ﬁﬁﬁwfﬁRR@Z%MLT%OKO
(ng/mL)

10000 - < g g
] N4 ] TOR-1

T

100 4

Mg —-0 O =S\’ 1 I/ T 7 BHE &

FfEtEERE

0 2 4 6 8 0 2 4 6 8 (am)
REHm
IHHEAEIC N LI 7o D U A NEROBRES L&D
F U7 = 2 OV TOR-1 OIS R AR CE¥IE = AZ %R ZE)  (HPLC-UV %)
—@— : 40mg FHHE (n=4), —H— : 120mg &5 (n=3)
7272 L., 40mg 58D 6, 8 ¥ HOfEIL n=3

AR L

AR L

AR L

HHTX 220



(VI Z=WEnsel—REd AIEH )

3.

4.

(3) HEEEEH

4) 2IVF750R
(5) NHBHE

(6) Zmith

BEM (REaL
—ay) B
(1) fEfrAE

(2) NFA—AEEHER

[&J‘IX 15, 16)

Kel : 40mg TOR  :0.00584 (4 {3 F-Hil)
TOR-1 : 0.00298 (3 B> F-HIfE)

120mg TOR  :0.00561 (3 4D F-HfE)
TOR-1 : 0.00217 (3 5D 1)

MM ERR L
MR L

MBI L

MR L
MBI L

CHEEED>

VB (n=2) |TAHK] 40mg Z HLERR N5 L7z & & | 3 IREEI14 I B i
IREE (392.5ng/mL) (ZEEL., D%, FEIHNT ok 3.0 KifHl, B +H 68. 7 I T 2
FMEAZ R L CER LT,

<AEHE>

AFE AER D #E (1B 1A, 40mg T 120mg) L7z & &, AUC J OY Cmax OfEIE
%%&ﬁ%:ﬁMLkoﬁ@%ﬁ%@ﬂ%@%gumﬁ&ﬁﬁmw&f%mL\&
A% 2 BEILUINIZIZIE—E L o T,

(B>

Ty MMV Tz U ARERORS (10, 20, 40mg/kg) L7zL &, &K
ZRABAR TOR J M) TOR-1 23386 HAv7=, TOR (3% 5% 2~4 BFfEIC, TOR-11% 6
~24 FFRNZ IR IE L, Z20%WIvh — M2 R LTt L v gk L,



(VI Z=WEnselcREd B1EH )

fj\*ﬁ 16)
(1) Mk —FxEEPT@E

(2) Mm%k —RaRERARTE@
B

(3) i ~DBITHE

(4) BER~DIATH

Ty MRV I 72 72U RIEEHR G L2 XD TOR (KU 7 = ilEBEE L)
KON TOR-1 DOIREY S/ T A — 2 — (n=3)

b5 J Cmax ™ Tmax [AUCTg-24 tiye
(mg/kg) (ng/mL) (FRF[#) (mg + FF[#/L) (F[#T)

10 p. o. 107.9+£27.3 2 0.9 6.9

TOR 20 p. o. 170.5%45.4 2 1.9 7.2
40 p. o. 283.3£49.7 4 2.4 11. 1

10 p. o. 92.5£22.6 6 1.4 33.9

TOR-1 20 p. o. 158.5%45.0 6 2.3 15.5
40 p. o. 185.8%£94.9 24 3.5 —D

1)« $eh54% 24 Weff) £ CHSETRERREN 2R ST, R TERho T,
* 1 PHME AR YERE,

21 H M AERE P 502 D4 i e ONIAE i e BE 4 BLIRIRE 1 4 G & bR L7z
L&, Cmax [ XZENEI 3. 8%, 2. 45 &m0 o 7oA, Tmax 36 K ORI CBAZE 72
ZRITBD Do Tz,

FHRINERIL 44. 3% TH Y | IBIFEERDNRD b7,

KPR L

U ER R L

<HE>
HRZ v MCPH] bV 7 =0 7 = Ui % 10mg/kg HERR O &G Uiz & &, ik
I ETBEDS GRS B AL, & DESFTRE DA ERIZ CRIE S D b oD, JRIEEAT
PER DTN D BT,

MR L
B>
S3Meth 8~9 AHDT v ML) kLS 7wt 7 = B A 10mg/kg HEIE O 5

L7z & &, P B ReiR 1T 2R E R U2 B8 T [RIERIZHIE L 7= 2 & OV 4
FEYLEWVEEZ R LIEZ &G, HBITHOE W LRI N,

AR L



(VI =BT 28R )

(5) ZDfDMERAD [ LR L

4= 16)
BT PPN

Fy MZPH] FL R 7 =7 o W% 10mg/kg AR OG- L7 & & fidglx
TRTOMECAT L, 5% 3 BISBOTHIZE AL ORI CHIEAHETH -
7o RECHG, FPBRR. B OVMERRLC @ O BEDS RO BTz, Fiz, IR, B KON
OISR > 7=,

HEZ > M2 PH] P77 g% 10mg/kg BIERE ARG LTz & & OB ERIRE (n=5)
HORREIRE (g TOR 5L/ ghHik)

W —Em e omm 10Eh h e1E HE FIE
ENT 0.33 0.35 0.53 0.35 0.27 0.43 0. 046 0
e E0.071 £0.21 - +0.065  £0.059  £0.048  £0.13 +0.071 .
i 0.30 0.25 0.47 0.21 0.31 0.38 0. 048 0.017
... *0.082  £0.078  £0.087 ~ +0.043  £0.30 £0.082  £0.045  £0.038
FRIMER 0.27 0.23 0.48 0.36 0. 29 0.42 0.13 0
+0.074 +0.048 +0. 095 +0.035 +0. 066 +0. 16 +0.25
Y 2. 72 T 3.07 3.83 T 2.62 T .69 T 0.46 T 0.090 0
+0.55 +1.39 +0.50 +1.06 +0. 58 +0.077 +0.11
i 921 15.92  26.28 10.37 1177 18l 0.22 0
e ELO4 +6.84  : +4.32 +3.90 +3.95 . +0.83 +0.37 .
ik 33.69 25. 34 19.03 11. 08 6. 80 2.44 0. 56 0.17
e ET34 E19.09 +2.94 +5.77 +4.24 139 +0.37 __£0.08
R ik 3.85 5. 86 8. 14 5.54 3.19 1.16 0.22 0.030
+0. 78 +2.95 +0.99 +1.15 +0.52 +0.26 +0. 092 +0.019
== A 8.95 - 12,14 7.61 T 6.06 T 1.66 0.29 0011
+1.87 +5.05 +2.32 +1.68 +2.09 +0.70 +0. 43 +0.025
R 096 2.07 5.00 374 2.66  0.91 0.016  0.005
i 029 £0.96 _: +0.81 . +0.67 +0.50 . £0.45 +0.027  =£0.012
JPENR 3.26 6.60 10. 17 5.26 3.91 1.61 0. 066 0
R =1 & S +2.53 : +2.11 . 101 +0.43 £0.39 +0.15 .
e fik 5.11 7.45 11.74 6. 50 3.73 0.94 0.079 0. 003
+0.96 +3.38 +1.41 +1.28 +0. 47 +0. 40 +0.049 +0. 005
A .18 2.60 3.50 361 2,92 2.9 T .68 0 T
+0. 69 +1.56 +0. 83 +1.91 +0. 80 +2.04 +1.71
HEES 3.02 4.70 7.87 4.71 T 3.29 103 0.098  0.008
e O3 +2.73 : 152 . +1.58 +0.71 . £0.36_ +0.036 _£0.014
H 15.02 5. 99 4.57 1.66 1.24 1.05 0.48 0
9T £2.09 _: +1.10 +0.72 +0.36 £0.79 +0.47 .
+ 515 50. 81 24.35 12.42 2.53 1.81 0. 62 0.051 0
+34.70 +6.01 +3.82 +0. 46 +1.18 +0. 25 +0.070
BN 192" T 7.86  24.82 7.20 T 6.76 " 2.31 0.16 0
+0.63 +8.13  *£29.91 +3. 46 +3.97 +2.11 +0. 28
AT 063 L2a .0 1.21 .68 0.67 0.084 0
. E0.16 £0.66 ___: +0.22 . +0.48 +2.14 £0.43 011
i 1.55 3.93 5. 06 2.35 2.68 1.45 0.19 0
.. *0.86 £3.25 : +1.42 +0.85 +0.41 £0.47 +0.24 .
i 0.92 0.33 0.53 0.41 0. 60 0.39 0.051 0
+1.32 +0. 16 +0.05 +0.15 +0.20 +0. 33 +0.058
M AR 2,97 4727 6.62 4,31 T 2,049 44T .91 0T
+1.86 +2. 48 +1.10 +0. 46 +2.50  *11.30 +4.07
BURTES 058 2.66 .38 0.97 0.68  0.64 0.031 0
i 2025 £3.43  : +0.24 . +0.21 +0.26 £0.32 +0.044 .
INITDA 1.21 1.23 1.75 0.99 0. 86 0.58 0.10 0
L2 £0.60 ___: +0.25 . +0.12 +0.40 £0.56_ +0.12 .
H 0.73 0. 80 1.18 1.19 0.64 1.55 0. 004 0
+0. 37 +0. 33 +0.13 +0. 39 +0.19 +1.42 +0. 009
FEECBIED T FONYEE, TEB AR E



