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YRR RGO B D 6 MR GE 72 M &5 A7 T S SRR IS AN Y] 72 75 i HE O 5 155 D AR
CAREL 7RG EIIIAR b5 L2 b, o, FRURBUWEREIER T, BIBHEBET. m7 v 7
7 F MAE K O N EASUIHIR FEES S 2580 NG, YiRBOIRREELET 52 L,

3. BERUH=E

() AZERUVHAEDMEER
(A&
WE., RAIIZLY by = LT A 12 5mg 2R 0515,
(ERBHBNERICH (T HREINEFH. LERMUINREREICHS TL5HMERK. RETBARLEC
BT LHHEMMESR)
HWE, Lhey =1L T1HI1F25mg 2 AREY 3 HE»D 5 HROKRET 5, +497%2
HEPE DL WIGEIL, WEBILIED 1 A5 &% g ICHETE 5,

2) AERUVHEEDERTERE - 1B
M ER L

4. AERUVREICEHEYT HEE

1. % - REICEET HEE
(ZERMINEEREICH T I2HNFER. RRFHAREIZE T SHHFER)

1.1 KA AW EZERY K LT THHORBRERELNRNEAITIE. BEOEMRELE
&L, BRE K Z AW 20 KT O TIER L, ATEABER %2 & O oy R i5 % 4
BETH L,

5. BRERALIE

MEKRT—2/\vr—
BA=RSANA

(2) ERPRSIRHABR
AR L

(3) B RIS RFHER
AR L



(4) #REE AR ER
1) AR ER
U ER R L

2) REfEHER
DR L

(5) B - FRAEHIEER
LR L

(6) JamEE A
1) ERARERE (—REARERE. HECARGERE. FRARBELERRE) . 8ERTERT
—AR—RAE. HERTRERAEBROAR
A% ER R L

2) FBEME LTEBTFEONER IR L-HE - RROBE
AR L

(1) ZDith
BA=RSANA
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VI.

\

EEHE(ICEY DIEHE

ERZHICEEHDILEMRITLEYEEY

Ty RueFrhbox A b U AERMEER (7T e~ —YHEER) :
TFA b/ —)L, =X RARHT
HoA b a X 5l ZEXFT 7ol 7oL I 7o 5

EE : BEOH LG OMEE « BIRFIE, HORMNCEZSZRI L L,

EEER

(D ERERML - 1ERERF

FARRIE M DM BRE T LT, L b Yy — 3 g 0 BE R ZE L, BENOBFIE
(L&D SEDLAFNIRNB AT v A4 FLRRMRALE > OBRRIZITREN 2L Mo FRLEL DL
Nw%%méﬁ&womef—wﬁik\tbi&%%ﬁ%v%7&—%miﬂiﬂikm
HER2/neu Z @3B L CWD = A b a b UARFHEEGOHEEOMId~—h —%2 X EF v 7= L0
HLREL O EED T

PARCAT O ZMETIZ, =X bu 7 AR EOM R, FSH (RRRIEARLVE ) Wik E s, i
BNICBWCT > Fa Ao nEfT 5, FSHEOT > Fa 7 o OERIC X0 SRR R < USR5
BMEEENS Y,

