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7.1 BEAT 2 NOWEIERIEIZ ST, T17. BRIRRGE) DEONEK %
I L. RAIOAIE R VR E I 8R Lz BT, BIREAT
HZ &, [17.1.1, 17. 1. 28]

1.2 FWERD & oo Ha 1L, UTORELZE L T, KIE, W
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9. 4.1 HEIRFIREZR MRS L Cld, AHI OB G-I K OVRFRAE T 7>

—EHRIE T 2k 21T O K D
9.4.2 A= b F—DERT D RO B D BB
DEGI P R ORI T 225

5L, BER
MBI
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HENRD N
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14.1 ERRFEFOEE
PTPEEEDEFNIPTP L — b B H D H LU TIRAT 2 L 2835 2
Lo PTPY— M ORREKIZ XV | BEOSLA A RIER A~ L, T
IEEEALE R Z L CHERRAR SO EE R AIHNEL T2 2 L B3H 5,

15. ZODEFE

15.2 JEERERERERICE D < B3R

15.2.1 7 v RO X &RV KERGHEERBRICBSVNC, BTE
BR RIS B MRS T RS S LA R RS o BN, kS T
gk B OV R 2R O 6 L < 13k v b U o 2 fafb & R &
T 5, FHIE LROEERRO BN, 7y EROA XITBITH 2
D OZEACIFARIRIC L 0 EaRCEE L=2, [9.4. 28 R]

15.2.2 {Aﬂfﬁeuﬂﬁﬁkﬁaﬁ% E SRS ¢ éjﬁ%éfﬁﬁﬁﬁwu&ﬂoﬂ%’a
bOO, ERFEME Y ARG R EFREER S R o7,

[9.4. 2]

156.2.3 7 v b O2FRIN AJFEHERBRIC BT, #ED30mg/kg/ HEETH
AR R/ NBAARE D F8 A2 SR DHINNANZRD Hav, AREROKEIC I
B EEER T 10mg/ke/ B (AUCIZHS< b FIREEOM2E) Th

S72Y,

16. EWBhee

16. 1 mMAEE

16.1.1 EREi%E
AARNEERERE N4 VRS 27 U 7 (7R VAl 75, 100, 125
T O50mg™Y g ICHER G Lz b &, #5560 TC I L
Too THARAEHENTHO23IEHITH Y . Cpr &k CRAUC, ol T A BT HEfI L T
LY,

BRI GR O EWERE ST A —4

b N Chax AUC;,¢ Thax tiz
(mg) (ng/mL) (ng * h/mL) (h) (h)
75 11 37.34 (20) 1071 (24) 600 2.4
’ ) (6. 00-8. 02) (16.1)
6. 00 23.5

100 11 51.79 (18 1487 (21
(8) 1) (2. 00-8. 10) (14.0)
125 11 65.16 (23) 2021 (20) 800 2.3
’ (4.02-12.0) (13.2)
6.05 23.4

150 11 86.64 (26 2497 (22
@6) 22) (6.00-12.0) (14.2)

N A ETRTEEET LB, Co : Sem MAEFIREE . AUC,, : OREHIAN & MERRICIEH] &
D S5 R IR R AR T TR, T o ST B EIGR €y, TN
Toad TFRAE Ui/ M, SR . ZHASMIAT T G2 BhER K
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0 1'2 2'4 (;6 AIS Gb 7I2 8'4 9'6 168 150
I G-EEH ()
16.1.2 RIEEE
HARNEI TR EFH BN LR 7 VT (7 RIVAD 125mg% &
BICIERS LT & 2O A 2 V115 H GEHRIRIER) o 3yihie
INTA=B LN TFITRT,

SEHR G OEDIENT A —F

Be bt N Caax AUCoy oo Cerougn
(mg) (ng/mL) (ng + h/mL) (h) (ng/mL)
125 6 124.7 (26) 1979 (16) 1.90 59.75

’ o (2. 00-8. 20) (38)

N Cuy : I MLBE R IEE | AUC,, - OFRF[H] 70> © 241K ] 5 T 0D i fE ot P ) T T o
T+ S LB EEREIFH], Coroun © b7 7 MR
Coaxs Corougn S OAUC i | TSI (EBHERELD) . Tl T RAE (/ML S AE)

&?%j&’%uﬂﬁ@mlﬁirﬂfﬂ?%fﬁ%ﬁ@ CE5fE + AR R )
180
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100
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60 4

)

eV RS 2 ) T (ng/mL)
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0

0 2 4 6 8 10 12 14 16 18 20 22 24
BeG-tRsE (h)

