20244E2 7 83T (5110

Wik SRR
AN - 34
3 )
e

7FZA ~OYV—)LiE

7O~y —CRER/EREIE LR

H ARG i B o
874291
KRBT GGG
22400AMX01151000)  20124F12H

FFAPOY—=ILEEIngH4

ANASTROZOLE Tabletsmeli,

1) IR - RASF ORI X DR 52 &

A=

2. ZER(ROEBZEICFEEULEVNT E)

2.1 HEITIIE L TW A RO H 5 P [955 K]
2.2 #3963 ]

2.3 AHN OB UEBUE OO H 5 BE

3. #8R% - K
3.1 #R
W74, Fs (1) A
HEFy, Fv7vr)a—
o o vmrrvea zrrus
;;;‘F;H‘ij ARl S SN P
eimgl P Lume vTuAu—2, BLF Y >,
<7 aI—)1300
3.2 RFI DMK
W
Wi wr |
e % i i
T F A MO| 7404 @
V= Vel -7 o R -
e IS M et om) | 15 () | ikt (mg)
61 33 102
4. B - R
B ELE
6. B - H=E

WHE. RAZETFA by =& LCTlmgx LH1M, &IOS
EREH

8. EEERNEE

8.1 AHNDFM: 7 & I HRERD e W2 & % 258 L TN EE
ANOBHIZRET D Z &,

8.2 AANIMNGWMIEEHITH ). AT B YOV Tt
IR - BB FOEMI OB & T AHNC L B EHREIGEY) &
HrENLEBEZEIZONWTOAFEHTALZ L,

8.3 AHIDFEGIZ X » T, HHERE. BRIV RILARDZD
T, BEESOFIREZ EWMICBIRTLIZEPRET L,

8.4 JFEEfERE, WHNDH O DNDE I EDHHDT, EMIN %
M 2479 2o &, BB % +0124T) 2 & [11.1.33M1]

8.5 &K & OB IEHMETIZ WV AS, FRIRERERIC B W TR
IR A SN TV DL O T, HEHE O liZ R B O BB IS I
H9bHZ L,

9. HEDERZHI DFRAEICEHT IR

9.2 BHeEEEERE

9.21 EEDOEHAEERE
KA OFEE O R EH TORGIZHRABE TR S Tw
%o

9.3 FFHEEEEERE

9.3.1 EEOIHEEERE
AHN O EZ OB HBE TORGFHERABRTEHREIA ST
Z)O

9.5 1%
TEE IR L C W B W RO & 2 IEIC 3G LAawnwZ o A
AlE, MREEZEEZARETE2DDOTHL I N0, HmIITT
BIGIIEE L TO RS RN OG- ORAETEZ O W TIRK
DHAD D 5o BWFH (T v 1) THRIEDFEEEILEATED 5T
Who E720 BIHEE(Z v bR F) THRENOBITIRD
LNTW5, [21ZH]

9.6 AR
RAZMTSELI L, AFE, HREREZZHIRETHIOT

HBI b, TN T EHGIPELTES S, KHO#
FLA I B BRI 2 v [225 ]

9.8 St
HEIRG$5 2 & AHORRABESD . Sind & IEmin
BB TSP R ORIVEI O FEBRIE N T DL
RofTwiwve L L, —#ICHEE CIEAEBERIMET LT
BY. BHEHYS 5 bIRd v,

11. BIWER
ROEWERDH 5bND WD DHDT, BlgEz o3I rv
WA LN YA S 2RIk 5 B Y R LE AT Z
<‘.:O

1.1 EXLFEER

11.1.1 EEEIRAEIERE (Stevens-JohnsonfEIREE) (HEEAD)

1112 PFIT4SFI—CHEARY) ., MEZECEEAY). /M

53]
3R

£ (1.0%)
TFT74TFy—, MEFE, SERESOBRBIERDED Hb s
ZEhDH b,

11.1.3 FHEBEREE. JE (WL HEEAH)
AST. ALT. Al-P. y-GTP® 5.5 % 0k FkEfeli s, #Es
HEbNBEI EDNDH D, [845K]

11.1.4 REE MR (1.0%)
RNk, PR N, FEEEOBREIRE FOICERE L, BEITED
LN AICIE. XA, BESCTSHoRAEx i+ 22 &,
FVRPER S35t b2z B A3 e G- 2 vk L. BB A V€ v
HOF 5550\ R MEZ4TH 2 &,

