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BUE S N7 RBRIF R 30 W\ TR YERURI O SERIE HIR S 86% LA L& 70 % & & | HEHERLH OO 1) s
HRAY 40% K O 85% (T O 2 72 2 R RIS 38U T ek BRI 0 S5 H SR AR VBRI 0D 2 1) s

HER+E15%OFMICH D0y, T f2 B oEIX 42 0 ETH b,

<RBRIED : 53 50 MR >

FRYERLANZS 30 73 LAPNIZ ) 85% LA Liw i L7 v a

FRE SN2 RBREFRNC W CRE YRR O LR R A 50% LA 85% I L7 & & | FEvEdLA|
NHRE SN T-RBREERIC I T 2 A RD 1,2 OVEHRHRE R 8 Y 7eiS, ROHE S

AT BB IRR T2 8 W CRRBR AN 00 - S48 HH =R A HE BRI 0D SR X4 7 HH 38 £ 12 % O FEIHIZ & 5 70>,

U f2 BAERDEDS 46 LU ETH 5,

KAERVERGH DY HIZ 7 7Rl 23 b 0 | EEVERLEI L SRR 0 T 7 EH D723 10 3PN TH > 72D T, 77

R K DHIEEIT o 72,

ARBR G & AR R A AL L T D LHIE STz,
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BRI OpH1. 2, 484y 50 [Aldix

BRI @pH4. 0, 843 50 [Alds
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10.

11.

ABRIEpH4. 0, 457 100 [B]#7 —@— AMBRIA (FEXT 7= 20me RG] )
%) —O— RERFH| (/) VT Y 7 AE 20mg)
£rianrd # - IR S P e =

n=12

120 180 240

B (mn)

KIV-2 2 X278 20mg TERR] DOBEEFICHITH5ELUMN

< ABIER HBUAS ~ 03 AP >

BEXT T = U 8E 10mg[HTR)?

ZEXT T = B 10mg TR 13, RO RICESE | WEHMAIC T o Ba X7
= VHE 10mg OAMEHRBRICEST 5 Z LRI TV,

(B3 2 NS « EIERE 16564 5 [ EIRM O B FRHIICER 5 AMBEHRER (R) FiZon
T CEAL LA 1L A 11 H) | BEIEFEE 734 5 TR B AR AL S R 12 4R (20 2) 1I&2
W CERE 12487 H 25 H))

HEx T = bE 20mg BTG

HAS R GANER LI E 3T EX T 7 = o 7 = U 20mg SEE RISV TR AT 7=
FE. ZEXT T o 8 20mgTBATRI D 90 3 OWEHRIL, 3 ry FEBIZT0%LL ETHY | #EX
T 7 T PR 20mg BEDAITAEHHIASICE S L TW D Z E B ER I L,

#E - A%

() EFESRELGESR - BF. SNENERGESR - BRICHY 51FR
A L2

(2) %
(X7 8 10mg THTE))
PTP : 100 & (10 £ X< 10)
(X7 8 20mg THTR))
PTP : 100 & (10 £ X< 10)

Q) FiRE=E
RZ L7g

(4) BEROME
PTP: RUBE=LT 4L, TALIE
ve—:RUzFLr, TAIE

Moo
A& S 5 EMEE
MY ER R L
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12.

Z Dt

AR

7117



V. &EICEA9 5I1EH

1. BHEEXIEZR
LI

2. MAEXIIHRICEEST HEE

BRE STV

3. BiERUHE=

(1) BERUVHEEDHEDR
WE L. RAICIZZEXFS 7oL LT 1 H 20mg & 1~2 BICHEROEET 5,
BB, ERICE DV EEEETESN, 1l AREEFFEXF V72 L T40ng T TET B,

