MHEHB: 2018 4£ 07 H 31 H
BT H B 2019 4E 11 H 20 H; 2020 42 06 H 24 H; 2020 4 12 H 15 H; 2021 4 08 H 09 H;
2021 £ 10 H 26 H; 2023 4205 A 29 H

IR AT 74 s 2 5 P 5
A D B W P A BRI N

[ 25847k
AR WA PG A 5

Fi AR Z ¥/ IBRANCE
P A4 F: Palbociclib Capsules
PUEPEE: Paiboxili Jiaonang
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(QERIN |
AR, WEYIERAGER O R,

(& RAE]
ARG T HER AR (HR) Btk AR AR 7324k 2 (HER2) BAYER) = e s 2 4k
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[#it% ]
(1) 75 mg; (2) 100 mg; (3) 125 mg

GIETEEY
I ph BB 200 P2 O B A T M AR T

il

HEFE

WRAH PO M IHETE RSN 125 mg, BER—IK, SR 21 R, ZJa1525 7 K (31 SHBETT5),
28 RA—MRIT I 09T R RREEEAT, BRAREE A A I R ER i s AN T2 (R

2SR PEABCFI 55 7 ALV 750 158 R AR 2 DLt 1 U 3 5 P DT R4 24

Tk

PR BS5EE R, ol b ik 2 AR ORI A PO A 2 e i — 30 (I D258 7722 Do IRAAPE
AAG 5 G s T F AR O TP EAER D.

WA PG JI S LA A I (R AT AN LIRS R AT IR ) o S R A A5 . SRS
AR IEOL, AR .

82 35 il R AR R R ZIAR R AR TR AR 2o o R AR X BB R A, R AN AR . TR HEAT
NRARZ

FRI R B

SR VSRR A% 22 4 M RITRS 52 14 8 RE IRAR P8 0] 0 771

IS LE AN R S5 7 A T 5 27 I o W/ SR 4 24 R/ A7), BROR A 2Rt AT 42, 152
ML 1.0 2 A0 3 Rty AT E R (L DESHEHY M [ARKED.

R 1. WA BRI YRAE FA R IR B AN

FIRKF FIE
HER 7 &= 125 mg/ K
B IR BRI & 100 mg/ K
5 IR EAG &= 75 mg/ K"

INFHE P REGESR 75 mg/ RLLR, W2 IERYT.

FETFIEIRFATE ARG YT BT« FAMEST RIITFAGIS . 8T 2 MBI RIIEE 15 RELCH I RARIER
7 1 0 4 4 A v

XFTHT 6 AMEYT RN R A e e AR 1 B 2 b MR g g D i R, R S I
SIS T H AU NI (RIS EE 3 AN H IR SR A6 2 /T BLAT I PRARAER

F 2419 0m
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S VAR R R 4T B 48 %) i 5 ( Absolute Neutrophil Count, ANC) >1,000/mm? H. IfiL /)M 4 11 %
>50,000/mm? I 4552 IR FEF) .

R 2. URAATER R BB E B A

CTCAE %% FI R
1 8 2 %% T 5 B
3 Yo EITEBIRSE 1 K.

PFIFIRAIRATER], HEREWEE<2 %, JHE 1 A NES N4 g
Mg MWRE <2 K, LAAE7ZEIT IR T 077 .

HI 2 MBI EIRIIEE 15 K.

UURES 15 RN 3 4, LRI E GRS IRAT YA, EAR T
WSSO, JFAESE 22 RE S M4 A0 4.

UUARER 22 RNy 4 4, 165 0N 4 ZCEHT B

WA 3 R R BRI RE R S T (1 J8)D 8RR 5 8RR 97

W1 RER, HBERIGHE.

3 2% ANCP (<1000 | fE{ATHs} ]

£ 500/mm®) + K | EFIRARMER], HREMEZE<2 X.

>38.5°C F/a&G | LN —MNRARKIAEEH I GIRIT .

4 gpe AR B} ]

PRI R], EEMEE<2 X,

PAF — MUK R 2 B 4R 1697

%8 CTCAE WA 4.0 744,

ANC = F{Ri a5t iH 4 CTCAE = AR FAFEHAARE R #E; LLN= IEH{E IR

& G T B vk L0 M 9 A RE LA IS IS R 360 (R AR R IG RS 1F, InpL &k

®PANC: 1 #%: ANC <LLN - 1500/mm3; 2 %%: ANC 1000 - <1500/mm’; 3 £%: ANC 500 - <1000/mm?;
4 Z%: ANC <500/mm?.

R 3. IRAEBER R R BN E SRR

CTCAE %3 7R A
1 802 &% To 5 SR =
>3 RARMA A EEVE CISRIGIT R IR R | BiEa sy, BEEIEREWE.
2r) o <1 %
o <2 % (ISR B TR
DA — AN 770 B BT A6 78T

1% CTCAE WA 4.0 2%,
CTCAE = A R HFiEHARIEFRIE.

B TR B BIPERR (ILD) /il R i, K A FHIRAA IS ) o

FERAEE

i}
=
H
o
b=
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ZEA
>65 & EH T HIFBIRMPEANFE (L (4R35 D.

JLFINHE
T AR E IRAA PEFIAE<18 5 JLIEANTE DA B T [ 2 A 2. e Bl vT

V2

4% 1 Bl rp BE T 45495 534 (Child-Pugh A Z8F0 B 2 J6 75 W BEWRAA 78 A 1) 71 & o 55 2 T 45455 (Child-
Pugh C Z0) BERMEIEFIEN 75 mg, BR—IK, KA 3N 42775 O EEFmHY A (24
RN 112 Do

B

B, PREEEE SR EE JUEHERRZ [Creatinine Clearance, CrCl] >15 mL/min) J& 75 1%
WRA PR ))& . 7 EMBOENT 8 & AR AR, TEHZ AR TR E R i (W
(CE=e3010 RN EZ v ak=<) DS

