2018 &£ EYAEI D I—XHHE F£2, SEIMBREER
FHsR BHAEF:2018 £ 12 A 23 H(H) . 2019 % 1 A 27 H 13:10~16:20

BT 27 —k—ILitE
SR ATSURAATRILUNILERSHY)T)

FHRFAEH BEERAUEAE1—T+—LQ017TE 12 ARET F4hR) . BEREES(ER29F 7814 8).

REEHESE

$W 34 : Palbociclib and Letrozole in Advanced Breast Cancer
N Engl J Med 2016;375:1925-36.

PK #8831+ —F

EEREA NILRIOVTATZoRA@NT L)
SHREMN: OF 2017 F 12 ARET(F 4hR) . QBEREE FH295F 7 A 14 B.QRFENHE

[PK /35 A—4]

0 BEAEWNRELTERKRTOEREEZHRELET 2. LLUIFNICEL-T—2ZEKRETS
® (KEI[J 60kg, FARMEIEIL 1.6 M ZAZHERMBEEL T, /kg, /m? DNSGA—RE(FIEHEICL TEREZED S

INSA—4

&

TR

0.46

@ p62 2. EYRERI/NTA—E Q)INAFTRASEYT«
(SAEAT—%)36)

BERABM 14 HlZ/LRS ST 125mg ZZEERERNZRORSRY
NIRRT DY) T 50mg T EEIFRIRNES) LI-£Z 0. B ORGEOH XY
INAFATARALSEYTFADHETENEIL 45.7%[90% (SR X E: 39.3% ~53.2%]
Thof=,

Ae (%)

15%

TR ORDHEMET—47% L, Ae=CLR/CLtot*100 [CTHEH,

CLtot=39.46 (FE2SHR)

@p89 2.7.6 ERDRERDFE LS (A5481011 FHER) (BB A)

8.2.2. EMBE, TRNSUVABIURBTOI71) T DR

INILRS D) T OEHRRRRICRT DRPEEMDF S (LSS, 192 BFED
FRIZEREARI R ICR ISR EIRELTH SN/ LRI S T DR 5 E
(23X BENEIEH 6.9%THof=. EVIT IV A (CLr) DFEHEIF 59 L/h
THol=,

Ae=5.9/39.46%100=14.95=15

CLtot(mL/min)

657.7

REEHBIE p39 222.1.1. /SRS VYT DEMENEDIERERERA)
FAIRAGOM)EERD /NIRRT DEEVIT SR (CL) BLUEE
KEFODMETE (Vss) DERMFEHEIL, ThETh 3946 L/h SV
1008 L Té—>71=(Table 12),




Table 12. 7YY ) 7% 125 mg (2 THERE D5 72 1 50 mg I TEARNR S Lz &
EDAAVRY S VTDPK AT A—F DER (A5481015 HER)

BERINRT A —Z DER "
#E A BERREE) -

A Bh, 125mg, % 3MERRA i&ﬂ%? Bio(mg?;t)m aiqiﬁu
BRI 7 P T
N.n 14, 14 14, 14
AUCyy¢ (ng-h/mL) 1447 (41) 1268 (25)
AUCpq (ngelvmL) 1396 (43) 1227 (26)
Couex (ng/mL) 46.80 (80) 88.73 (39)
Tonax (1) 8.00 (4.00-12.0) 3.00 (1.00-6.00)
ty, (h) 24.54 (+4.23) 22.14 (£3.82)
CL/F (L/h) 86.32 (41) NA
V./F (L) 3017 (44) NA
CL (L/h) NA B9.46 (25)
Ve (L) NA 1008 (29)
AUCuddn) (ng*h/mL/mg) 11.58 (41) 25.35 (25)
AUCg(dn) (ng*h/mL/mg) 11.18 (43) 24.57 (26)
Cox(dn) (ng/mL/mg) 0.3745 (80) 1.776 (39)

S 0 A5481015 3B JRBRARIEH A& Table 14.4.3.1

39.46L./h=657.7mL/min

Vd(L) 1008 CLZH
fuB 0.15 Dp63 2. EMRER/ATA—F (HMREEHEEE
IR 1) T 500~5000ng/mL DR EEHFE TEESITEZRAVTRES
L-#ER. EFMERIZHTL5EARE R (FHIE) X 853%THY. ER
#EA (L 500~5000ng/mL DEE TIFEMREIIKEFELEMN DT,
fuB=(100-85.3)/100=0.147
B/P 1.72 @ p1842 9% 4.2.3 MEKFEITIE
YDA TUM AR HILRVErDMEEAREFE (56 U mol/L)% 37°CT 2
Bl aR—bL, REDQMBRFBITIHEARET SN, TORR. KK
DO FRMER/ MFE DD EFRHIE. TIR Tk, 41X HILRTEMMIEL
T.ZNZTMN 136,094, 1.00, 1.09 B 244 THoT=Ceh b, KEF, E
MZHWTIEMmEELLEEL THRMIRICOOZLD ML, YVR, FUb, 41X
BEUHILIZBWTIZMEER VU FRMIK B RF DT HEEZD, EH
FBEEERALTLS,
MmERhEEY) R E/ IR hEYREL Be/P
B/P=((Bc/p)—1)¥Ht+1=(2.44-1)%0.5+1=1.72
(T 1]
IRTGA—H* ETEE * * 2% x|
Ae Ae=15% <30% FFACEE
vd’ 1008/1.72=586 >50L pilial b i ki
CLH=657.7 X 0.85=559mL/min
EH’ , <03 HRBERER
EH’ = (559/1.72)/1600=0.203
CLR=657.7 X 0.15=98.7mL/min
ER’ , <03 HRRRER
ER’ = (98.7/1.72)/1200=0.048
BUINDEES
fuB 14.7% <20%

IEZIT




* :B/P. HLLIE B/P=05 THIEFITo-IB A XL /IN\TA—A(ZT" 1ZDITTEEE
¥ x B NSGA—AQHEIIEBEBHEORILEMENEH TESHETRAZEITI,
E)RFEOREEICODNWTIIERTHY. BAFEIC/NNTA—FE DT 5D TIEELY,

(BRSA—EDRERF]