(VI EmBEIcRET 28R )

6.

(6) mIFEEHESE"

1{5&;} 14, 16)
(1) RBERGI R R
ez

{in vivo>
HBEEIC N LI 7= 120mg 1 B 1185 BEIKERO#EE L & & OREEEG%
2 N4 R O MIE 2 IRE L Tl ARRBEREZIE LT,
FEAE TR (b7 = U lfEER) ¢ 98.7%0.3%
TOR-1 (X&) :97.9%1. 0%
M7= A BA~DFEGRITE -T2, L LIIEICHSIN L7 TOR, TOR-1 (34
BRI L0 BB T S D Z & b2 OB EIX AR TV H O L HE
EINT-,

SRR O

FUBEFIC R LI 7= (TOR)480mg, 1 H 18], 5 HEIER NS Lz L & Dk
e b51% 48 WM E CORE RKIEA A AREIC L DRI v~ b7 T 7 EAEE &
INTRIE AW TR AR L, & MRPICIT 4 FOERAKRE SEO /L7 1
VIRA R ARO Bz, TRHONREHD 5 B, TOR-2 D7V v R
BERERE L, 7, AEOIEEERIL TOR KON TOR-1 O/KEEAHM & HEE L
77

<BE>
Sy RO ILZPH] PV 7 = 7 = Uit % 10mg/kg BEFR OS5 UARHEW %
BaEt L7z,

(1) 7 v FXROH L TOMEETERFHILTOR-1 ThH o7z,

(2) 7 FEFRFWIL, FEALHFRAERE LTFEELTEBY . EREIT
TOR-6 (11.8%). TOR-2 (10.0%) M UFTOR-4 (6.1%) 358D LA,

(3) MEVFHAREMIL, ZFEAERIEIRE LTHEEL TR, BERATIZLY
TOR-2 (15.9%). TOR-6 (14.9%). TOR-5 (13.1%). TOR-8 (8.7%) M\ TOR-4
(8.0%) M bl

(4) 7 > MR ERHPIL TOR-1 (16.0%) KOYTOR-3 (13.1%) TH Y, Al
FRBIL TOR-1 (21.6%) ThoTo,

(5) T v MRPAHWE LTTOR, TOR-1 D7 B )LmF LD o (LIS KEEIEAN
A&7z TOR-11, TOR-12 2SR S 7z, HIZ TOR DT L S IT /KRR
28 2 {38 A X772 TOR-13 DAFTENHELL S 417,



(VI E4EhREIcBEd 21EE )

(2) RB-BEE5T HEE
H(CYPE) On
FiE. HFE5E

(3) #ELEEMRDE
BRUOZDEE

4) KEYOFEEDE
EEUELL., 7
TR

7. *;F;‘.Iﬂ. 17, 18, 19)

CH,
CHS/NCHZCHZO\Q @
C=C

N
CH,CH,CI

O
/ N

CH, NCHCHO\@L @ CHs;- NCHCHO\@L @ CHy NCHCHO\@ /@
C= C C= C C= C

SHcHo GH.CH,CI @ “CH,CH,CI
HO TOR-2 HO TOR-4 TOR-1
CH
CHG)NCHzCHzO \ : _OH HOCH,CH,0 \3 J HOCH.CH,O \
3
CcC=C - @ /©
: ! c=G
N\
CH,CH,CI f “CH.CH,CI @ CH.CH,CI
HO' TOR-5 HO TOR 6

TOR-3
'

___________________________

TINKRYBTN—TREY

ML 72D T v PR OHEE TR

TECHINER  CYP3A4

LR L

LR IZ B 2 M ERBEIEIN-T AA TV F LI 7 = (TOR-1) THHo 72,
MU 7= BREROFKG Lz &, Z OB O Mg hE 3R b & Rk
Z2HMUNICIFIE—E L oo Tz, ZO L EOMIFETEREIIREADOR 2 L 1
Tho72"", £7-. TOR-1 & ML 7 =07 = UmpiglE, 1 IER CHIE R 2R L
7= 12,

1) HEHEAL K ORI

CHL[ENE G-RE 0D PR Hr >

LVEFEEBEIC P LS 7 = 40mg N 60mg BRI G- L7- & & D54 24 B
DR % HPLC-UV #:% FAVNC TOR, TOR-1 KO8 TOR-2 ODOIEEE % & L7=, TOR, TOR-1
J OV TOR-2 DJRHFEHER TN TS 0. 1%L FTh o7z, Zhd b b oIkt
BREIIETTH D LHEE ST,



(VI EmBEIcRET 28R )

8.

10.

11.

b5 URKR—5—
[CBE9 % 1H%R

BED
5EE

g2kt

He B
B>

. BREICLDREE

89

2) HritsR

R L

<BE>

(1) Ty Mz PH] Py 7227 UM E 10mg/keg BERE ARG Lz & &
P E1% 9 HE TITHRA~ 4. 3%, H~87. 8% DHUFHEMNHEM K41, FHEMHRIK
ITEPTHHT,

(2) Zv Mz PH) ML 7>y = UM% 10mg/kg BRSO H5-9%, 48 B
F TITIRH A~ 43. 4% O JFHRES PRI S v, EPEIR TR 2B+ p 2 &
DERR STz,

(3) 7w Mz [PHl b7 =27 fii% 10mg/kg 21 HBMERR Q54
120 FE[E]E TIZIR~ 4. 5%, #E~ 86. 5% DFLGTREA PRI < 4172,

U ERR L

EEE R L

gk L

AR L



R4t (ERLOTES) ST 2ER)

3.