11.1.5 MR HEAW)
REBEHIRIMASE . MERIES D H HbNDL I DD b,

11.2 ZDHDEIER

FEOBHE | 5%LL L 5% At BHEA]
E N AN
o i;ﬁ ETYH . BR | IES. M)
AST L4, ALT L
X . AILPER, y-
i GTPLH. vy e
v k5
Hiba LR AR THI, AR
R RE (BE KL, Bk
iR EUESE HREEGL), BR,
TARERE R, #1952
KN % TgAii %
BOBGH . W, H T,
B - AR BRI gE, AHUERE.
Ji BETEHR. WP
A Gl R PRSI, Rz
Mg FIMERIR D | b Bk
; WaLAFa—)VI | &h vy AlfifE
Z oAl s

14, BELOFR

141 ZERIZ{IFDER

1411 PTPAEDHEKIPTPY — F 2 5WM O I L TIRAT 5 X5
BE$T 5L, PTPY — FOBREIC L D ST A BRI
~HIA L, B3 2 L% B 2 U CHERRI 945 0 TS 7 & B % BF
YL EDRD D,

15. ZDMDER
15.2 JEERIRERERICE D < 15k
15.2.1 7 v PR AR BV T = (25mg/kg/H) O



T IED FTIRATES e OV o HURBRIEBE RN AS5880 Bz, T D%
fbide b AOHF B G- R OB O 1R8O LL L. 1ETHI90
WU LEDOBICORBENT 5 2 L0 5, BENORFLE SB[
W72 A e OFEE IRV E Z 2 5N 5B, <7 A2XEM DA
PEERBR T BRI RIS O BN A58 0 b ize TOEfbzT o~
F—PHEICL BT AHF R RZTH B L2 S EEA
DARHFN B G- DGR etk & OB IR £ 2 5h b,

1522 5 v MRS X2 MBS EEERBRICBWT, A
WOMIEIRRA T 5 L Z 2 5N 55K, HIRRFE AR
BOBKT. BiEORKEIFED LN TS,

16. EYEhEE
16.1 MMEGEE
16.1.1 BEKRS - KEHRS
PR B A Lo MRS A A I mg 2 Z2 IR L B e - L 72 & &L e Al
IS, B G 2WE B AP i S A B 2 17.8ng/m LIS Ly il 20
ZRIS6HE I Td > 720 F 720 BBHES- (LH 1 Img) I & 2 M i 1 O R
3, HHHRT~10HHEFCTEA L, 20®RIIITZT—ETH -7 EWIREIZ
BB HEMERIE3~4TH - 720,

(ng/mL) (1) BRI 5% 0 MEPRE#DE
100 [
m
8%
I:F
7
Pa
P
b0 f
D«
o
|
]2
=
E
1 . . . . . . . )
0 12 24 36 48 60 72 84 96
FFfil (h)
(ng/mL)  (2) 1H1EI4ABRER RO MBPREHEE
100 f
m
L
th [) (]
- s ] [ K] KK
A [}
S
~ 10 E\i
A
9;
|
4
;'%
-4
1 R S S S S
0 2 4 6 8 10 12 14 16 18 20
FF il /)
1 PHREHRERE LB 2 KA I mgk i 5 RoMmsEh 7 - 2 +a
V= VIR BEHERS CFIME = BEAEERE, n=6)
F1 PRGBS B 2 ARF I mgk I T 5O Y BE S5 X — 5
CP3gfE + Bk, n=6)
Cmax Tmax AUCo0- t1/2
(ng/mL) (h) (ug - h/mL) (h)
HiJn] 178+1.0 1302 1.04 £0.129) 56.3 =459
JAs 476+38 34+03 4.13+0.63 559+4.3
a)n=5

16.1.2 EYFHIEEF R
TFA MY = ViEImg[WHIE T ) IF Y 7 AfElmgw. 7 0 AF —
W=z ) 2R EN1EE (7 F A oy —b & LTlmg) MK O B
AL A SR R L1 G- L ClUSE P R LRI 2 e Ly 15 5 s
WEIRE/ YT A — % (AUC, Cmax) 122V T90% 25X 512 CHea TN 2
170 748, 1og(0.8) ~log(1.25) OFEPHNTH U\ i o> A4 251 1) 451k
A S 722,

—e— THFAITV—)VEE 1 mgl Bl

o 40 o T IFY s AR Img
35 (Mean+SD.. n=24)
7
¥ 30
/']S 25
5 20 |
71 r
Lo10 ¢ ;
s W\«
[
0 ‘ ‘ P
0 8 24 48 72 168
g (hr)
K2 Imgfefe SR OMAEH T > 2 kv — Vi EHER
K2 YEEST A -
HENTA—S BHENTA—F
el
FH AUCt Cmax Tmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
7F A bu
Vo= v gE| 24 1282.7+260.7 36.1+5.0 10+03 | 440+105
Img[ Wit )
TYVIT Y
 25Img 24 | 1282.8+262.6 36.0+38 09+03 | 424=89
Mean +=S.D.

