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W T 99 45 1 26 0 1
SET A 96 56 11 14 0 1
Hy 78 3 0 40 2 0
d23 e 62 2 1 10 0 0
N=%x}
4. guty F9
1) T+l S}
AEe AN (F B FRlo] BAEIA olste]lal AST(1~3ULN Hel), =& F dg
FRlo] Adkxe] 1.0 15vle]i AST < 3ULN) #xH(N=40)7} 2= o &3t
EAAE(N=183)ll <A, 452 A= o] oo mEo I&FS A &yt =
TE v TFY HEN(F e FRle] BAAA Y 1.58 A oA o] oFo <
AR - FrEAS GPHA &shtt
2) 217o] 2}
A5 2] (60 mL/min<CrCl< 90 mL/min)2] 3#xK(N=73)9} F5E2 A&l (30
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A, 5 B S5 AN E o] 4y xEdd FFe FA FUT TFY AF
of EAfollAl o] oFo] bHA - FAEA S FHEHA FUTH
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tAbE T AAl W(in vivo)oll A o] 9F& CYP3A2] Azt oJ&A AsfAth

T2 CYP3AS} #4E7]) % o] & A (sulfotransferase: SULT)Ql SULT2A1&E A0 23

1) o] ¢k AeEE F/MZ F A= oFE CYP3A AsAle 9%
BEE CYP3A AdA|(c| EdtutE) o] BEFAE AFT APUFAANA o) o]
=25 87%7HA F7HAIATE A3 CYP3A AsA|(d: A EZvlol2l, Ay
H 2, oEgtIUE, AEIUE, 2oUHIZ2/gEUHE, vstxE, d9un| 2, ZAH
U=, gdEUHIE, AFynE, delzgu g, dexgaio)al 9 RmuE)ete] §e
FEoE gtk o] o T J|ele AT Tv A¥ F2E I o] o AE
CYP3A A3|Al& WI=A] WEFA ok sk A, o] o FA&FS A

o= AZsE Al AA el
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(1) FEAY L o] kel A/ He) 2AY W, of ok Yol Tl A votlA F3
2 4 Ao
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B AASHAGIN, AT A= D E7le] AR AUCEA, A 94

wEo) a5 RANEHYER o] ofg Fol A, WElA S4o] Jehyh

o, wjolsAd-s do7)A ekt

A 9 E7]o g vjol ®jo} M AFlA JAIZE FEANA Z1AFA 7 <
77 o] <F H4 300 mg/kg/day Z 20 mg/kg/dayS AT T =9 wA
4 &% 300 mg/kg/dayol A BRSOl UElow, iAo AFHAE THASIHH

Ao =100 mg/kg/daye] &&F FAA, =4 WY DYNEr} S7HAGA7 A 52
SZA DAE 7. E7Y BA 54 &< 20 mg/kg/dayollA =AY (e

el e wrtm F)o] WAEC] S/ A=A 300 mg/kg/day, E7]lA
20 mg/kg/daye] A HAwFE AFFA EFlM A—FEF(AUC) w5 °F 49
ESLIAcs

CDK4/6 TlE *0}%(double knockout) 7§27} ®jo} g $7)(U4l 14.5Y 2HH-H
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o] °Fo] W Cmaxt YW OE AT Fo I 6 1R2ANEFHLEFTEE =2 AT,

Tmax) Ateloll #ZHJT. 125 mge ATF §F ©] ko Fd Ao YAl &&EL

46%°]T} 25 mg 225 mge SFH A AUC ¥ Cmaxt gWtd oz Foj g H

gste] 7Y FAGHE 1€ 13 dHEFRo & 8duo =gt 1Y 13 w&EF
=

o Al o] F2 ZHE TUYR 2489 15 42)

[oEe] 9P FARANA o oo F5 % wEe mYT of 13%R ¢ Bk
l 3

. o] atRel SN AR HAT} o] ke mEF L ZAMAAAT, Yrix =
Agol e AdgHon Bd JE AR of ofe] w2 WA AT e,

o}
AT HEAHES AaATH, o)l ©] & 4=
I =22 2700A o] & HE S, o] <k
2 Cmaxv IA, 172 F2E(F 800 1000 ZEF o
WA 150, ©<F3HE: 250, A 500 600 ZEHE FA)T A E%A] 27y 21% =