(2) AR UABORERM - 1L
AR L

4, BERVEBEICEAET HEE

RESH TV

5. ERERALIE

) EBRT—2/\vsr—2
EARSANA

(2) BRPRZEIEABR
BREERR L

(3) RERIGIERRAER
BREERR L

(4) BELMIEER
1) EHHERITRR
AR L

2) REHHR
AR L

(5) BHE - FRRERIHER
BREERR L

(6) BRHIER
1) ERARERE (—REARERE. FEEARGERE. CAMBLERAZR) . 8ERTERT
—AR—RRE. WERTRERABROAE
YR L

2) ARFHLELTERFEDABRIIERL-HE - HBROME
M L
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(7 ZDith
B TAE ST 12 Al B VE RO A bl 3R
TS 21 7 [E C M U 7= AR % P AR O % A B R A KU L EGERBR IZ T 112 | BB
MO IR 47 B ARRETOTF A Yy — s ZEXT 7 = UHEHEE (7F 2 b Y —/L Ing/
H+ZEX 72 20mg/H) (3,125 ) E X EXF 7 = UBE(XEX T 7 = 20mg/ H+7 7 & R)
(3,116 ) & DHE T, RO NP — KE 1. 04 (95%ZHEIX[# 0. 92-1. 19, p=0.5) TH Y .
T A Ma Y —LOFHIZ X 5 BEIRITEO bl o T,
TFhA M) ZEXT T o PR TR AR SER] 3, 097 B 1,979 51 (63.9%) 1T
BWERDNRD bz, F7-. ZEXF V7 = U8E 3,094 691 1,962 5] (63.4%) ([ZEIWER AR B
77
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2.

EEIEB(CE I HIEH

EHZCEAEH HILEYMRITILEYEE
TR LI Ty, TARRARNT N W
HE : BEO & LA ORRE - DIREFIL. BKHORMLEELZSRT L L,

A

(1) VEFERL - /ERHEF
AEXTT7 2 ANIHEABRSEO A b S L=k LA h—=3—a L BARICHE
HL. HimA e X Bl ERT 2 LI ko THIBIERARET L0 L E 2 BN,

(2) EEZEA T DRAEBRAIE
1) HUIEEhH
ZEX VT = LR — Ry U 2N e IR (Br-10) Oiix ¥ €% 7 = 55
B E RIS L S8, MRS R UEGEEZ A RICKFEE5 W, £/, DMBA (7, 12-
Dimethylbenz[a]anthracene) (ZXk 2T v FIIEDORALZIHI L, FITHMNL L7 DMBA ¥ T v
b L A B S 5 1,

TR raF LS 2—LDiEEHE
B e FHEHERICBITAZEXF T 72D A ha L 2 — L OfESREIZ. = AT
VA=ADOR 0. T TH LY, Elo, RERAT v b FEMSEAWERBRICKNT, XEF VT
T UET R NI VA= DK 300 (FOWEETT A NT VA — /LD A ha L7 E—|Tk
T HHEA % S0%FHIET 5 17,
BB, =X aF L2 —aEOEEIC K LTS BRIZIEBRD S TND 9,

(3) YEFARIRIRR - FriEiRE
UERR L
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Y EhEEIZ BT S IEH

I R E D H#ER

(1) A LA R
B L

BEXT T 207 T UBRMEEEICE L TU T O®MENH B 2,
PARERIT I N DPEINI O = X |~ F VA — /L O EFEIL 146~240pg/ml & SN TEY, FEXF T T =
YDITA N URIRAOREATEL VHEER LT, 20K 10~500 FOMmFPEENMLE L SN T
W5, SEOF—F Tid, LMHLBEEICFZEXTT 7 2 0mg/n® 1 H 2 BEREGHRO%RE L%
B A TTIZE FERIED M ¥R EIL 150ng/mL LA ETH o 7=,

(2) BRRRAEBR CHERASIN-MPEE
1) AR

HIEHREIC A ETFR T 7 =2 20ng ZHEHREOFRG LZBE ., HEoIIRIN S, 6~7.5 B
By E (22, 2~26. 3ng/mL) (2@ L, M1 20. 6~33. 8Bl CTH o 7=, Tz, H
Oy (1al1omg 1 H 2 [B#EE) (X MPEECHBIL., H5H% 6 EBEECTCLEREL, £

DBIFF—ETH -2,

2) A=W (R A R
HEXTT o 8 20mg [ BHTE

[T E IS DY FIRI SRR A R T4 > - R 94 12 H 22 HESREEE 487 &
CERL 134F5 A 31 H [EERE 786 B R UVERL 184F 11 A 24 A BEEBAERE 1124004 &

(&Y —HEIE)