H A NEATETG B EHNZ VRS 7 U7 (B 7B AH]) 125mg%
ZERERE SRR LT &L S ORBEREULL 9TH Y | t b THIES
BAEE —E LY,

16. 2 IR

16.2.1 "M AFTRALSE YT«
TREEERR A ABNZ SR > 7 U T (B 7 VAl 125mg % 2 fE s B [mI#E
A5 R OVLART 27 U 750mg™ & WMEFFIRNE S Lzl & o
RTINS T _A T EY T 41346%TH 72" GEAT—H),

16.2.2 BEDOFE
R AN 44BN 125mg & BLIEIRR A 5- L7c & & | AUC 0 B UNCray
I, ZEfE & bl U CRIEN R Y RIS E I 23% L UR6%HEN L
PR ORI %I HERR 05 Lz & & OAUC S UCou .
FRENIRRTN0%E L7=S GEANT—4),

16.2.3 £MZHRIEHE
TR A 44BN ZAR ST A 7 VA 125mg 2 HPFREE DEIH &™) %12
HER ARG LTz & & 7 BVANTKT D ARHDAUC, o S VCpyy D
AT EHEO L [90MEEREM] X, ZhEh0.992 [0.964, 1.02]
K. 00 [0.959, 1.05] ThH Y, IR b EWERRSENE O E I
YR (0.8~1.25) ThHo7? GFEATFT—4),

16.3 97
BERERE AN 14BN SV AR S 7 U 7 50mg™ ) % 22 i B [ IR P 45 57D
Lz & & ABMOYEIME (EBRE) 1X1008L (29%) Th -7z,
JFEREIZ VIR 7 U T (O 7 R/IVAI 125mg % 22 JERECER 0% 5
L7z & & OEFIRRERFD AN 0534 558 (ZEERE0) 1325831 (26%)
THo7,
In vitrogfBR L0, NART 7 YT Or bR A EITH85%
ThHY, EAMEEIL500~5000ng/mLo>HiFH TIT P FEEIKF L
oV (HEAT—4H),

16. 4 3
In vitrofOin viveiBRE VD, »SViRT 7 ) 7iEe MZBWTE
WA 2 3215 TEICCYP3AK OSSULT2ALIC L W (R &b Z L AvR
SNz, In vivoskBRE D . B MR 2 R RHERE IR & O
RIaETHY ., AT =R E L TT VLRI VT a Ul
GBRRD BT,
F72, ERERRAGHICICTIERE L7z VRS 7 ) 7 125mg % 22 JE R B
B A Lz & &b MR CIXEICRZE bR & L CTHFEL (f
SRR ED23. 3%) . FEARMREMIT I Vs v vEEAIR (I
PARUIRRED14.8%) Th o7 GEATF—%), [10. B8]

16.5 HEitt
R AR 61 MO CHERE L 72 LR S 7 U 7 125mg & 22 I8 Iy B [E1 %
A5 L7z &, #5%150 £ CIo G eI, 6%25[EIL S,
PG HURREDTA. 1% EZ, 17, %SRS HR S -, R kK
OHH R OPRFH~OPEIRITE 5B OZ N2, 36K 6. 9% TH Y |
SOLRY 7 ) TR FICREW L LTt SR GFEAT— ),

16.6 FENDEREHTHESE

16.6.1 FTHEEEE RS
IER FHERE O BIRE W ONC R, P EE RO REE DI EL R
T HPERE 8B, SARL 7 VT (T RAH) T5mg™ & BB
HLEEED/SVRY 7 ) T OIFEEGRIPREED 5RO TZAUC, (1L, IE
TWRFRSRE DPLERTE & i LT R O ITHERERE E & F T 2 g
(Child-Pugh/3#HA) TIX17%k/ L, PEEEE (Child-Pugh/¥EB) K&
OB (Child-Pugh/yHC) DORFHEREREE 2F 3 H & Clxeh e
TUBAN R OTTREIN L=, F72, 7V RT 27 U T ORI EN S
ROTCdd. IEFATHEREDOBSRE & el U, BB, PR OE
FEDFFERERSE 2 4 B 90RE Tld. THENT%, 38% & 2%
L7=% BEATF—2), [9.3. 18]