38% F7tlal, AAL, AZEY S2E(%F 400 500 Z =g ol 120, €538
250, A% 28 35 #AEYE FA)H A FEA A7 12% H 27% F7HEeH, o] of
Fof 1A H 2 B 243 ol 559 AW, 2F =Y 4 =(%F 500 700 Z

ol 75 105, BFEERE: 250 350, AW 175 245 ZERIYZ FA)I A
Boas o z2+7 13% 2 24% =73}

APT WollA o] <ko] Argl FAwhwld A2 500 ng/mL  5000ng/mL2] & =W
=

ANA F= oEA flo] oF 85% At 7IstHE T HE7] FEZEH(Vz/F)& 2583 L(26%
CV)%ith.
A

ABE W L A W AEE ol ofol AgelA T RS AxE
ok Aol [4C [RAEYI125 mge w3 AT RS F o] ofe] F thAG ol

ek Bl AEEIE B H A, F AERE ofdE) 8l SR ARAETE TMsiaiT of
=ollA e € W T2 A ZEASHOIAUT(23%). HIE A Fof &

&
o] 1.5%%8tel YetdA]  fdAN, Fo sfUAAE BRAZHY SFFEYE A9
Al (glucuronide conjugate) ATH TEAFHL A LwoA 242 23%9 6.9%9
WA B (radioactivity)e WERHT, mlHsAZ FH LA thAE AT, tiEeM =
ZRAFHo Auvist AHA (sulfamic acid conjugate)’t 8 ¢FE AW HAEO=E, F
o 859 26%= AT AFE HAZE, 7 A=z 9 59 B3I AP%3 SULT 84

_‘|7_




E ol &3 NPT W APl W=, CYP3A ¥ SULT2A1°] F=E ©] k9] tiAfol] 3o

H A

AP 78d SR BEHASH HZE7] AT A

o3 6 3 Ej
91.6%(F L) 7F 1547k 3H At o (&% 74.1%)01 T8 WEARAL, &9
A &Y 17.5%7F 3lHAT. 7=

o
=
>
=
B
o
o5
o
o,
iy
(@]
K
u
>
=
(s
i)
32
kW)

183ru ob BA(EA 508 B o4 1339, A% W 22 894, AF 379 123 kg)E o
%

=~
o5t A o] oo mEol FFL FA AL A

%184 UEke] BAE PO of oke] oREste WrhEA Witk

A Y AZo] 2w CYP3A % SULT &4 SULT2A1°] F2 ZRAIZFH thA}
oq3lE ZAoZ Yelyth ZRASZHL 19 125 mgs F43 F A &4 A
CYP3AS] ¢F3t Al o) &EA AATE AlFH YolA ZEASFHLS dFdHo=
AFE FEolA CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19 = 2D69 As|#l7} ol
CYP1A2, 2B6, 2C8 % 3A49] F=A7} ofYtt.

- CYP3A AefAl: A74e d@AN=12)o] g+ of&E 4328 AlFo AR wWaH,
oJEZFUE 1 200 mg w3 Fojol o] oF 125 mg W3] Foo] W§EA|, o] of &
= 125 mg @3] Fofol HlE), ZERAEFH AUCnf ¥ Cmax7} 242 o= 87% 2
34% ‘33t ATH

- CYP3A #5A: 73 9 @AN=15)0 th3t of& F32E Alg@azse m=9, 4y
g CYP3A F=AQ 2FA 1Y 600 mge] th3]|F e} o] °F 125 mg @3 FHE W
&A1, o] o @125 mgo| T3 Foo g, ZHAFHE AUCInf ¥ Cmax7} ZH2¢
85% 2 70% 72U AT APAN=14)°] N3 FEF52E APAF w2
H, TTEY CYP3A FEAIQ =rhbde] 19400 mg th3]Fofeb o] ¢F 125 mgo]