(2) BT R T1T HHRERMAR

1) 7Tr~Z—VPHEEH?
BRI HELT - HRABEFEIZLV ey — L 1 B 1 H 2. 5mg KRG L&, T~y —FiE
PEIZER TIRME (99.1%) £ CTHEINT-,

2) PUEGE (F > b, in vivo) ¥
ARFNOFLIRIEE N % A PUEEEF I 2\ T, 7, 12-Dimethylbenz [alanthracene (DMBA) #EZF D
7 v NS E T VR E AV TRET LT,
DMBA % 75mg/kg D& T 1 [ 1 #¢ 5 U FLIRES; 4 g8 L7z Crl1:CD (SD) 7w h (7 Jdfn, M)
(2. L hmeYy — g BRG] RORRERG B8/, 1 8P L ey —)L 2.5mg) & HIZHx L b
7Y —/Le LT 1.0mg/kg/ HOMEZE 1 H 2 BNZ/HT T hHMMBREROEE L, HARTHEAE LT
TS DB & 25 2« DORFEZ JIE LT,
ZORER, TR GHETIE, FIE AT K OIS EE O HERZ I3 T A R & g L TR
S5 (SRR M OIS S D P 3 2 & 4 BB ZED TR iz (RIVI-1, V-2 K O VI-1;p<0. 05
K TR0.01, Dunnett’s two-sided test),
F o, A GHE TR, B RREE & i U TR EEORD . S GICHUEE I ) T2 E
BEOWRWDINA BN, AEENED BN (FF2VI-2 ; p<0.01, Dunnett’ s two—sided test),
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(mm®)

16000

14000 |

12000 f

10000 |

8000 |

6000 |

4000

2000 f

SeirdtE= T\

—O— WA ER A
--@- ZAERK 1.0 mg/ke/BIREER
—o— L ~aYV—)LEElBRA) 1.0 mg/ke/ B 58

*% Kk ok

. . * »ZA._ - :'.';.' — *% wk E. oS * JOTON . .T'
0 2 6 913 16 Z Y A R A=)

AR EROB N

RVI-1 #RESAEOHTS
Mean—+S.D., n=13~14
* p<0. 05, sk p<0.01 (vs. BEARKIAEEE Dunnett’ s two—sided test)

—O— KX R EE
—o— L tAY—)LEElBAAL 1.0 mg/ke/ B 58
--o - fZEERK| 1.0 mg/ke/ BB EH

AR ERO B

RVI-2 [EEEHOHTE
Mean+S.D.. n=13~14
* p<0. 05, ** p<0.01 (vs. BEARXIIEEE Dunnett’ s two—sided test)
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FVI-1

ERIESRICETAHRERAR. Sy b1 REHhi-Y OEBEKXRUVKRESKE

B b s e [ o K ME B A
(mg/kg/ B ) n /»t\ﬂi%@i& H%%ﬂﬁﬁ/7 b4 ]\ (mmS)
LA ST PR 0 13 55 4,2+2.7 8351.6+6477.3
1. Omg/ke/ F £ 5 B¢ 1.0 13 3 0.240.4 25.7+57.3
UL 4 e ook
| Omg/ke/ F 2 51 1.0 14 2 0.1+0.5 60. 4226

Mean®S.D.. n=13~14

ok p<0. 01 (vs. BEAAXIRAE Dunnett’ s two—sided test)

£®VI-2 RE., FEEERVEEEECRIZTEHE
Be5 5 KE (g) FEEE FEE 5 B s

(mg/kg/H) | RERBHAAEE | RBRIK THE (g) (g)
AR SO R 0 289.51+24.9 | 294.8£30.6 | 0.564%0.274 | 9.978%7.763
L he Yy —LgE THIR) . toq p i - 4 -
1. Omg/ke/ A #3152 1.0 293.7%24.7 |374.2£23.67| 0.187=%0. 021 0.104=+0.113
¥ 1]
FRIERA 1.0 290. 7+36.5 [365.9+42. 5| 0. 184 %0. 025" | 0.232+0. 573

1. Omg/kg/ H ¥ 5-F¢

Mean=®S.D.., n=13~14

Q) fE AR IREFE - FriuhrfE

M E R L

sk p<0. 01 (vs. AT HERE Dunnett’ s two—sided test)
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VI

EMEREICRET HHE

A REDHR

(W AELEMNGIFRE
BRI L

(2) EE nt%ﬁfﬁﬁmu é*LT'JI[L':F,Ezr_
AWy R S kiR 1Y
v%m)~w%2MgWHJk7:v~9%2&m% I AL —"—{EIC L) ENENLEE (L
% 7 —L & LT 2. 5mg) PARRMERERER A 22 MRS iR BRI 0 # 5 U C i HR R 28 b AR B 2 I E
L. oz YBiie N7 A —4% (AUC, Cmax) (22T 90%[EHE X MIEIS THEGHIFMT 21T - 7o 7
. log (0.80) ~log (1.25) OHFHNTH V. WHIOEWFLIEZEHESHER Iz,