5 CYP3A Ssbcdil ) & F I 14771 B e %

BERAERERE CYP3A SEAGMHIT, & HONRAT A AT CYP3A HFE K H A A
%5, R EE BIEH CYP3A SR, WURHIRAA PR = A 2 75 mg, BRI
n SR A SR AR, LR WA PE R R RGN T AR BT CYP3A s A4 i 77 2 i 75
CFEAMHEIFRIN 3 2 5 D¥RWIR) (24 LZHaEA T FI [25105) 77T |

(AR
ARt AR T 78 M RS8O 1 14 4 B e R AT U A SRS PR AS R 2 B HLE LA K 2
o BT AR R AT S A, 7E— RS T WS RIA B N R AR AGE S
53— MR G B AN R B AE 28 BB LA, ] e AN B S I R SI2 B e (R SR A

7 VERF A

WA PG I 1) S 22 A PR RRAE VS SR F 7 HR BHPE. HER2 4 B W sl 4 B8 1 L e B LA 75
FEZURAVER] 5 N - T EBR G IT (527 5ok PR A 345 4] 59 4E R BFICH D 1 872
W B & IR EE [ELFEHT 50 PALOMA-1 (A5481003), W57 PALOMA-2 (A5481008), #F7T
PALOMA-3 (A5481023)].

IGHRBF O, BEZRA T AT 1 H RS RS WL (220%) BOAE AR AR B SR Ak P
AFRATE . B, AR . Bl DA FOIL IS . AL MR
URAPER IR UL (>2%) 1) >3 SR B RO R . IR . R,
il RAEREIERE (AST) Fris. B MAARMEEHBE (ALT) B8,

TERF S PALOMA-2 HEAh TURAIPER] (125 mg/ k) BEAREIME (2.5 mg/K) 677 % 18 227
B R MR IR T 1R 22 A o WIRAA PG R B A R IR () AR AR 97 BRI TR 19.8 AN H Tl 22 B
B R T () PR AR ST BRI TR 13.8 AN H o AERESZIRAATE FIBC &R H BT I B,
36% [ AT B AN BSOS TR & o 43/444 (9.7%) 151138252 Wk A1 7 M BB 2 R /T M Y4 977 £

¥ 400 3190
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BE L 13/222 (5.9%) 52 22 BRI & oK thyE 7 I B R AE T 58 KON A 22 R 7k A f5
25 . 5B SZWRAA TG RIS oK B YR 9T R BB 3 K A 25 B AN BN 3 R R 4 A gk 2 i
(1.1%) FNEREL A S (0.7%).

UNESINRIIES

4 MET 3 WFENWIR [BF7 PALOMA-1 (A5481003), BT PALOMA-2 (A5481008), Hf 7T
PALOMA-3 (A5481023) ] & IFEEREF A R KN . mEBAEFH (OS) ik, &I
PEEEHHIRAD VG RIIETT I R AL RREER A 14.8 M H S

RS T 3 BIREHUITFC K & IR0 5 (10 e S ke A 5 3

HRGA T RAMBAERIIIA RN KA E N+ H I (21/10). F W (>1/100

£ <1/10) FEN (>1/1,000 £ <1/100).

R 4. BT 3 TBEHFTA (N=872) &HEBIRERA R

RABE IR BB EA 3% 4 %
b n (%) n (%) n (%)
BHIEARE
THEI
Jk gL b 516 (59.2) 49 (5.6) 8(0.9)
MY ek B R G TR
T E
Fh R4 ek © 716 (82.1) 500 (57.3) 97 (11.1)
1 40 s D 424 (48.6) 254 (29.1) 7 (0.8)
M ¢ 258 (29.6) 45 (5.2) 2(0.2)
M/ SE T 194 (22.2) 16 (1.8) 4 (0.5)
HH
R AR AL 20 B s D i 12 (1.4) 10 (1.1) 2(0.2)
THEH
LN 152 (17.4) 8(0.9) 0 (0.0)
HRME RGFH
e/
W P A 79 (9.1) 0 (0.0) 0 (0.0)
e Y=
=g/
FRA AR 48 (5.5) 1(0.1) 0 (0.0)
MR ERELYIN 59 (6.8) 0 (0.0) 0 (0.0)
THR 36 (4.1) 0 (0.0) 0 (0.0)
R RS B R FRER
=
=X 77 (8.8) 0 (0.0) 0 (0.0)
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£ 4. FET 3 TEHFFR (N=872) &HBIRENA R KM

RABESTR BB B 3% 4 %
G n (%) n (%) n (%)
BHEAE
() J5 1 At (ILD)/ il 8 ™1 12 (1.4) 1(0.1) 0 (0.0)
B RAER
THEH
FIEE 4 e 264 (30.3) 8 (0.9) 0 (0.0)
Wy 314 (36.0) 5(0.6) 0 (0.0)
55 238 (27.3) 9 (1.0) 0 (0.0)
MK 1t 165 (18.9) 6 (0.7) 0 (0.0)
FERR B B2 N R BENR
THEH
Jeh 158 (18.1) 7(0.8) 0 (0.0)
it & 234 (26.8) N/A N/A
F R 93 (10.7) 0 (0.0) 0 (0.0)
iy
AR R R 1(0.1) 0 (0.0) 0 (0.0)
42 BRI K 25 2 L A P L
T EI
e 362 (41.5) 23 (2.6) 2(0.2)
z 118 (13.5) 14 (1.6) 1(0.1)
R 115 (13.2) 1(0.1) 0 (0.0)
HRNE
T EI
ALT Jti 92 (10.6) 18 (2.1) 1(0.1)
AST T+ 99 (11.4) 25 (2.9) 0 (0.0)

ALT = WRIREIEH M AST = RAARAKLM; ILD = [EBPENN; Nm = 8&F A5

N/A= AiEH.

© R R R T B A R

@ JZH8 17.1 Mt MedDRA FH % ARIE (Preferred Term, PT).
bR R G A B 0 RIMPAR Y ISIR A AT PT.

© R PRI M A AE ARG AR PT: R s AE L v R 20 L T B

¢ AR E RS LT PT: FERMIRAGE . A TR A

¢ FMAFELLUT PT: #HUM. MALHE RIS, MM A K.