T3 FAE WEA, ©] oF ©5125 mge] @3 Fojo HlE, BRAIFH AUCInf ¥
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Cmax7} 247} 32% 2 11% 7HA&soh
CYP3A 714: ZRANFHL FEFEH ] AolA 19 125 mge F4% # CYP3A2
ofgk AZFOlEAR AslAlt. 377 A FAN=26)0 3 o= FTAE AIFelA, T
OEH3 o] of t3Fo BEA vuEd GEFA Hls| ngE#e] AUCnf 3
Cmax7} 242 61% 2 37% /}}%‘?ﬁﬂr.
9 pH &5 oFE: A4 A&l et F=dazhg Ao, dAxdeAM o] oF
125 mg®] @3] Fojol zrm EHZAAA (PP el ZetE I FAE HES 45,
of of ©rE T3 Fofo nlg, BHAZHE Cmaxt 41% #4&FAT, AUCnf o 7
A FEFS AGHIATH13% H4). PPIo| vls] H2 S84 A&A 2 =4 A4kA|
7 91 pHell HAE FFe] Aths Ae 7Astd, dAxzdA ol# g A4kAl (acid
reducing agent) Al 50| ZHAIZYH =0 mx g Aoz o=5
2} 2lA, PPI, H2 &4 234 = T4 AAE ZHAZH mEl
ddHor ddE Y¢S FA Fevh AT APAE ez I} HE
= w5421 011/‘1 o] of ‘&g] Fojol PPI gl Z2tE 13 o5 A, o] o &=
o

=

I“TF
of
)
rlo
=)
=)

£
N

>

fpN
:[o
o%
o
N
2
fu)
e
>
e
X

il
2
g
il
4,
i
f
>

lu

U
o
=,
(m
fu
fN
o
ok
ofo

=
(Transporters)oﬂ st FRAZFH 53 AFH U Hrbd w=2w, ddFe
oA BEAFHo| FE FEA P THHHAP gp), FEY A4
BCRP), #7] &°]2 F%A(0OAT)1l, OAT3, #7] ¥ole HEA|(OCT)2 %
2 AY ZE|Z(OATP)1B1, OATP1B3S] &4 <

ra
rJ

r% fru
mg

N
oo
2

3
b
>

2R AZPo] e AFAe &7 AIH W A=) @=2W, P gp D BCRP Hj/l
A A5 &FAAM Y ZRASYH AT FFAEN 9FS v 7ol @t

1) A, Eddo] A, TEls Zol
J

o] ofe) wery AYe FAHA sk

o] o2 3F T =100 mg/kg/dayS FAT AFH W AoJUZFE FAAEZ H
TH Aeo IFoA AT oS kel ok AW Wi(in vitro) BHE o}
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g o] &% EFEAMO|(Ames) AlFolA EAROIE FLSA FR, AT W A

HIT @A) AdellA dAA oS FasbA skt

AA A= FElFAIFHNA o] 22 Hd 300 mg/kg/day(AUC7| = AHE 3=

ek 4m)7kA 9 oW fFAAME wH Ee FHT FFS WAA L&tk A

o2 Ho 300 mg/kg/day7tA 2 NE thF o= Hol 3 mg/kg/day7kA Fo(H

AR &FNA AR =FAUO)S Z oF el B frARE )T WHERASAG AFA
/;}

7] zH o] UE o gurg-e BATA gt
_]

FE g Aol e RS S4AE B® A= FAAA Y FHs APl TR A
2715 Felsol Ek o] ok FFo] AEHIYH. RIEFA SAANE F, A=A =

30 mg/kg/day°l’d, /ol A= 02 mg/kg/day°l’de] &&FolA 18, Fug dHgA 9

Aol o] o #d doe 71 FA A&, A5 B

¢

X 2 4 A
A G AolA FH AT R wH FF REHQ vt go] A7 45 9 1259
FoprIzt ol %o HFEUTE A MM &FS 2 I AF AGEFNA =F
(AUQ)9| °F 10uf°]7d, oF 01T 2 A= FHis 9 27| WPRAAAFAA, o
oFe ol FEFo] URAT, A ARAEF =29 2009 A PetE A =ETFE
(AUQ)?! 100 mg/kg/dayoll Al Fzte] Els ZH47F AAT