MAE RN OIZAUC, CmaxZ /85 A — %1%, #ERE OREIN, Ko
TR % - WA D SRBR S & - TRZ 2R D %o
16.3 9%
L MIBIATFA MO Y =L O MR ARITHA0%TH > 723 (in
Vitro ) o
16.4 {34
PR CIEIC 7 F A b ey — v EB RS Lz e & FEAHwIE. Y
TV=N, vy u yEiaatk, 7HA Mo — VRO vy Ty
BIGhRTH o720 BHEADF— ),
16.5 HEttt
PSRRI 7 F 2 b 1 Y — )L O ST BEEL R 10m g™ % Ml 145
H L7k &, 3368 % TS, 51 070%0L EAR PRl S 7D
HEADF—%),
16.7 E=YEEER
in vitro BRI BV TAREIZCYPIA2, CYP2CIK ICYP3A4D I % Bl
LS, T7VFEY Y, IV77) YRV EXFY 7 22 L OMEENZ
a3 2 MR RERIC BT, ZOMERIIAA OBRKRMEHICBWTHEE
HBLOTIELEWT ARSI NS,
16.8 ZDfth
16.8.1 BCBRAE
F v FROA X TlEImg/kgbh EOMHECHEFEMEM RO O TV
A HECFLRE B IS ARKI10me™ 2 1 H 1 B35 L 72 R iR BR IS B v
T AHNOMBEFIEEE % 5B L2 fH, BEEFEA DN 7279,
1B RFN OB & - HEEAAImgZ1H 1A, #O%535]TH 5.

17. BRERALIE

17.1 BEROREMECET 255

17.1.1 ENERRHE R
SR AR M ORI A5 TIAR R BR T Uy 05mg/ H ~10mg/ HE F To T
FHO0BI O AR IR E 2B VT RHI AR K O AR ST
WBO0  F 2 PR (B, R 12061) x4 & L2z R
BEERER 12 BV TAF05me/ H K Olmg/ H 12 B0 % 30046 (i = 2
b a g BT IS oW TRE S ey,
EIHEERCIE. ImglE OB 1IFICEIERAR® S, A FEF R0
FURKIFTH - 720
BT ERER Cld. 1mgBED 346171961 (55.9%) [CEITEH 25388 b, 3
ZEIVEMIE. LDHES56(14.7%) . HILERIFAD 46 (11.8%) K OFH: & 4L,
AST F5. ALT ES. MEIVATFO— IV ES. TAT I AT, sk
W%, 12T Y 235261 (59%) T - 720
FE AR LM 2 0 G & L - RSB AR T, B4 5 1mgBE 0611
BINCEIER 2SZ8o b, BHEKRTH o720 KEHK G ImghE 06616
(16.7%) \EIEHA%320 S, 81T, DIFRIE S T DO T  RIED 11
ThHotzs
) ARHN O ARG - A AA ImgZ1H1E, &F0%535]THh b,

1712 JUvIVIHER
WAMEIR 7 — & % ENAIME S 2 241 % MRS 2 7230 (SRR SR B ] OV
MBS 27 v Vv FRBAERS T 51213,
KA OIS E NV S S BIRE I A T e WS & 2 iR 5 HIY
TEMLUBRERICETE 7)) vy VU ZfBRicBwTid, HAALNEAA
D PR RELCE (452481) % LRl Uy ASHI O 387 S 920 5 . O3 B) R 1
HANEAATHETSH S Z LRSI NIz,



2. HANCBI 2 AHOANMEOMEZ BN E LT, BHREBET - 1
FEFL B (HARN3I) % 0 G2 F Ry alif & Mk 79 4~ THEIE L
REMCET S 7Y v Uy ZREBETIE. BARANIBY B ARH 0GR R O
REVEFANERARETH S 2 LD MRSz,

A CFENE S N7 PRRAEDT - BRIVEEEE N R L L EERILEG
B s XY 72 vy DU 2 ERENCET 2T v Vv s
AER L AR TIRAT L7254, BRI S B169961 (66851, H A3141)
UICCH @ #HEIZ H & O PUlES A FIIRE T EX T 7 = Y H32.8%
(114/348BN) 12 Ly 7F A b a V' — Vi#ET33.3% (117/35161) THh - 720
F 72, W OMEATE TOWM (Time to progression : TTP) O HiJefii 13251
H (0837 Akt L252HH (#9837 A) TH Y., AZy Xy 72 v
A% LB HFEOHHMERD S,

v | pomgay | R ORAT | EROMEL
sy | OER | SRR | s<comm | zcomm
it (A | et | hets
St [/ M g /FHAEB) /i) (314 ‘mbﬂ) (ZR) 1)
REED) | 7HAbo | yExY ¥ fif AL