PR AE G AR PT: M/ MRsAME . MR TR

¢ EREFELUR PT: Bt DERBR . JBR . . . FUSE0E . BRI . A
FIRANE R IR R

N EBEIELLT PT: KB B, BRBIEE. ARLE. MRS, KR, BIBRER. &
PP o

TR BRI (LD 28 A0 & FrifEfk MedDRA A ()5t it O SO 45 RAERTHR & 1) PT.

x5 ET3TFEHHAT (N=872) EHEBENILRERERE

| [ mEmARER AR | P

6T 319 |
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LRERERTE BB &5 3% 4% BB &5 3% 4%
% % % % % %
WBC /> 97.4 41.8 1.0 26.2 0.2 0.2
F P 2 i gk 2 95.6 57.5 11.7 17.0 0.9 0.6
2y 80.1 5.6 N/A 42.1 2.3 N/A
RN 2 65.2 1.8 0.5 13.2 0.2 0.0
AST JH& 55.5 3.9 0.0 433 2.1 0.0
ALT T+ 46.1 2.5 0.1 33.2 0.4 0.0

WBC-F4fl; AST-RARBBILERE, ALT-HNRABREEEEE,; N-BEAH; NA-ANEH.
VE: SZIR SR A4 B NCI CTCAE B 4.0 7% 8 725 20 3/ 4% o
* SR ph e R R 4 D B

7t PALOMA-2 £ PALOMA-3 PIF A, Z9N 17 200 B 7 838 . 76852 AN T4 ) 1 WP 765 8
HHhIRAEN 3 gEk 4 Zh kg B IR D E AT A 40 RE R A R T AR R R, TR
wEHE PR E W AR A AR IR & AR AR A T AR A B, (HIER T RE I
Rl AT a A v, UEEE S EWE BE ARG T REEEm . AR 4EX
A IIRAA PRI B 2R R . e VR AR AT B R, 4 125mg R H —IRIE A &
(IR URTR AR A 24 1 o T AR B A AN IR 22 A P R A2 1, 7% IR 1 150 1 15 1 B i 7 1 77

R AN BRI A

SRS, 3 WBENUE LR 716 B (82.1%) Joit LIMAIAP IR A 75 S35 32 WRAA P R 5 97 1) B8 5 4R
& AR ) R A s RE . Rl 500 1] (57.3%) AT 97 fi] (11.1 %) AR
3 G 4 gk g E (LE 4).

3 TBENLIGRBT A, 28 YRR A AT ART 2% 530 v s 4 s 2 1) AR B2 B[] Sl 15 R (12-700 KD,
>3 g R A I g D RE () R SRR SRR TR 7 K

0.9% FESZWRAF VYA 5 FAE T RFICHT AT 1.7% 4532 WA PH A 5 5K il eI A 1) 6 ik ity 7 R i
H VAL A E -

FEBIGIRDTFE R, KL 2% FRNRAATUANA ST 1 G 0 i A A p PR 2 ik i o
(EI5)

XHE PR BE ST [ BT Bl A —Siehd SeE 25
ZEIEAE A & 22 fl e (L LR EAER D

[EEEEm]
dh 2 i/ e 0 i

YT 5 EAER RN A VR AL, 4828 11/ R 48 28 W o 1 2 S2WRAE R R 5 0 A A B 1 SR B 5
ST, 2k AT 5P S U] B fd R R B AR AR OB R R B0 # (Luteinizing Hormone Releasing
Hormone, LHRH) #7740 GF LT RE . WRAA PG R G s 4 =) B FH T~ 48 28 i/l 26 280 30 Lo ()

70 319 |
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7o, X5 LHRH #ahBa 2.

JEEAMERIR (Fet%)

ARAESE AT WAESOR CReg) 838 rh it FOIRAA v A ARy R 222 (L Dl PR IR58 D
i 9 7 5

F R A I 2 M PRI 7 B A T (AN RSO, I RTIE T K0T 2% 1045 52 R A 7 )
TETT IR B AR A T VR A BRI, IR T 1 B R 2 e el P IR 5 A )
SET . NAENRAAPEANA ST T AaRET . BRIt . Tms AR SR 15 R DAL H IR PRASALE
I I 4= i 20 M T 0B 3 B0 4 b PRk MR RE B B, RSS2 D
BHGEIRTHEIRYT W, R EOIEI . O DREAET A IR RN Do BEAR RN 35 R
N7 R S AR AT R AT

LA Jo A i s f 5

PR S B A MRt PR 4/6 (CDK4/6) 7] CELIRIRFAPER]D 5 N 20iia 7 IR YT 1Y
B, WReS KA E, B dr B TR R (ILD) /B 58 .

EEBANEKRIRT: (PALOMA-1, PALOMA-2, PALOMA-3) o, 3EZ0RMPEANATT K EETE
1. 4% B A0 ) ILD /%, B 0.1%H84 3 2%, JHKA 4 HesamilnRiE. &
JEIE M EE R T HoAth ILD /i 0585, IR AT B (L IAR KM D.

I R AR AEIR,  $os ILD /A (Bldn, RS, WU, BRRATHED o 6 H 1 BB Y
WP ERE IR ELPRGE O e it 98 1) 6, 2 SE B e TR AR PE A R P4l JB . B TILD il 4% &
BN RIRAA PR (L CRERTED.

e

gl

RUARAR P9 A BAT B IR, HnT (8 5 T D

Z WREA LT FCARGE 1 IRAR P AL E IR G R 1% B IO TR S . 2l 5.6% A 0.9%
I SZ WRAR P AR TR 5 B T B R A T 3 G 4 Zugde (W [ARKED.

LI 58 A AR AE AR O HLad& i N gs TRy (L DA ED.

5 HE AT B T S Y A A SR ST B 2, I, AR, e, UL A
st /SR 5 A

4545

F R B P A R S R IRAA PSR, IR D) IR EAAAE (L CRREREY M (254080

#Do

i}
b=l
H
o
b=
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(= RIALP]

F R B P R A SR L R IRAA PSR, R D) IR E AR (L CAREREY M (254080 )

#Do

5 _CYP3A4 ik FIBii% G I 43T

SRR CYP3A4 7R ] P B Mg I (L D28 EAR A Do DRAEPE ARG 77 11 8] B8 G 55 55 2
CYP3A & M o ANTEN VP AT 7E SR 55 R0 XU 5 77T 2% 18 A {3 o anAS B e 4 5 3 A
CYP3A IR AL R, REAFURAAPEA IR EFESE 75 mg &R 15 108 F SRl i
ISR R AR P R 75 B R SR B 3-5 A3 1 Ja) BN S 0T S AT 5% CYP3 A |51 6T A4 571
= L [ EERD.