AA WA, Aok@EstA st A otellA ol

PN
T
B TR, wHAAY AEE) 2 ABEA(S)

A A3, AE8TS, el da)rh el 275
a =+

1, =30 mg/kg/day®] &HAFF SFAA A=

Z(AUQ) | °F 11wH) oAM= oA SAEA BAYTE IR 2A(Gw/TEIE, #

A ANE 3P, A% AR TEIN)L AS9 155 WEEGRY AFlA e

Yol s 9 Z=T) g ygtth o] AFSols Ald A A QB o 73 Ax

o] A=rt ALEHTE Aol g Hoh 3959 MHEES Z4AHNAN EEFTAL W}
A}

E= AA, w, Aol AR 3 AW =HM Y AWM= Sl A 4.

O AW 8l AR7IZE

| 1287, AR A1~30°Col3h), AEYEZREH 24714

1.3 |84 %FSZ(DMF) AHdt
O ZTHAZFH
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* T8 Az : Pfizer Ireland Pharmaceuticals
- T2 : Ringaskiddy API Plant, PO Box 140, Ringaskiddy, Co. Cork, Ireland
- DMF 55¥3% : 487-22-ND

14 377

O (AAAY) TeRAb, AB2zx 9 Tookm 9 qbddl &g -3, A2z @E
AAAL AR B AAAR 713 (61 /A 9F)

O (Sl #AY) "olokF 9 kAol A3 7 ] Adzx Mg AllE 2 [9ofFY
FES7L - AL - AA FARAFFFIAA AD] ATE2 A2 (A
O (IERAEASGSTUZAIR) ToofFe] F5317F - AL - AAF A8 Fo FF A
IADLD ATE AT vhE

1. AN A32x 9 oJekF T Aol e 3 A22x A1 A1E JHEe o AAA
i/l oFE<d
- AAALZIZE 1 2016.08.29 ~ 2022.08.28 (613)
- AR A 712 1 2022.08.29 ~ 2022.11.28 (371Y)

2. AN AAZ| (A F L FFAA LA 2015-795(2015.10.30.) & =5F A

3. FABEAYS AW B WAL 1 AAE 7k F 2dAAE o e YT
q

T
B3, o F vd Rud A,

4. TOFES FEHMAL AN FHAFAFBAAA 1A), ATE A6E o] oA
= =]

'sistaor ANEwe A gle Aol FEASAdA HEZSH HEFA gk
X525 3F AGA A E(A5481008)F 20171130744 A& A. 5 A utg 37}
Atgto] WAHE 4 &

- ARAE A dAgE 2 Aol vid 2 Bud A

15 NFNF AA AH

O HIAHF ge
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16 TYAFAA AL AL A3}

O A (=

h=3

17 AHRAE

o AFAY e

1.8 AEo|¥
71ZHIA 3 OLAA-SFA | AZDZAHA o gojorzes
2 m zman ] | d- 84 | =D AT | URIETE
4 A= A4 A= 71 #E AR I+ A8
AR LA} | 2015.12.14. 2015.11.05.
BaX
2016.01.25. 2016.01.25. 2016.02.05. 2016.01.28.
=}
BAH s
. 2016.06.07. 2016.06.07. 2016.05.24. 2016.04.14.
FHF* 2
° 2016.08.29. 2016.07.13.
=}
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<EY 1> AR FEA

o

=i
=

71 4

[HEXE S5)

O - : oJofFe) F535|7F - AL -
[EE1] 1 AoF

AAFA (A TLAT) A5 Z2A| 23
% 1 3872 me BdxAol Y e AE

A AALA s

=2

ojorE

AgHE

3

4

7k =

—

b D (2 |D

2)

7 |

o

g}
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7 |
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o
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ENGAE

2) 7}

2) /A EAE

7L AN A EA

St Al E LA

3]

1) A=Al

FEIA

(PK)

i

ol

1o

3) o

4) FHEPD) AY HIA

U 7taAs

8. ) A

o), Fivt} 2702 E7tE WA

o Aol weh

[ I L)