(ng/mL)

60 —e— L POV — 52 5mgl Wi

e 7z — F§E2 Bmg

50 (Mean +5.D., n=24)

g 40

N S LT

0 12 24 48 96 168
HRE 8 (hr)

EVI-1 2.5mg ik 5RQMmERL bO Y —)LEEHR
RVI-1 EMEIRE/NT A —42

HIENRT A—H SENRTA—X
e AUC C T T
EH t max max 12
(ng * hr/mL) (ng/mL) (hr) (hr)
L bhe v — L g 2090. 20 102. 11
+ +
9. 5mg (114 | 24 1695, 36 43.79=%9. 27 1.32%£0.79 196,73
— 1971. 98 92. 84
— & + +
7 =~ —J&E 2. 5mg 24 1696, 42 39.55%7.63 1.72£1.04 156,59
Mean=S. D.

i B R EEAE TN AUC, Cmax FED /3T A — &3, YBRHA O, RIEOLRIREIEL - R % OB 5
RS E > TR D AREMEN D 5,

(3) hEE
M ER L

4 BE - HAEOZE
BEORE LG L
ORISR IVIL 7. EAE) OIESMR
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BYLRERIN/INT A—4

(1) A 753
AR L

(2) WUIEE TE L
M E R L

Q) HEEETEH
L he Yy — LgE2.6mg TEATE] % 188 (L he Yy —)L b LT 2.5mg) ARSI R A &M 24 44124
BHEHREO#KG L7ZREOEREE ES 0 0.0105420. 00624hr !

DHo2IVTF7IUR
M E R L

) R mEE
REERR L

(6) ZD1th
FARPA

B&EH (REaL—ay) @

OF Ziv-i
AR L

(20185 A — S EHER
AR L

IR LR
PR GERE Pt (12 f) 1TV hu Y —)b 2.6mg ZHERROEE L2 & & O A AT A T EY
T 4 —1FH100% THo7= 2 (SNEADOTF—H),

kil

(1) ik — BRIPS BB
AR L

(2) % — BE BEBA P @B T
PR ER R L
V. 6. (5) 44w DOIESM

Q) A ~DFITHE
ERR L
[VI. 6. (6) #=FiF) DOHESM
4) BERA~DFITHE
M ER L
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(5) T DD~ DBITHE
DR L

(6) MWELFESE
B R L
E MIBITAMEEREERITH60%THY (in vitro), EREEEAIZT LTI THHED
WMENDH DY,

5t

(1) B EB L B ML R R
FHEEAL - T
REAEREE - M ER 2 L
FEHLHNCARIEED I L E ) — RICRET S - %ic, 2V 7 v U Bfaaik e LTEIC
B HPE S D & OWERH D Y,

QRBIZEE5T S8R CYPEH) OHFiE. F5F
AFNE, FFCHIEES CYP3A4 o OY CYP2A6 CRETS LD, —FH. AAL., CYP2A6 OHEEHEHF T
50
F 7z, & CYP o FREIC )T 2 AFNOBRE DR A et LIz fE S, CYP2A6 K OF CYP2C19 (Z%F3 % Ki fE
IZFIFI 0. 12 umol/L EIR8. 5 umol/L Thot-L OB ERHH Y,

Q) VEEBANEDEERVZDEE
M E R L

) REYDEEDEERVEEL, fFELE

AR L
VI 6. (1) BB R R BRI OESR
Bttt
AR L

LTFowER®H L Y,

PRt e (6 41) 12 [MC] v by —/L 2. bmg Z B[R OF G Lz b &, 5% 336 Kl £ T
WG RED 88. 2% IRHIZ, 3. 8%NFERICHM Sz, Eo, RPN LEIRS AV BEREED 5 b,
K 5% MR, K 63% N A NE ) —MED B-0-7 V7 a UEREIRThH-T- RNEADT—%),