5 CYP3A 175 3511 [R I s Y vl 3 SSOURAA PR 1) B e B BAAIR, T DA SR =97 R KUz - AT,
38 e RAT PY A 5 92 CYP3A4 V5351 & . IRAAPEAI S5 2 CYP3A 75 7[RI f I I
HRERE L [ EERD.

A4 B R L B T

ALEE R8T Lo B 55 kP AP A5 PR IR PR ¥ T 0 I e 2B P — vt 2 @ 2253k (AL
@Y SYSLHRIR liL SV EZTD DR

I

4

it

ORAA PUAN & FURE . A7 AL LR AN IRPRE « LW B = ik ] 2 -~ LR BSOS B 255 L A%
PRI ) B E AN AR IR AR P A o

il
A ERRLIRFE S 44/0F 1 mmol (23 mg), ENFEA EYCKHZE “ A7,
X 25 AR E LB BB ST I RE

WIRAF UM 25 B AR B 28 RE T RS AR N (ESR, WRAAVERI AT RE SRS = , 8 0 2 Tt Bl 45
(IR VAL A8

(@S SULEEIR L SR/ GREELD |
AL H B8 I e

PR ALy iR T A LB RE I ML VR RC AR, BAEVR YT IR U SE R YT Ja il A/ 3
Ji k) B 14 J8 CHED RIS 70 IR aRE 22 15 i (o, XU o it 22 ) (L KGR R AE R D

LR

®
©
=
P2
o
=il
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TP R = 5 T 2 G A WA P4 R F) 030 s A B o« ST 78 s IRAA PO AL R A AR B a1 (LD
BB, A E AN AR RIPGEE 228 i 1A A4 5 RE 77 00 VE e IR AE P A o

LEN

0 SR AR TR T 9 LA R PR 2L IR S 75 4 76 B9, ot
FEFLIEZR B LI . R AR PRI 75 2 A0 AR AL I b, BRI PR (0
R

EN= D]

AR RSB T, RIS KA AN H (V) BURECAIZAEE 1 CREPEAMENED
AR . 1 ARIRAF R NS JI52 M A R A - AR AR I PR 22 2 VERIE 70 VR 2R B 4 B 1 AR
o CEAHARSEARTE . ISR T R Ti D AN BE EAIR LL KR 81 ik b s b ) - kA P A
BITA R MEBMEAET ) (U (Z4HEEHED. KL, BYEETT R Fa R a7 1 R% S AR
LR Rl

[LEMZ]
W AR EIRAAPEFIE 18 2 LUR 1) LI DR B F P 1 2 e Va2, AR R EdE -

[ZFEHZ]

1E PALOMA-2 W3¢ rh B2 2R A PG FNGIT ) 444 iz, 181(41% ) =65 %,48(11%)
WEH =75 & KRR LRGSR SR EE IR PRI 2 2 5EG A T AR Z T . 65
% K UL b B TR WA E R RE (W LR85 D

(25 EARRT Y

WRAA VG F] 3 Eir CYP3A F#IE LN (Sulphotransferase, SULT) SULT2A1 R . 7E/RPK, IR
FATERZE CYP3A A (] A6 i 12k 55 $ i) 5570

HLE 2 i G WRAT 7Y A 25480 7y 2 (K5

CYP3A FH#|7IH95Zm7
AN 25T 2 78 200 mg Bl EEME 5 B 508 125 mg RAATEAR], AHAHT B T 858 125 mg
WRAATEF], ORAATEFI 4 B BT R (AUCh)) AUEKE (Cuax) 3510 T 41 87% H1 34%.

i S5m0 CYP3A #F& M, BAREAIRT: sehidR. el . il Beme. B Bemk.
EULRB/AFERE . ZEME . RARIRE . DR, YRR, FFllE. BAER. ROL
R A e A A L DR E] A DEEHEID.

SREMFEE CYP3A 7&K JC i B &,

CYP3A ZF-F7HIHI5207
A 25 7 2 758 600 mg FAEF 58FE 125 mg WRFAPEA], FXT 54 T 5578 125 mg

10 50 419 T
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WRAATEF], WRAATEFR] AUCinr Al Crax AL T2 85% A 70%.

NG 59 CYP3A B 3HIEH, BREART: RO, BUSEM. K2de. FAE-1A
e (I [HE2] M GEEFEHD.

A 2e T2 AR R 400 mg SAIEE (—Fak CYP3A 355D HHFE 125mg URiHPE
F, AN T HPRES T HSFE 125 mg WRAATER], WRAATEF] AUCiht Al Cmax 2RI T 20 32%
A 11%. 59 CYP3A F 357 & HN EFH AR E (L EEFEID.

PLIR 24 ) 20

Bl (BAFIEE) A4 T 27 E =305 (Proton Pump Inhibitor, PPD) 5 D14 M5 H
A& 125 mg WRAATER], AHXHT LS T ERAIE 125 mg WRMITER], IRAAVEH] Cre FEIKT
41%, {BXF AUCinr HISZIAIR (KT 13%).

TREFAT T RN 25 T 2 7= 7 230057 (PPD 55 DIH M5 555 & 125 mg WRAAPEF], WRAA7E
F| AUCint F1 Crax 77 HIBFEIK T 62% F1 80%. [k, WRAAFEFRIN 5 &WIFERR, &HiFhE &R
L THEREY 1 [Z4R80 712D,

ST H2 ZAFEBURIAR SRR S PPI AHLLX B A pH MIS2IEUN, IRMIPEF] S B R
I, FUY H2 SRS BT ER R BRI UR A P A PR % 5 B JE I AR AR SR i o

IR L 7 A0 L 24 s 2440 0 2 (K

ERREG T 125mg XBIFESJE, KA FEFE —Fh g5 B AP CYP3A 055, SpRiAm:
C R ZiAALE, 2B IR TR S KA G R 25 2506, BKIEMES AUCine AT Coax 1H 2375118
Ty 61% #1 37%.