. BERREFNOER

. EERRETOEH

SEERISHRIZESE
T HEE L TDER

RERUVRAEIREE
T HIREETDER

. BEEGEAMIEE

EENER

BESIN TV

225 (ROEBHEIZIFERELEWNI L)

2.1 b SATAER LTV D Al ReME D & 2 2ot R O FLsm [8. 1, 9.5, 9.6 2]

2.2 QT IERXIFIZ OO ® 5B e RN O ERIEGERS) LO=MMm
(Torsade de pointes Z&de), QT LR O S L IIHHET 2B ENNH 5, ]
[17.3. 1 &)

2.3 &Y U AIMGEDH 5 HEE
DLEMAEI (Torsade de pointes # 5 1p), QTILEA R ZTHBZNNH D, ]
[17.3.1 2]

24 752N (F=Vy, TabA T I RE) FZ7 7AW (T I4Fm,
Y 2u—VE) OFAEIELZ G T oEE [10.1 2H]

[fiai]

2.1 [IX.2. 5) BAHF A FIERER ) DHEBH

2. 2~2. 4 S\ EM 10> FiT SRR BRI C D ERIRRIC B W T AT ER A b7 T2 RL
L7, (TRizi)
QT MFRICx4 25228 OME NI T 2 5B AR

QT BRI ZIFE TR B DWW TRGETT 2 2 & 2 B & L TR pk A 5 7 250 451

ERIGICARA, EXF 7 uX P UERDNT T R & Wiz ZEHE MR R
Fh L7z, MR D G-BAG 5 H LANICEFIRREICEIET 5 & 5 ARl & & 5
L. 5 B HEGRICLDEREHIE LIZE 245, AHl 20mg B 5REEY 80mg #EH5HEEY
300mg R 5-HEEY (21T D QTcl 2 DY) (95% A EHEKH O LIR) X, Zh
F1 6. 2msec (9. 4msec) . 23.9msec (27.0msec). 56.9msec (60.Omsec) T o7,
F/o, BEF T aXY ol LT 400mg #E5HEIT 7. 3msec (10. 4msec) TdH o7,
1 1) AR OAGERR M EIL 120mg/ H TH S
FE2) Qlel : AT LICHIEL, 77 B RMEE G172 QT k&

REIN TR

BESIN TN

SE%ﬁEKME*

1 AANIFPL= A ha 7 U RO R ha P ARG 5, AFNT, BRI O
%%Aﬁ%éﬂé_k#%é@f\uTﬁﬁ_&%ﬁé_ko91\9&96
2]

« RFN OB GBRIGIFICH 72> T, IR L TV W2 & 28 L, AFIOIEIR

~DEBIZOWTHAT S Z &,

TR TR T L ARILSN O TTIETREIE T 5 X O R85 2 &,




(V. &M (EALDFES) 2B B1EE )

6. HENERZHI D
BEICET HEE
(1) AHHE - BIEESH
DHHEE

(2) BHeREEEE

1]

(3) MrHrelzERE

(4) £ERREHT 5E

(5) yEi&

(6) #RELIF

< RFNE G IR e S -4
THZ L,

8.2 AFIEEITL Y QUIEENRHA SN TND ZEMnD, DILEREELZHT 5 HBE
ZHRF LTI, AFIOER G2 BMAT RN D ME ROREBICERZ LD 5 2
[9.1.2, 17.3.1 &H]

b h B AICITE b ICE S 2RIk

I

o

G
8.2 FEROEHZ ]

9.1 EHHE - MEBEZEDHLHEE
9.1.1 BREHIFIOH L EE
B O | B L AT 7| B i
9.1.2 EEDORIREDTEAR.
BE
LNEEMEMF (Torsade de pointes Z5Te) QT IER AL Z T BENNH 5, [8. 2,
17.3. 1 & ]

D HNTND,
DFHEMFOREIREZEC LOTLVIDEREDH S

[fiza]
9. 1.2 Rtz

BE ST

BE SN TR0

HESN TR

9.5 4%

Tl AR L CW D a[REMED & 2 Bl iZi&E 5 L v 2
b, X)) CHRIEEN GET. REEIE, NI - B R
) IR K OV i~ DR ESE D A FEFEE RO HIL TV 5
]

Lo BER (7>
L HAE R o AR
. [2.1,8.1%

(il
MX. 2. (6) AFEF AR ] DHEM

9.6 ZELIw
B OEMEIITEE Lz b, BER (7 v ) THAHICBITTSZ &
ﬁ%@%ﬂf“éoﬂj\&lﬁﬁj

[fiza]

IVIL 5. (3) FLit~DBATIHE] DS M




(V. R&H (EALOEES) Y 21ER)

(N

INR BESIN TV

(8) =krE 9.8 E#E
AENOEEARFREAE O, ElE & IEREE BV CRIIER ORBE L OED
BEIZENA LN TRV, HEICHE L TEREOREBLZBIE L 2N HEE
G T 52 L, RANTEL LTFIBRCRHI SN TR Y, mlE CIEgEs

[EFLTWD = & R85 < B LR S R 2 520 5.,

(il
[VIL 6. (1) ALK ORGSR ) DIEEMR

7. ¥HEH%EA

(1) GrRREETOER| | 101 GHEZE @ALEWI L)

A4 % BERAELR - FEE 1R F&FF - fERRIA T
7 T ATAFUAEENRSE OTHER Z 58 L, OL=EMEET | 26 0EANIWTd
F=Ur (Torsade de pointesZ@&ie) %5 | QTHIRZIER S ¥ 5%
TahAL T IR FEITEBENLED D, NRH 5790,

(FIFVY) %
7 7 AMPLAEENREE
TIATHY
(Trhuy)

V21—
(VyHZa—n) %
[2.450]

[fiAgi ]
2. MENE & T OHE | OSSR

(2) HHREEEZDEH

10.2 HtFEE (BERISEE TS &)

HKF| 40 55 BERARAEIR « FEE D715 B - SEBRIAF
Bz LTy y | EALy T SEDFERYE A2 | HT AR
LOPMZ D SED | KSEDLIBENRDH D,

FT ¥ RRFRA
7= U Rk A
N7y

PrEEm /2 B3R5 5 & Ok
N DHOT, PrEEmAl R ET 5
e LEBEICREGT L&,

AR OMFERBENMETT28% | KA OB REE SN
nndb s, Do

7 Y IO
PESLD,

Tx /)N H—)L
Trz=hrA YV
TN

Vorzroevy

AFOMPRENMET S 5B
b5,

AF o A B R
CYP3MMFHFE I, &K

ORENMEEEN D,
U e AHIDAUCH RS HZ ERTAR | A K o I 254 5 B 5
Shb, CYP3AMZEFAET 5,




(I =& (ERALDZES) (CBT 2ER)

8. EI¥EH WROBHERNH b D Z ENHHDT, BEZTHITITV., BRENRD L
LG 2R3 A7 CEEU R ALEEIT O 2 L,

(1) BEAGEWERED | | 11.1 EXLEIER
HASE IR 11.1.1 mAEEResE, BlRA CHE R
RIS, ek, MLMRTERIE . MIRA. HURRMERIRA 25 B biLD = L2d 5,
11.1.2 FRASRERSTE, BB (RS AW
11.1.3 FTEEE CEERY)

