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M4 12.9% (4/31 ) T o729,

Q@ EN#HEIMERR (F2Xa%
Pl A RNk L TR & 2 o 1o PRIk L (BT - F938) B3 57 Bl X4z, v ik
7Y —/L25mg % 1 H 1EREAEE U, [HEFT- RIS BT IS 1T D IR R ) &
(IS RMIEE LR, BT 21.1% (12/57 #) TH o7, (20054 4 A £ TOHE
Ft BlIEIRI O - 168 H., K : 364 H)
BIVEFR S HMBERE X, 57.9% (33/67 ) Th o7z, LEREMWEMIZ. 13TY 15.8% (9/57 f5i]) . 1
oL 27 a—/LEN 10.5% (6/57 ) T -7z 9,
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Q BHEMARER (FEFV IV EDOHERAR : £ 1 AR
PARE S O THEFLIE S 907 &%, L ha Y — LBt (1 A 1[0 2.5mg #%5) X34 EF
7= (1 H 108 20mg #5) ICHAESIZEID T, B SRR iR & S L7,
FHEFHMIHEE TH LR AT 25 £ TOHM (Time to progression : TTP) OHJfEIZ L
0y —NABET94 A ZEXFT 7= RET6.0 5 A ThHo72, TTP O — REIX 0.72 (95%
fEHEIXH : 0.62~0.83, p<0.0001) THY, L ha Yy — LBHIFEX T 7 = VB L L T
WRBEALT DV A7 2K 30%IK T S ¥ 7o, £, BIKFHETER Th AR FITL ha Yy —L
BET 32% (145/453 ), X EX L 7 = VRET 21% (95/454 f5l) Th o1z, FTNROA v Xt
I, ZEXRTT = URECK LT 178 £5 (95%[E XM : 1.32~2.40, p=0.0002) TH Y L |k
oY — VEERAEICENL TV, 2B, B 1 IRIBEDE SR R A T n A4 —~"—%
el 6 h ABICAEGFEREBPLIZEZA, 24 7 HETOAEFERTIIL ba Y — L RBEHT Y £
X7 = UBHICHANEBICE -T2 (p=0.0010~0.0246) ©),
L ha Yy — BB REORIMERRBBEE T, 40.9% (186/455 #)) Th - 7=, F/eEIERIX
D 16.7% (76/455 ) | X 6.6% (30/455 f5) | EIE 5.5% (25/455 1)), JJ7 2.6% (12/455
Bil) | 554 2.4% (11/455 f1]) | MEM: 2.2% (10/455 1) | B8R 2.2% (10/455 fi]) . 21T 2.0% (9/455
fBl) TH-7=7,

@ BAFEIHRARER (BEFL 70 EOERRE  HREMERE WHER)

TRV S AR E O B % R LI Lol 38 1 B I BIRIE O WIBIEE L LT, L ha Y
_Wﬁ(151E2Mg&5)Xi&%%y7:Vﬁ(1Hl@2%@&5)K%W%K%D
i BB i ER 2 e L7 (BIEf o bl ; 25.8 » A)., EERHMEEE TH
Zoﬂfﬁﬁiﬁéﬁ (Disease Free Survival : DFS) (2L CL hu Y —/LEEIT 4,003 il 351 i3
HRLZOICR LT, #EXT 7 = VBETIE 4,007 Bl 428 BIAFER L, L ha ) —LEEE~
EX T OB LTHED Y X7 ZFRHINC 19%K F S8 (A~ F— REE 0.81, 95%(5
X[# : 0.70~0.93, p=0.003). 54 S THODFSIL bu Y — BT 84.0%, #EFT 7 =
VHET 814% Th o7 (#axtE2.6%), 7o, WO EERTFRINF Th MY v Hilis
BPEFNCIBWT, L b Y — LB Z B 7 = VR L L L CTHRED U R 7 ZFRIIC 29%
KRS OMF— R 0.71, 95%(5#EXH : 0.59~0.85, p<0.001)., 5 4R TO U v Hilixk
BPEFC 31T D DFS 1L b —LEET 77.9%. ?%%V71Vﬁf7h%?%ot(ﬁﬁ
75 6.5%) . EIKHIGHEEH Th 5 2AFRICB O Tl ZA B AR Dk ho
ZH DD (NP — K 0.86, 95%(EHHXH : 0.70~1.06, p=0.15), M%%@%E@Uxa%
FESRHAONZ 27% MK F S 72 (O — FEL 0.73, 95%(5#EIX[H : 0.60~0.88, p=0.001) 9.9,
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® BNFELMARER (TS5 REDLERER  MERHHEE (FEXRER)