HiRE IERERS R EE
INTA—E INTGHA—5
REEF RERF
Vd (fuB/fuT)*VT Vdf VT/fuT
ClLtot fuB*CLintH CLtotf CLintH
# ; fuB*(CLintH+CLintR) # ; CLintH+CLintR
Clpo fuB*CLintH/Fa Clpof CLintH/Fa
# : fuB*(CLintH+CLintR)/Fa # ; (CLintH+CLintR)/Fa
AUC D/(fuB*CLintH) AUCf D/CLintH
# ; D/{fuB*(CLintH+CLintR)} # ; D/(CLintH+CLintR)
AUCpo D/(fuB*CLintH/Fa) AUCpof D/(CLintH/Fa)
#; (FaxD)/{fuB*(CLintH+CLintR)} #; (Fa*D)/(CLintH+CLintR)
Cpssave(po) | (Fa*D/ T ) / (fuB*CLintH) Cpssavef (Fa*D/ T ) / CLintH
#; (FaxD/ T ) /{fuB*(CLintH+CLintR)} #; (Fa*D/ 7 )/(CLintH+CLintR)
t1/2 0.693 * VT/(fuT*CLintH )
0.693 * VT/{fuT* (CLintH+CLintR)}
# gt R fE E b

[BNSGA—EDEEFRFIZLSZEIE]

HRE
INGHA—4 EHRFORE* (Eikzl. 1., oTieH)
fuB 1 ClintH | fuB 1 <ClintH | fuB 1 >ClintH |
Vd T & T 1
ClLtot 1 l | 1
ClLpo 1 ! l 1
AUC | T 1 l
AUCpo ! ) i !
Cpssave ) T 1 l
T1/2 © T 1 1
R RE
INGHA—4 ETERFOCE*x (EiEZEl. 1. oTiEH)
fuB 1 ClintH | fuB T <ClintH | fuB T >ClintH |
Vdf & & = =3
CLtotf & | l
CLpof & | l l
AUCf & ) 1 1




AUCpof o T T
Cpssavef & T T
T1/2 o T T

* REBEFICSIECTEHRFOEILDARISONTIFEZTIKIE

(EMEREDSS57]
UYRLEOHRS
dDfuB D LR

Cp

@CLintH DIETF

Cp

(EFX]

HE5ME T =24n(1 B 1 EAR 3BMIRAR 1 BREKE)
kel= CL/Vd=39.46/1008=0.0391 DEZ{FEALTEHH
T1/2==0.693/0.0391=17.72h

Cpf

Cpf

T =n-T1/2 &Y n=24/17.72=1.35 EFEZREK=1/{1-(1/2)"}=1.65

T1/2=23h (Dp56 BHARANEEERA. AF| 125mg BEERZE OB S TOEFHY) OEZFEALTESH
T=n"T1/2 &Y n=24h/23h=1.0

ERRHE=1/1-01/2)0)=2



EF—HLLB
(Dps7 RATEREEE 6 HITAF 125mg LMBERARELILEORHERIE 19 THY, KHO t1/2 pd
FHSNBBEE—HLL,

Qp34 ETEREEERV HRBMEMND HER2 [2HETHY . N MEEREOLTOF TR IBHAREIEESE
6141 (5E I HRUVE DB EETNETN 18 FIRU 43 i, 55 PK BT RITZEN TN 18 FIRT 42 ) ZXRICZ.
AEDPKEERHATIHIILEBEMELI-FERIIEMBHREBNERE SN, 5B | HE D TIEARESFAUEIEA AL
S, LA TIEAEARL LN, Bk -AEE. 1 Y47)L% 28 BREE L. E 1 BHSTE.FE 1 Y1710
R E5RE 7 BATICAZE 100 RV 125 mg ZHER T 28) THEEO{REGLz#&. LAY —)L 25 mg % QD RIEEOE
BELOHBAXITEHBAT. RE10 RV 125mgZE 1~21 B BT TQD REKAOKRSTZIE ENEHS
TlX.LhAY—)L 25 mg% QD RIERO{T ST HEEBIT. RE 125 mgE5F 1~21 HEDOB®IZ QD REROKRSE
FHILLIn, MFPAERENRE SNz, £ I HEDITEITEREEMIGERD PK /ATA—4(L. K 16 DEH
YTHotzo KE®D Cmax & W AUC [FRAELLZE EE>THEMLT=, 100 R 125 mg B#ICHTLEER (BERIEEED
AUC2uh IZX T HREHRS 8 HED AUC2h D) &, TNZTN 21 R 1.9 THolz, F=. FELHEERIZHTHKR
FE/LAOY—ILIREEOREDTEFIRERD Cmax BT AUCtau D%/ F4{E (KA ZBIREY) (L. FhEh 125
(26)ng/mL B 1,979(16)ng'h/mL TH 1=,

x16 FEOPK 17 A—F

A& - Coux [ AUCxn t12 CLF
mg MR " ng/mL. (h (ng - h'mL) h) (L/h)
100 WESSEE |6 414 (15) [5.0 (4.0,80) | 548 (19) 253 (203) |96.4 (32)
REIES8BE|6| 774 (33) [0 (40,60) | 1,276 (45) |23.0 (289) |78.4 (45)
125 BEIESE 6| 104 (39) H.0 (39,800 | 1,322 (42) |23.8 (11.1) | 3503 (49)
T |EEESESsEE |6 18 (27) [0 (4.0,6.0) | 2,838 (43) 222 (31.9) |44.0 (43)
LEFHE (BETTHEE) . * . PEE (ES
[EHE KRB ERM)
EEIRBE S ERR=(4~5) X T1/2=(4~5) x 17.72=70.8-88.8h
-ET—4

EEIREEFERR=(4~5) X T1/2=(4~5) X 23h=92-115h

— 4 HEETEEKEANTET S,
BRELETHMEFZIF—H, REHZRE 8 BETET 4TI 2 ZRREDEBELHY., ERIF 21 BEZRESL 7 8
FARZE L4 D M, 4~5 AT washout sh b,

[AELLFIHEICDLT]

Qp34 BAANIEBEENRIZKEAFFUBIE (AT ILEI D) B TREIZENTR 16 DEEYRED
Cmax BRU AUC (FAELZE LE->TEMLTWVERENHDIDOD . BEREZITHVTIIHICER/ELH>TLVE
hot=,

RCAREAFAUBIE (AT wILE D) ZALESE 1 HHEER 01 FHER(p35) TIXERZFED Cmax R AUC10h (Eif1a
F=(ZtFILTEMLTLV -,

Fi- EBIVE 1 HEEER 32 BRI TIFAARANBEAAEZRRICHAT LA B ZRAL., BEREELI-LE, @itaht-
A& (75~ 150mg)IZH LT, BARANIZHITEERED Cmax KU AUCInf (B #RREERLTz, (& 18)