(2) ZothoEIER 1.2 Z0thoEI1EA

1~5% ¥ 1% A5 1 A
Hib#s O MR BACRR | BEASPE, TR
ALT [-5- AST [-5- LDH | =
J 5. y-GTP L5 Al-
PL&
EEOE WG, I
1.3 H BRI A IR
i RS (AEOZ L
Y
FERARE R WEN SHE. O DNER
Hepine e i, I, T N
Bl
R =g
PEEMAT, fRE. 3 | v AT o— bR | NV YU ETA4 KE
T DA it FTCY . EALT T L | H BINESR., #iE
jE




(V. R&H (EALOEES) Y 21ER)

<TH B BIENVEF FE BUAE E K OGP AR A il 32 o — L >
1o FA AR AT IR - 1995 4E 10 A 1 H~1999 43 A 31 H

i53 1 AGREBZOWRPL | BHRRGGERER G & &t
ARAIE (112 287 4, 095 4, 382
BIVER % ORI 98 1,205 1,303
EIE RS DI BUREFIE () 44 (15. 33%) 718 (17.53%) 762 (17.39%)
BIVE R OFEEE BIVEH OFEERIBUEFIE (%)
sk HLBE — 1 (0.02) 1 (0.02)
1z — 2 (0. 05) 2 (0. 05)
* RS — 1 (0.02) 1 (0.02)
B 5 FEiE — 2 (0. 05) 2 (0. 05)
P H 2 (0.70) 10 (0.24) 12 (0.27)
g - s i GiE) — 2 (0. 05) 2 (0. 05)
8 b HI5 2 (0.70) 14 (0.34) 16 (0.37)
B 5 — 2 (0. 05) 2 (0. 05)
s — 3 (0.07) 3 (0.07)
WKy — 1 (0.02) 1 (0.02)
* AR — 1 (0.02) 1 (0.02)
* (AR ILE — 1 (0.02) 1 (0.02)
e BHR | R (A R — 1 (0.02) 1 (0.02)
[ * &9 — 1 (0.02) 1 (0.02)
k FUE ) M )E — 1 (0.02) 1 (0.02)
SEYR 7 (2.44) 6 (0.15) 13 (0.30)
PR - ARy SHE () — 2 (0. 05) 2 (0. 05)
PRREETE | % L O 0R) — 3 (0.07) 3 (0.07)
DFEWN 1 (0.35) 9 (0.22) 10 (0.23)
5H0F (K — 1 (0.02) 1 (0.02)
ER R NG ) — 1 (0.02) 1 (0.02)
,,,, e L R 4H — 1 (0.02) 1 (0.02)
BRSNS RAEE — 1 (0.02) 1 (0.02)
;gﬂﬁﬂ@g * BB T — 1 (0.02) 1 (0.02)
* RS — 1 (0.02) 1 (0.02)
* B A& m — 1 (0.02) 1 (0.02)
IR * RIR GiE) — 1 (0.02) 1 (0.02)
PN — 2 (0. 05) 2 (0. 05)
kRS — 3 (0.07) 3 (0.07)
* HR — 1 (0.02) 1 (0.02)
i & — 6 (0.15) 6 (0.14)
L — 7 (0.17) 7 (0.16)
M &= — 1 (0.02) 1 (0.02)
LR — 1 (0.02) 1 (0.02)
TR 1 (0.35) 4 (0.10) 5 (0.11)
* AR — 2 (0. 05) 2 (0. 05)
BACRIR 13 (4.53) 16 (0.39) 29 (0.66)
. AR — 1 (0.02) 1 (0.02)
HERIES o — 2 (0. 05) 2 (0. 05)
* R — 1 (0.02) 1 (0.02)
* HAL — 1 (0.02) 1 (0.02)
B AR — 7 (0.17) 7 (0.16)
* FIEHE — 1 (0.02) 1 (0.02)
kAR 1 (0.35) — 1 (0.02)
A — 1 (0.02) 1 (0.02)
* WS — 1 (0.02) 1 (0.02)
L - I 18 (6.27) 6 (0.15) 24 (0. 55)
* R — 1 (0.02) 1 (0.02)
* AMEFR — 1 (0.02) 1 (0.02)
. JHRERE R — 16 (0.39) 16 (0.37)
g@;ﬂﬁ JITREAERE — 68 (1.66) 68 (1.55)
RERSAREIR T — 2 (0. 05) 2 (0. 05)
JHRSRER & 0O HE T — 1 (0.02) 1 (0.02)
A — 7 (0.17) 7 (0.16)

R A EOERED D PRITE W EIER - BRIYE




(V. k&M (EALOEES) B 21ER)

K5 #l Rz oR | AR R | & Gt
RIWVEH OFE BIVE R ORI BUEGIE. (%)
MIEGOT |- 5- 7 (2.44) 147 (3.59) 154 (3.51)
M.JEGPT k- 5- 7 (2.44) 161 (3.93) 168 (3.83)
" | kKAEMGRF — 1 (0.02) 1 (0.02)
H;E’g%ﬁﬁré FE U LE e — 1 (0.10) 1 (0.09)
e vV E S — 16 (0. 39) 16 (0. 37)
% b7 27 IP—P LR — 1 (0.02) 1 (0.02)
y —GTP -5 4 (1.39) 57 (1.39) 61 (1.39)
Al-P |- - 2 (0. 70) 29 (0.71) 31 (0.71)
LDH | 5- 4 (1.39) 72 (1.76) 76 (1.73)
kA ) U AME — 3 (0.07) 3 (0.07)
*IMiEH ) v A EF — 6 (0.15) 6 (0.14)
LS T ALSE 1 (0.35) 3 (0.07) 4 (0.09)
Mg h vy 7 A ER — 1 (0.02) 1 (0.02)
Ea L AT —/VIE — 12 (0.29) 12 (0.27)
Mgz L 27— -5 — 48 (1.17) 48 (1.10)

=i I gE —
KAEA U U AIMAE —
R - ek | REA Y U AMET —
[ X IMIEH LS T AMEF —
kg7 2 — KT —
ki = L AT a— W _
* L 27— UET —

(0. 10)
(0. 02)
(0. 02)
(0. 02)
(0. 02)
(0. 07)
(0. 02)

(0. 09)
(0. 02)
(0. 02)
(0.02)
(0. 02)
(0. 07)
(0. 02)

kAR iE — . 02) . 02)
* IMIEFRE [ — (0. 22) (0. 21)
* MiEHREE LA — (0. 02) (0. 02)

52 B —/VIME —
&Y 7 ETA RiijiE —

(0. 02)
(0. 20)

(0. 02)
(0. 18)

e el Y Kl T e R e e P e e e e S
—~
(=)

== || oo |~ ||| ||| |—|—=]—]x~
—~
(=)

N7V E7A K EF 1 (0.35) 94 (2.30) 95 (2.17)

* Al-PJai/) — (0. 02) (0. 02)

Wb |k i i — (0. 02) (0. 02)
D e N

E%;pﬁ%-# * BROIEAE R — 1 (0.02) 1 (0.02)

PR

b;ﬁiﬁﬁﬁ; * B — 3 (0.07) 3 (0.07)

AR ERE — 1 (0.02) 1 (0.02)

4% (0 |k 258 () — 1 (0.02) 1 (0.02)

o4) b kAR — 1 (0.02) 1 (0.02)

RIS — 1 (0.02) 1 (0.02)

R REE |k hEFIE — 1 (0.02) 1 (0.02)

B B — 1 (0.02) 1 (0.02)

oppee | UL 1 (0.35) 15 (0.37) 16 (0.37)

MRS — 16 (0.39) 16 (0.37)