S U RR—42—IZBYT 515k
YR L

BWEIZL DBREE
LRk L

BRENDERZAI HESE

MM E R L

Z Dt

AL
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Z&e EALOIESF) (CEYSHIER

DI

=

S.Q\
= OF

AR EZDERH
IhTuniagn

H22RNBRETNDER

ek

*:

=

IS

2 (ROBHEICIFESELAEWNI L)

(GhEEHE)

2.1 W XA R L CW D RTEEMED & 5 4tk [9.4, 9.5 ]

2.2 =23 [9.6 ]

2.3 ARANO RSk UBBUE OB D & % B

(ETEFHBIERIZH T HFEONRRM. LEMMEINRERBICH T 5EMER. RETHEREIC
BT LHEMER)

2.4 IEEME O AR EREREOBE DERAELTI2B8ZhAH 5, ] [9. 1.1, 11. 1.5 BH]

MEEXIERICEET X & TDEH
(V.2 PREIHRICBIET HEE 2B 5L,

RZERUVREICEET HEE L TDEB
(V.4 REROHRICEET SR 23R 5L,

BELREARIE L ZNDER

8. EELEAKRNEE
(GhEEHE)

8.1 ¥y, ®FEWV, FNICHRDEZ D2 BB DHDOT, AFIFREGHOEEFIZIT, BEIHEOEE
EAEIR A O A B ET A BRICITIER S L 2 L,

(FARZRELE)

8.2 RENOFEGIZ I » T, BHRE, BIMBEZ VST 20T, BBEESZOEIREZ YN
\CHBIERT D2 ENEE LU,

8.3 ARANINDWFIERITH O | D AATKHT 2 FPIEIEIC DWW T 2 ik & B & R o =R D
& T, AR L DIRFENEY) &M SN BEICOVWTORBEHTL Z L,

8.4 AFNIT u~vX —LBEHET LI EICLVIGEHDRERET 20O THY | IR INEIERE
EATOHREIHEOEFE I T e — B R HETIHIRIIA T+ THDL ETHREIND D
&L WO EARRATELIE O B TIE IR 2V 2 L 28 LT, FRRATILIE O B (oo LA
ALRWZ &,

(ETEFHBIERICH (TS HEINERH. LEMMINRERBICH T SBEMER. ERETBEREIC

BT LHEIMESR)

8.5 AFNL, FILIFICHomikt RBOH L EMOL & THATLZ L, AABEICLY T
HENDY R FUOWREBETRIGERIZONT, HO0UHBFICHAETY 2 &,

8.6 AK|ZH W ALEIBRICE Y, IPFLRRFEEEREN S DD Z EBHDHDT, AFD 5
Ao THLEDDR & BURAEIRREMNMF T, UToE=2) o 72E L, JF
BB OE M RE O K AFE O SN ATl R L@ 2475 Z &, [8.7, 9.1.1, 11. 1.5 &
i
- BEOBRER (FESW., FPEESREK, B, BEES)

- SRR RN
AT IR S5 (2 K D BNELIE K
8.7 BEIKLTIE, 60 UL TOREMRIATHZ L, [8.6, 9.1.1, 11.1.5 ZH]

_17_




- ONELERIRIBOE R B b D 2 &ﬁ%é@f AR (IR, FIEE Ak,
O, BYESE) SRR EEEMDFED DG E IIZE BICEMSEITHRT 5 2 &,

* SN A 1 TéﬁFQﬂ%%&UﬁITEﬁTﬁE BT 2PINFEFR AR & T
A IIEERRIR O R & L TERIERO ATREMEDR H 5 Z &,

6. BENERZHI HPEEHICHT HER

() EHE - BEESFDOHLHESE

9.1 EHHE - BEERZEDHLHEE
9.1.1 RARVREDBRERZED—MRICORERERR)RINGVEROONLIESE
AEN 2= AW REREEIT O %A AFIOEG ORI OWTIL, ARAID A ZERAE DR EL Y
A7 EWEMEELZL2BE L CHBIT2 2L, 22, MIRAKICKL > THMRERIED U R
TII@E< b EITBETDHZ &, [2.4, 8.6, 8.7, 11.1.5 &=/]

mwa
o
X i

$i L U BRRRBRIIEK L TWwuy, [16.6.1 W]