H-OT. BEREICBVLTIEARANZSWTERAELAIEICKELMEITENEEZSND,



#18 BEACBITAEEDPK AT A—F

,Eﬁ i n . Trmex AlUCws iz CL/F VF
‘mg; ng/ml.; h) (ng-h/mL] (h) (L/h) (L)

75 |11|373 (20] 60 (60,80) |1071 (24) [234 (16.1) [70.1 (24) [2363 (23)
100 |11|51.8 (18] 60 (20,81) |1487 (21) (235 (140) B73 (21) 2279 (20)
125 |11]|652 (23] 80 (40 ,120) |2,021 (20) |233 (132) |61.8 (20) [2.076 (18)
150 |11|86.6 (26 6.1 (60, ,120) |2497 (22) (234 (142) 0.1 (22) [2.023 (22)
BEATHE (BIESHES%). = P (FEH

[(REOEICHESIEMEEDEL]

<FHEETERETOEYERE>

SHEEHD p58

FFEEEE 2 AT BB EICE T2EDBE HEAT—4)

EFEFHEOHEBRELVICEE, FEERVEEDREEELE T HHERE28 HlIC. AF|75mg #BZICEEIE
L1z, MIERIEEEEEE (fu) DFHMEE, FEEDOBEICEVER Lz, AZIQIEE SR RE M DR HIZAUCInf
(F. EEHAEDHRERE LLLEL T, BEOHEEEEZH I 5%#588E (Child-Pugh 7%8A) TIF17%BAL., REE
(Child-Pugh%%8B) R U & [ (Child-Pugh 7338C) DA REEEZ B 3 SR E TIFEN T 3I4% R UT7%EML
oo T RFIDFEHBERBRENOKRHT-Cmax [, EEFHEDHRELLRLT. BE FEERUVEEDFH#
REEEZH T OWBRETIE. TNT 7%, 38% KU T2%IEMLT-,

FreEEZ 2R/ 9 5 HERBICEFH| Tomg &
RERAKES LI EOEDPHE PK) 54 —%F

i 2 Coax AUC; ¢ * Tax iz

rRE s (ng/mL) (ng * h/mL) (h) (H)
EFE T| 47.7 (20) 1719 (24) 8.0 (6.0-12.0) 25.8+4, 2
#2  (Child-Pugh 53¥EA)|7| 45.3 (37) 1265 (31) 6.0 (6.0-6.0) 27.2+5.5
A (Child-Pugh 4348 B) | 7 56.2 (28) 1982 (22) 6.0 (2.0-6.0) 35.0+4. 6
B (Child-Pugh H¥EC)|7| 62.0 (48) 2297 (29) 6.0 (2.0-8.0) 33.8+5. 4

N: %, C,. : e RE, AUC,,  : O FERE A & MEFR I I 3 C od i 4% b % B — B ] b 0 T
Tooe © B MO P8 BE SRR, ¢, ¢ 15D
Tour TP RAE (R/IME-FKRME) .t IZHEITFEME SRR, T SMIRMEYE (EBRH%)
%:C, JROVAUC, 13 125mg 51 HEMIE L=,
FARBEAVN\IHBEDREARAEIIONT
® 2.76E~<DHEBRDFELD (A5481013 FHER) P463S R
LRSI O mEHERES REMELURE%8HEMIZH4 mLO MIEFBH=HIZMi&ERF (10 mL) %, &
EIRIVERRLIZK2EDTA TUELFEMEITERINT 52 LELT-, JAERIKFEE DSOPIZH ST, NT—REHD
EREESIVEEREDOEHPLC-MS/MS EZEAWNT, /LRI )T omERHFOEAKEZAEL ]
ERHINTIND, Ao/ OBEDRAIEIXRE., REROMFELFFRAL. FEEIHROEERASREIN TGN E
NHETHD, R RBROMFRIEEAR S RIBREHROMBEZFEALERLSTATVOSIL, HIRAEOFHEICD
WTIEFRBATH S EITERET B,




SHBEHR 272 FEKREMESER P176 (Table68), 2.7.6 A& DEERDFE L (A5481013 EHEE) P464~P473
Table 24-6. M¥EH AR 2V TOPK /AT A—FOEH (A5481013 BB

R A—& (Bf)

JFEERERER PK 15 A — ¥ DEHHHE®

A7 VT 75mg

E¥% L3 4 Lk 4 EE

i 1.2 ik A S g ERE i RE
N.n 7.7 7.7 7.7 7.7
AUC, (ng+hr/mL) 1031 (24) 758.9 (31) 1189 (22 1378 (29)
AUC,,, (ngehr/mL) 9733 (24) 708.6 (34) 1125 (24) 1311 (31)
C g (ng/mL) 28.64 (20) 27.20 (37) 33.72(28) 37.20 (48)
T s (h) 8.00 (6.00-12.0) 6.00 (6.00-6.00) 6.00 (2.00-6.00) 6.00 (2.00-8.00)
t,, (hr) 2584422 2723+549 35.03 = 4.61 3384+539
CL/F (L/hr) 72.64 (24) 98.84 (31) 63.15 (22) 54.42 (29)
V,F (L) 2679 (18) 3814 (36) 3168 (26) 2627 (29)
f, 0.1910 (8) 0.2157 (6) 0.2236 (11) 0.2546 (14)
AUCius, (ngehr/mL) 196.6 (26) 163.2 (32) 264.1 (25) 347.8 (23)
AUC,,,, (ngehr/mL) 185.5 (26) 152.4 (35) 250.3 (26) 331.0 (24)
C ax w (ng/mL) 5.456 (23) 5.858 (37) 7.501 (34) 9.399 (47)
CL,/F (L/hr) 3813 (26) 4592 (32) 283.8 (25) 215.8 (23)
V,ofF (L) 14060 (24) 17730 (36) 14260 (32) 10410 (30)

PE #%F A —#[% Table 24-3 [T EF] L 7=
%OV = FTEMEE (%) , n=t. AUCqps AUCkm CL/F. CL/F, V/F 35 LT Vo /F DEEIFIRE Td - F- gk B E 3,
N = FElFEr, PK= Z4fhEhiE, sD= fiEE=