FURCIBRIT 12 2 B X% 2 7 = T K DINERAHBIRE 25 T 7o RS LR B 5,170 Bl & %512,
iy — it (1B 10 2.5mg #5) L7 7 B ARBHCEEMES 280 1), RS MR i
AR A 2k L 7o (BRI o R efil ; 30 » A #iPA ; 1.5~61.4 » A), FEFHIEHE Td 5 DFS
IZBIL T, b bua Y —)LEET 2,583 Bl 92 ISR L7-0cx LT, 77 BARRETIE 2,587 f
155 FIRAERE L, L ha Y — BT 7 B AR E il U CHRBEO U 27 ZFIRIIIC 42%K T
Et (Y— KL 0.58, 95%(5HHX M : 0.45~0.76, p<0.001), 4 4EHEECTO DFS (XL hw >
—/VHET 94.4%, 7T BARHET 89.8% Tho7c (#uxl# 4.6%), F7-. RIRAFHIEE THH 2
AFRIZOWTIE, b ba ) — VB 2,583 il 51 BIAEL L7zDIckf LT, 77 B REETiX
2,587 Bl 62 FIZNFET L, MFERICHEHFIIAEZITERO 6T (AN — R 0.82, 95%(541
X[ : 0.57~1.19, p=0.3), 4 FREETOREFRIIL b —LEET 95.4%, 77 BHREET
95.0% T o7z (FEXI7E0.4%), LINLARR S, K& Y o HEEEEFIZ BV TL hr Yy —1
BEX T 7R I L O D U A7 ZAHXIIIC 39%IK F &7z (% — KE 0.61, 95%(5
FEIXH] : 0.38~0.98, p=0.04), I, HEMRIEEIEAED Y X7 ZHHIIC 40%E F S (HNF—
R 0.60, 95% 5HEXH : 0.43~0.84, p=0.002) . 4 FW S COMERFIEBAFRT, L iinY
—/LEET 96.6%., 77 BARRETI3 7% ThH -7 (Mukt7£ 2.9%) 10,11,

2) REMHE
LR L

(b) BE - RERGER
MMER L

(6) AERIEA

1) EARERE (—REARERE. HEFEARERE. FARBLERE). 2ERTERT—4
R—RFE. BERFTRERABROASE
BRI L

2) RBEHELTERFPENDABRIIEIEREL-AE - RBOME
M LN

(1) Z0ih
MR L
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%

VI. :

’

HEEICET HEE

1. EEZMICEEH SILEYXITLEMEF
TuvX—PHER T FA Y —)L, TFXFEBARZ
EE  B#EOH HILEMDOREE « IRFIIEFTOETIRLEZRTHZ L

2. EIE#EH
(1) YEFREBGL - YEFAMER
Ve — I 7 e~ —EBOEEREZHAICHE T2 &Ik, T Rerrynboxz A b
77 AR PR U R O 2 M 5 PARRRT O 20Tl = A b v 7 AR BRE D5 R
FSH (JPRFM AT V) WHAFHFE S, IIRNIZEWTT v e 7o BZERMT 5, FSH X
7 v Ra g OERIC X0 ISR S UIREsE M MEtE S D 12,

(2) EWEEMF T HHEBRBAE
) 7ax45—tBEEER
Or ey — I, & MBI /e Y —2Ehoflifl LT v~ ¥ —EOEEEZ, BAMIC
E L7z (Kifli=2.1nM) (n vitro), £7-. $hH7 v MTBIFH7 v F‘HX?VVZI‘/%%O)
FEIERIL, PR T e~ X —EB2 N L CEASND =X ha b U AKGFET 508, L ke —L
1% 0.3 g/kg/ H UL EDOHETZ OFEIEKZ I L7z 19,

QMR HETT - BRIEEAICL Y —L 1 B 1[0 25mg ZREHRE L&, Tuv X —
PIEMITES FRE (99.1%) F CREI L 19,

2) MiFh TR ks 2 RENFER
PARRLHEST - B AERAE IV by — L1 H 1H 2omg Z @ HROKEGETHZ L2k v, M
ST 2 T A — LR I BRI (Y 8.52pg/mL) (Ckt L., #5 4 WS CEE T
[RAE (1.21pg/mL) % C, MFEFT A bo U EE SR 5RE (%Y 13.20pg/mL) (Zx%f

L. $&5 4 BERSCER FIRME (9.90pg/mL) £ TIKTF L, G TP WG 2O RITEHE
[/77‘: 4),5)0

3) mEZEHRE
Z v RO NMU (N-= hv V-N-AF 7 LT) FRALBIEL K DMBA (7, 12-V A F L
VT hTRy) BREILBESICH L, L e Y —/liE 0.01mg/kg/ H L Lo O #EE (42
HE) (2L, AEICHEEEMEZ2IH L-, 72, 0.003mg/kg/H UL O OG- T, #Hi-/aiE
AR 2 I LTz (B THE) 19,
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4) £
OB AZ =R (in vitro) ZHWZBRIZBWT, L b Y — LV 3LHAIC L A=A b
TVF—NVEEETIRI LTS, T a S AT a VEAICOWTIBE RIER 2 RS ol £
2. v FEIBYI R (invitro) [ZHBWTL by —iE, ACTHRHIKIZ L ATV RAT v &
CanFazxsa s pEAICK L TBERER 2R E o721,

@V by —)L 1.0mgkg @ 14 HEFEOKEGICLY, AT v FoFEEEFIIEHRET v b
DOKMEE TR LY, £7-. L ha Yy —d, ACTH #llg L7-HEMET v FolifEarFa x

TuREROT NV RAT v RIS LA I S 7R0n o 7210,

(3) {ERSIER - AR
LR L
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VI.L EWEREICEEII HIEE

1.