(4 £JEREZEH I BE

9.4 KhEEeExHIT HF
(EIEFHBEREICH (TSN ER. SEMMINREZREICH T 5HMFER. REFHERLEIC
E T 5HNEEF)
RO G- 28T 5720, LTORISEITH> Z &, [2.1, 9.5 &B]
- AP 5B AR S ONRJE ] 0 $ 5-Aifl ﬁ%bfwﬁw:&%%;#é &
. %%Eﬁ PEDR BEGRIEIZ 3510 2 BEINFE 3 K VR IR R A AR IS 3 1T D HEIRFEF I W T, B
$ﬁ&5m9@<&%1wﬂﬁ&oﬁﬁﬁﬁ$iﬁ%%/%z#&ﬁéﬁ BEIN D A7 I
ﬁ%?é_a

(5) 4Ei%

9.5 1F4%
It SATIENR L TV D ATREME D & 5 I EITIEZ &R G- L e nZ &, bz W T, #issh & L ThE
WRAT MR MR ICAR 2 G SN BE TR Es AT 2R AHELI- L OMERDH L, BE
B (7 v ) IZBWTiE, BRIEET R OMRA M (R — 2RI &K OHEARE ) I QNS Sy il
ERBRINTWD, £, 8WER (T v ) THRE~OBITHARDO LTS, [2.1, 9.4
Z ]

(6) = 7L4F

9.6 123L1%
BT OLENTEG LN L, RO TERETIHAEIRALZETSE2 2L, BIWE
B (7w b)) THHBITARODLNTWD, £z, BIWER (T v b)) TERALYNTAKRHK % £:H)
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7.

WG Liza . EOHAROATREOIK FRBIZE STV D, [2.2 5]

(DIME

BIE STV

(8) En#&

9.8 S

— I i I AR A

PMETLTED,

RITERZ O 5090,

MHEEH

10. fAE/EF

AFNE, FFREEESE CYP3A4 JOY CYP2A6 TRET SN D DT, ABEHE OIEEIC A KT 3 3KA
EOFHT A AICITEE L THRET 5 2 L, CYP3AM KT CYP2A6 1GVEZFHET 53K, i
CYP3A4 O CYP2A6 12 & » THRET S DA & DPFRIC X 0 . ARFI O AP & i o i BE A3
ERTHFREENH D, Flo, CYP3AM ZFFET 5[ E OHFHIZE Y . AFIOMHIMEES
MAREMETTHAREMERH D, —F7, KANX. CYP206 OIHEEMEZHTLHZ &b, Al
F RPN HAMOIER DM FEEE EF I AEEENH 5.

() HrRAEZ L EDEH

REI LTV

QHRAFIELZEDEH

10.2 fREE (BIRISEES S L)

K 4 B REIR - HFIE 5 TE KSR - faldaln 1
CYP2A6 % BHZE 32 HHA AFNDOMAPIREN ERTHAREMENH| A b 9 L v % o A
A REH L D CYP2A6 JEMEZAPHES D Z &

L0 KFRORH 2 HES
2,

CYP3A4 % fHE 4 % FEA
7Y = RGTEREA] (7 k
afFy—n A ~hT7ary
—), R 3ty — )