9

o HEFq

| PES7} <
o] AA=H(AEA

5

A

B
Njo
A

tef &

9]

gz Ao o

1

ol

I

o TtaAEANA, =1L, okAloR]l, HA ATl

o

N

Al ERE

=
53

I

(45.8%)0]

o

7D

¥

(66.7%),

- ]l ShAtol A

- A548102391 41 AWto] U A 3ak(54.2%)7F SF2A §lo] 125mgE T @okon @l ARG

)

oA shFo FoAHE HEE&FE 125mgE FY
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o2 FFpA oI o]E Ho|x §okom FFF AZL 7 drtE MEEAFUA

@ ole 0w AZEE B @RAA A 271K §F2ALe BasH ¢S ACE ARE
- 3ETRAZ UF a4 98 2N BASTAR, BAE ALAYAN o]F TAHOZ WA, 2F
Bt 537R4% 5 gy 54

5 wh=o) 2Adtel, “3hsran o
2 fqﬁvs;% 4 Qe 014 $BBBAAA A FERelal D A5A 42 Q1A § 7 5 (A5481008)

N
o

A
rir
I
[~
a
=
I
o
°
i
9
Pal
Hl

H: JA 2= E 75, 100, 125 mg
%TEr(Pharmacological class): 3etdE A (421)

K 4/6 JAA

12 7149 2 /¢34
o BUAZFYL HTE B CDK4 2 69 wj$ A Hon s}
AZAY L Agste] XS 22N BRAZHE A
P4 D A ARE Bote] S Fusig

Sule] LA el #e 25 #5371 (2015.02.03), HHUTHE 7} (2016.03.16)

Aol JAAR, MEF7] G174 S7129

1A g AZzFel ds) AAENE. =

13 4% #eF M8 32 A=Y

A%, NCCN 7tol=gtsl 5o m2W HR ¢4, HER2 & A
A¥ste dd =& dad B4 Aol AT 7t de AF Al dal dsHe 14 A5 FHow
H A28 A5 9loH, ABAZA olZulelAl JAA (FEZE, ofY2ERE, davae) 2 328 ZAH
AGA (A, FH2EJE)} 2L AR ALEHIT 95



15 AR EZ AR A DdolFe] BF A4

o I £ Fd F8 JINE F5F

NEAE

i)

4 F o494 ER ¥4, Her2 £49 234 F3¢tel 93 A=

g HEZZ3 PD 0332991 (47 CDK 4/6 A4l W& 2 4
2Z 99 AAY HHA, FEA, R FES o Al 17278,
, AR YA

M

1/2%

2010.11.19

A Aol tidk Al et A5E o]
HER2(-)9] s 7Hd #1747
(BT CDK 4/6 9AA) ¥ HEZE

MEE RAS) W, T, o)W, A 33 YA

2013.09.27

H @ % wdo] WY TEE F&A 94, HER2 &4
H oA PD-0332991(ZHAZ]) + A LAES A83t

& ZW|2EUEFASLODEX®)d| tg 7], §2
A, olF w7HE, A dix, AY MY

2014.01.09

% 3138 (Neoadjuvant chemotherapy) & A% $]3o] =&
&84 %A (Hormone receptor positive), HER2-A 4
FAE ooz Ao]Ed 9EA 7|UAI(CDK) 4/6 ANA L

palbociclib (PD-0332991)& %7}sh= A3% AdAE

2014.05.08
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B
o
A
HU
Kl
LA
2
2
o
S|
HL

2. 7=Z2E -=CEEY 438 d d=5H HH
21. 959 %F(Drug substance)
211, AR
o A : 6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-2-ylJamino}pyrido[2,3-d]pyrimidin
-7(8H)-one
o YWt . TR AEH (Palbociclib)
o TA] 1 CyuHuNO, (MW : 447.54)

212 AR GFE NI
o THAZFY : E

BT WIUAd ARA (OpH O WAR: O 248 0 84 0O 79)
SEAY (W A922 B ARSIAY W FE5 0

R PR R M R EYEEVACEREE)