MAREDHRE
(1) AELENGLPRE
BRI L
(2) EREREBRCHRESIN-ILTEE
1) BEES
BRIt otE (12 ) (L b Y —)L 2.5mg A 2SR ICHERR NG Lz & &, i3y
BRENT A—F T TDO LB Tholz 17,
Tmax Cmax AUCo-int tie
(h) (ng/mL) (ng * h/mL) (h)
1.5+0.6 43.2+16.1 2,066+1,147 68.6+36.7
R fiE AR HE(R 72
2) REHRS
PR IR R LoE (10 ) 2, L by —)L 25mg & 1 A 1[0, KE#HEE Lz L & omiEhiEy
BEET, BGEENPHEZ HIC LB THRAICER L, 85 4 BECIERIE-EMEISE SV,
WIE G2k 5 4 WHEF G D AUCo24 bt (BFERE) 1272 THHT2 19,
7. MRGHE MR (314 oL by — L 25mg & 1 H 1 EIKEROKSL-LED
MmAEF b7 Z7REZ, G54 EAURBIE-EETHBL, ERRETHDL LB LN Y,
3) EMFEMRIE MR

LhrYy—ngE2bmg (X757 L7x~v—T825mg%, 7 RAF—_"—LICLDENE
1§ (Lhry—L Ll LT 2.5mg) ZMREERLMICHERRBRR KRS L TiiEf L he
V= VIREZRIE L, 3572 EigE <7 2 —4 (AUC, Cmax) (22T 90%/5#H X MIAIC
THERHAT 24T - -5 5. log (0.80) ~log (1.25) D#FANTH V. WD AW AR ZPEN
R STz 19,

HIENT A—H BHENRT A —H
AUCO-Z4O Cmax Tmax ti2
(ng * h/mL) (ng/mL) (hr) (hr)
L koY — L EE
2344.6+£986.1 46.9+11.7 1.8+1.1 66.9+29.5
2.5mg 77 7]
7z~ — T8
2291.1+981.0 47.0+£8.4 1.3+0.8 69.0+35.3
2.5mg

CPEfE AR R 72, n=24)

16



60 (FEEHEERE. n=24)
504 T —e— /MO ‘J"—Jbﬁ@2.5mg[ﬁ'ijﬂ
——o—— JT¥—382.5mg

il = —\o 07 -8

0 zl é 1I2 1‘6 2.0 2I4(hr)
BT
(FOEHRERE, n=24)
—e— LOV—ILEE2.5mg[7=77]
-~ - JIN—3fE2.5mg

= — 07 B E
N
o

0 24 48 72 96 120 144 168 192 216 240(hn)
iSiE

MHE N ONZ AUC, Cmax 5 0/38F A —Z 1%, #ERE OFIR . (RIE ORCEREE « B % ozt
BRMFIC K o TR D AHEMN S 5,

3) s
LR L

) BE - HAEORE
AR L

2. EMEERINS AL
(1) FRtAE

LR L

(2) WAREEEH
AR L

(3) HEEETEH
0.0124+0.0052hrt (PR EEE L, L ey —L 'l LT 2.5mg 2B ERR O E) 19

W HUFIVR
AR L

(6) S
LR L
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6) Z0i
AR L

3. BEE (KEal—va>) B
(1) BBATHA
G RH L

(@) 1854 — S EHER
LR L

4. R
PHR LR A2t (12 #) IV by —) b 2.6mg & HARE OG- L2 & & Dt A 47 X1 T &
VT ¢ —135 100% T o720 FNEADTF—Z),

5. 9
(1) If i B8 P9 @ @ 1%
MMER L

(2) mi%k-REEEREPT @B
VI—6. (5) #lhm) OIESM

(3) Et~DFITiH
VI—6. (6) fZHim OIS

(4) BEA~OBITH
AR L

0) ZothoiiE~DHITE
EERR L

(6) MIFEAFESE
bt MIBIFAL ha Y —/LOMIGEE AMEARII 60% TH Y (invitro), FREAEAIIT VT
SUTHD 2,

6.