Kt

A

AF O PR R/ D REMED B
éo

T — VR PR A O 3R
X CYP3A4 EMEAFRET S
Z & X ARE O RE
15,

CYP3A4 % #5384 5 3EHA
HAEXT T 2
A S S~

ARFNO i IR EE DMK T3 5 rTRetE N H
50

EKH e 2EXT 7 2 DRKEFRAES
WZX 0. AKID AUC 35 40% T L7=
EDWENHD Y,

7272 L. MAEERITERT 22 L0

55 K OEITER O 137210,

Z b OFAKNE CYP3AL &5
L o RN e /I N - [T o
HaeET 5,

Haol

|4 H

11. 8l4EH

ROBWERRH BN ZENHDHDT, BEELTHIATV, REDBED LN LGEITITRS
IR 57 EEU R LEZAT O Z L,

(1

) EXGEIMER & HIER

1.1 EXGEIEA
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11.1.1 mA2fE. ERAE (W9 b HEER)
i ZEARE . AR 2E, BhRMARIE, MARMERARK ., DAFEERH LD Z LMD D,
11.1.2 DFRL, BOE (Wb HEERH)
11.1.3 FFHEEREE . &E (Wb HERE)
AST, ALT O3 L\ BRS04 O IFHREREE . BEAH LD Z En3d 5,

11.1.4 thEMREIEA (Toxic Epidermal Necrolysis : TEN). ZHAIBE (W34S 5 AH)
11.1.5 DREARIRIBAREE (B RH)
AFN e N ARIEREIC L 0, DRERIER, TR, FREEESEEE, MK, Mok, Pk E gz
£ IREGERFEEGERE RN H Db b Z LN H Y IREAZ,
GreMmiegeteiE, MKE, BREERBOOLND Z bbb, ARFIFE G 2P T T 8T
FERRD DN HAICIL, BEAEEIDS U Tl @& 21T 5 2 & R O PN EL R fIOE
WO LNTHAEICIE, ARSI THERLELITH Z L, [2.4, 8.6, 8.7, 9.1. 1 ]

PRBLZE IR, MREZE, MiZéte %

(2) ZDHDEIER

1.2 Z DM OEIEF
R e S W A
— EILERBR . U o/ <ER /MR, 3 R 5y R
i b Kb | R B
. BEERECED
A = v 27 o B IR, REHN AT AME, TAVT IV - T
- R S %2 D) I 07y U, AT e —
SR U R . ) o A R
- M, i 2 a— L, AakJTiE,
PR
Kb — — GBS o, A, RHRE
e S EEED F 0, WEREE | O EE . B, L OTUR. [
PRI PEDE S, FEREE. R
AR — — IR, R, 2
FROKEEE | — g —
Ul E — BE HNR
R X L E IEHLE, WL
IR E | — — WSRO R
— — FL, N, WCRR, | EREE. W R M. e
. TTR% Wi, T
. e |AST BEAN. ALT #8| v —GTP #8840, LDH #8001 |(ifnd e U L e 880
B mRbE
— — TP, L. ST, [T, WP A. O
W5, BEIE S
I T 59 . ERREL, A . BT, LR
B A SR B R "
EIEIES
BROREEE |— R FE SR . JREAREYE. BUN B
A % o O — TLGRE . ML, e e B A
p )
— Wes . J AR, DB, |BUR. BT, JEEN. KGR MR
S hE Wose. RERIE. 4R R
[

9. BRRBREMRRIC

REI LTV

AEER-7Z -
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10.

11.

12

BERE
REI LTV

EHELEDZFE

14 BRALDFE
14.1 EXZFEFOZE

PTP @l 2EDHANL PTP & — OV H L TIRHT 2 L 28352 &, PTP 3 — FDOFAERICT &
D RO EIER A L, TR E B 2 L CHERRIRR O EE e A OHE 2 F%
T2 ENbD,

ZTDMDEE

MEERFEARICE D I1EHR
REI LTV

(2) JEEGREAERIZE D < 1B#R
B STV
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM

(2) REVEEEHB
AR L

(3) E D> FEEHER
REERR L

HEaER

(1) BER S B
AR L

(2) RIS H R
LR L

OF U=t
MR L

(4) %A R
MR L

(5) EREREF AR
AR L
MV 6. (5) 4Fhf) M OX TVIL 6. (6) f%3Lia) DIEBM

(6) BT RIA MR ER
MR L

(D Z DA H BN
AR L
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EEMFEICEAYT HEEB

HE X5

fA L kY —/LEE 2. 5mg [BHIA)

PRI AL B

W) EE-EMEONSFEICLVERTLZ L
ARGy kY —)L BI¥E

AN
AR © 3 4

BRRETOE
HEIRLRAT

Bk EDFE
BRE I TV

BEMITEM

HBE M ERL T A K.