HEXTT = U8 20mg [BRIR) &/ WRT o 7 ABE 20mg ZEFERA B FicEnEh 1§ (¥ €
¥ 7zl LT 20mg) EMERFHEREOKRYG (F oAt ——jk) L, mihrErs 7o
BEZHE Lz, Bon-EyBiE T A —% (AUC, Cmax) (2O THEFHIENT 21T > 7255,
WA D AW 2[R SV DS R S = 2V,

RVI-1 S8E 1 FIRSFROEDEE/ S A -4

Cmax Tmax T1/2 AUCO~17ohr
(ng/mL) (hr) (hr) (ng * hr/mL)
2EXTT - BE 20mg [
" 43.8£7.0 4.91+1.1 95.8%18.2 2097417
N
JIVIRT o 7 AEE 20mg 44.2+7.5 4.9+1.1 100.9=£25.7 2079 =369

7157

(Mean=S.D., n=23)



il e FER VT = v (D3]
;ilfll === JIINTF 7 AE20mg
" 40 Mean=S. D. (n=23)
th
4
£
¥ 30
v
7
T2
v
3 |
}-i: i
, 10 |
(ng/mL) )\E
0 b ' M
123456 8 12 24 79 170
#h gl (hr)

(A% R AE 72 B ONT AUC, Cmax B D37 A — 23, HBRAE OBIR (RO LRIBIEL « BRSO
BRARMFIC K > TRRDWREMENH D,

(3) thiEE
MR L

(4) BE - ftRAEDZE
(VI 7. Q) PFHAEE & 0B OESR
2. EYRERI/NT A—4

(1) Tk
BB L

(2) BIREE 2R
KPR L

(3) HRERE R
BB L

(ORI S
AR L

(5) AT
LB L

(6) T Dith
AP
3. B&EM ((REaL—Y3r) @i

(1) R A&
LR L

(2) X5 A— S EHER
BB L
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4. TRIR
R L
BEXRY T 27 U L CUTORERSH S Y,
HIEBFIC A EX V7 = 20mg RO EG%, HoNIRIN S D,

5. 9%

(1) % — RNAPT BB IE
LB L

(2) Mm% —RREEREFTEBE T
<H#E>
[VIL. 6. (5) T4 DIESR

Q) A~ DBITHE
U L

(4) BB~ DB
LB L

(5) Z DDA DBTHE
AR L

(6) MTBERLFFEEER
AR L
HEXT 72T UBRICEAL T FOWERH S Y,
9% L EEDWENRDH D,

6. {tt

(1) RBIERLLR O R BEHRER
MM ERe L

(2) RBIZBEET SR (CYPEH) DHFiE. F5E
fw . JBBEICBITAEERPDWII N-TAAFAZEXL T2 ThY . REEK L FEED
HPER 2R 2% (HEADT—H), FEXT 7 2 ZHBBEICHEA KRG LZEES. 2o/
B OMmFREE L, 8K E TREMAEDOH L4fETHT Y,
RIEACENE N-FT AAF N H XL T = U ~DOREA F AIZIE T CYP3A4 285BI 5- L, Zichki<
EHRHY = XL 7 20 (A-OH-N-FARXAFILEZEXRT T =) ~OKEEITIZIIZ CYP2D6 73
MET5HLEZHNTNGS 2D

() PEBENROEERVTOEE
LR L

(4) KEHOFEDHREEVESL., FHEER
VIL 6. (2) R#ENZBA G- HBEE (CYP %) OoFHl, %F5F] OHEMR

7. HEit
M- EXT 7 = 20mg ZBEICHEROKRE L-5E. 13 AR TEGEDK 65%03 3 R i Peitt
SN, ZOIBRU/SIERFP LY, F4/5 3P LV EIRES N, 2B, X EXT T = O T
HApPE X, BIERICE D b0 L HERI SN MY GEADT—4),
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8. NS VARKR—E—IZEHT BHIEH
LR L

9. ENFICKDIBRER
AR L

10. RENEREHI HEE
AR L

1. Z0Dih

A% L7
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et (ERLDEES) [CEATSEAB