(1) RBEML R R BHRER
L b e = W3PS ATE D IV B ) — VRICRE S iR, Zv 7 v Ui gik e L
TRIZED & YR S D 22229,
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(2)

3)

4

RBI-E5T 28E CP%) OHTHE. B5%

B MFIZ7 Y —LhEH\We in vitro FERIZEWT, b b ey — L33 REiRER CYP3A4,
CYP2A6 |2k » TR# SN S Z EWRREN TS, Fio, 4 CYP  FRICHT 5L b/ —
NOBLEZ R Z Bt LR, CYP2A6 XU CYP2C19 IZxF4 % Ki fEIZZ 424 0.12 1 mol/L
KR 8.5 umol/LL T - 7~ 29.25)

DEBEYROERRVZOHE
AR L

REMOFLOERR R, FELE
AR L

7. HEit
PRt R ot (6 1)) 1 [14C] L hu Y —)L 2.5mg ZH[ERA#KSG Liz L &, #%51% 336 i

FTITEGED 88.2% N RHIT, 3.8%NEPIZHEE STz, Flz, RF SRS = HGEED 9
Ho K 6N AREVIE, F T5% 0NV E ) — KD B-0-7 07 a U ERREIRTH 7= 22 (UHMEAD
F—%),

8. FIVARKR—2—IZEHT B1EHR
MG L

0. BIEIZLIREE

=
R

LU ERR L

10. HEDEREART HEE

(M

2)

FFiaefE=E

WL N OV AR FE DTS RERE (PR &t (7 41) . Child-Pugh 53T/ L— KA KO'B) 12
L by —)L25mg ZHERROESE Lz &0 AUC 1T, @S @) L cuwnsf
BRI A L ote, —J7, EEOIERERES (F (8#1) 7L — K C) TH AUC I,
fEREE (8 f]) ICHI L TR 2fETH 722020 SEADOT—4), [9.3.1 ]

CYP2A6 ;E % !

PRSI R I L b e Yy —) L 2.6mg % 1 H 1EIER OGS Lz L & KRR CYP2A6
DREH D WVITIEMIR T 20 & 2 T8Iz F8 (CYP246% 4. CYP246* 7, CYP2A6* 9,
CYP2A6*10) R+t0MAarEbEEHT 58 (SMEE) ., BAEREG - THD CYP2A6¥1AH 5
WL CYP2A6* IB#H 3 58 (EM B & biz, Ef b7 7 REI3& 5046 4~8 H TEH
WREICGELZ o0, SEWmEd b7 73X EM B2 LT SM BE TR 2 50 o 72 29,
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11.

Z DAt
EERe L
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VI. £21 (ERLOIESF) I HEE

ERNBEFDER
EIN TR0

T D

o
N M

ENAELZTDER
2Z (ROBHICIFERELEBEWNI L)

(Zheek@)

2.1 4T XATAEE L CW D TR DO & Dt (9.4, 9.5 S ]

2.2 =¥ [9.6 ]

2.3 RANDE ST Vi BUE DREIERE D & 2 B3

(EFEHBERICEH (T AR ERN. LEMUEMBAERBICH (T HHMZER. REFHATIEICES
(T 2 BEINEE 5D

2.4 JEEPEO MR ZERMR B O BE DERNE T 282001 H 5] [9.1.1, 11.1.5 ]

3. MMEEXRIIHRICEET HFE L TDER
[V —2. ZEEXIINRICE T AR OHESMH

4. RERUVREICEEY 2 EELTDER
'V—4. IEAOHEICEEST ZER] OHSMHR

5. EELERIE L TDERH

8. EELGEXRKIE

(FhEEHE)

8.1 JF7, HFEW, IR Z 5 Z &35 5 DT, AKFIFEGHOEBEIZIT, BEEOEKRS
ﬁ@%&a%ﬁ%@ﬁ?é% FEESELHZ L,

(FARRZRELE)

8.2 REIOFHIZ L - T, BHRIE, BINEZ VT R2507T, BEESZOEIREZ EHMIC
BRI ENEFT L,

8.3 ARANINDIWFIERITH U | 23 AT T D IR OW T 7 A5k & R A2 FF =R O b
& T AANCT X DIRENEY) & W SN D BFICOVWTOAEHTLHZ &,

8.4 AHNIT m~ X —BZHETHZ LICKVIBEIREZEETHHLDOTHY | IEF R INELERE
ﬁ?é%ﬁﬁ%ﬁ®$%fi7mv& BERETHIIRIIA T ThHLETHRINDZ &,

\Z PARRRTELEE O BE TITME RN o2 & 2 F /8 L C, PR O B 15 LERH L

@m:&

(ENBHBNERICH (T HRAEMNERH, SEMMUINEEREICS T LHMFER. RRTBAREICE

(T S BEDREEF)

8.5 AANL, NEIGRIZ TRk & RO H HEMO b & THEMT S Z &, KAKREGIZLY TH
INDYRT FEETARNEIERIZONT, o COEEICHIAEITI 2 L,

8.6 AFH|Z W AERIRIC LY | INEERIRIEIEGIEDR O oD Z ENH DT, AHlD 5 H
FOFEEG TR bEODR LS EERAERREHF T, LToT=21 7 2%k L, JiR
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W FRRNMEGERE O IR GRS BTG E I TE O R LE A2 1T 2 &, [8.7, 9.1.1, 11.1.5 &
]
- BEORRER (FIEEE, MESEEE, B, BE%)
- IR AR E N
TIARAT LT X B INEE R
8.7 BEICHLTL., HONLLOUTOLAEHATLZ &, [8.6, 9.1.1, 11.1.5 &[]
< JNEGERRSEGRE A H S b s Z EnH 0T, HRER (FER. FESBER, &
D, TR AW RREBINARD NG IITE BICEMSITHERT 5 2 &,
- ZFERAVETNBIE RAEIZ 35 75%%%%&0@.K%K&; 31T 2 HEINEEFE I AA & T2
LA, INEIEBERIEORE L U CERIEIRO AN H 5 2 &,