<FTVoLEY

Z OO BTG A
OIS A 7V — ~L br > —/LEE 2.5mg TH1IR) 2MRASh 5 BEE~ (4
LI ~
[XII. 2. Z O OREHEE R DIEEZM

E—m5 - BxhE

[Fl—m53E . 7 =~ —F "8 2. bmg

M %) E:7FRAbrYy—n =% 2% (IEFEMBIEFR BT 2 TR0 R, 2EmM:
ONEEMERRIZ 31T 2 BRI . JRIRRHARERIZ I T 28003538 & <)

EfREAEF AR

1996 4F 7 H

2E %nﬁWEHE&Uﬁwﬁﬁs%ﬁgﬁwﬁEﬁE HRIERIRE A B
W74 BER e AR A BEE AR 0| AR

L ke Yy — g

= 201542 H 16 H 22700AMX00415000 201546 A 19 H 201546 H 19 H
2. 5mg THR]

MBEX (IENERENM. AERUVAZEZERTENEDERAARUVZOAR
ZhREBIN K OHTEH & OB : 2022 412 H 28 H
BINE =206 - R
AEFEAEBL EE R 33T 2 AR DN B
ZEERAPE IR B ERE IS 31T 2 HEINFE 3
SRR 3810 2 HEDREE
BMSNHE - HE
(AEFEABY IR (23 T D AHEI IR BRI, 2 FERa M ON BE BRI C 35 1T D HRINFH 7. IR R AR AL
BT HHEIFER)
WE, LheYy— Lt LT1LHI1E25mg 2 AREMS AEND 5 HRO&EET 5, +5
RERNRDPGE LN RNGE IR, WEBILED 1 Bl 5 5% bng (ICHETE 5,
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10.

11.

12.

13.

14.

BEERRE. BIEBERAXRFAERUVEZORE

PAROASA

BEEHME

AL

IREAMGIRICE Y 518K
AN, BT 2 HIILED bR THAN,

L£Ea2—F
L JEA T B SEMEENE | ERERL 2 — R _ L Lt 7 ML
R4 I B S o — (V] 2— ) HOT (9 #f1) &5 N T
L b Y —)LEE
2. 5mg [ ) 4291015 F 1182 4291015 F 1182 124200301 622420001
REHBFLEDEE

i [EN

I EO%IEEIR TH 5.
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XI.

1.

SR

51 F3CER

1)
2)

3)
4)
5)
6)

7)
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(20184£4 ) |8.1 Pregnancy

Risk Summary

Based on postmarketing reports, findings from animal studies and the mechanism
of action, Femara can cause fetal harm and is contraindicated for use in pregnant
women. In post-marketing reports, use of letrozole during pregnancy resulted
in cases of spontaneous abortions and congenital birth defects; however, the

_26_



data are insufficient to inform a drug-associated risk.

In animal reproduction studies, administration of letrozole to pregnant animals
during organogenesis resulted in increased post—implantation pregnancy loss and
resorption, fewer live fetuses, and fetal malformation affecting the renal and
skeletal systems in rats and rabbits at doses approximately 0.1 times the daily
maximum recommended human dose (MRHD) on a mg/m’ basis.