Ny TR TFAbha 7EFRY

V' — Vi ARG
HA 1455% 350% - -
(JP0027) (5/11) (7/20)
T 32.9% 32.6% B -
(1L0027) (112/340) (107/328)
H(?;(*)gj{“ 33.3% 32.8% 251 H B 2521 1
+1L0027) (117/351) (114/348) (351) (348)

WD 7Yy Y7k WM THENE L 72k 7 — % (IL0027) % H AR A
7= % (JP0027) & &bt TN L 720
11:2) 2% = (CREIEA+PREIEL) / GEAMFI %) < 100
A:3)19994E3 0 7 — % 41 v b+ 70Tl
FERSEHNCE T 5 7Y v Vv ZFRBRICB VLT, RAIDERE S 7248610 9
By HARN2460H861 (33%)  FIA24BI 1715 (71%) \ZRIVEH 257280 i
72o EEIEHNG. R (HARASBI[21%]. AHASHIL33%]). TH#i (HARA
361[13%]. FIAABIL17%]) . AR (H A N0, HA3BI[13%]) K& O
(HARN3BI[13%]. FIAOBI) Td -7z,
AW T 27 v Y TRBICBWT, REIDBG- S N7234760 (H AN
1160, #HEIA33651) D 5 5. 12361 (35.4%) \ZEIEH 25380 H iz F2H]
PERE, 13T 0 (M550 6461 (18.4%) . MR X261 (7.5%) K U1 B4 86l
(2.3%) TH o720 HARTIE, RFEDHEG S 721160440 (36.4%) W EIVE
HRED S, 1T TY UMEFIEHR) . WAL RIEEMG 28 K OVVES# i % £ - 72
T IR REAE 2S5 1B T - 7o
17.1.3 B SR EHE B E ARG BR
P e B BN Lo JE S D AR el B e BB LR BRI 5 T 141S) | S iRl
B oYL Ef68 7 HEF L TORSE - L - SMFLFEOIAERIE, 7+ 2 b
oy — V(7 F A ba = Vimg/H+7 5 £ K)184%(575/312561) . %
EFV 7o H(FEF T 7 2 220mg/H+7 5+ K)209% (651/3,11661) T
B o720 MM DN — F 1112087 (95%15 #HX [10.78-0.97, p=0.01) Td
D, TFA MOV —VERE Y EF Y 7 = VEFE R L CHMTIIY 22 %
13%A8F S &7z, b3 £ TOMM O — FI130.86 (95%15 HEH X [
0.74-099, p=0.04)THYH., 7FA IOV = L#IZFEF T 7 = VB L LR
L CEFaER O A 7 2 14%K T 8720 /20 FVE Y ZRAEEE
HBE BT B FLE O N — FH130.47 (95%13 JEIX #0.29-0.75. p=
0001)THY, 7TFA MO = VEIZFEX T 7 2 VB E IR L TR
HAFEHE ) A 7 Z53%IC N S 872, &P, BRI O gL lif47 » BT
DTFAIBY = - FEFT 72 UPHB(TF A Y —vimg/H+
yEFT7xr20mg/H)EFEXFT 72 v BEEDORRICB VTR, M
W DN — F1H1.04(95%FHEIX #0.92-1.19, p=05)THhH., 7F A+
V=V OBERIZ X B BN RERD Sk b o7z,
17.1.4 EREEESENIEEER
ARV E ¥ ZEHREGE R LR BB~ DL ik 3k MV 2L R E R
ABE(HARNITH, HARANDSIS54H) 12 BT, fiffigdke LTT7 F A
Y=V EF T T 2 v &3 A MR L7215 O PR SR (2%
), TFA TV —)VE395%(90/22861) . ¥ EF T 7 = v H35.4% (79
/22301) THERIZ A EEITRD Lo Tz
TFA T = VEE228BIICRRD SN E A ER LT, L4776
(20.6%) . BETAHESSHI (15.4%) . 12T Y 1961 (8.3%). Hf1561(6.6%) & Nl
121 (5.3%) TH - 720