6. HENDEREZAT SBHICHIT IR

(1) AHHE - BEEFDHLHESE

9.1 GHHE - BEEZEOHLEE

9.1.1 RARUVREOBEREEOD—MRICMEERERR IR ILAGVNERDOONIEE
AHNE DT ARG 21T O B h . ARANOBES- O AIAFIZ DU Tk, ARFIAS kR FEARE O 5%
BYR7 EBMSELEE2EEBLTHWT 52 &, B, IRAKRIC X » TH k%R
JEOU A7 1X@L b CICEET S L, (2.4, 8.6, 8.7, 11.1.5 ]

9.2 BHeEEEEE
.21 EENEREEERSE
HEOBREERE 2SR L LBRRBRITIFER L Ty

Q) FFrefEEEE

B
B R U RGBT E G L Cuniwyy, [16.6.1 &[]

(4) H£ERRERYT HFE

9.4 £IEREZET HF
(BN ERICH (T HFEINEFRH. 2EMRMEINEEREFICHS ITHHMNFER. ERTBARKEC
BT HEIMFER)
R OB ZRET D720, LLFOXISEITH 2 &, [2.1, 9.5 &M]
o ARAIBEH-BHAART K& ONWR R 1 o $ 5-5il ﬂ%bfw&w LEMERTH &,
- 2 FERAVEIIBIE R 31T D PEIREE R K VR R ARLEIZ 38T 2 HEIREEF IV T BF IS
AR G-RTD7e< & 1 5 ALK OTRES M P I3EERIRZ L5k S, JEN oA T2 8l
TAHZ L,
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(®) 13iE

9.5 1EiF
S TR LW D ATREME D & 2 PRSI G- L 2 & MRV T, @iist L LT
PEIRAT S MR P ICAR 2 e G SN BETAR 2 AT 2 REAHELIZ L ORENDH D, B
VR (7 v b)) I8V TIE, IRIET R OMEEATETE (B — 2RI R OHERIES) IETNS

OMBEENBRINTWD, F72, BWER (7 v b)) TRIE~OBITHRRO LN TWD,
[2.1. 9.4 /]

(6) RELIF

9.6 1231
B OLIENTR T LAV &, RUEHTRET 25 IR LM SEH 2L, B
KR (T v 1) CRIBASRO LTS, 7o, BER (75 1) CELIMCAHE
BEPICR S LEga . EoHEROAMEDE FABESh T3, (22 BH]

(M MNRZE
BE I TV
(8) EknE
9.8 B#E
— I E R CITAEBEERENME T L TR Y, BWERR S b b3 0,
7. HEEHA
10. #EERA
AENE, FFCHIRESE CYP3A4 J U CYP2A6 TR SN D DT, AR OIGIEICEE L KIFT
FAIEOFHT 2 GITITER LTG5 2 &, CYP3A4 KUY CYP2A6 11 4 FH5E 3 2 J1AI,
X% CYP3A4 Je O CYP2A6 IZ Lo TR SN DA & OOFHIZ L0 | AFIOMRHBAE S
I PEEEA BRI B AN H 5, £72, CYP3A4 28 2 3AI L OfFHIC L . AFIOR
HAMEE S AU PR EAME T3 5 RN H D, —J7 . AL, CYP2A6 OMHEERAHT 5
ZEnD, ABERTRB SN DMMOIEROMFREZ LA S5 RN S 5,
(1) BtRAZESELZTOEH
BRE ST R
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(2) ftREFEELZDER

10.2 HRERE (BRICEET S L)

KA

BRI - HEE T 5

BEFF - fEBRIAF

CYP2A6 % BHET 5 Al
PN

AN O P EEAS L7 w]
REMEDN & %

A RNFH L UEOIEKIT
CYP2A6 i&EMEZ#HESTH Z &
Lo AR OB ELEST D,

CYP3A4 % BHE T % HA|
T =V RPIEEA (7 b
afy—, A hFafy
— L R T L) A

AFNO M gD EF9 5]
REVED B %,

7Y — )V R PLE A O FE A
X CYP3A4TEMEAHET S Z
XD RAOKFHERES
)

CYP3A4 % #5383 5 KA
AEXRT T
DR A I

AHN O AR MK T 925 AT
MR H 5,

AR ZEXTT 2 DNIE
PEHEE G2 L0 Al AUC
D3I 40%1K T L7z & &N
% 29,

2L, MHAERHICERT S
N DWES MK ORIVEFH O
=AW

NG OHANT CYP3AL %
I HZ L2k, AFORK
WAt 5,

8. BIEA

11.