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

Data

Animal Data

In a fertility and early embryonic development toxicity study in female rats
oral administration of letrozole starting 2 weeks before mating until pregnancy
day 6 resulted in an increase in pre-implantation loss at doses > 0. 003 mg/kg/day
(approximately 0.01 times the maximum recommended human dose on a mg/m? basis).
In an embryo—fetal developmental toxicity study in rats, daily administration
of oral letrozole during the period of organogenesis at doses > 0.003 mg/kg
(approximately 0.01 time the maximum recommended human dose on a mg/m? basis)
resulted in embryo—fetal toxicity including intrauterine mortality, increased
resorptions and postimplantation loss, decreased numbers of live fetuses and
fetal anomalies including absence and shortening of renal papilla, dilation of
ureter, edema and incomplete ossification of frontal skull and metatarsals.
Letrozole was teratogenic to rats at a dose of 0.03 mg/kg (approximately 0.01
times the maximum recommended human dose on a mg/m? basis) and caused fetal domed
head and cervical/centrum vertebral fusion.

In the embryo—fetal development toxicity study in rabbits, daily administration
of oral letrozole during the period of organogenesis at doses > 0.002 mg/kg
(approximately 0.01 times the maximum recommended human dose on a mg/m’ basis)
resulted in embryo—fetal toxicity including intrauterine mortality, increased
resorption, increased postimplantation loss and decreased numbers of live
fetuses. Fetal anomalies included incomplete ossification of the skull,
sternebrae, and fore— and hind legs

8.2 Lactation

Risk Summary

It is not known if letrozole is present in human milk. There are no data on the
effects of letrozole on the breastfed infant or milk production. Exposure of
lactating rats to letrozole was associated with impaired reproductive
performance of the male offspring. Because of the potential for serious adverse
reactions in breastfed infants from Femara, advise lactating women not to
breastfeed while taking Femara and for at least 3 weeks after the last dose.
Data

Animal Data

In a postnatal developmental toxicity study in lactating rats, letrozole was
administered orally at doses of 1, 0.003, 0.03 or 0.3 mg/kg/day on day 0 through
day 20 of lactation. The reproductive performance of the male offspring was
impaired at letrozole dose as low as 0. 003 mg/kg/day (approximately 0.01 times
the maximum recommended human dose on a mg/m’

basis), as reflected by decreased mating and pregnancy ratios. There were no
effects on the reproductive performance of female offspring

KEOFATCE - FEMARA https://www. accessdata. fda. gov/scripts/cder/daf/ (2022411 A 16 HT 7 & &)

RLAEINE
F—AKNZ VT 55HE
(An Australian categorisation of risk of drug use in pregnancy) D(2022 % 5 A)

2% OB
A=A T YT

Category D

Drugs which have caused, are suspected to have caused or may be expected to cause,

an increased incidence of human fetal malformations or irreversible damage. These

drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details
<https://www. tga. gov. au/prescribing-medicines—pregnancy-database> (2022411 A 16 H7 7 & &)
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness in pediatric patients have not been established.
Letrozole administration to young (postnatal day 7) rats for 12 weeks duration
at 0. 003, 0.03, 0.3 mg/kg/day by oral gavage resulted in adverse skeletal/growth
effects (bone maturation, bone mineral density) and neuroendocrine and
reproductive developmental perturbations of the hypothalamic-pituitary axis.
Administration of 0.3 mg/kg/day resulted in AUC values that were similar to the
AUC in adult patients receiving the recommended dose of 2.5 mg/day. Decreased
fertility was accompanied by hypertrophy of the hypophysis and testicular
changes that included degeneration of the seminiferous tubular epithelium and
atrophy of the female reproductive tract. Young rats in this study were allowed
to recover following discontinuation of letrozole treatment for 42 days.
Histopathological changes were not reversible at clinically relevant exposures.

#5[E] O SmPC
(20214E6 1)

4.2 Posology and method of administration

Posology

Paediatric population

Femara is not recommended for use in children and adolescents. The safety and
efficacy of Femara in children andadolescents aged up to 17 years have not been
established. Limited data are available and no recommendation on aposology can
be made.

KEOFAFSCE - FEMARA https://www. accessdata. fda. gov/scripts/cder/daf/ (20224E 11 H 16 H7 7 & R)
FEEOWASSCE : Femara 2.5 mg Tablets https://www. medicines. org. uk/eme/ (20224E 11 H 16 H7 7 & R)
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