~F T e R — 10 (0.24) 10 (0.23)

. i PRI — 1 (0.02) 1 (0.02)

Ejgﬁg%ﬁ ELLERIR D G 1 (0.35) 56 (1.37) 57 (1.30)

* FIMERIEZ (iE) — 2 (0. 05) 2 (0. 05)

iR T — 1 (0.02) 1 (0.02)

MR - |k i NREE N — 3 (0.07) 3 (0.07)

I I iR (iE) — 37 (0.90) 37 (0.84)

IR R AR — 1 (0.02) 1 (0.02)

ki Ly F = B — 1 (0.02) 1 (0.02)

AR ER i BUN |- 5 — 16 (0. 39) 16 (0.37)

b= kM7 LT F= AR T — 1 (0.02) 1 (0.02)

kSR — 2 (0. 05) 2 (0. 05)

* FLHR — 1 (0.02) 1 (0.02)

* e R — 2 (0. 05) 2 (0. 05)

T PIIFERESE (E) — 2 (0.05) 2 (0.05)

égﬁ;ﬁ%% T N — 1 (0.02) 1 (0.02)

P15 B () — 1 (0.02) 1 (0.02)

JiE HH i, — 1 (0.02) 1 (0.02)

Hir T — 2 (0.05) 2 (0.05)

*AEH EOWEED L FRITE RWVEIER - RIYE



(V. R&H (EALOEES) Y 21ER)

i53 1 ARERzZo® | AR E R | & &t
RIVE A OFEE RIVEF OFEERIR BUEHIE (%)

il — 7 (0.17) 7 (0.16)

B EEN — 1 (0.02) 1 (0.02)

[ 53U 1 (0.35) 9 (0.22) 10 (0.23)

#éﬁﬁ%?ﬁ * GUEEA — 1 (0.02) 1 (0.02)
Megs i 1 (0.35) 13 (0.32) 14 (0.32)

TEARERY —7 — 1 (0.02) 1 (0.02)

* AR — 1 (0.02) 1 (0.02)

M) | sk FIRVERUR (CEA) 15 — 1 (0.02) 1 (0.02)
B 1 (0.35) 4 (0.10) 5 (0.11)

* (REIM — 3 (0.07) 3 (0.07)

kLR — 1 (0.02) 1 (0.02)

PN — 1 (0.02) 1 (0.02)

k75 G56) v — 1 (0.02) 1 (0.02)

* B — 1 (0.02) 1 (0.02)

FERIT — 1 (0.02) 1 (0.02)

HIT 2 (0.70) 3 (0.07) 5 (0.11)

kPR — 1 (0.02) 1 (0.02)

— ey |k BIETIK — 1 (0.02) 1 (0.02)
FEEE 1 AE () 7 (2.44) 3 (0.07) 10 (0.23)
KRB — 3 (0.07) 3 (0.07)

BH T AR ) — 9 (0.22) 9 (0.21)

* K — 1 (0.02) 1 (0.02)

sk PRAE — 1 (0.02) 1 (0.02)

1FTH 1 (0.35) 23 (0. 56) 24 (0.55)

BEOIFTY — 3 (0.07) 3 (0.07)

BRAHAL 12 (4.18) 4 (0. 10) 16 (0.37)

DIFH (FK) — 3 (0.07) 3 (0.07)

ik — 2 (0. 05) 2 (0. 05)

* A EOERD D PHITE W EIER - BRIYE
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<EWEM (BMRAEIR) OB RN FHIERIFE AL KR OKGERE 287 #1) >

RIVEAFEBL @O H o B o
% R B e k| R z o f
LR
) BB | M B ? i % HE % 5| ;;i: i ’3; % ‘% ’é E%l ”r{f,’“f
% | ;%z AL JiE |
32~39%%| 1/ 18( 5.6) | 1/ 18( 5.6) 1
s | 40~19 |10/ 67(14.9) |19/ 67(28.4) | 3 5| 4 111 1|21
50~59 |13/ 76(17.1) |22/ 76(28.9) | 1 | 1 | 3 | 6 | 1 1 7 2
| 60~69 | 8/ 86(9.3) |18/ 86(20.9) | 2 315 Tl |1]2 2
70~86 | 5/ 40(12.5) [ 10/ 40(25.0) | 1 2 3 1|1 1 1
Zfr TR | 7/ 42(16.7) | 13/ 42(31.0) | 1 3|5 1 2 1
| FREALE | 30/245(12.2) [57/245(23.3) | 6 | 1 |10 | 13| 1 [ 1| 2| 2|2 |1|1 1|51
+ 5/103( 4.9) | 6/103(5.8) | 1 1] 1 1 2
ER - 3/ 44(6.8) | 5/ 44(11.4) | 1 1|1 1|1
A B1(29/140(20.7) [ 59/140(42.1) | 5 | 1 |11 [ 16| 1 | 1 |1 2w 1| 1|7 |1]1
L #® | 9/51(17.6) |19/ 5137.2) | 2 | 1 | 5| 5 1|1 1 1|2
wma s 28/236(11.9) | 51/236(21.6) | 5 8 [ 13| 1 1 1 L2 |11 5| 1 1
i I L| 5/55(9.1) | 8/ 55(14.5) 1|1 1] 2 2 1
w5 v |s2/23208.8) |e2/es2@en | 7| 1 |2 1] 1]t 21w 1| 1]6|1]1
'ﬂfgnié 10/ 99(10.1) | 14/ 99(14.1) 2 1 3|1 6 2
?‘; %ﬂggf 4/ 36(11.1) [10/ 36(27.8) | 1 [ 1 [ 1 | 1 2|2 1 1
é fﬁ;&f 16/105(15.2) | 32/105(30.5) | 4 718 1 2|5 |1 3 1
%f;z;%f 7/ 47(14.9) | 14/ 47(29.8) | 2 316 2 |1
<2nH |13/ 64(20.3) |32/ 64(50.0) | 2 | 1 | 9| 9 2 | 2] 1|2 4
*& izé’;; 17/142(12.0) | 29/142(20.1) | 3 38| 1] 1 tle | 1|1t 2]1]1
?j% iﬁ’z’fﬂ” 5/ 55(9.1) | 7/ 55(12.7) | 2 1] 1 3
22y A | 2/ 26(7.7) | 2/ 26(7.7) 1
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10. BEE BESNTVRWN
<BE>

KEOTEACE (2024 4 12 HUED)

10 OVERDOSAGE

Lethality was observed in rats following single oral doses that were >1000
mg/kg (about 150 times the recommended human dose on a mg/m’ basis) and was
associated with gastric atony/dilatation leading to interference with di-

gestion and adrenal enlargement

Vertigo, headache, and dizziness were observed in healthy volunteer studies
at a daily dose of 680 mg for 5 days. The symptoms occurred in two of the
five subjects during the third day of the treatment and disappeared within
2 days of discontinuation of the drug. No immediate concomitant changes in
any measured clinical chemistry parameters were found. In a study in post-—
menopausal breast cancer patients, toremifene 400 mg/m?/day caused dose-
limiting nausea, vomiting, and dizziness, as well as reversible hallucina-
tions and ataxia in one patient.