ZENE L EDHEH

BIE STV

BERANELZDHEH

2. B2 (ROBHFICITHBLE LGN &)
21 WFIEXOTFIR L WD R[REME D & 5 &tk (9.5 2]
2.2 KEND A w LIBBUE OB FERE D & 2 B

MEXIIHRICEEST HEE L EDER

BEEN TV

RZERVAEICEEYT 2R L ENDEH

BRE STV

EELGERIE L ZDERH

8 BEEGERNIE

8.1 AFILPIAWIRLEATd D | A AATKET B IR ST o 7R 1T - (B A FFEERTO b
LT AHNC L BIBHDEY) &I S B E IOV TOREATH 2 L,

82 AAN ORI LY FEMM, TEAM, FEABHKY —7, FENBEAE, 75 MBYES 2
bNDZERHDHOT, AFEGHROELGR/ THROBEITEHRELIT) ZEBEEL
WD [11. 1.6 2R

REDHEREZRT 2BAICHT IR
(1) BfHE - BEEEOHLEHE

9.1 SHHE - BEERFOHLBE
9.1.1 BMBKEL H S WM/ D H S EE

BRI M/ Misd 2B b S ELB8EnnH 5, [11.1.1 B
912 EEMMEZENHLHEE

AR A AR O IER 2 5 5 UL L SE D BTN H 5,

(2) BiRElEE RS
BRE STV

(3) FrBkrEfEERE
HEESH TV

(4) 55EREEHY 5F

94 XIEREEHT HE

941 IBRIZEE L THE L TWARWZ L 2R3 52 &, [9.5, 15.2.2, 15.2.3 HH]

9.4.2 IR 2 FIRENED & 5 ZeMIZiE, AHIF G- R OG54 9 1 A BIZ W THlEE T 25 2L
PR O G) 7058 B IS O W TR 5 2 &, F 72, AT U FILS OBEEEEZ VWD Z &, [9. 5,
15.2.2, 15.2.3 ]

943 BIMEICIX, AEIBEF R Ok 5% 6 7 AMICBWT AU TE (v F—2) W TEE
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1.

T DI OWTEHAT 22 &, [15.2.2 2]

(5) 1E4R

95 1EIF
s L QTR L CW A RIEEMED B A iz iz G- L2 &, AMEICB W T, ARlE#REG S
T-RE THARWIE, AR, BRI CHRHRESNTEY, 72, AFNX. BWERR TR .

OS5I~ D B DN R ~DOBITHRRD SN TV D, [2.1,9.4.1, 9.4.2, 15.2.2, 15.2.3 &
& ]

OF &R

9.6 1ZELIR

10 EOAIRIER ORFRBOARMEL ZE L. RAOMBSUTPIEZRETT 5 2 &,

7

) INREZE

9.7 MR

INREE xS & LT BERARBR T 350 L Ty 7Zeuy,

(8) =&
E

!

S

RE I ATV

=

MHEEA

10. FHE{EHA

AFNL, F & UTHACHIEESE CYP3A4 L DN CYP2D6 I L W it &5, [16.4 BHR]

(1) ftRZEEEZNER

REINTWARN

(2) BEREE L T DHEH

102 #AZEE (BRICEETSH L)

A%

BEAER - FEE Tk

PR - fabRIN T

7 <V RPN A
LTy )

PLEEMLAE 2SR5 Z &8
b % DT, HUkkm Al & RS
L7 L HHEICKRGTH L,

REXS T2 NUINLT 7Y
VORFE TCORB ZLES 2
AREMENE 2 BT\ 5,

U h e

AFD AUC BN EFRSBHZ LR
TIN5,

U rFELDT R a—LA P-
450 1Zxt9 5 BiArIBREEMH
iZ& D RAID AUC S EFHA
LI EMWTRIND,

PR (SSRI)
NaxtF s

W H, BFAICX Y ImEIC X
DI A7 RN LTe & D
WEDN DD,

V77 AFOMPBEEMETLIZE |V 77 B ic kv,
DHREND D, CYP3A4 NFE 41, AAFIDIR
BASMEE S NS AREMED B
5o
TR EE F=BERY AR | KBIOIERRETET 5 5E4 | CYP2D6 FHE/EMIC & 0 AK| D

TEPE AR O H A% i B2 3R
TLEZEDOREND D,
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11. 34¥EE
WORIERBRH D Z EBHHDT, BEE+SI2ITV., RENPRO LNGEICIEHRE
LT 57 EEU R AEEZITO 2 L,