I TREOR AR U CYP3A4 IR (i, FiSERJE S R WA Al Z AL RYESA] |
GARJE WLESERr EJe T P92 A At 5e 55 m] ) L5 Wi PG A [R] A A ) T g 7 22 B
DRI IR A P ) T 1 T e AT T F) % 5

IR AL P ) 5 0K it e 2 ] %) 245 P A EAE P

— I FL N B GRS 25 A EAEH  (Drug-Drug Interaction, DD AN 3 20 ) B ds 1,
WA PO A Sk M e BRIy, PIRR 24 2 [E) JC 2990 AH HAEF .

b SR S IR A P ) e R R (A

FEAE R IS VE 3210 AT (0 — 30 DDI A AU A BE R T, ST R 0RAT P A 5 22 770 B fth 325 25 R
42, SURMPEA] LS 25 (1 2 3k A 2.

e

= 11

b=l
bad
°
b=l
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IR A P ) 5 e w2 T (1 25 AR A A

A FL RS B AR AT (0 — TR PRATE T RO BR R s ORAA P A5 G e mI IO IR, PR 24 it 2 [R)
Tl RAR S 23R AR

IR A P A1) 5 0 Al 2 245 2 [6] ) 245 WA HATE

e A IR AT PG ) 5 1 iR 2 24 2 6] () DDI #EATHEFE (L (R A LI E L H 25 D.

L =L RL NI W

MR AT 55 s, FOHIRAA PR RIF S 778 P-FEER [ (P-Glycoprotein, P-gp) FIFLIRE T 24 &
F1)ii (Breast Cancer Resistance Protein, BCRP) /311, ik, URMAFEF]E P-gp (0, Hu
mE ISHINEE. BOKALER) B¢ BCRP (4, EAAhiT . FEPAciyT . MIEm g 1R
KU mE IR AT e 1RE I T /E A BB

WIS SR, IR PE A A0 U A N B T Hs B OCT1, A RI g %k
BEAREDEL S (i, RN )RR,

(5l &]
T BT X IR A PG R R4 R 75 24 A RIRAT U A 255 8, FTRe BB i (o, Sl MXRED
AR Can, PR E L g e ) BEdE,  Bigs T — BRI SCHF IR T .

Ll PR 5 ]

KEPL T F9HF 75 PALOMA-2 : HEFH 7575 5 LI/ T Ay e 2522 1K (ER D B71%. HER2 B71%#
HIREHT G FE FE 1 A R 2 2 3746 1 90767

fE ER PP HER2 FHPERIASGEIEE TR D) B BB T 6 110 Ja) 8 e J0 7L e A6 3 BB AE: AR 232
RLET AR b 1 4 B iR YT RO ISR BB AT T TBENL. XUE . ZRGI R, E R
OWTFT, PO T WA PG A5 ok fl IR P AN R i e 15 2 TR R P #7288

it 666 BIZEL R AL 2:1 KIHGIBEHL B RIRFAPEA] + SRl s 22 &0 + sReimed,
FRHERE AL CARE. AEPIE) . MSERR CFT) HliBhRYT 2 Pm B R e A Gl k. <12
AL >12 ADAAD BEE G SBIUR R T R R (BMEBERIT . BRHMEBRER AT 7 E.
WETCHRRR T AEAERE Y REIRYE . AERCRS, RS T REH DG AR a0 F AORE. (R R BRI
ToVETEH] R ORI IEIRROR ] AR A & DL RS2 R AV 50%) B8 .

SRR ARG, ERIR ARG REA ., R Mg . T o
R, LSERES M. T RVEHITALIAE T .

WRAFVEA] + SR gl 5 22 G0 + SR e 2 8] f o O JE R N D Gt 2 DUR T R AR B T
bt . NAAWFAREFWHAERA 62 & (JuHl: 28-89%), ZHUEH NEAMA (78%),
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HZ2H0838 w2 E R Mg MEA (ECOG) A J1RE (PS) - 0 B 1 (98%). fEIZWT i i
FUBRRERT, 48.3% HEEZIIMITR 56.3% BFE L HUIMEIRIT, 37.2% HIEHBRARE
XA EERTT . REHEE (97.4%) {ERLR GBI, 23.6% KBS R AEEE, 49.2%
[ EFHA AT .

T 50 I % p5 2 W 9 3 4 BR SRR T VAN # 1 (Response Evaluation Criteria in Solid
Tumors, RECIST) v1.1 ¥ TCHE e A7 (Progression-Free Survival, PFS). KB 7R ity
FE &M 22 At 2% (Objective Response Rate, ORR). IIfi R 3K 71 22 f# ( Clinical Benefit Response, CBR).
LA ERAVERE T B (Quality of Life, QoL) 28fk.

BEauE H 2 2016 4 2 H 26 HE, BFFiAR] 7 220, XKL (Hazard Ratio, HR) &
0.576 (95%CI: 0.46,0.72), |7 =X EFATL: p {H <0.000001. 7k 15 N HWIBET B
UEHBA: 2017 45 A 31 H) J5, X FERREL ST T H 0. JLeh 23] 405 %1 PFS