Bl{EF

WROBERN S oD ENHDHDT, BlExd HoI12iTV,

RS 57 i AL EEIT O T L,

RE DR b GE IR

(1) EXGEIERA & MEER

1.1 EXGEIER

11,1 MAfE. ZFRE (W3 s HEARH)
hZEresE, MFEZE, BIRIMARAE, MmARPERRIRAE ., LR H LoD Z LN D,

11.1.2 D2, FlME (Wb HEAR)

11.1.3 FFeefEE. |E (W FILbHEARR)
AST. ALT OF LW EFSEZE 9 IHEREEE ., HEAHODLNDLZ LB d D,

11.1.4 hEMRKIEFAE (Toxic Epidermal Necrolysis : TEN), BRAIBE (W34 & 4EE R IH)

11.1.5 DRRBRIRBERSE (B RH)
A% FPDTEAIEIR R L0 IREECR, FIEERE. NIESEE R, MEAK. Mok, FEIA

A O INELBRIRIBUEGRED Do D Z &N H Y . IR,

UGS <7 i M N

MiZéte 2 & fe MARIERRIE, JiKIE, BAEENBOOND I LbH D, AFRGHRITIN
BadmRIREUERRE TR0 DTG AT, BERIS U Tl R A@E 217> 2 L, BEE
D IR ETERIRIFIEGERENFR D SN HEITIE, At S THBIRLEZTTH Z L, [24,

8.6. 8.7. 9.1.1 =]
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(2) ZothozIfER

11.2 ZothDEIER

5%LL k= 5% ATt SEFEAREA
iR = — FHIERER A U o % | /BN, L ER S
BRED | AT R ER S | R
AN, HLERER D
{t%ﬂ&@‘ﬁé%ﬁ%% ﬁ]llZF! LV AT HE—)b ﬁ%ﬂiﬁﬁ\ %Ei%‘ﬁﬂ %7‘3/]/‘:/'7 .AJI[LE\ T
HEAN NT I TuTy
g = v A
72—/ L i Y
AV - RN i = 1]
JE. M7 a— 4
. |ATTHE, RE
7
FthpEE — SWENE, 5 oW, A~
7. ARIRSE
ek e e GIEVT) FEIED O BRI | R REE, IR, L
= O, [BlIEEME D F
VN, FLIERE T, B
T
AR e — — PR, IR,
H R Ok s — Hig —
TN — [ HER
1787 PR FThH i I I E L
IR e 7% P — — MESER R R
b E — MO MR VEAEAR R, | EREE R R R
W, AN 9 . R . T
i - IHIE R R E AST B0, ALT ¥400, | y-GTP ¥4h0, LDH 8 | s e U L e 8N
ALP B4 n
B g FE — O PERE B ST, | T, R PTMESR B
w2, WEiE . FZRERLAR . SRR
B h R bR IR dm . BEEIREE., 55 | B, BT, BOHRRE
Jr. BIHIZ
B OVR B — PR A [ SRR | IR I, BUN
o
AHER R OHEREE | — LA, B, By | Erk
W)
pHREE — PET7 T AR, 08, | BUE, W), FEEN, RS

Mok, LBehE, by
I

R, BT

]

. BBERBREERICRIZTEZE
BRE STV

RS

25



10. BERE
RE S TULRWN

. BEREDIE

14 BRLDIE

141 REIRFEFOEE
PTP tl4ED AL PTP > — F6 WO ML TIRIT 2 L9458+ 252 L, PTP v — Ok
IS XD | G ER AN BRI U, B3 ZR L2 2 U CHERTIM R F D BE 2 & 0F
FEAFRT L2 b D,

12. ZOMDETE
(1) EREREEFRIZHS < 1h4R
MR L

(2) JFEREREHERIZE D < 1545
B L

26




X. JRERPREERICEE9 HIEE

1. ZEIBEKER
(1) EEEHER
(VI BEZNIEPRICEI T HIHE ] OESR)

(2) REHEBHER
MMERR L

(3) FDithdZEIHKER
EMER L

2. HMHRER
(1) EEES5E4EAER
MMER L

(2) RE‘RSSMAER
EMER L

3 EEFEHR
AR L

) BSAFIRER
AR L

(0) &EFEESEHR
ZAEERe L (IVI—6. (4) AJEREEZ AT 2% OHEM)