) EXGEIER & BRI

1.1 EXGEIEA
1.1 \|EBREKE., BMEEA . ek, A, /MR (W BBEEARR) [9.1.1 &
i
1112 RHEE (0.4%) . BAEEST (FHERH)

RN Flo, ABREOZl, AN, MEEYE, MEEEHN, TRE, Gk, PR
DHREENH LDOND ZENRHDHDT, HANKT, 2T HBEND L OLNGAITIZIRETY
BREZITO, BERALIVTEGEZTIETHZ L,
11.1.3 MIEERIE. BAR% (O3 b HEARH)

AFNOBHAZ X0 | iZEAeE, TR ARMARAE, A6 AR, T i i F IR 55 o e 284 e |
RPN H DD Z R D, 7ok, MIREEEZH T 2 H0EA & OOFH Ciiie ZERAE O fE R
WEHERIELIBENDRHLDT, IO > TUI+mICBlIEZT5Z &,
11.1.4 BIERF%. BFX. BBt 5 2. FFRE (WP b HEE )

BIENFZ, R, B 9 oW EOEERITFEERNL LDbNLA Z N b 5, £1-. FARIZESL Z
EnRbH D,
1115 BhIL D LME (BEEAH)

B OH 5 HBE TRLEEBOINIZ, &L U AMERS HbID Z ENH D,
1116 FEME. FERNERERY—7. FEREBIEE. FEREE (Wb HEERH)

RIE H 45 0 B 2l ABHERVEIR S 2 5 2B A ICITE BICHRE 21T 5 7 CilE ) 22 L& 217
2z L, [8.2 ]
11.1.7 B MR (BHER)
118 7+ 74 5F>—, MEZFE (T HHEERH)

TFT7 47X — MEREEORBBIERN S bbb 2 End b,
11.1.9 RIEFLIEIRGE{ZRE (Stevens—Johnson SEIEEE) (BEHE ARHA)
11.1.10 KEMEXRARE (FHEARH)
1111 SR (BEEARH)

MERNV VBT REFICEBEEBEZONDERDB S SDONDZ ENH D,

) ZDHDEIER

11.2 20O EI1ER

FEAE N\ BHE 5%LA 0. 1~5%Ai5 AEE R
JHF M JEHgrE % . ARG T
FET v = — BN

PEIF R % B te)
GREE AR, PEZRH M HRREE, oW,

SRELHEIN, SRR,
AT O FE, THERE
HY—7 WA Y —7

{HAbA EL - @A BACRIR, THI 285
Rt R G A SE AN

RHR, 4D DIRRE, K

SRR GRS, R
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9.

10.

11.

B A ETe)

i 5. I, BiE B, RE=Y
T h—T A, BN
FRERNT 4V E,
TR Y 22— L

B
i - EHER 15 A
Z DAt [ETY - WL (REEHEIN, VI B

WESHBOLER - R,
R, 25, MR,
BTV ETA R
s, o

FRRRERRICRETEE

BEEN TV

BEHRS

BE SN TV

(fiL)

AEXRTT 2 T UBBEEEICE L CU T O®RENH D Y,

[ EARA - 2 54]

FW (& 27  A) £33 REMEA GEHEORK 16 %) (I L 0 R REE, AiEOZ b, EEENSN
e DHRENRD D, —FH, FHEIZLDDEMEGHI T, HERTEEGEZORE 4 F TORMRER K%
g L, o7 BREPRD LN L OMENDH 5, BimmicidmERk 575 i A bl
ERIZ X 2 RIWER (B 2 1 XEEmEALE, YRR EE) O R EZRS D EEZ LN, 7 FEHW
7o EBRCIE, R G (FEEFAEO 100~200 %) T, =& ha A UAEARR LN L HRENE LT
%,

HEXT 7z 1 H 2 A 400mg/m’ 23 ETAM L, 150mg/m’ CHEFF T D KBRS 21T 72 H& T
3G 3~5 HUUWNIZ, =8k, BOHTTHEE, BTIEE . O FWEOMRIER 1B, &5 F 1L 2~5
HCHMELIZERESNTWS, £7-, FEXFT 721 A 20 250mg/m®> TEFF L. 80mg/m’ THERF
L7238 T QT R DIER S STV 5, ARFRIEFE 1. bm® DRSS IR0 QT RFfEIAE R A =
LIERFDO X EX V7 = OAME, HFRIEEEKEGEODVED 6 FUEEEZ LT
5,

(L &)

W EF G 2 R IR AT 2V EIRITIE UL — A2 ERE A 1T O .