3. T (TPHE (&EEH)
f i LR (R (3 {aT%CV)

fu; MIFFPIEHER D ZE, AUCinfu; JEFES R AUCINf, Vzu; EFES T Vz

, Gl TRATE SRS, MRS L RN (%cv) , O

T LT,

<ETF—ANSHEBIESNARFHEEELTEIZRUT- AUCT DZTEE> SEZHQDM Table ZEHIZHEH

HH FF#BEICIEC-Z e = HAShHZEE
BE/EE PEE/EE EE/EE LI RS
AUC 758.9/1031=0.736 1189/1031=1.153 1378/1031=1.337 i
fuB 0.2157/0.1910=1.129 | 0.2236/0.1910=1.171 | 0.2546/0.1910=1.333 )
AUCT (E31) 163.2/196.6=0.830 264.1/196.6=1.343 347.8/196.6=1.769 Tt
AUC-fuB (51 &) 0.7361%1.1293=0.8313 | 1.1532%1.1707=1.3501 | 1.3366%1.3330=1.7816

<ETANSHBRIENDIFHAETLICTIE LB /NTA—EDELESSEEHOD Table ZEIZHH

#AlEh
bi-{=| 2 AN o [ 6’ b
F—ahiHdE REHRF
i R/ EE &/ EH EE/EY TR
DTS
&
Vd or Vd/F (fuB/fuT)*VT 3814/2679=1.424 3168/2679=1.183 2627/2679=0.981 1.6,
l
ClLtot/F fuB*(CLintH+CLintR)/Fa 98.84/72.64=1.361 | 63.15/72.64=0.869 | 54.42/72.64=0.749 T.&.
l
CLH/F




AUCpo (Fa*D) 758.9/1031=0.736 | 1189/1031=1.153 | 1378/1031=1.337 l.e,
/fuB*(CLintH+CLintR)} 1}
T1/2 VT/{fuT*(CLintH+CLintR)} | 27.23/25.84=1.054 | 35.03/25.84=1.356 | 33.84/25.84=1.31 o 1
fuB 0.2157/0.191 0.2236/0.191 0.2546/0.191 i
=1.129 =1.171 =1.333
Vdf/F VT/fuT 17730/14060 14260/14060 10410/14060 .l
=1.26 =1.01 =0.74
CLtotf/F CLintH+CLintR 459.2/381.3 283.8/381.3 215.8/381.3 l
=1.204 =0.744 =0.566
*Fa [FEBILGWVERTET S
<HFFHEEICISCI-ET 2D TN SHEBSNSIEERFOEL (L | 1, « Tl >
RH BEET PEEET EEET
fuB T T T
ClintH &(orl) 1l 11
CLintR & & o
fuB/CLintH T (fuB 1 >CLintH®or |) | | (fuB T <CLintH |) 'l (fuB1<CLintH | )
fuT or or | T
* FEBRAFICOVT RENOHTELEDOHERHULERESERTT S
<AIXETORFHEZILEREOAZEREHICOLT>
TRi%-AEICEETSERLDOEE]
AFOMPEENERTHEDOHMENH L. EEDOHHEREETBRETEH. . BEEZEE T HLLLIT. BEDOK

BESVEEICBEEL. AEZROEBRITTNIET AL [EEREIRUVIEYBE I DESE]

MEERS5)

EEOHHEREZEOHLIEE[(AFOMPRENALFEL. BHEANE BLOONIEENLH S, [RiE-AEICHE

HEIHERALDIEIRVIEYBE IDIESE]

FEMENRE )

6. IR HICH T HEMBIRE
(1) FFEEREE 2B T AHREICS TAEMERE GEAT—4) (R

AH| D IEH

s
néa:ﬂdﬁ

EMDRHT= AUC (X, EEFHEEEDBERE LR LT, BEDIFEEEESEH I H1H5E
(Child—Pugh %3%8 A) TlX 17%& 4L . FZE (Child-Pugh %48 B) R U E [E (Child-Pugh %8 C) DIF#eEfE=E4E

DEEBRETIEFNEFN 4% KR U 7T7%1EMLT=,

<EE>

BEEREE P42 T6R4 FHERZERFICHIIEAEORAEITOVTILY, RFEFEERUVDFE QAT HEERE
EREICHLTAEOREZRE IOV ERFILBNE, —F EEQOFHAERSE

FEIZONTIE, 13 RERICBULT,

BERBALLERLT BRHNEEDHIBRZEEDIEMNRBOONTINDHZL6.26 ZR)MH. AEDHFHIGAEZHE

FAHCENBEYITHAEHRAL TS,

HBEBIIARNXEEZRANT 18 AR THEONEYBEABROBRISOVTERRMEL-LT. TROEZRE-RE

[CEAETHERALDIBENEICENWTEIEMWES S EMNEYTHS (LT, B ERELTLS,

AAXEICEFHRERERERTORGEERRENERILENEHINTEY . HBORFRIIBEYEEZONLSN. EET




DERMGRAZRTFDEEAHBNIEEIZERN =D TIELEULMN ? 75mg/ BREITHELGNCEEWSIRENSERE
THEEEREZTRRICERELEVES>NEYIELEZLONSD,

< BHEEETBEICBIT2EMERE>

S HREHDp59

BHEEEE L2 E T BB I TA2ENBE SNEAT—S)

FEEREOHEBRENVICEE, FEERVEEDEREEETEETHHERE 31 HIIC, A#| 125mg ZBZICEHME
‘5Lz, AFID AUCInf (&, EEBHEE (VLT F=2 V) TS X290mL/min) DHFERELLLEL T BE
(60mL/minSIL 7 F=291) 7 Z2 R<90mL/min) . B E (30mL/min<IL 7 F =2 9") 752 A<60mL/min) R U EE
(DLT7FZ=U9)T 50 RB0mL/min) DBEHREEEZHE T HWEBRETENT N, 39%. 42% KU 31%E ML -, RE
D Cmax &, EEBEHRAEDHBRELLELT. BE,. PEERVEEDEREESTZE I HAHBRETENTL

17%. 12% KR U 15%1EMLT=, Ff-. MFFIEEEEEE (fu) DFHELBEHEED BLORMIZHLNEBERIEEDHD
nigmot-,

BHREEEZTEH I SREBRE(CKH 125mg &
REBAES LI EOEYPHE PK) 5 A—%

- Cma.\; AUCinf Tmax l"14’q
TETTES N g/l (ng *h/nL) (h) (h)
2 Y75 Z (nl/min) e ne v !
1EH (90 LL 1) 8 50.7 (26) 1744 (27) 8.0 (6.0-12.0) 26.471+4.3
#EX R (60 LL_F 90 imi) | 9 59.6 (35) 2425 (18) 7.0 (4.0-12.0) 32.7%5.2
R (30 LAk 60 Aii) | 7 56.9 (34) 2485 (32) 8.0 (4.0- 8.0) 38.56Ex7.9
gy (30 i) 6 58.5 (22) 2284 (52) 8.0 (6.0-12.0) 35.8Xx9.9

n: B, C,, : mEMEPRE. AUC,, : O K[ D> O HERR RRER] £ C oD i 8% P i B — R ] B F A
T © ¢ 1o LB PR BE B HE ], 1, ¢ VW 50 IBH
Toay (X RAE (Be/ME-FBKRME) \ t,, 3R TFIIEAZRERZE, T DOMIRTEOE (Z8HRE%)