HAEs URAATER] + SRARMRZ 245 IS (55.2%), XTHEZH 160 F1FH4F (72.1%)-.
% 6 I 7 E VAL AMALH A, KPS PALOMA-2 BFFH I BRI H o8, I T I3
R
£ 6. ETFREMEFEILHBN PALOMA-2 ITHER (BARIT AR
EEMT BEF T
(2016 £ 2 A 26 H#EIWL) (2017 £ 5 A 31 H#&
1)
IR 7 ) ZR IR A 7 ) ZRF
+ SRl + SRl + Rl + SRl
(N=444) (N=222) (N=444) (N=222)
ETHAE AR THERERY
HE (D 194 (43.7) 137 (61.7) 245 (55.2) 160 (72.1)
FRAL PFS [ H $(95%CT) ] 24.8 (22.1, NE) 14.5 (12.9, 17.1) 27.6 (22.4, 14.5 (12.3,
30.3) 17.1)
K EEL (95% CD Al p 1] 0.576 (0.463, 0.718), p<0.000001 0.563 (0.461, 0.687),
p<0.000001
ET RIS REFH
HE (%) 152 (34.2) 96 (43.2) 193 (43.5) 118 (53.2)
FAz PES [A % (95% CD ] 30.5 (27.4, NE) 19.3 (16.4, 30.6) 35.7 (27.7, 19.5 (16.6,
38.9) 26.6)
U HE (95% CID AEAN p 15 0.653 (0.505, 0.844), p=0.000532 0.611 (0.485, 0.769),
p=0.000012
OR* [% (95% CI)] 46.4 (41.7,51.2) 38.3 (31.9, 45.0) 47.5 (42.8, 38.7(32.3,
52.3) 45.5)
OR* (A EFIHR) [% (95%CI)] |  60.7 (55.2, 65.9) 49.1 (41.4, 56.9) 62.4 (57.0, 49.7 (42.0,
67.6) 57.4)
CBR* [% (95% CI)] 85.8 (82.2, 88.9) 71.2 (64.7, 77.0) 85.6 (82.0, 71.2 (64.7,
88.7) 77.0)

N = #E#AH: CI = BfEXIA; NE= Aalfliil; OR = BMZM; CBR = ImKILILEM, PFS=Tik

A

R R H A I TR RECIST 1. 1 iESZF R LA S22 .

FE A TR T ER#EOEH I 2017 45 5 B 31 HJ PFS Kaplan-Meier #f1£5.
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B 1. PALOMA-2 BiA—tRAET (FFFREWAE, EREITAE B Kaplan-Meier
MiZk (201745 H 31 H)

— WRAETER SRR
T SRR e

‘\
~——

10 i

Tt RAEFHE (%)

T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
AT R B B % mE (A

PAL+LET 444 394 359 327 294 262 239 221 204 192 164 146 83 26 5 2
PCB+LET 222 170 147 129 114 97 80 73 61 55 45 37 26 5 2 2 2

PAL =IRAAVEHF]; LET = Sk, PCB= ZE A,

BT i K R B LARFAE HEAT — RIS € LA PFS 43 M LA 543897 ROR 1 3 — Bk .
FEMEF T, A MEREE LA (LR R PSR AEE 3O SR T IRM P
A+ R PEZE ) AR 32 e XS BRAE T XU o

ETEEHM 2017 4 5 A 31 HIOEE, 7ECUF WA P4k s 3 A% (1) NATFEFRE &
# (HR =0.62 [95% CI:0.47, 0.81], H i Lt @447 4] [median Progression-Free Survival, mPFS]
193 MHAE 123 AMHD, S ER IR R 3 (HR = 0.50 [95% C1:0.37,0.67], mPFS  35.9
MHE17.00MH), () URAFHEBKEE (HR =0.41[95% CI:0.26, 0.63], mPFS 36.2 1~H
512N BEEIEHEBREE  (HR = 0.62 [95% CI:0.50, 0.78], mPFS N 242 MNH Y
14.5 NHAD. H5Z AL, 76 512 Bl %2046 (Immunohistochemistry, IHC) 78 Rb 2%
IR R R PR B T, WS RIURAD PR + R e () 2 g gk Ji BB T2 KU S B (HR =
0.543 [95% CI1:0.433, 0.681], mPFS & 27.4 M™HY 13.7 A~ H). THC 8 Rb & HRIEBAER)
51 FIEE S, IRAPER + SRtk 522 B0 + Rl A 2= R A B A BE % (HR A
0.868 [95% CI: 0.424, 1.777], mPFS 23.2 5 18.5 ™).

T HUE ] 2017 48 5 7 31 HHE, 7R AR BASRE ARG (1 8 AL P v R e Rk
pr (OR A EEIKMEZEM A [TTRD WK 7.

R 7. PALOMA-2 BFIurp AR B AR P AR R BT 34 R (R R iayT AR BB 2017 4

5 H 31 H)
PR JE N BE IR
WA 7 F R WA 7 F R
+ SRl + SR + SR + SRl
(N=214) (N=110) (N=230) (N=112)
OR [%(95% CI)] 59.8 46.4 36.1 31.3
(52.9, 66.4) (36.8, 56.1) (29.9, 42.7) (22.8, 40.7)
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TTR, 78 H & GEH)] 5.4 53 3.0 5.5

(2.0, 30.4) 2.6,27.9) (2.1,27.8) (2.6,22.2)

N= ##& AN, Cl= BfEIX[E; OR= HFWEMME, FETHIE RECIST 1.1 iFSZAIRLUFSEHZEE; TTR =

2B IR MR G A P 1] o

BEAT SR AT, ORAAPER] + R R AT 2R + ok e BE AL 42 5 IR SR )T 1AL

8] 4374 38.8 A~ H A1 28.8 1~ H, HR 0.73 (95% CI: 0.58, 0.91)

[ZEEH]

ZEAEH

WIR AT 76 M) i 40 ) 390 2 9 MR Ik 80 (CDKO 4 A 6 fRAmA 7). FI3IEE 3 D1 Al CDK4/6 {7 T
RSG5 0 R AR RSN, I FHAF AR G HEN S 9, T gsl /b E B R 32 /K (ERD
PR LB 20 0 R R A B 5 . AR Rk rh, AL REAR AR (Rb) 98 5 RAR PE RS
PR RAHICH . (HAER IR SR R A AT MR SeE 7 b, R RB1 3Rk 5 iR 22 i 2 A] )
FHRNE - [RIREMD, E B RURVEI SRR A AR (PDX MR Rt SERAR PU A 25 240, th
RIAHRAE -

B
—FE: ERENIKE T, SAFEENMEIGREEE (Cn) 4 f50LER, 7] WO LE
M (QTe FEK. LF TP, RR AALERASLE KT 5.