EREDIE

14 MRALDZFE

141 EFIRFEFOEE

1411 PTP ALEDHANI PP > — F bW H LU TR 5 L 9FiE4+ 25 2 &, PTP > — F DAk
&0 BEOELAER S A E R A~HA L, BT 2L 2B 2 U CHERTIA R % O EE 72 A OHE & 0F
BIDHZENDHD,
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12. ZOHDFE
(1) BEERERIZ & D < 154

(

N

15.1 BREREMICE D <fEHR

15.1.1 MW T, QT MIRDIER ., Torsade de pointes DIBLAHE I T D,

15.1.2 A OERRRR T, AFI OB GIZ L0 MR LS O R A LN L OHREDH D
D, ARANE OBTEMEIE B DI ST BT, Bl b AL S TR0,

) JERRPREBRICE D IEHR

15.2 JEERFRERERICE D < 1R

1521 T v N THIEBORANRD LIl L OWRERH D,

1522 7 v N CEBETREAREEFZRENBD DN EOMERH D, [9.4.1-9.4.3, 9.5 BH]

15.2.3 F o W COAFTEHER CIA LT (PmTF IV AF AN b —)V%E) L EEO BN
BROHLNTWD, 28, TIVE CTIlim ~OHEIEFI DN DEFIRE S TWD R, ZiLb OIE
BICIFARINESC T EEH COBBALEDOER L7205 L OoWBEIT <, BERMNERIIAHLE SN
TWb, [9.4.1, 9.4.2, 9.5 /]
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X. JFEREREAERICEII HRE

1. ZEIREAER

(1) AR
VI FEREEICPES 2 THE | OHEM

(2) REMFITHER
AR L

(3) Z DI DIIBHER
LR L
2. H=MER

(1) BE&EE5 SR
U L

() REHRGSMHHER
U L

Q) EinEIEHER
MVIL 12. (2) FEERREER (Z S <HF ] DIEZM

(4) DA TRIEER
MVIL 12. (2) FHEERREER (Z S <HF ] DIEZM

(5) ERERLEFHHER
[VIL. 6. (5) &t . [VIL 12. (2) FEEEIRARERIZIE S HH) OHEBR

(6) BFTRIB TR
LR L

(7) ZDithDFHEE
U L
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X BEEMERICEYSRE

1. REIX5
Bl F . ZEXTT o 8 L0mg THATG) UFEEE LY
BEX LT = U bE 20mg TR ALY
) EMEONFEICLVEMTL L
HRSy A X7 =0 T Ul | sk

2. BxhEAR
3R

3. BERETORTA
HIRIRAF

4. BFEWVEDEE
20. IRV EDERE
T e —mdERERIE, B L TRET D2 &,

[ — B IED ) VST o 7 ZEEIZOWTIE, BLFORE N H 5 2,
AEXLT 2 VIR [ ) VT o 7 288 (T A ST ERA) | %, B AR B A il 22 5 A8 T
BAIOBENTER RS P AR~ =2 7 VE 3 R OPIRAKOBERNEREIZ LY | BRI T
WIS TWS,

fe g g I E L
OFEFIFELRH>TVEHD

@t b T EZIIRENAMERRESN TS LD
@t PTG E IR AR EDILD B D
FREROWTNNICEEYTEHD

(FERREE Sy L 0 k)

5. BEMRITEHM
BERMEERLTA RN H
<ThoLesh - A
FOMOBEZE BTG « AT UEEEZH S TV L =HIC
[XII. 2. Z D OBEE R DES R

6. R—R5 - EZNE
Gl—%sy « /W8T v 7 ABE 10mg « $E 20mg
M %h 3. LI 7= 7o Ul PBARGIE) . VA N7 b (FLE)

7. EffREFEAH

1963 4E ¥
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9.

10.

11,

12.

13.