(6) BFRIMILHER
AR L

(7) ZOMOBHEN
LR L

27



X. BEEMFEICEHYTLEE

1. HRHEXES
KL bhrY—LEE2mg (777 BIEE, ALFEEERSD
) B -ERSOLFEICLVERTDZ &
HRESY - L ha Yy — EIER

2. AMEME
34

3. WERETO/E
SRR

4. WFWEDEE
AR L

5. BEMITEM
BEMERLTA R &Y
<FTVoLEBY : HY

—m5 - EXE
PR 7 =~ — T8¢ 2.56mg %
Z TR b=, mFERARAK

h
|

=

ol

Il

7. EFEFAR
RO

8. HERZTAIFEABRVARES. REEENHEAR. RETHBEAR

0 i ST e
Wi5E 4, ) ERE S WEsE BG4 A R
HERAEA 1 IR H

L ke Yy — LB

20154£2 H 16 B | 22700AMX00383000 | 201546 H 19 H [ 201546 A 19 H
2.5mgl 737 7|

9. MEXIIHMREM. AERVAZEEEEMENOEAARVZORNE
ZhEEX IS, HIEROHEEBNFEA B : 2022 412 A 28 H
AFEARBYEE R 01T 2 FRETINEL A, 2 RN MEIN BUE BRI 35 S PRI R . RIRRBI R I B T
% eI %8

28




10.

11.

12.

13.

14.

BEERR. AR AREABRUVZORNE

BARAAA

BEEHM
PR

RELARMGIRICEE T 5 1FH®

AFNT, BEEHIRIZEI T D HIRITED BT au,

£EI—F

JEA G5 8 A 2
IR Sy = —

W5t

TR ERE G = —

(YJ =2—F)

HOT (9 #7) &%=

Lt 7 N EE A

AT AHa—F

L be Y — L

2.5mg (7377

4291015F1115

4291015F1115

124279902

622427901

RER#RT LDEE
AANTIZIEEIN L ORFEEHSL TH 5,

29




XI.

SR

. B

1) fENEEL : ZEMICET &8 (Ve Y — L8 2.5mg 77 7))
2) HENERl  EEILREBIC BT D LEMWICET2ER (L e Y — 8 2.5mg [ I 7 7))
3) FEWNEEL  EHBRBRICET 2 &R (L by —LgE 2.5mg 77 7))
4) —REERRBR (7 =~—T 8 : 2006 4 1 A 23 HAGR, HHFEEMEE~.3.(2.8). 1.1.(6).3))
5) H 5 T FERRER : 45 2 WKiRIR (7 =~ — 782 : 2006 4E 1 ] 23 A/KR, HiFEEHEE .1.(6).4))
6) Mouridsen H, et al. : J. Clin. Oncol. 2003 ; 21(11) : 2101-2109
) WAEIARRER (X EXT 7 2 & ORGRER : 5 1 RIGHR) (7 =~—F 5 : 2006 41 H 23
H7&GR, HFEEEMEZE .1.(8).6))
8) The Breast International Group (BIG) 1-98 Collaborative Group : New Engl. J. Med. 2005 ;
353(26) : 2747-2757
9) MEAMEIHRER (X X7 = & OB - NS miRE (EER) (7 o~—J8
2006 £ 1 A 23 HKR., HEEEEHEZE .1.(8).8))
10) Goss PE, et al. : New Engl. J. Med. 2003 ; 349(19) : 1793-1802
11) Goss PE, et al. : J. Natl. Cancer Instit. 2005 ; 97(17) : 1262-1271
12) Kar S : J. Hum. Reprod. Sci. 2013 ; 6(2) : 93-98
13) 7w —BHEEMR (7x~v—78 : 2006 41 A 23 HAR, FAREE)
14) Geisler J, et al. : J. Clin. Oncol. 2002 ; 20(3) : 751-757
15) In vivolZ3F D2 HUELEZE (7 =~ — T §E : 2006 - 1 A 23 HE&R, FEREH)
16) 2T uA REAICKHTAEMR (7 =~—F48 : 2006 4F 1 H 23 HKZR, FHAREE)
17) PARRR R A xR & L2 BE R O 14 HERER 538 (7 =~ —F 8 : 2006 4 1 A 23
A&, HREEEMEEE~.3.(2).2). F.1.(6).1))
18) PARRMER M2 x5 & LTz 28 HRIER SRR (7 =~— 78 : 2006 £ 1 H 23 AKGE.
HIGEE M S ~.3.(2).3) . 1.1.(6).2))
19) tENEEL : A ER SRR BT 288 (L ke Y — L 8E 25mg (77 7))
20) Sioufi A, et al. : Biopharm. Drug Dispos. 1997 ; 18(9) : 779-789
21) InvitrolZ®i} 5 [UC] L by —1ot MLEEA « MER~DOFEA (7 =~—F 8 : 2006 4
1 H 23 HA&GE, HiEEEHTE~.2.(2).4))
22) [14C] U hr Yy — VHERA#KGREOEYERE (7 =~— 75 : 2006 4 1 H 23 HAR, Hib
EEMEEA~.3.(D)
23) R#MIOIER (7 =~—F 5 : 2006 4F 1 H 23 AKGR, HAEMREE)
24) L by —REHCEET 58 bF R 7 o—L4 P450 S FREDRIE (7 =~ — T 8E : 2006 4 1
H 23 BAGR, HFEEEMEEA~.2.(3).4))
25) L kY — D% CYP /3BT HEEME (7 =~ —F8E : 2006 4 1 H 23 HKRR,
H G A EHE 2 ~.2.(3).5))