D=8 B78A3  BATY O E2F/A%- A9

A G 498 32 ME SAHET

22. $A ) %F(Drug product)
221. A7HAY F7F (FAA, LA, SE2A, HolAd d3ete B¢

o AT gl

222 $A Y FFE NI E

By BEAAY A4A (OpH DuzE 078
SEAY (B 4922 078) B Azgd/58

D=5A%8 O848 B339 O 22345 A9

ELEDRTER Y ER R

AA A

W Oa/ 82407 v AREHAYAATIANE O A=A/ AA=AE

0 2440248 [ B8 aAe/2rasaAy

O %aA8 O WAZ3EAd [ 2840dAAE [ 28401244

0 228448 [ AREA/FI42AAE O 249408 0 848 O 7gAd
A GgEo] FYgH H7 BE 7] A
CEFAY : LAY, FUAAE, NZ0AE, 2HEAY

]
P ARAE  IASREAY, ARY YAENY 5
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i=l
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>
Hu

31. 89 FFY UAA
NAEF N3z 719 A4 A3
37| HEAY 25C/60% RH 13}(c] % PEW) 3}
7HEA R 40C/75% RH 22HHDPE =) A3}
= A 1205 F2A] o)A+ S ~
EACC UV 200 SEA]/m? o4 == Blof| WzkslA] &

et 74E 9 AR RS Tl frdEd 29 #E A

32. ¢A| 9 okF ABA

o A&A5
AR AFES) FRLYLE) ZE:

= Z A3 P % ZF

Shew | ocme | PRI/ i
7HEANE 40C/75% RH ’ gt
gegy | S S ve Wl e e

33. AFAR B Q=9 FH7HR

o ARG - AT B ARTIRE 71U87], AL2HA1-30Tole), AxdRHE 2470

34. AR WF AR A
e ¥E
- TSIORES] HAGNRHEATA), o mhet AT A3t 64 1 HEAZOIA feIH Wbk Y
127148 3P BA7IHEA DA W3} W glo] Fdo] fAHER ofitste] AT AE7IH47E) 2 LA
Aog ARHW FAAPZAY Ay o Wdstr] &S

I‘Il‘

o A
"olopET Y] AN DIIF(AFA LA, o whet AT A3} o7l E 3F AAEARAA ol Mt @l
I

Y 2 AINREAGA W WE glo] Fdol FAYEE A AAT ASIANY S AR
L Ao Aasv FAHAY A gl vzt
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| AsE(N A Bo| i - fEA ANARS AZHY F) |
L@ A ol9le) ALgRo] Yt FBORA FAUEE el 3 ofuld] WxHE AuzAUTNH HE 9o o |
L oREO S8 89l A% ABZAPAUE 2 Asse] AR AAY F sk |

_____________________________________________________________________________________________________________________________

| AsZ(NRAS Bol WA - S84 AR AZHY 5
R EREE 4&% | Sl B2onA GadEE Fgs 3 ol BUE AL 4B S of
| GE) £ BR0) A% ASEAIPUE L A5EY AEE WAL F 9 |

_____________________________________________________________________________________________________________________________
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6. YAAIB Mol Z3H X2 (CTD 5.3)
61 AN EARY HAHHGCP %)

o A = 7}-6423(2016.07.01.) &

o 37t BA AEAE T

62. YFAFAER /N8 (CTD 52)

o IMNANAANART  F 187, 14 167, 24 14, 34 14

- APl A, AP 9FS Bt
- kRS AT 52
[e)

o 1A ASTES dAsste A GNP L 1003 study, 1023 study

63. BEFASAY (CTD 53.1)
o AAS LA AA AAAGIY AL ol MAHE B, WA AE odFe Hlasks 4ESHPK) A Y

oyt HlA&EA Y

Final Phase 3/Commercial Free Base
Capsule”

Isethionate
Capsules

= Formulation+ Initial Phase 3 Free Base Capsule”

Formulation+'
sub-classd

Drug substanea+

solid form+
m  Composition
Differencess

w  DMimnufactirmg
Differences+

Capsule+
characterizticz+

LAY 1008, 1012, | 1008,1010 (Phase | 1016, 1017, 1018,
-t By 1015, 1020, 2),1022, 1023, | 1020, 1021, 1036,