FE—TURR 27 FIEE A ARERR S, KRR LI AR R, A SBR (RS as
HIEEO IRES (APNRE, SRR Bk CE/NVESIRRL BT D A4
g1 (EAD KRR E SRS RAE. SR, BREER T, XA RAEIRM TS
ML D23 25778 =30 mg/kg/ K (AUC LN IRPRIEFEFIE T M NRREER 11 %) K5
P AR . Heh SN RS PR/ R IARAE e B 4 2 Y T AN /N 251

JD) FEARFGK SR HEAT 0 15 J A 45 25 Mk e o R AR A B AR LA FE RIS TT SR
CRHIR R P EEAT Y 27 FEE SRR, DUk 39 FRES %2Rk I bR WA %)
BEACH SR R . IR AT T 2 2 DR AR A o 8 KB rh AT A5 0 4 WA QOB X TE R 1
R IRAETEAILL 100mg/kg 4525778452 27 JA (AUC 20 ImRHER & T AN
REEN 15 %) TSRBRRVFAEKRRE B0, G EE. SRR

BAREME: IR TR Ames IS4 SN N b EL20 A e (A A2 100 25 SR B4, b [ Bl O B340
FAAAN RS R A BB B 1 6 A% 136 45 SR B

AR EMEYERRAEE J1RIe . SAZ7TE SIS 300 mg/kg/ R (AUC £y NI PR 5 5%
B4 5 B, R WIRMIPGRIX S Bk AE B A . ERR . RERAZEERE
L, KRG 2550 E 1A 300 mg/kg/ R, REGZFIEEIE 3 mg/kg/ K (AUC 737 2 9 I RAERE )
BEFAEREEN 6 UK S A AKREFEEMZ) B, A IR TGRS0 sh Y A s g B P A
FEFIAS REEI . 76K AR ERAZFERIE . LSO BRUMENEA S AR 56 o mT WLWRA 75 ) o)
YA RBAEE S EA R .. BRGAFMEREH, KEFR DL TR 7GR =30
mg/kg/ K =0.2 mg/kg/ K (AUC il 2RI RHER FI &= N NARBEEN =10 5= 0.1

15 o0 19 i
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50 I, ATZSZGARSCHISEAL. ISR RUSUBRANURS ZE85 B L P RE. B4aieth. KTl
ANE AR NG, g 4 R 12 RS ZE, B R BRI R M A Bl
A E RIS A, AEAEVE KRS B A IR AR A B m e R, IRAT YA 45 25T RO
100 mg/kg/ R (HEFE AUC Z909ImPRHER TR N AREREE RN 20 %) IR WX AZRC £ 5
Wi, HAZH IR, RIS s IS RS, MR R A E ARG A E
BRI, ACECHT 15 REMEIRE 7 RE DL TIRKTEH, EFEEF] 300 mg/kg/ R
(Bpfh 4 B B R 2N IR RIS &R P I AR R RN 4 15 R SBHRIGEE.

ERBRAMGRIIE-TaH &K &S, IEIRSNVIESR B XU 5 2 1D 245 T IR A0 PE R &k 300
mg/kg/ KA 20 mg/kg/ K, KEIERHATEENE 300 mg/kg/ K vl 5LEIAITFEME, SEURTE
HEFE, FIE =100 mgkg/ R, BEEARIRA RGN CH-LIUMEH DU 1R A 2 1
D o RAEBHAREERE 20 mg/kg/ REF, HHEE R CRIETIR/DEEED FIRAREN. KR
FEN 300 mgkg/ RARAEN 20 mgkg/ K, BHAEHREE (AUC) 5RlZNIRKRIEE
T NAFRTEER 4 55 9 5.

SCHRARIE, CDKA4/6 WU R /N AEAR A R BRI CUEUREE 145 REME) HEEZITMAL
Too (B i TS RMBIRE BEAAAE 2207, BE TRl /) SRR R RE TCik P A IR0 o

Bogtk: JFRE T BUEIER N R 6 S H BUm PRI A — UK 2 FEUR IR . 7EREE RN B
6 A BT, HEVERMENE rasH2 FBE R/ 2 V4G FORKIPEA], fEf= 60 me/ke/ K&
AR IR A ARG, AERR 2 FEUE IR T, 204 TIRMPEA] 30 mg/kg/ R (BL AUC

i ZONNRIRR G R 8 ) » W MM K B rP AR 48 R G0/ 2 J o 4 R 5 A =R 4

e WEPERBAE B 200 mg/kg/ R (LA AUC i, 2909 NARIR PR 2 F i 5 %) G~ oR W
s das s yiIR

(2510807151
FESARSR 8 COLFRMGIRL IR A g e LI I 7T 1 WA PU R B 25 X80 70 SR ALE

LTI

WRAE P — M AE DRSS 6-12 /B Z TR IR FE (Crnax) o FIR 125 mg WRAAPEF 5, FL-F35 285
MR E N 46% .76 25-225 mg 77y B ), I 24346 B B 18] i 2% 71 1 2 ( Area Under the Curve,
AUC) I Cinax WA ERECFIE I R —IRERLZE 8 KNI . IR P44
R -REZLATHNER, PAERLA 24 GUH: 1.54.2).

FERZ) 13% RS HENFES,  WRAR PO A (R SOM 2 5 EARAIK . R — /N N, b eragin s
WRAAPE A R R, (EAEH R N, HEEORIRAR PU A ) 2 B e Im R AR G . 4R
WIRAZIMLL, TRA PR S SR &P R RES AUCihe F1 Comax 20 50FHR T 21% 1 38%, SRR
BYIFEIRI 73BT T 12% A1 27%, TFEIRMA TR 2570 1 A AZE25)a 2 /Nt & i
BV 73T T 13%A0 24%. MAh, s B 2E BRAR T AMA RN AN A 5 B B IRAE 75 ) 5 a2
Z5t. W45 LSRR, IRMAEAMNM S 'R (L DRERED.

e

16

b=l
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il

WRAA FE R LEAR A5 NI B IS5 &N 85%, ToikFEMHME. fEAR, AR I 5 AR A 76 F)
(3500 25 4 (£ BEFSh AL AR BE M 3 N . 7EAR P, BE'E DhReEAL, AR ISR AR v
FIHEY) £, M BAS LSS . EARSN, AARATFAN AR 3 BLl i 0 B BUIR AR PG A o DRAA 75
ANsE OATPIB1 BY OATPIB3 KA.