16.6.2 BEHEEEETERE
IER B OMRE W ONCRE, PEEROREREOBEERELS
T HWERE SN, VR Y 7 VT (B 7 RAH]) 125mg% Hinlf 5
L7z & D/ VKT 7 Y TOANC, 1L, IEF B (/LT7F=27
YT Z 2 A290mL/min) O#ERE & LT, BEE (60mL/min<s L
TF=2 7 VT T AL90nL/min) . FEE (30mL/min<s LT F =2
7 VT 7 AL60nL/min) K ONEE (/LT F=0 I VT TR
<30mL/min) DOEHERENEE 23 2R TENEIL, 39%, 42% K% Y
I L7z, 7V RY 27 U T DC &, IEF BHERED RS & it
LT, B, FEEROEEOBMEREL AT 5HRE cEthe
LT, 1268 ORI L7121 GHEANT—4), 7Z2d, MEEN
VB BE G L LRI ER ST,

16.7 EMHEEIER

16.7.1 41 b5+ YJ—1L
fEE R A 126 SR> 7 U T (7B IVAD 126mga BIBICA R T
aFy—/L (200mg 1H1EIKERS) LOFAFEE Lize & M
HRpE e 2SOLR T T U T OAUC, M OC, L E N AL8T% K% T34%
L GMEAT—4), [10.258]

16.7.2 yo7vEYY
TR A BN SRy 7 U T (0 7B IVAI) 126mg% Z2fEREIC Y &7
7Yy (600mg 1H1EIRKERE) LG L &, Bk
HREE A 2SOLAR T T U T OAUC, M OC, 1 E ALE H185% K% TN T0%
Wb L2 GHEAT—4), [10. 25 8]



16.7.3 S4YJS L
fERERR A26B1IZ 2 &Y' T A2mg & ZEERFIZ VIR 7 U 7 (B TR v
F125mg B E) L OB Lz s &, BB ER & 2 4
T BDAUC e K UC T Z L EI61% L OB TREI L7217 GHEAT —
#), [10., 10.2&M]

16.7.4 ZDith

(1) BERHERRAABNC VRS 7 U 7 (T EAAD) 125mga BZICES
7 4 = (A00mg AR G) EOFHEES Ui & & B R & x|
PR 7 U T DAUC, R TRC oy i Z AL FHL32% K TR 1 %3RE A L 7=
GMEANT—4),

(2) fERE R A 12612 A A 125mg & ZEEIEIC 7 X7 T ) — )b (40mg S %
) LOFRBES Uiz & & HR R L R LIRS 7 ) T DAUC,,
IEEUHEN L, Coanl T3 L7210 GHEAT—Z),

(3) fEEERR A5G VRS 7 U 7 (B 7R VAI) 125mg % ZEfERGIC &
EX Tz (20mg 1HIEIRERSE) LOFAKE Lz & B
HRpE A 2SOLAR ST U T OAUC, M OC, 1 E ILEFL13% K% TV20%
BINLZ® GHEAT—4),

4) 7OV 7 ) 71X in vitroRIZI T AR O P-gp &L UBCRP,
AW ONCOCT LT et LBHLEVE &0 L7220,

D) AFIOAGEMALE - AT A 1E125mg 2 /& N & 535,

12) #ahm U —KI800~1000kcal ® 5 HLIFE & K506 DEIE THTe,
13) #&k 1 U —K9500~700kcal ® 9 HIFE & KI35%DOEN G TH T,

17. ERERAHE

171 BEHERUVREMEICET 558

17.1.1 EFF£ESE MR
HREG 2> DHER2BEME Tdo b | HETTILEE IS L CN M IMRIERE D 7220
THRARRE SIS TR PR A4 LI B 66611 (H A N46(1 25 Te) Z%I5
W2, 2V RY 7 U THL b — AP L F IR+l f Y —
NMIFRBREOAIEEREFTT D 2 L2 AL Lo, EEAL, &
B, WATRER), ERSSERS AR 2 5 L, LRy 7 U
1Z. BB L LT 7 AI125me 4 1 H 1IE] 358 R deeie 1 8 5-1%
TERARE L, U bo Y =32, bmg% 1 H 1ER#EFHR 5 LT,
FEFMIE A Cdb 2 WA O PR i v Ry 7 U 7+
fay— A ET24.85 . 778K+ by — A ETl4.55 HThH
D, ~F— KH0.576 (95%ZHXH : 0. 463, 0. 718 ; A2 27 Z
> 7 BEP<0. 000001) T/ ULR Y 7 U 7+1 b oy — LEECHEEHERY
A 2R A SR D E R SR H 72,