SHEERQ 2.72GKREIHHER p186(Table66) . 2.7.6{E < DRERD E L (A5481014

FAER) p4a78

Table 25-6. ¥R NFR 7 U T OEHBIEAT A —F7 OEH (A5481014 HER)

"5 A—% (B

RHEHIRSSE 7 A—F0HEN"

E¥ 234 ik 3 EE

B iaE iR B R iR
SRl 2 .8 10, 9" 7.7 6.6
AUC (ngsh/mL) 1744 (27) 2425 (18) 2485 (32) 2284 (52)
AUC,,, (ng"h/mL) 1663 (26) 2346 (18) 2348 (31) 2171(51)
C e (ng/mL) 50.72 (26) 59.59 (35) 56.92 (34) 58.47 (22)
T e () 8.00 (6.00-12.0) 7.00 (4.00-12.0) 8.00 (4.00-8.00) 8.00 (6.00-12.0)
Taus: () 120 (96.0-121) 168 (24-168) 168 (144-168) 168 (96.0-168)
ti; (h) 26.38 £ 426 32.67+5.20 3851786 3582+994
CL/F (L/b) 71.65 (27) 51.57(18) 5032 (32) 54.73 (52)
V,F (L) 2693 (27) 2402 (19) 2745 (32) 2727 (31)
fu 0.1559 (10) 0.1052 (28) 0.1230 (39) 0.1679 (31)
AUCinzy (ng=h/mL) 271.0 (31) 248.6 (25) 287.9 (47) 365.1 (43)
AUC.., (ngeh/mL) 258.1 (30) 240.5 (26) 272.1 (45) 347.0 (43)
C e (02/mL) 7.875 (30) 6.060 (50) 6.593 (35) 9.354 (36)
CL,/F (L/h) 461.4 (31) 502.8 (25) 434.0 (48) 342.5 (43)
V.oF (L) 17350 (33) 23410 (34) 23720 (31) 17090 (39)

HERE T A— ¥ OEFE Table 25-3 12 L,

n = AUCgs. AUCizy, AUCHst, AUCky, t, CL/F, CLy/F, V/F 33 LUV /F 23
2 Toe 35 LT T (TP RIE (FEE) , tulIEATEERRRE, LIRFTTEHE (%CV) ,
il (3efT%CV)

TRLE, .

SEMTIRE Tdh o - B E

Z DAL

b. Camxur T3 EUNf OFFEFIRUL 10 B, EOMD/ 35 4 — 5 OFFMFRL 9 5 [BEBERT 07 7 A1
PAFRZEETH-7- 17 (15 D 10011006) #FRA L7, ]

<ET—AENLHBISNEIBHREEELITELT- AUCF DELE> SRENOD Table ZEICEH

. B AE R LI LT L *E;iz::%
BE/EE hEE/EE EfE/EY (Lot
)
AUC 2425/1744=1.39 2485/1744=1.425 2284/1744=1.31 e 1
fuB 0.1052/0.1559=0.675 | 0.123/0.1559=0.789 0.1679/0.1559=1.077 l.&
AUCF(SEIiE) | 248.6/271=0.917 287.9/271=1.062 365.1/271=1.347 a1
(=AUC-fuB) | (1.39%0.675=0.938) | (1.425x0.789=1.124) | (1.31 X 1.077=1.41)
<ET—AWLHASN S BEREEZLICIGCI=ENTA—EIDELE >
15H i oy g
s REET BHBELLICKHU-EEER -
HOTHRE BE/IEE hEE/EE BE/EHR (L.T.®)
Vd/F (FuB/fuT)*VT 2402/2693=0.892 2745/2693=1.019 | 2727/2693=1013 | &
CLtot/F | fuB(CLintH+CLintR) /Fa | 51.57/71.65=0.72 50.32/71.65=0.702 | 54.73/71.65=0.764 | |
CLR/F
AUCpo (Fa*D) 2425/1744=1.39 2485/1744=1.425 | 2284/1744=1.31 1
/{fuB*(CLintH+CLintR)}




T1/2 VT/ffuT* 32.67/26.38=1.238 | 38.51/26.38=1.46 | 35.82/26.38=1.358 | 1
(CLintH+CLintR)}

fuB 0.675 0.79 1.08 l.e

Vdf/F VT/fuT 23410/17350=1.35 | 23720/17350=1.37 | 17090/17350=099 | 1, &

CLtotf/F | CLintH+CLintR 502.8/461.4=1.09 434/461.4=0.94 3425/4614=074 | &, |

*Fa [FEEBLEVERET S

< BHEBEICIGCT-FFHRED ZLE D F 0>
(CLtotf/F)’ /(CLtotf/F)=(CLintR’ +CLintH’ )/(CLintR+CLintH)

Bhsae FiZEL
HH EE BEET PEEET EEET (L. 1.
(60—90ml/min) (30-60ml/min) (<30ml/min) M

@ CLtotf(RBIE)ZEENER 1 1.09 0.94 0.74 l
@ CLintR FRIZEEHH

=GFR IE T 2 (SE#{E)
GFR. E 2 B it & @ Clor= | 124/124 75/124 45/124 20/124
124ml/min(GE 1) =1 =0.60 =0.36 =0.16
R BHEEER D Cler EHEEE
F (BREERELY)
B3 IEEEF® CLintR=0.15 &L

=35 & D F 8l CLintR’

Aez0.15 0.15 0.09 0.054 0.024 l
CLintR/(CLintR+CLintH)=0.15
@IE &/ CLintH=0.85 £L1-
155 0% 3] OLintH 0.85 1 0.886 0.716 o |l

<HHIXETOBEHEETLHORAERAMCOLTOREH >

BERUVEEIIOVTHEICEHLL,

[EWMENRE | DIE CEHMAEEET R E(C OV T HHINREEDZEHNA

<ER>

AUCF IFEETIEZIEERD 1.35 fETHo1= . TOEREL T, BHEEIETIZLS CLintR BT &I CLintH DEFD
BETOMEENELEZOND, EEEHMEELLTEEICBLTY 1.35 ETHIEN D, AEASIIRELEZ DM,
EEEHEEERICIIEERERIIET IRELHINELALL,
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SHREHQp32

6.1.2.2 B4V 5E 1 #HEABR (CTD5.3.1.1.2: 21 FHER)

(RF) - BETHRELUBLTREER S TAEDNREENSEZRL-DIE EE TR SHOBREENELJIEE

ERLI-—EOBEREFISERTEEERD. BH. —HOWBRE THRETREIIB T AEDBRZENELJEEL R
LIZEBHIZOVWTIE. AEDOBEHMEN pH LERICHSTETIHILEZETHE BB TIRETIIBRIES LKL
T.BERAHMEENEFRL. KEHD pH DS VMRBICHD/NENEOMNCBTLIZCLISEY  AEQBHEIET
LfzC&ICiERAT HalREEN H 5.