Theoretically, overdose may be manifested as an increase of antiestrogenic
effects, such as hot flashes; estrogenic effects, such as vaginal bleeding;
or nervous system disorders, such as vertigo, dizziness, ataxia, and nau-—
sea. There is no specific antidote and the treatment is symptomatic

(https://www. accessdata. fda. gov/drugsatfda_docs/label/2024,/020497s0181b1. pdf)
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141 ZRIZABHOEE
PTP EHEDFANLPTP > — F DRV H L CIRAT 2 X H$5E$ 52 L PTP &~
— FORREKIC LY | BEWBLATS RIERIEA~FIA L, FITIERL 2 2 L CHit
WERREDEERAIHELIRT L2 L3H 5,
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PTP GLAEDRRAR AL I DT= D TPTP RRFHRIZ DWW T CERK 843 H 27T H H

HOHREE 240 ) IZHID | BRE LT,
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12. ZOM0ER
(1) EREREERAICEDC | | 15. 20HDEE

15 15.1 BERERAICE D ER
15.1.1 AANC LD FENFERY —7, 8B NEHEHNE B IRERA RS ST
l/\éo

15.1.2 I ETX 72 V2 VBB TIITOMEA L FERBERY —7 5
WIS, e AR A & ORERBGRZ RIET 5 LHTHE DR RS S
TwWb,

(2) JEEREREBRICED | BRESN TRV
1EER




(IX. JEBGER

HERICRAS Z1EE)

1. ZEIEEAER
(1) EhZIEHER

(2) REMEEHRY

(3) ZDHthDEIBHAER

VI FERFEEI B HE | DTS

#&ﬁﬁwm&ufim TWREZFRDTIIWTFNHE LW DITRD b hro
o WHMWICKIT HERIFHI= A b e 7 3= X a7 AERICERT 2 0T

%6k%z6mto

(1) HARARRR R B E T R
7/FA®$mﬁgui@ﬁD&ﬁfﬁﬂ$@%wmﬁ@ D BTz,

(2) BRI R M O A M E T R

@O 6.8X10M TEAEy MiHEIZEOERAZ I TEFLay » RUOHIEA
U U LEEFEIGHE 5T LIEBEA RIS HUER YR D b7z,

@ 10°MUETT v MEHFEOLF Y MV RO RAE T T P U Fya b5
WA OFNH, WO T > MR ONHE ) OWEFAS, E£ 72 107M THiH
PEHRF- B OWUHEBEE OWEF A ZRD BT,

PA b RS L T 2 AREE O SV A 12k LT 107°M LA B CHIfER &2 7R
L7,
(3) V;J/\M i—g—iﬂiﬂﬁ

@® 7/%~®Mymui®%mﬁﬁfﬁwm%# WD BTz, ZOERIZ ML
72O b AERICERT S EE R b,

@ 7 v b~O 3mg/kg OFFAFEGTIfH ACTH R OHIMNTRD Hivlz, Fiz,
RAET v F~D 0. 3mg/kg DiflkN 15T+ = B RO NE 235580 H i,
M7z 3= b Ao R he AR AR T 52 &M
~E T,

(4) RPERRRE R MAFE S R

O ENEY b~D 0. 1%EEHRO FENEE G- C R 2202 R E A 235580 STz,

@ T v OREREARRAEAICIO T, 100 THERIC X 5 SRR IEIGHE o 4mi
DERD LTz,

(5) —MBIEREMTE) (w0 R), MR (1 X)), fEBRER (4 X)), HlkaR (T v
) NI (V3 in vitro) \ZRITTIERITRD HiviehoTz,

PR L



(IX. JEBREREBR IR 218 )

2. HEHER
(1) HEHzEHEERY

(2) REEESEMN
Eit,%ﬁ 22, 23)

2727 T RED LD EIL T v ORI R5-ClERE L £ 3000meg/ke., FEIEPI&
B.O/ET 620mg/kg, MET 520mg/kg, B /LR OHEE-OMET 2000mg/kg LI ETHh 7=,

H[E] % G- 2 R
, RER R “
ELZ/ Edem t i (mg/ke/H) i e
o . 889, 1333, 2000, LDs, : & @ 3000mg/kg
i;) ;"*75“{%%& = 3000 BEIA - LA
& TE) wpepy | 300 450, 676, LDy, : 620mg/kg 9 520mg/ke
- 1013, 1520 SEIR - HEE R, RIS
=0 AP LDso : >2000mg/kg
? Al e 500, 1000, 2000 —EMEDIRM:., RFEOKT %
(2 1) DT,

N T =7 = UEREOHET » bR OME VIZ 1T 2 B EEERE X & b I

ETEERT, Ty b TTIREREEZS L, L TITE R BD B, o X fa s
MER TR b P AERICE 2 b0 THh 72, £z, T v b, Bl BFEO
BRERF VLA O, 7 v FTIHBEBNELIT o725, YT EEOIN &L
O OB KB (278D Bz, ZDIFNT v b TIEEh, Rk, FEAE
W2, Fo, YL TIEHRE. RMERROREMEICETENRBO bhiz, D Eo@EEEl
VERERIZ X0 R RS S A7z,

<4ﬂ£ﬂ§4ﬂﬂi>
LR T2/ BB DEREREILT v N RO L0 KEREEERBROT
ZNEN0.007Tmg/ke, 0.0Tmg/kg. 7 v s RO NVORKER G EERRO TE
Fh 0.01lmg/kg Ry, Img/kg R ThHh -7, M HITEEAETHD 1.2 X
3.b5mg/kg GBI L LT 0.8 XiE 2. 4mg/kg) ICHA_RTIERMETH - 7=,
AG e 53R BRIC I 1) B I AL B
B H R R (ng/kg) | ORI
(mg/kg)
K1 P 52RO R 0. 007
D:A o R R 0.007, 0.07, 0.7, 7, 70 '
? 6t wEO .
KGR RO 0.0, 0.1, 1, 10 0. 01 Al
L e ke &N
ey gy | TERGEERO o000 6007 7 70 0. 007
QAR e #
KAEH 5T ERBRO 1. 10, 70, 100 1 A
AE B G EMERBRO « 13 HE#R G-, Bl | )
KAE 53 ERER© : 52 FEJF'EJ%EEL Z v hCi 13 MM EE
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(3) EEEMERRY

4) HARMEFER >

28 B

<TG SR >
FAIFT7AHKROKRGE LB L, LI 7o 7 o CIRIEHRE 2 B (S9
Mix (=) TI%0.78~25ug/7'L— b, HRENEMEAE (S9 Mix(+)) TIX3.13~100 u g/
TFL—hEL, FArFax—a 3BTl VRBR L,
Z ORGSR, S9 Mix DFMIZ DO LT, PV T =7 T URRIEITIE IR IR 5
FABEILRRD bR o T,

< Yufh (LRI >

F X A =— AN LA X iR MR A (CHL/TU) Z v, LI 7= s>y
PRt B & LR (S9 Mix(-)) TIE 2.5~20 u g/mL, fREHEMALIE (S9 Mix(+))
TIX22.5~180pug/mL & LT, HEEIEICIVFHBR L7,

ZOFER, S9 Mix ODFEEIZ 0D HT, ML T =7 = UEBRICY IR E T
FHEITFRD LR Tz,

Uzl >
NMR1 58~ 7 A DMEREZ b LR 7 = > 7 T RGO 500, 1000 K TY 2000mg/kg % B
MR A&E- L, 24, 48, 72 R ICKERE OBBE 4 A L CRBR L 7=,
ZORER, XHREE L ORICA B ZIT R < /IMEHFERITERO bR o7,

TV AKOT v b E T 104 8 REEFR 53R T Lo, BRARR G803 1mg/kg
THHZ b, 5B~ 7 AT 1, 3. 10 & 30mg/kg. 7 v b TiX 0. 12,
1.2, 5. 12mg/kg IZFRE LT,