TRBREATEE RN I D < B AR A FE I DKaplan-Meier g (£
LIPSE = SFil

100
90
80

w70

60

=3 50

S 40
30 “-q.__ e

207 g I It 0576 il

10 95%fE X R (0463, 0.718)
0 p<0.000001 (Hfi)

o

0 3 6 9 12 15 18 21 24 27 30 33

S (o 1)
PAL+LET 444 395 360 328 295 263 238 154 69 29 10 2
PCB+LET 222 171 148 131 116 98 81 54 22 12 4 2

LET: L hov—=), PAL:/7SWKY 217, PCB: 774K

RNANRT 7 VT (I 7B/AA) NG ST24445] (B ARN3261 % &
Te) Hh428fil (96.4%) ICEIWERDSZRD Sz, FRBIERIX, F+
BRIV ES48M (78. 4%) . AMERIBAAELT1H] (38.5%)  BiBdiE 14041
(31. 5%) % 77134451 (30. 2%) . 0 PN 103451 (23. 2%) | FE09661 (21. 6%)
BIEIRSTH (19.6%) ., &MssH] (19.1%) . YLESSE (19.1%), 1F
TV 796 (17.8%) . FHI66M4 (14.9%) . i/ RIEAEEE] (14. 6%) |
) RESSH (12.4%) . F89£4861 (10.8%) HETholo, [7.1ZH]

17.1.2 EFF£RESE MHEGER

HREBG 2> DHERZFEME T o 0 | PN WHRIE I ZHREFUHE O T AN RE S
S PARIRREZ b7y 62161 (AAANISBIZ GTe) %Xt
U, VRV 7 U T I ARRA LT v MERAEE L T TR+ T v
N2 M7 MRABRSOEEERTTAZ 2B E L, BE
i, ZHESEWHR, WATEER . EERIER S IR A M L7z, v
Ry 7 U7k, BEHE S LT 7 5#1125me % 1 H 153538 [F ke
RO SZIEMKREL, 7L_2 kT2 MNEI500mgZ GIE., 25,
4%, FOBAE T LG Lo, PR - PAREID AR 3=
LU UEEFRRS L,

HPERNTRE R (20144F12 A6 A A » b A7) IZBW T EHEFHEEA T
b D M AT IR OB 2R IE R DGR DAL, FRNCHLE Lok
FEMER T U, ARBUT AL & 7otz MHIEATE I o
B, SRS T U T+INRA NT o MBECI. 24 A, TR+
NARARNTZ Y MET3. 85 HTH Y P — RERO0. 422 (95%(5 1 X M :
0. 318, 0. 560 ; @RI 2 7" Z > 7 #iEp<0. 000001) T/ RT 7 Y
T+ T NVRA T o MEECHEHERICA B A S AR A I O I R
DD NP,

TRBRE AR E A E 5D < S A F I OKaplan-Meier iR (227

GigSE < SEil
1004 —— WY )T+ TNRALT Y b (N=347)
thfi 927 A
90 - - - TTEFELTNRZI TV (N=174)
80| it 384 H
70
40
I
L 50
H
7 40
- 30 -H'_—“‘o—o———n-————-v—
207 v o1t 0422
10 95%fEHAECH (0318, 0.560)
o] p<0.000001 ()
0 2 4 6 10 12
YAy BHH Wi (» H)
PAL+FUL 347 279 132 59 16 6
PCB+FUL 174 109 42 16 6 1

FUL: 7VAXZX M7 b, PAL: 7SVEY 217, PCB: 771K

VR 7 VT (BT RAED) PG & 7234561 (BARN2TH % &
Te) 3256 (94.2%) ICEMERZED bilz, EREIERIX. 4+
BRI E28561 (82, 6%) . M ERIBE1986 (57. 4%) . 9% 57 114451
(33.0%) . & 1m96f1 (27.8%) . HEL8TH] (25.2%) . I/ MBI FESOHI
(23.2%) . ONZTORE (20.3%) . MLERESTHI (16.5%) . JEYAELOH]
(14. 5%) . TH145%41 (13.0%) , 1E7T Y 4561 (13. 0%) . F&240%1 (11. 6%)
HChote (201642268 4 v M A T RS OER), [7. 15-]

18. FEipEe

18.1 {EFR%RF
PNNVRT T ) TEYA 7V AT X —E (CDK) 4 U8IZxt LT
PHEEEZ AT K0 THbEmTh b, »OLRY 27 U 71X, CDK4/6
EV ATV DOBEEEROIEEZAE L, HEEIEMIAE (Rb) & o)
7OV VELEET S Z XY, MlEM oM T A ELR L, E
BOWREZ MBS 5 L EZ 5 TS,

18.2 EBHR
sOLRY 7 ) 703, b b LR SETATD K OMCRTAINE KK 00 Ha 5l & 4]
L7ze E7-. b b RZR-75- Lk & 2 TRAE L 7- FEE A A
FaIE R A~ 7 AT\ T, EIE O MR & Bkl L 722,

19. BEMFSICET HBIEFMHME

— x4 FR VLR Y 7 U7 (Palbociclib)

(b4 6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-
y1)pyridin-2-yl]amino} pyrido[2, 3-d]pyrimidin—-7 (84) —one

53 F3 1 CyllogN70,

53FH : 447,53

PR SRS 7 Y TR A~BEOM KR TH D, NNV ATF LT &
F7 R RIZEIFIZS L, =% /=) (99.5) KA Z ) — T
TEITIZ LKL KIZIFEAETET 20,

b



NN

N
o
= N__~ CHs
o |
NQ N CHs
SRE!