SHBEHQ 271 EMERZHBRSIVEET 504 p33 (SEBERDTIE p60 (ZEEEH)
21 ELLEWVREEZTT HERE (low-liers) (}R#%)



ERREEABRPIUVEMERIZHERD PK T—205, /NLRUD) T DEBIERN T /ILEZ—BitET CIRET
5L, EPKT—ED5LH 13%DBEEREDT —FT, BEENELJETTEHIEMNREINT

*low-liers &l Cmax Y 21.4 ng/mL LL'F, F1=1& Cmax DRFRAF1—TUMEEREN -2 XiEE RTBERELES

%

-BEHEBREEZRRIC/INILRI V)T DOERERENTILRIEHRE T TR 5 LI-2HERT low-liers B FBHONT=, 112
FAUBEHT LR FE ISR ORFZERAVOTEELIZHRER TIE low-liers [FHERINTHEST, £z, BEOEEH
B& (A5481021 ER) TREFLIERBME LRIV ITDERER 1 BN DR ER 2 BREICHIEEDEIIRZE
B) 25 L1z LR 9 T OHERHER DT ZILEITE low-liers [(ERHENIEM 0Tz,

SHREHOQ 271 £YERFARSLVEET H7H7E p5455 (SHREHDOTIL p61 IZFEE)
24. ;NILIRD D) T DEMEEEICH T AHIEEE (TR RO THREE, H2 ZRAEREFIIBHATHEFBE) D E

24.1. B THREROBRSEO/ LRSI TOEMENEICK T HHIBERSOZEETRIATH-HO0, BEH
BREXR, £ 148, FER BEREIERF, 2 510X F—/\—5{E% (A5481018 FXER) (IR¥%)

INILRO ) TEIMB S LEBLT, SRTSV—IILEQBHAEERD/ILKRL ST D AUCInf & Cmax D
A EIEFENE N 62% [ £ T H1ED EL (90%CD) : 37.74%(33.53%, 42.47%) 1 & L UH 80% [ LRI EHED L
(90%CI) :19.71%(16.76%, 23.17%) ] {E FL1zo CODHERMD, PPISATSY—IL) DHBEZSICEY /LR 2T DR
IRES LURINE FBALNIEEEZ(TEHIENTEEINT=, (low-liers ZRR<EFTORERMNEHINTLNS)

BSEEHOTIIEERA 26 BlIZAH] 125mg ZEEIFICTON RO THERITHEIXTZY—IL (40mg 1 B 1
EREZORE) LHRAZRESLIEE., BRIRSRELER AFID AUCInf R Cmax [EZNEN 56% KRV 75%iFH L

242. BEBELIZ/NLKRI V)T DINAFTRATE) T4 T EHHEE, TO Ry T HEESLU H2 2R
REMROEEZRET 00, BEREREXR, £ 118 k5K, IHEERSIERFER (A5481038 F{ER)

(R #%)
BEREETHALIZEZD PPl ITEE/NLRSIITDBEE~NDEEL, BB TRGH (A5481018 FHER) LWUH/
KIEBTEMBASIZ STz, /LRI THEREDRET 6 BREBLU/ULARI V) TR ED 4 BRERIICSANTSY—IL
FRUDLERGLI-EZE, Cmax [F 41%WETLI=AY, AUCInf [T S8 & (F/hEh o1 (13%F) o

RAXEE~DRE:
EVHEDEDBEZOXE ] [EYHEEER SNTSV-LIEERBEROLEHHY
REICEBRRESLOERIIH S, RERVRZECEET 2FER LOTECHEERADETERFICEEHLL

HHEDOIAV L SREH Q69

HEERICHE-AECEEd AEALOFEQEICEFSN TNV AEFIBERICHRETEL, ZHEFICIES L
B4 . Cmax B AUC AME T REDMENHZIEIZDVTIE. Bk -ARICBVTAEEZBRIBRETEEE2RET
BIERUVMBBTREICBVTAEDBEZEEN M OWERSE LB TELUEEZRLHBRE X —HDHTHEIL
(6.1.22 SB) Mo, TEELHIHLT,

ER . AEQBHEN pH ERITH-STETTEIE. —HOBBRBFICSVWTHRE TR EFOBRZFENELJREL R
LizZemnd, —RMICEENENGVFICLOIREDRABFICOVTIIEREICI S TEETILELNHLHEE
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: Palbociclib and Letrozole in Advanced Breast Cancer
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Introduction
1. WFZER MO H DD, AY ON ONA | P1926 F2°5 547H~

WFFEDE FAZEE DIABLBA S TOZRND,
SIS CEROE R, 51O D EE &5 HRNEAIC
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BPETH

PALOMA-2 — a larger study than PALOMA-1 — was designed to
confirm the findings of PALOMA-1 and to further assess the safety
and efficacy of palbociclib plus letrozole as first-line therapy for
postmenopausal women with ER-positive, HER2-negative
advanced breast cancer.

HEY : ER Bk, HER2 (E330p)
PR EITHLA AR L, 7 7
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Introduction ™[R AL
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Method

2. REBRT A ORLHNH D,
1)
FUHMMY, AT T TNVT TR FTVEI =T L T
A== PR W, BEER R T B AR, FEG R (active-
MEALE R, S f R
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controlled) .

In this double-blind, phase 3 study, patients were randomly
assigned, in a 2:1 ratio, to receive 125 mg of palbociclib per day,
administered orally in 4-week cycles (3 weeks of treatment
followed by 1 week off), or matching placebo; all the patients
received 2.5 mg of letrozole per day, administered orally
(continuous treatment).