ZORER, ~VATIEZ R brF ANERICESL EEZ 2 6N 5F. BEREKOIIED
JEIGERFEA LT3, T v N TGO AEITRD Lo Tz,
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(5) AEhESAESIHER

1) SEURRAT M OEARPI e 538k (Segment T)
MESDZT v b (9 9~11 #fH) 120.02, 0.14 KN Img/kg D LI 7=/
VR AR O®S LT,
REW CIIMERMOER , ZHREOK N R OHEEE OB 2B Hivie, kR
(2T DR B TR IR B OMRE ORI N HE O IR MR B b i
7o RIEMWOBEREEIT 0. 02mg/ke, AT 6325 HERZAE RS 0. 02mg/kg A
ThoT=,

2) MBIROIRE A 5535 (Segment )

<Tvh>
MESDHT ~ b (K9 9~11 1) 120.25, 1 K WN4dmg/kg D ML X 7 = 7 =@
WaRNES L,
FEM) CIXEEE DO HEBL, HPEER K OHAROIK F2358® bz, WitRIzktd 2
AT F B COBMRIR OB, (RER L OMEEEOM, MiER o
BT, KBIE, KIRE, TEL O EARNBEROHEM, F, A THRERNO
MHINFEO Tz, FEW OB ET 0. 25mg/kg, KI5 M AR T
0. 25mg/kg AJiti Td> > 7=,

<THF>

M==2— =T FARUA MEYHF (K 16~24 Hp) (2 1. 25, 2.5 L TF bmg/kg
DRV T7 T UiEEEROBE LT,

Tt BPEK OIS L 7= R OB T8 B LTz, RIS 2 5
TIEAEMFFEOWA . L5 O HBIENTRD b/, RE o B EE T
2.5mg/kg, KA 63 2 MR RIT 1. 26 me/kg TH o7,

3) JEEM K O L 5 538 (Segment Il
MESDRT v b (K9 9~10 HfEH) 120.02, 0.14 KW Img/kg D hL I 7=/ =
VIR AR ARG LT,
RHEMW) TIXHAEROE T30 b e, RIS 2 B TR EH IO
i, BB 1 DARHE, A& IRE CAEFE OB D80 biviz, BB o  w
130, 14mg/kg, UMUK I 5 FERLERIT 0. 02mg/ kg AR TH > 72,

YU EOFER I D B O A FE K O AT R~ 5 R AL 0. 02mg/kg AT~
2. bmg/kg THER M BEIZLEARME TH - 7203, g SUTHEIR L TW D AlREME D & 5 &
PO M7z 7 U BIEOR TR 2 XEThH D, (VL 2. 25 NE & 2D
P, TVIL 6. (5) #hw) DIAZHR)
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(6) BFTRIBMEER 2

(1) ZOADFFREEY

AARHER, MY FORBHEEFENIC N LI 7 27 T U 100mg % Hia]5HE
L7,

ANEDIRE, W OFM, ORI N FAIRA L S22, @A 21 A
BAZITAMEDOIRE 2 FRETHR LT,

LI EORER S THREE RS V) Ll & 7,

AFNIEER CRERBE A ERIEIZ /2 5 L1320y, JFUROTY Bz id -+
EDRLETHD,

(1)
E/VE Y A HWTZLUT OB R0 B2 & S 47z,
W2l T 74 T —Kh, TEMERS T T 4 TR — bk, ZEME
BET 7 4 7F v— i, oY — (SD) (i, FRT NNIERERE.
BRI ER GRS SO

(2) & - i o7
MR 77Ul MCHE LZBEomp ER#Y (TOR-1) I ONZFHF
BESAE T AT 2 B0 (TOR-22) D&AMEEFMEZ M LTz,
R#@W (TOR-1) J O (TOR-22) @ LDy M 1%, AL EHUMERE & % 2000mg/kg
DL _E K TR 1333~2000mg/kg T - 77,
SR D LDs 1L b LR 7 = v 7 VBRI HEARORIRE CTh o723, h LR
7 = 7 T PR K O & RIRRE OIS0 o T,
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16)

Kivinen, S. et al.: EFFECT OF TOREMIFENE ON CLINICAL CHEMISTRY, HEMATOL-
0GY AND HORMONE LEVELS AT DIFFERENT DOSES IN HEALTHY POSTMEN-OPAUSAL
VOLUNTEERS. PHASE T STUDY. J. Steroid Biochem. 1990 ; Vol. 36, No. 3,
pp. 217-220 (PMID: 2142236)

Pyrhonen, S. et al: TREATMENT OF ADVANCED BREAST CANCER WITH 20mg TOREM-
IFENE, A PHASE 1T STUDY. PRELIMINARY COMMUNICATION. J. Steroid Biochem.
1990 ; Vol. 36, No. 3, pp.227-228 (PMID: 2142239)

HEEMRIZD: 7 =7 A b OWERFE AR E 3 K OB 02 EM: biiE
OFEME 1995 5 11 (10) : 1955-1960

Bk BEIED NK622 (7=l b LI T =) OF T AHERIKERER, 8 & A7
1992 ;19 (14) : 2363-2372 (PMID: 1463343)

Bk AE0 AT - RIS D NK622 (Z =g b LI T = ) DIRER)
B LARERRE 1993 520 (1) : 79-90 (PMID: 8422189)

BPATGERIT D AT - FERSFLIE IS )2 NK622 (27 = U b L X 7 = V) DFRIKEE
fili, J% EALFEEE 1993 520 (2) : 247-258 (PMID: 8434963)

EAMBIED : X EF T = CFREMIEOFLEEAEFN R 3 2 w5 NK622 (7 —
VBRI T =) OFMEE e A EFRIE 1993 520 (1) @ 91-99
(PMID: 8422190)

Yamamoto, Y. et al.: Randomized controlled trial of toremifene 120mg
compared with exemestane 25mg after prior treatment with a non-steroidal
aromatase inhibitor in postmenopausal women with hormone receptor—-pos-—
itive metastatic breast cancer. BMC Cancer. 2013;13, 239 (PMID: 23679192)
Kimura, M. et al.: Phase IIIl randomized trial of toremifene versus
tamoxifen for Japanese postmenopausal patients with early breast cancer.
Breast Cancer. 2014 ; 21(3), 275-283 (PMID: 22968626)

BUSBIIE g L ALSERE 1993 5 20 : 617-623 (PMID: 8470919)
BEBRIED R A hr Y= VA R LI 7= (NK622) DOAFEE I
k9D in vivo BUIEEIZI . J. Jon. Soc. Cancer Ther. 1993 ; 28 (5) :
819-825

FPERL F1ED BB A b Y= VB R LI 7= (NK622) LUk
W DORNTAER L in vitrobilEEZNE. J. Jpn. Soc. Cancer Ther. 1993 ;
28 (5) : 811-818

FHERFAED L= A bu Y= A b LI 7= (NK622) B LD
HOHFER AL T CO b MM 2 AEIHIR R, J. Jpn. Soc.
Cancer Ther. 1993 ; 28 (5) : 826-834

WEDACAIED - FURBIBIRIR b L 2 7 = OIRINENRE, (LB OMEE 1996 ;
12 (2) : 83-92

FEPNEERL © g IR (1995. 3. 31 7&GR, HIFEEEMEEE~-3(1))

FEPNERL : B IS DAk (1995. 3. 31 KRR, HEHEEMBEEE~-2)