(o]
SrEitRER (log D) : 0.99 (pH7.4, 1-F2 & 7 —L//K)

I

SR
21, EBEH
IR ) A 2 BRI RO b, MO IHT S T k.

22. A%
(4 TS REE25mg)
304 [1052 (PTP) X 3]
(4 75 > AEE125mg)
78 (788 (PTP) X1]
23. FEXHk
) HNER: UV T AR A EERER (201749 H 27 H K
8. CID2.6.6.6) [L20170116026]
2) FRNEE: T o b A XTI D E R G EERER (2017459 A
27 H/KF, CTD2.6.6. 3/ 12.6.6.9) [L20170116031]
3) HENEE  BEEMERER (2017429 27 H KR, CTD2. 6. 6. 4)
[L20170116033]
4)  *ENEERE 23 AR SR [L20191001002]
5) FENEEL: AAANERER AR 23R ERE (HE#S) (2017
FOH2TH AR, CID2.7.2.2) [L20170116042]
6) tENEERL : BANBEEICE T 2y (KEEE) (201749
H27THA&GE, CID2.7.2.2) [L20170116041]
7 FENEE: S FT A Z YT 0 (201759 H 27 H KGR,
CTD2.7.1.2) [L20170116027]
8) FhNEE  BFOEE [L20191001003]
9) HNEER  AWrE RSN [L20191001004]
10) #EPNERE - 046 (2017T4E9H 27 H &R, CTD2.7.2.3)
[L20170116048]
11) &R B E (2017429 A 27 HKGE, CTD2. 6. 4. 5)
[L20170116040]
12) #EPERE - PEHEREE (20174R9 H 27 HA&FR, CTD2. 7. 2. 2)
[L20170116043]
13) thNE R : ITHREIRE 2 F 7 29 12381 T 2 3K EhRE (20174F
9H27TH &G, CTD2.7.2.2) [L20170116034]
14) thNEEE : BHRERE 2 F T 29 1238 2 KB (20174F
9H27TH &G, CTD2.7.2.2) [L20170116038]
15) HENERL: A4 b T aF Y — L L OEYIEENER (2017429 H 27H
7&FE, CTD2.7.2.2) [L20170116024]
16) thWN&EEL: V77 BT E OEWMEENER (2017494 27 H &
8, CID2.7.2.2) [L20170116032]
17) thWNEEE . I 4 Y T L EOEWMENER (201749 H 27 H AR,
CTD2.7.2.2) [L20170116028]
18) #WNEERL : £X 7 4 =N & OIKWMAENER (2017459 A 27 H &
8, CID2.7.2.2) [L20170116029]
19) *HNEEL : HIEEKORE [L20191002001]
20) HHNEEL : FEXRT T = L OEWFE/EM (201749 H 27 A 7
8, CID2.7.2.2) [L20170721009]
21) HNEE: b T o AR—Z —HER (201749 H 27 H 4G,
CTD2. 6.4.7) [L20170116025]
22) FEPNEEL : ERRILE G IAEEER (FLJ% : PALOMA-2) (20174F9H 27
H 7GR, CTD2.7.6.20) [L20170116035]
23) FEPEEL : ERRILE G IAEEER (FLJ% : PALOMA-3) (20174F9H 27
HAGE, CTD2.7.6.21) [L20170116036]
24) FENEEL : SEZDIKPIEER  (ERBET (in vitro) (2017F9H27TH
7&FE., CTD2.6.2.2) [L20170116047]
25) FEPNEEL : BEEHIRPEEER  BUEEEAL (in vitro) (20174E9H 27
H 7GR, CTD2.6.2.2) [L20170116045]

24, XEERERUVEWEDE L
77 A4 At ®WEEREY ¥ —
T151-8589  HUAUHRBEA KA &4 AR3-22-7
EAE R A A YL 0120-664-467
FAX 03-3379-3053

26. BLERREEES
26.1 BLEHRSET

77 A P—katt
FORRBA XA % A3-22-7
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