ERINT

(Dsite of disease (visceral or nonvisceral)

@ disease-free interval from the end of adjuvant or neoadjuvant
treatment to disease recurrence (newly metastatic disease
[referred to as “de novo metastatic’ in the protocol; the term
applies to patients who had not received any prior systemic
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therapy, for whom a determination of disease-free interval was not
possible], <12 months, or >12 months),

(@status with respect to prior adjuvant or neoadjuvant anticancer
therapy (prior receipt or no receipt of hormonal therapy).

3. BINE OWFEKIELEIZ SN T, A ANEEYE (inclusion criteria) PB4 | @Y ON ONA | P1927 /£ Patients
JE#E (exclusion criteria) DFCHEMNH 5 D>,
A NG L, RECISTL.1
BRAMEVEITREG) D>, N2 OBRIMIFE R BN 2N D, TED LN REFTREIRE, £
TXBEWREEAT HEEICR
KA A FEYE EINTWD
+ Women with ER-positive, HER2-negative advanced breast cancer A AN %D [ adequate
were eligible for enrollment if they had not received prior organ function] AN
systemic therapy for advanced disease. (v F 22—/ Inclusion
Criteria IZIXFE#EH V)
+ Postmenopausal status was an eligibility criterion
+ Prior adjuvant or neoadjuvant treatment with a nonsteroidal
aromatase inhibitor was allowed unless disease had recurred
while the patient was receiving the therapy or within 12 months
after completing therapy.
+ adequate organ function
+ Eastern Cooperative Oncology Group performance status of O to 2
+ measurable disease according to RECIST, version 1.1 or lesions
only in the bone
BROVE#E
Patients with advanced, symptomatic, visceral spread G.e., spread
to the viscera or main organs of the body) who were at risk for short-
term, life-threatening complications were excluded from the study.
4. HHATREL 70D & O MK O A (7' e ha—)L) 122 | 4Y ON ONA | #5558
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WARTUND
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B’EHiE

In this double-blind, phase 3 study, patients were randomly
assigned, in a 2:1 ratio, to receive 125 mg of palbociclib per day,
administered orally in 4-week cycles (3 weeks of treatment followed
by 1 week off), or matching placebo; all the patients received 2.5 mg
of letrozole per day, administered orally (continuous treatment).

Patients could continue the assigned treatment beyond the time of
RECIST-defined disease progression if it was considered by the
investigator to be in the best interest of the patient.

Crossover between study groups was not allowed.

B EHIM
The treatment period was from the time the first dose was received
until the observation of objective disease progression according to
Response Evaluation Criteria in Solid Tumors (RECIST), version
1.1, the development of unacceptable toxic effects, or withdrawal of
consent.

Rl SeIANE
Imaging, Bone Scan, Laboratory tests, Adverse events
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BEHE

Dose reductions of palbociclib or placebo, as specified in the
protocol, were allowed because of adverse events(Table S1 in the
Supplementary Appendix).

5. HFHNCHFE Sh RIS ER S 2 (BIKAY) sHEHE (primary | Y ON ONA | P1927 A

endpoint, secondary endpoints) (Z-DVNTELEAH 5 H> END POINTS

PG B TR B B9 & R T D DI L B X BN DD, RECIST verl.11Z, PFS %3
EEHHIEE & LT 5 B

The primary end point was investigator-assessed progression-free BN 2 TWD BEFREND

survival, which was defined as the time from randomization to VL EHMIEE OREE LTI

radiologically confirmed disease progression, according to RECIST, YehbEEbND,

version 1.1, or death during the study.
72U, T3 AUBRIRERER T % A

Secpndarv end pqints included overall survival, obiective response Ny s e, H8E T
(defined as a confirmed complete response or partial response), the LIS Y
duration of response, the clinical benefit response (defined as a H A OED T R A

confirmed complete response, a partial response, or stable disease
for >24 weeks), patient-reported outcomes, pharmacokinetic effects,
safety, and tissue biomarker assessments. Patient-reported
outcomes were assessed by healthrelated quality-of-life scores on

MI—#&HIZ OS & X Tw
LN B RRA U REL
TPFS 2 EnAHWLND (0S8

the EuroQol Group 5-Dimension Self-Report Questionnaire and the DR 2 15 DI IR VIR 23
Functional Assessment of Cancer Therapy—Breast; data on these MHEETH L)
assessments are not included in this article. REZV FFRA 2 NMIEO=

VRARA YV MERVHEBER B
LT EMMETHDLN.PFS &
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BTy RFRA 2 ML 0S8 T
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RECIST verl.1 IZ331J % PFS (284 % frdk

4.7, ERELFHF /RN EAES A (progressionfree survival/proportion progression-free)
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FERBNAT D Lo ThHNIE, RBEREO B TREEMEVE WS b EZ T 5 Z Lt/ b, 51T, BEkEfIIRT
L2 LRV BERGLES D, LEN- T, BEEAGFHMZR 2 2752 FARA V MCAWDSHATH-TH, IE
AEEMA A AT HRE LWERRIRE DL E /T D BEOM G OBREEFRT HRBESWML TWD, 2O L5 22k T T,
WEFTHRIRE 2 A S0 WEBE T IPD) LHET DRI E 72 2T A BIFRICFEIR T 2 72O ORENME L 0 D,
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We estimated that a total of 347 events of disease progression or X TIE PFS ORt#n A TH

death would be required for the study to have 90% power to detect a %73, protocol X°> CTD TIIHl




hazard ratio of 0.69 (representing a 31% reduction in risk or a 44%
longer median progression-free survival with palbociclib plus
letrozole than with placebo plus letrozole [13 months vs. 9 months]),
at a one-sided alpha level of 0.025. The target sample size was 650

patients.

(HERHTIZ DN T S REIRAT D A X N D 65% 1233\ N THEHT)
We planned for the data and safety monitoring committee to conduct
one interim analysis after approximately 65% of the total number of
events of disease progression or death were observed to allow for the
study to be stopped early owing either to compelling evidence of
efficacy(using a prespecified Haybittle—Peto efficacy boundary with
an alpha level of 0.000013) or to a lack of efficacy.