Protocol No.+ 1026+

1038, 10384

A A NG 1036, A2 AARE DAOE ofzt BB FEolA, EE ARAQ 239 FAY BE BRe 4
Eold ol MEl ool A& AW wwste] FAW HE B2e) A4 25

B F RS A% 34/48 f297) 44 A9 408 2T BAT Frkske RASNA, B Fel,
<

oMz, 3717, wAt, AthA BA A
2. Al A54810369] X & 7|7t ZSE
Sequence
‘Washout Washout
(Number of Planned Period 1 as.ou Period 2 as.ou Period 3
. Period Period
Subjects)
1 (n =06) Treatment C At least 10 days Treatment B At least 10 days Treatment A
2 (n = 6) Treatment A from previous Treatment C from previous Treatment B
dose dose
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3 (n=6) Treatment B Treatment A Treatment C
4 (n =06) Treatment A Treatment B Treatment C
5(m=06) Treatment B Treatment C Treatment A
6 (n = 6) Treatment C Treatment A Treatment B
A Ak FELEHY oJAEILUlE He AFH EF HALY] FEAFE AETFHor F5F
Adjusted  Geometric Means Ratio (Test/Reference) 90% CI
Parameter  (units) Test Reference of Adjusted Means® for  Ratio
Treatment C (Test) versus Treatment B (Reference)
AUC,¢(ngehr/mL) 1629 1596 102.06 (98.12—106.16)
AUCps(ngehr/mL) 1584 1553 101.98 (97.92-106.21)
Crnax(ng/mL) 53.13 54.34 97.78 (93.46-102.31)
Treatment C (Test) versus Treatment A (Reference)
AUC,¢(ngehr/mL) 1629 1468 110.93 (106.65-115.38)
AUC),s(ngehr/mL) 1584 1425 111.15 (106.72—115.76)
Crnax(ng/mL) 53.13 50.51 105.20 (100.54—-110.07)
Treatment B (Test) versus Treatment A (Reference)
AUC¢(ngehr/mL) 1596 1468 108.69 (104.54-113.00)
AUC a5t (ngehr/mL) 1553 1425 108.99 (104.69—-113.46)
Crnax(ng/mL) 54.34 50.51 107.58 (102.87-112.51)
o (Ho19FH7Y BA L BE BHO| 0 24T JFSHRY FF EE S4B HAAN 4T JF)ol
g A g
1 duke Eoyn
o] ofo] PAEFL 28U& AA F712 Ftof, 19 13] 125 mg AES 21Uz A&5to] AT Eea, 7Y
Fora. o ok £48F 7 Bedor .

ANE AA: A7 AdAE ddeE & FAuA, @3] Fo, I, 4X A2, 47]3F mAAY
2818 AdtidAE a9 g8 24 B ASCORE F5[A], Fo A 2AWA[B], Fo A AARAC] € Fo
1A1ZE A3 247 & FARA[D]) stoll BRAIEYH 125mgs T3] Fof iy
. A AA
Palbociclib  Treatment

Sequence Period 1 Period 2 Period 3 Period 4

Sequence 1 (n=7) A D B C

Sequence 2 (n=7) B A C D

Sequence 3 (n=7) C B D A

Sequence 4 (n=7) D C A B

ANE A3 ZHERAZYH 125mg &5 A5 (A)l Haste] ZRAZYH 125mg 1AW 4$ A5B), AAY 2% A5

© ¥
A 0] &

ZA% A% X F (D)) AUCN(ZRAZYE §5 B3l dal 249 7
Z+7F 120.59%, 111.81% 2 113.13% 82, AE

O

E=T

125mg A%
~ 125%9] A&

A

A Z
ok

b |

X &(B)E AY3taE AUCinfe] BAHH

A A AL
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. 93 AT Fo ¥4 @ 2EAEH o3 WA

W gk 89K(FAS)