/L

ARG AR AT 782 DR A P8 R 0 R AT R AT T2 A . A iR [MCTRRiE IRAR PE A 125
mg J&, WRAAPEA K 3 ZARH IR AR R AU A SE AL, IR SRR R G IR AL ANBLAL o IS4 rh A
TR 2 EOURAA PE R R R 2

KR4y AR P R . WRA PG () IR ER 25 A W02 7 258 v R L) 32 B WA SR B Ay
HETIFIER 25.8%. K AF4UR . RO A A SO 4H4 L K B Al i L #4674 s (SULT) F
HEAT AR M iR B B S 5 IR RS IS CYP3A F1 SULT2AL1.

bELS

FERE I FLRRE B E R, IRAT YA LT PR D ARIEER 2 (CL/F) 09 63 L/h, PRk
WY 28.8 /Y. 6 BIEER T PESZAE IR DR [MC IRMPEA S, £E 15 RN ECE] T
SJBUR R 92% CRALED: 38(F GRIER 74%) RFEEHRLERE, JRPEIRT 17% KFIE.
20 SN PRVBCHEE PRI WIRAR P8 R SR 24 F) [T 3 70l o5 45 24 75 B ) 2% AT 7%

TEARAMIEFE A, ZEIGRAR G FEIE, IRAATEFIA R CYP1A2. 2A6. 2B6. 2C8. 2C9. 2C19
2D6 Wikl AR CYP1A2. 2B6. 2C8 F13A4 iS5,

RIMTAN R, FEIGIRAH IR B, IRAA PO R A LB 55145124k (Organic Anion Transporter,
OAT) 1. OAT3. HHLFHE F#ia4k (Organic Cation Transporter, OCT) 2. HHLHE T2 L ik

(Organic Anion Transporting Polypeptide, OATP) 1B1. OATP1B3 Fl1fH k44 % (Bile Salt Export
Pump, BSEP) & {4 F4 i /E FH LS5

FrRR AR

Figes MR

BT DU 183 BEIEEH (50 BITMEM 133 BB, FREE: 22-89 %, fRE
Fl: 38-123 kg) MIBFAZGABI 1220, VERORAA PR ) 28 85 B BCA M, Al AR XK
PR ) 2 B AT L IR PSR SRS

JLFINHE
HARFEFRS <18 % 1B rRITAlIRAA PE A ) 254030 715

e

%17
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HFtath
TEANFIFR B PRS2 3 kAT T — W2 /25, Bi R0, S5 Dhee IR W 2l M L,
B (Child-Pugh A 20 323 B IRAAPE R R B &2 (F S AUCino) F#RIK 17%, 1
Wi (Child-Pugh B 2%) M % (Child-Pugh C 2%) FF4545 523838 43 H3E 0 34%A1 77%; B .
Hh RN B R A 52 AR AR S R P R WEVR FE (Conax) 23 IBE N 7% 38% 1 72%. UL4F,
BT — DG 183 f0g AR AE B BRI B )0, Hh s 40 B8 B
(T NCI 432K B HZ Z<ULN f1 AST>ULN, B JHZ £>1.0-1.5 x ULN AYERE /KT AST),
30 B JFA 1 0 WR A P R () 245 4K 30 70 2 Ta s il

Bt

EAFREE S a2 E b T 7wz AR, RFERY, 556 ER
(CrCl >90 mL/min) Zi{FH ML, BEF (60 mL/min < CrCl <90 mL/min). /& (30 mL/min <
CrCl <60 mL/min) FIEE (CrCl <30 mL/min) 'F 8455238 & XS URAA PG R 1) /8 R #E 5 (AUCinp)
3G NN 39%. 42%FH 31%; WRAAPEFIIERR TR SR (Cme) 27 3EI0 17%. 12%H1 15%. 14T,
FET—TEHE 183 I i o A 258 1ot , Horh BdE 73 42 8 W 44 18 5 H
29 il EE B AR, B RERN rR RE E A  WRAG R (R 25430 ) TR o AR AE T B T
F R SR PR R B 254K 5

TN

fE AR RS I E AT 17— o seinlds, STl EMLL, HASZE IOk
YU JEIMNRAATEFR] AUCine A1 Coax 28 H 30% F1 35%. (HLEJGEEMFEH, HARB %L
T BE R ZIRG U R RS LG . BT WE MR E A RN /7. #aetk
AT R A, AT BT W N AT R

1N

WFFL A5481019 (n=26)7E BEA: AL 2 i AT AR £ 6] B HA 2095 1) 4 B PE U V63 97 1 ER AL HER2
P (%) 24 22 i W 3 L e v )R8 2 PR AR IR AT P ) 5 ok R A YR 97 1 PR R o 10 98 B
LI 1] ) o ] B 5 R AR P R 1R 25 4R 30 0 445 iE 5 PALOMA-2 Fil PALOMA-3 Aiff 50 3E A [E 2
(R ZARBN S FHRHE— 3. E AS5481019 A 7t iy v [ S8 AR 2 5 PALOMA-2 A 72 B ukil
BRI — 3, ARERET P E AT AR

LR
FIRORAF o JTEE 2 s TR T IR AN

[f]
WM (PP SR LM (HDPE) HE, SREHE 21 Rk,

[HHUH]
36 M H

[ AT AR E]
HE 24 W AR UE 1X20180151

e
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ErRlias)

(1) 75mg: [EZ5#ET HI20180041
(2) 100mg: [ Z5#E HI20180042
(3) 125mg: [HZjiE=F HI20180040

@ E N RARESZE PN |
% FR: Pfizer Europe MA EEIG
M HE: Boulevard de la Plaine 17, 1050 Bruxelles, Belgium

[ A=Ak )
Mk 4 F5: Pfizer Manufacturing Deutschland GmbH, Betriebsstatte Freiburg
AE P AE: Mooswaldallee 1, 79090 Freiburg, Germany

I A Bk FR M«

JE st T AR IX FARE A6 K A73-75 1) 37 BAES-13 2
HEgw: 100010

Hi%: 010-85167000

PE I 400 910 0055
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