HERTARRBFABRVAREES. EMELRHFEFRAE. WREFBFAB

HEX T x 8E 10mg BATE ]

WR5E4 RSB EAFRAEA H KRR SRAMAEEN A A H ARFEBRAAAE A B
IHER FE4 - o
S g 1989 4F 12 A 25 H (01AM) %5 0915 &= 19904 7 A 13 H 19904 7 A 13 H
IRsbEA 2007 4E 3 A 22 A 21900AMX00835000 2007 4F 6 A 15 A ”
7 = /) V)L EE 10mg
NRFE4 25T
HEXFV 78 | 20104F 8 A 26 A 22200AMX00915000 20114F 6 A 24 A ”
10mg 175
2EXT T = U bE 20mg (BTG
e 4 IR e AR A H EGRE IRAMFEVENL A A IRFEPIAAEA B
52%3i?°/j7?:b/ﬁf 201145 1 H 14 H 22300AMX00108000 20114F 6 A 24 H 20114F 6 A 24 H
20mg TG )

MRERIREN, RERUVAEZEEENFOFEABRUVEOAE

BN AR

BEERR. SR AREABRUVETORE

AR

BETHM

L

REARSIRICEY 5158
AN, TR 2 RIILED bR THAN,

KLEI—FK
. JEAE MR R | EAERSN 2 — R ~ N R P v =
R 784 I S o — (V] 2— F) HOT (9 #7) &5 N
HEXT T = 8 10mg AR 4291003F1201 4291003F1201 109215801 620921501
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e Oy VR A WARNING

RE DA For Women With Ductal Carcinoma in Situ (DCIS) and Women at High Risk
+ for Breast Cancer

(2024 %7 H)

Serious and life-threatening events associated with tamoxifen in the
risk reduction setting (women at high risk for cancer and women with
DCIS) include uterine malignancies, stroke and pulmonary embolism.
Incidence rates for these events were estimated from the NSABP P-1
trial (see CLINICAL PHARMACOLOGY,Clinical Studies, Reduction in Breast
Cancer Incidence in High Risk Women). Uterine malignancies consist of
both endometrial adenocarcinoma (incidence rate per 1,000 women—years
of 2.20 for tamoxifen vs. 0.71 for placebo) and uterine sarcoma
(incidence rate per 1,000 women-years of 0.17 for tamoxifen vs. 0.4
for placebo)!. For stroke, the incidence rate per 1,000 women-years
was 1.43 for tamoxifen vs. 1.00 for placebo?. For pulmonary embolism,
the incidence rate per 1,000 women—years was 0. 75 for tamoxifen versus
0.25 for placebo.

Some of the strokes, pulmonary emboli, and uterine malignhancies were
fatal.

Health care providers should discuss the potential benefits versus the
potential risks of these serious events with women at high risk of
breast cancer and women with DCIS considering tamoxifen to reduce their
risk of developing breast cancer.

The benefits of tamoxifen citrate outweigh its risks in women already
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diagnosed with breast cancer.

1 Updated long—term follow-up data (median length of follow-up is 6.9
years) from NSABP P-1 study. See WARNINGS: EFFECTS ON THE UTERUS-
ENDOMETRIAL CANCER AND UTERINE SARCOMA.

2 See Table 3 under CLINICAL PHARMACOLOGY, CLINICAL STUDIES

Pregnancy Category

Tamoxifen may cause fetal harm when administered to a pregnant woman
Women should be advised not to become pregnhant while taking tamoxifen or
within 2 months of discontinuing tamoxifen and should use barrier or
nonhormonal contraceptive measures if sexually active. Tamoxifen does not
cause infertility, even in the presence of menstrual irregularity
Effects on reproductive functions are expected from the antiestrogenic
properties of the drug. In reproductive studies in rats at dose levels
equal to or below the human dose, nonteratogenic developmental skeletal
changes were seen and were found reversible. In addition, in fertility
studies in rats and in teratology studies in rabbits using doses at or
below those used in humans, a lower incidence of embryo implantation and
a higher incidence of fetal death or retarded in utero growth were
observed, with slower learning behavior in some rat pups when compared
to historical controls. Several pregnant marmosets were dosed with 10
mg/kg/day (about 2 fold the daily maximum recommended human dose on a
mg/m basis) during organogenesis or in the last half of pregnancy. No
deformations were seen and, although the dose was high enough to terminate
pregnancy in some animals, those that did maintain pregnhancy showed no
evidence of teratogenic malformations