=



2. ZTOHDSEXRH

17)

18)
19)
20)
21)
22)

23)

24)

25)

D RET1ED - NK622 OEANENE (55 2 #) T v MIISIT 2 BRI D& 50l
AW, MRV, IBATEER, FLITBATIE, 7oA afEE KON SEM IR
O LR L WER 1995 ;29 (6) : 1407-1415

PO RE T2 1 NK622 OENENE (55 1 #) T v MIIIT 2 BRI K USRS A 4%
HREOWLIL, RH L OWEM, JERE & BRR 1995 5 29 (6) : 1397-1406
FENEEF - BE GO SRR (1995. 3. 31 7&GE, HIFEEEMYEEE~-3(3))
PR - —RPRERER (1995. 3. 31 AR, HGEEEMEEHR-2)

WA EIED : Toremifene citrate (NK622) DT v hIB LUV ILICIIT 5 HiA|
Be b igEakBR, JEAZEEL 1992 ; 44 (4) : 351-356

TEMPE#IE) : Toremifene citrate (NK622) OMffZ » NI 5 52 MRERE O
F G-t X OmIE MR, I HISEEE 1992 5 44 (4) : 357-373

Wood John D., 1E2>: Toremifene citrate (NK622) OREFLZIIT 5 52 ]
O &R, ISHZEEE 1992 ; 44 (4) : 375-387

Kallio,S. et al : A new triphenylethylene compound, Fc—1157 a I. Hormonal
effects, Cancer Chemother. Pharmacol. 1986 ; vol.17, 103-108 (PMID:
2941176)

FEPNEE - BRI RAE TR (1995. 3. 31 A&RE, HIGEEEMEE =-3)

A TPRR L



X

BEEE )

1.

FESNETOHE
KR

AKINZ BT DR TR FE. FEROCHEIZLUTO LY THY | SHETOAGIR
PLEITER D, ERNOAGRAEORH TAFZHEMN T2 2 &,

IS EESIES

PR % FL A

MIER O &

WE. KNI LI 7208 LT4mg 2 1 B 1 RO EST 5, £7-. BEIEHEH
GRS S OSSO R 72 ST EERIM) 1o6h L i, @ AciZ LI 7o b

LTC120mg % 1 H 1 [EEO& 595, 2B, JERICE Y EEHEET 5,

E4

Wze s

Ead

KRR

FilTE

=N
R

e - R

ik - R

T4 TUR

Fareston

Orion
Corporation

1988

HEF

20mg/ B

HR%BREICBT
%V E ARAENE
AR ML D — R
RV R

HEGEI B3 1 A7z
Y 60mg $¢5-,

EU N =

Fareston

Orion
Corporation

1996

HEF

60mg/ HE

HR%BREICBT
%RV AR A
PR O — R
RVE EE, 7 =
7 A MEE=A b
oy R IR R
BES I T HELE S
70,

MR G R 1 A
60mg Hi % 1 ST G-,

A—=A+Z U7

Fareston

Orion Pharma
(Aus)
Pty Limited

1997

HEF

60mg/ $E

PR B 1T 1)
5 R NVE RN
R ML O — Ik
T URRE, T =
T A b= A R
o g R IR
JE B T HELE S
720N,

MR 5B 1 A
60mg §E % 1 HEfk 5.,

KIE

Fareston

KYOWA KIRIN
Inc

1997

HEF

60mg/ HE

TA MRS UEZR
A E 72 1L R
HOEREZHT 5
PR 14 di5 78 1 L
HE DR

7 =T A K UIE
60mg 1 H 1 [\l
A#53 5, HED
HEAT 3B b LT
N
135,

(202546 A)



(X1.3EEH)

2. BHMIBITDERK | ERICBIT DMAME®R (FDA, A—A FZ7 U 7 5%)

TIEEHR KIRIZI T A6 EorE [9.5 ). 19.6 B OHEOREHIZILL FTO®@mY T
HV ., KREWME, A=A NZ U THEEITRR S,
[ ForEE]
9.5 i

I SAFIR L CW D RTREME D & D e tEICIiI& G- LisnwZ &, B3R (7 v b,
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KEOBCE | 8.1 Pregnancy
(2024 4 12 1) Pregnancy Category D [see Warnings and Precautions
(5.6). ]

Based on its mechanism of action in humans and findings
of increased pregnancy loss and fetal malformation in
animal studies, FARESTON can cause fetal harm when ad—
ministered to a pregnant woman. Toremifene caused em—
bryo—fetal toxicities at maternal doses that were lower
than the 60 mg daily recommended human dose on a mg/m?
basis. There are no adequate and well-controlled studies
in pregnant women using FARESTON. If this drug is used
during pregnancy, or if the patient becomes pregnhant
while taking this drug, the patient should be apprised
of the potential hazard to the fetus

In animal studies, toremifene crossed the placenta and
accumulated in the rodent fetus. Administration of
toremifene to pregnant rats during organogenesis at
doses of approximately 6% the daily maximum recommended
human dose of 60 mg (on a mg/m’basis) resulted in signs
of maternal toxicity and increased preimplantation loss,
increased resorptions, reduced fetal weight, and fetal
anomalies. Fetal anomalies include malformation of
limbs, incomplete ossification, misshapen bones,
ribs/spine anomalies, hydroureter, hydronephrosis, tes—
ticular displacement, and subcutaneous edema. Maternal
toxicity may have contributed to these adverse embryo-—
fetal effects. Similar embryo—fetal toxicities occurred
in rabbits that received toremifene at doses approxi-
mately 40% the daily recommended human dose of 60 mg (on

a mg/m’ basis). Findings in rabbits included increased




(XI1. 3EEH)

preimplantation loss, increased resorptions, and fetal
anomalies, including incomplete ossification and anen—
cephaly.

Animal doses resulting in embryo—-fetal toxicities were
>1.0 mg/kg/day in rats and >1.25 mg/kg/day in rabbits.

In rodent models of fetal reproductive tract develop—
ment, toremifene produced inhibition of uterine devel-
opment in female pups similar to effects seen with di-
ethylstilbestrol (DES) and tamoxifen. The clinical rel-
evance of these changes is not known. Neonatal rodent
studies have not been conducted to assess the potential
for toremifene to cause other DES-like effects in off-
spring (i.e., vaginal adenosis). Vaginal adenosis in
animals occurred following treatment with other drugs of
this class and has been observed in women exposed to
diethylstilbestrol in utero.

8.2 Nursing Mothers

It is not known if toremifene is excreted in human milk.
Toremifene is excreted in the milk of lactating rats.
Because many drugs are excreted in human milk and because
of the potential for serious adverse reactions in nurs—
ing infants from FARESTON, a decision should be made to
either discontinue nursing or discontinue the drug, tak-—
ing into account the importance of the drug to the
mother.

(2025 4% 6 H B 5)

(https://www. accessdata. fda. gov/drugsatfda_docs/label/2024/020497s0181b1. pdf)

<A—=AKNT VT D55
An Australian categorization of risk of drug use in pregnancy
JY¥E 0 B3 (2025456 H)

(https://www. tga. gov. au/prescribing—medicines—pregnancy—database)

55 OB

B3 : Drugs which have been taken by only a limited number of pregnant women

and women of childbearing age, without an increase in the frequency

of malformation or other direct or indirect harmful effects on the

human fetus having been observed

Studies in animals have shown evidence of an increased occurrence of

fetal damage, the significance of which is considered uncertain in

humans.
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