<Protocol DFCH>
Final Protocol Amendment 7, 15 October 2015 P13 (pdf ® 129 H)

The sample size for this study is determined based on the
assumptions that the median PFS for ABC patients receiving
placebo plus letrozole in the first-line treatment setting is 9
months and a risk reduction by 31% (hazard ratio of 0.69) or an
improvement by 44% to a median PFS of 13 months in the PD-
0332991 plus letrozole treatment arm is clinically meaningful. A
total of 347 events are required in the 2 arms of the study based
on a 2:1 randomization to have 90% power to detect a difference
assuming a true hazard ratio of 0.69 in favor of the PD-0332991
plus letrozole arm using a one-sided log-rank test at a significance
level of 0.025. Assuming a 15% drop-out rate on either treatment
arm, a non-uniform accrual accomplished over a 15-month period
and follow-up that will continue for about 10 months after the last
patient is enrolled, a total sample size of approximately 650
patients (approximately 433 patients in the PD-0332991 plus
letrozole arm and approximately 217 patients in the placebo plus
letrozole arm) is required.

08 IZoWV T DET#

The sample size described above will also allow the assessment of
differences in the secondary endpoint of overall survival (OS) with a
high level of significance. The OS outcome of a Phase 3 clinical trial
in a similar patient population demonstrated a median OS of 34
months for the arm receiving letrozole. Using this value as an
assumption with a hypothesized 26% risk reduction (a hazard ratio
of 0.74) or 35% improvement in median OS(from 34 months to 46
months) in patients randomized to receive PD-0332991 plus
letrozole and a follow-up period of approximately 68 months,
evaluation of 390 events using a one-sided log-rank test is required

for a significance level of 0.025 and power of 80% to detect a
difference.
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278 ha—AREALTHERTND ZENZEE L, OS IZ oW TIEFRERDHER T L

fa Yy — A EgEIZLD 0SS B
(EFE8 LFIL) 34 % A OFL#HH Y (protocol D
The OS outcome of a Phase 3 clinical trial in a similar patient ERE9)
population demonstrated a median OS of 34 months for the arm
receiving letrozole.
10. "PRBEFTDMTON TS PILEEECOW T ORI & D5 ), Y ON ONA | P1926 £
STUDY OVERSIGHT O 14
An independent data and safety monitoring committee met every 6
months to review safety data and performed the interim analysis. P1929 7 2 47H~
il 2 R A HRARATIC X 5 2 IS O
ﬁLﬁ8H%. . . . . TIEEEN TS
conduct one interim gnalysw after ap proximately 65% of the total (Haybittle-Peto 1)
number of events of disease progression or death were observed
P ARAT © R T 4 % A
= k5t 8 Dtk
to allow stopped early owing either to compelling evidence of
efficacy(using a prespecified Haybittle—Peto efficacy boundary
with an alpha level of 0.000013) or to a lack of efficacy.

11. 774 ¥ RIZOWTORERH 57 (BFE. MAE, 70U b L5 | @Y ON ONA | P1926 45 STUDY DESIGN
F. THENE), 7T ROKEEET, 147H : double-blind
PFS @ Central Assessment IZ & 5 8l (#3214 FigurelB) PFS (Central Assessment {Z
P1929 45 : X ) 12oWT
A blinded, independent central review of progression-free survival P1929 5 itk DETE
was performed for all patients as a supportive analysis. RESULT P1932 £ 64TH~
P1932 47 (RESULT DFt#) : OS DRERE BT 5 —ES
The treatment effect of palbociclib combined with letrozole on R DOHER:
progression-free survival was also supported by the findings of an P1933 /= RESULT D 5&#
independent blinded review:--
0S DREEFEICE T 5 —EEROMER:

P1933 /& (RESULT) Dtk
Double blinding has been maintained to allow ongoing follow-up to
assess overall survival.

12. T2 - BIRIT U NI AOBERHLEBIC W S HtRt 2R FEORLHE | 4Y ON ONA | P1927
WDy, WY FENBERI N TN D0, STASTICAL ANALYSIS
The primary end point, progression-free survival, was assessed with TEEHIE H OFLHR D A

the use of a prespecified log-rank test stratified according to the
presence or absence of visceral disease.

The Kaplan—Meier method was used to obtain estimates of median
progression-free survival, with corresponding two-sided 95%
confidence intervals. Cox proportional-hazards models were used to
calculate hazard ratios.
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total of 666 women at 186 sites in 17 countries were randomly
assigned, in a 2:1 ratio, to the palbociclib—letrozole group (444
patients) or to the placebo—letrozole group (222 patients) (Fig. S1
and Table S2 in the Supplementary Appendix).
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The main reason for permanent discontinuation of the study
treatment was disease progression, which occurred in 172 patients
(38.7%) in the palbociclib-letrozole group and in 125 patients
(56.3%) in the placebo—letrozole group.
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The treatment period was from the time the first dose was received




until the observation of objective disease progression according to
Response Evaluation Criteria in Solid Tumors (RECIST), version
1.1, the development of unacceptable toxic effects, or withdrawal of
consent.
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By the data cutoff date for the

final analysis(February 26,

2016), a total of 331 events of

disease progression or death

had occurred
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outcomes in the first-line treatment of ER-positive, HER2-negative ERVEFLEEMFALTND

advanced breast cancer. LU, B RESIs L 0 e E
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PALOMA-2 showed that the clinical benefit of palbociclib combined DEDNZHONTIE 08 DR
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disease site, prior chemotherapy, prior endocrine therapy, disease- DI E S

free interval after adjuvant treatment, or histologic subtype.
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The median progression-free survival of 14.5 months in the
placebo—letrozole group in PALOMA-2 is consistent with that
observed in other recent studies of letrozole in similar populations.
This efficacy was substantially improved with the addition of
palbociclib, and the longer (by 10 months) median progression-free
survival with palbociclib—letrozole in PALOMA-2 was consistent
with that observed in PALOMA-1.

The median progression-free survival of 24.8 months in PALOMA-
2 is longer than that seen in other phase 3 studies involving
women with advanced breast cancer. Whether this progression-
free survival will result in longer overall survival is uncertain until
further follow-up is completed.

@ First line (22T DO ECHE
An intense effort has been made to improve the outcomes of first-
line treatment of hormonereceptor—positive advanced breast cancer.

PALOMA-2 is a phase 3 study that showed that the addition of a
CDK inhibitor to standard endocrine therapy significantly improved
outcomes in the first-line treatment of ER-positive, HER2-negative
advanced breast cancer.

In conclusion, PALOMA-2 confirmed our earlier findings that
palbociclib combined with letrozole results in significantly longer
progression-free survival than that with letrozole alone among
postmenopausal women with ER-positive, HER2-negative advanced
breast cancer and provides additional evidence regarding the
efficacy and safety of inhibition of CDK4 and CDKG6 as first-line
treatment.
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