18, ERhEIE

18.1 {EFR

TFAMAY = VETEXY Y —EOWEEEZHEST LI LICED, TR
FUbDOIA b u R A E L, FUE ORI 2 I 517,

18.2 7OX 5 —TEHEEEA

PR AT AN B EIC T A2 ba Y — VIHIE I mg#k KAk G Lk &,
7 Uy — LI R96% M E S BHEAD 7 —5),

18.3 MiFHIT X M5 I 74— IUEEETIER

PRERS AT ILIE I F IS 7 F 2 by — V1 A1 1Imgf OF10mg % SEHS- L
7oL EDMIERT A b D — VIE TGRS L TERZEN90%

L. REOMIER T Z b D F — Vi BN ER N & CIEIE R
ECH o729,
18.4 MIBEMR

DMBA (7,12-Dimethylbenz[alanthracene) IC & W #FH L 72T v b OFLHIC
L. 7FAMEY—=)Vid10mg/kg/HOJEROLGIC X b, HE o8
Bl % AT LTI L 72190

PSR X — N~ 2B L2 e D FUEMIBARMCE-7Tcalaxtf Ly 7 F A
eV =35 u g/ HORER TH5I2E D, =X ba sy AR o Bl
A I L 7219,
18.5 EFDZEIR M

v b AR, HLVEZHOERBRT, 7THAMRY—LETOT sy —E%
FET AR TATOA FRILVE VESGRICESEG T2 MoF 7 a—2a
PASORESE N3 LBHEVEH % 7R & 72 2o 7220,

19. BMHESDICET DIBLEHNHMNR
— kB FR 7 F A b1 Y=l (Anastrozole)

fb22%4 © 243-(1-Cyano-1-methylethyl)-5-(1 7 -1,2,4-triazol-1-ylmethyl)phenyl]-
2-methylpropanenitrile
433X Ci7H19N5
53 F-ik 1 293.37
PR 7FRA MY VIEHBORETH D,
AiE 7 b= P VISED THEFR T Ay /=, =5
J=N(995), TERY, FRIFLFRTT VICHETRTL, Y
IF NI =T IIETFITL L RITHED THEIFIZ v,
e S
H;C  CHj HsC CHj
NC CN
N
N~ \>
L=,
Bl 82~86T
22, @&
PTP@% 3058 (1058 x3) 1008 (108% x 10)
23. FEX#

D7V IFy 7 A%E: 200045120 22 H KRS, HEHEFEEA3.(1)
D)FNEEL : 7+ A b1V — v EELmg WTE 0 A A1 ) S R ER L B
b % Gk
3TV IF v AL 20004E12 22 H AR, M ERHESEA2.(2) 4)
4) Therapeutic Drugs (Ed by Dolley C) . 1999 : A179-182, Churchill
Livingstone (London)
571 37y 7 A% 2000412 H 22 H KGR,
6)7 ) 37y 7 AE 2000412 H 22 H KRR
V737 y 7 A% 20004E12 H 22 H KGR,
8)7 ) I 7y 7 A%E : 2000412 H 22 H A2,
97 IF Y 7 AgE 2000412 H 22 H KRR,
10) 7Y 37 v 7 A% : 20004E12 H 22 H KGR
1) 7Y 37y 7 A : 20004E12H 22 H &G
12)7) 37y 7 A 2000412 H 22 H KGR, HIGEERHEEE b .1.(5)
13)7 ) 37 v 7 AgE : 20004E12H 22 HAKFR, WEFEFMRE b.1.(7)
14) The ATAC (Arimidex, Tamoxifen Alone or in Combination)
Trialists' Group. Cancer. 2003 ; 98(9) : 1802-1810
15) The ATAC (Arimidex, Tamoxifen Alone or in Combination)
Trialists' Group. Lancet. 2005 ; 365(9453) : 60-62
16) Cataliotti L, et al. Cancer. 2006 : 106(10) : 2095-2103
17) 79 37y 7 A% - 20004E12 H 22 H KRR, HIRE &R 2R 1
18) 7V 37y 7 A§E 1 20004E12H 22 H KR, GRS 1 2.(1).2)
19) 79 37y 7 A%E : 2000412 22 H A&GE, HASERBEE A.1.(1).2)
2007 X7y 7 A$E - 20004E12 H 22 H KGR, HGEERMEZER1.(2).2)

24, XRFERERUEVEDESE
Meiji Seika 7 7 V<& <3 D HRE
T104-8002 AR S IX 5UA2-4-16
7 =54 % (0120)093-396  #f (03)3273-3539
FAX(03)3272-2438

26. RISIRTHEES
26.1 RISARFTIT

Meiji Seika 7Lk K&1t
RRBARRERE 2-4-16

HIGHRR RN 3.(4)
HE R ZEAN3.(7)
HIGTE RN 2.(3) 4)
A
HIETEREZE b1.(D)
HIGT BRI B 1.(3)
HIGHEORHERE 1 .1.(2)

E-ANA