30



26) NTHEREIR T ORREE D R7p 5 AR L MEICHEIRR OG- L7z & 2 OEYBEREORE (7 =~v—F
BE : 2006 4 1 A 23 HA&GR, HiEEEHEE~.3.(5))

27) EEATREREREE (FREZ) BE AR L LZEER R (7 2~—T 8 : 2006 451 5 23 H
. HEEE R A.3.(5))

28) CYP2A6 EIZMOEYERBIZ KIT T (7 =~ —T5E : 2006 4 1 H 23 HEARR., HiEEE
E~.3.(3))

29) Dowsett M, et al. : Clin. Cancer Res. 1999 ; 5(9) : 2338-2343

30) thNEEF - Mtk OLREMEICET 2 &R (L ey — L EE 2.5mg [/ X7 7 ])

31) tENEEL : BHEE - BB ORE RS T 2 — T omibtERERICET & . (L ke — Lk
2.5mg 777 7))

. FOnSETH
P-4

31



XI. 2EEHN

1. EGSETORTRKER
PERSAN

2. BNZHIT AKX IBER
(1) FIE~DEREIZEET 5B 1EHR
MMERR L

(2) INREADZEIZET 5E5MER
EMER L

32



X0. &

1. FRH - BREZEICRL TERRHIZT S ICH-> TOSERR

AIEDQERICET HFE

AIENIARR 2 Z T TORWEEICET 2FENE £ 5, MBRTIEFENHLL TORVLRNED
FENLTBY, HETHLRMEN T LRBRTIETHONTMEREZFERZL LTHRRL TV D,
ERMEEE D EREN 2 BETT 0 ETOZBHERTHY . MTHEO AR ZRT SO TIER,

PEfARIL - TR EH S O HRIE I B RN BT 2 04 R A VBT % Q&A 12O\ T
(20 3) ) AT 9 A 6 PAHEAEIEES - AEfAR BEIFEE « FREIE
F

1

(1) #BF >

L ha Yy —LgE 2.5mgl 7 2 7 7 [ IZOWT iR IC BT A& T ToLEEZMa Lz,
RERSA:  IRE (40°C+2°C, T5%RH*+5%RH) ¥,

J=" 172 e B

X oy
AR IE H I EFRAS BH AL 7 H 14 H 30 H
HREADT 4V
. LA=T AT
P — A7 A7 A7
LRIN ot A DB A BA7p L E7a L A7 L
ThoT=
e (%) 95.0~105.0% 96.6 98.0 98.1 98.2
MR | ot E DBk 0.05 0.05 0.05 0.05
R mE
(%) WiREE 0.05 0.05 0.05 0.05
AERSAE  WBEE (25°C+2°C. 7T5%RH+5%RH). + v — LBk
AR IE H I E FRAE BH A 7H 14 H 30 H
HIREGD T 4V
. LA=T TR
: — A7 A7 A7
LRIN o be A DR A A7 L BA7a L A7 L
ThoT=
am (%) 95.0~105.0% 96.6 96.7 96.6 96.7
MR | ot E o Bk 0.05 0.05 0.05 0.05
YHiG A
(%) WIERBYE 0.05 0.05 0.05 0.05

33




SERSE - (25001, 25°C+2°C. 45%RHE5%RH). > v — LB

PRAFSAF AERTE A BH AR IE 30 5 1x +hr|60 5 1x +hr |120 5 Ix *hr
HREADT 4V
. LaA—=T 4 TR
P — A7 A7 B 7
ThoT=

i (%) 95.0~105.0% 96.6 97.9 98.2 98.2
AEERAIR il 2 DIIFE DK 0.05 0.05 0.05 0.05
LE L /N

(%) lEE S 0.05 0.05 0.05 0.05

(2) HilE - BAMRUBERSF1—J0@EBKE Y

1) AR R
T A AR —NICARS 1 8EAIL, 55°COIRY; 20mL Z WY | 5 o ERAE L7-t%. 7
A AR —% 90 £ T 156 EEBIA S &, HREE - BRUEIREABIZE LTz, b nRICHIEL 220
Alx. FIZ 5 likiE%. FEROBIEEZIT, HiEE - B OREZBIE LT,

2) i PEEER
AR RER T D NI 2 T ¢ ARV —NIZROERY | RERET = —7 (8Fr.) DiE
A £ 0 ) 2~3mL/AOEE CHEA L, it a8l L,

3) FhERS R
AUBRIH H (S
Fr g iR 5 4y HIF CHALE - Tl L7c
A P RAER 8Fr.F = — 7 ZifiH L7z

2. ZOMOBEEH
LR L

34



SER5TT
DAITO 1~ %K 4t
ELEE LM/ \HEI326%%11
AR5ET
9 -
&trEsk -2 et
RIREE) IXLET 1-4-4



	表紙
	目次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	Ⅺ．文献
	１．引用文献
	２．その他の参考文献

	Ⅻ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料