Tn rodent models of fetal reproductive tract development, tamoxifen (at
doses 0.002 to 2.4 fold the daily maximum recommended human dose on a
mg/m basis) caused changes in both sexes that are similar to those caused
by estradiol, ethynylestradiol and diethylstilbestrol. Although the
clinical relevance of these changes is unknown, some of these changes,
especially vaginal adenosis, are similar to those seen in young women who
were exposed to diethylstilbestrol in utero and who have a 1 in 1,000
risk of developing clear—cell adenocarcinoma of the vagina or cervix. To
date, in utero exposure to tamoxifen has not been shown to cause vaginal
adenosis, or clear—cell adenocarcinoma of the vagina or cervix, in young
women. However, only a small number of young women have been exposed to
tamoxifen in utero, and a smaller number have been followed long enough
(to age 15 to 20) to determine whether vaginal or cervical neoplasia
could occur as a result of this exposure.

There are no adequate and well-controlled trials of tamoxifen in pregnant
women. There have been a small number of reports of vaginal bleeding,
spontaneous abortions, birth defects, and fetal deaths in pregnant women
If this drug is used during pregnancy, or the patient becomes pregnant
while taking this drug, or within approximately two months after
discontinuing therapy, the patient should be apprised of the potential
risks to the fetus including the potential long—term risk of a DES-like
syndrome.

Reduction in Breast Cancer Incidence in High Risk Women

For sexually active women of child-bearing potential, tamoxifen therapy
should be initiated during menstruation. In women with menstrual
irregularity, a negative B-HCG immediately prior to the initiation of
therapy is sufficient (see PRECAUTIONS, Information for Patients

Reduction in Breast Cancer Incidence in High Risk Women).

Nursing Mothers

Tamoxifen has been reported to inhibit lactation. Two placebo—controlled
studies in over 150 women have shown that tamoxifen significantly inhibits
early postpartum milk production. In both studies tamoxifen was
administered within 24 hours of delivery for between 5 and 18 days. The
effect of tamoxifen on established milk production is not known.
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There are no data that address whether tamoxifen is excreted into human
milk. If excreted, there are no data regarding the effects of tamoxifen
in breast milk on the breastfed infant or breastfed animals. However,
direct neonatal exposure of tamoxifen to mice and rats (not via breast
milk) produced 1) reproductive tract lesions in female rodents (similar
to those seen in  humans after intrauterine exposure to
diethylstilbestrol) and 2) functional defects of the reproductive tract
in male rodents such as testicular atrophy and arrest of spermatogenesis

It is not known if tamoxifen is excreted in human milk. Because of the
potential for serious adverse reactions 1in nursing infants from
tamoxifen, women taking tamoxifen should not breast feed

SKIEIDHATSCEE : TAMOXIFEN CITRATE https://dailymed. nlm. nih. gov/dailymed/index. cfm (2024 410 H 21 A7 7 &%)

|
F—ARNT VT O B3
(An Australian categorization of risk of drug use in pregnancy)

https://www. tga. gov. au/prescribing-medicines—pregnancy—database (2024 4 10 H 21 H7 7 & X)

2% SO

F—A N7 U T D43FE (An Australian categorization of risk of drug use in pregnancy)

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

(2) /NREIZEIT DRk
ABIZBIT LR EDOE Z 2T HBEICHETEERE 9.7 /NEE)] OHOTHIILLTOLEY TH
0. KEOEMNICGE L3RR D,

9. HEDEREHIVBHICHT IR

9.7 /MR

INREZ G U2 BERRBR 1334056 L CTuheuy,

High Laaes
KEOWA 2 | Pediatric Use:
(2024 47 ) The safety and efficacy of tamoxifen for girls aged 2 to 10 years with

McCune—Albright syndrome and precocious puberty have not been studied
beyond one year of treatment. The long-term effects of tamoxifen
therapy for girls have not been established. In adults treated with
tamoxifen, an increase in incidence of uterine malignancies, stroke
and pulmonary embolism has been noted (see BOXED WARNING and CLINICAL
PHARMACOLOGY, Clinical Studies, McCune—Albright Syndrome).

SKIE DU SCE: : TAMOXIFEN CITRATE https://dailymed. nlm. nih. gov/dailymed/index. cfm (2024 4710 H 21 H7 7 & X)
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