N, n 28,28 28,28 27,27 28,28
AUCy(ngehr/mL) 1408 (39) 1672 (23) 1573 (23) 1580 (27)
AUChasi(ngehr/mL) 1284 (50) 1627 (23) 1524 (23) 1533 (26)
Thase (hr) 119(72.0—-144)  119(94.5-145) 118(72.0—145) 119(94.0—145)
Cumax(ng/mL) 39.22 (73) 53.67 (21) 50.20 (24) 48.64 (21)
Tmax(hr) 8.00 8.00 (6.00—12.1) 8.00 (6.00-12.0) 8.00 (4.00—12.0)
(6.00—48.0)
t;(hr) 23.90 £5.2784  22.14 £4.3877 22.03+4.5747 22.91+4.4890
CL/F (L/hr) 88.77 (39) 74.74 (23) 79.45 (22) 79.10(26)
V,/F(L) 2993 (39) 2342 (17) 2475 (20) 2573 (18)
64. YA FHYAIF (CTD 533 % 534)
641 27§ AFE/EE EA)AAM FFEAIPK)F H= W FA
QA AA = FoqLF | 9t
1=} Ql
A | mpaan | T BREA | LO0 | g e
o IHA
- B3 #Y opgukee MR 5FT FaF, FEL U
@ AAE G APl BEEA e
- 119 #A7} DLT A8, 399 A= 457 ol dits
(BFT TaF[EA 249, dam prz 557 gas
A5481001 P 1y (A 1¥])S FFd dHAE 74 ow A%H 35F
AP deAE &, HEAZ ol (ETT FAF[EA 58], EET H4ET H E&
o Aol FZE, AR |20y W FaFEA ], BET BaFT P NET FaF(EA
g &= VA, of B4 = S 8 14])e Adstd F7] 2 A8 g Ado] Bags
T, 19| - =4 7(]_‘?;_/7
AA A QL PD| = 4T BEAR |, soh|R P2 D
174 |0332991°] 27}A ﬂ*:eoq g AT | “42) sl e RP2D(=MTD)E 14/219 €A A$ 200mg QD,
AT T ARl | ;} B, 38 ol [ % 21;5 T 21/289 94e] 2§ 125mg QD
e erpad 9% N ge gus RECIY o obgl
hess 542 4 st |, =/ - AT E EY AL FAGe Tl F ok 4aelge
P77 9@ 1 s wge [T W = Z(AUC010E Cnp) S LHHH O 2 Fojdo] Hl# sl
4 AN 2117 Hajo 2 Z7}, PD 03329912 Wi xFo| FstA A
FPom Hit 7MY 2 HAE AAR, FH ud A
M o
o #EA
- PRo] &<ld 1 ool Sl= 199 FAAAA A, o
Fh oto] A= oF 1/39] BAIL 2F7] olake] X' /17t
<k SDE UrE}%‘
¥ 53 125mg 0| T 5=Fof] WA 1 A5 PD 0332001 Fo{ T2 A 7 Foi 3 T 14Y 2H(200mg) L
219 AH125mg)?] F -3 e B d F eF 2 A 5 8 hN=13)
Treatment Copz’ AUCpas! AUCgm!Y na' CLF  VzF¥ 155 ¥
Descriptions’ {ngml.}u— T () (nzhrml)e (ehriml)e 3oy Lhge (e T2 °
Dose + + + + + + + 4
comecteds+ lD-1+ 432+ 1863+ 3549« 265« 861+ 3103+ 24+
125 mg QD+ 48y (2-9.8) (39) (1)@  @6x (30 @0 (1541
(n=13)
= Z(AUC(0-10)2 Cmax)& 19349} 8430 PD 03329912 Fi3k 5 25 ~ 225mge] FoiF Wol tha) Fof
Foll rHlgsts WAz S7He
Mt PD 0332991 X84 FAFE@2L) Hal thF =2 3,103LA2H o]+ PD 03329910] ¥x =z




642 WA Aol thgk PK
o A B

3% AA (60 mL/min<CrCl< 90 mL/min)7} &= 7389 A9} F5=9] Al
mL/min)7F Q& 299 9] A7t 2 183w At A 3t Ao

B 2ANY, 4% 0 FFE A

=7
N o] o9 kol FFe FA FUT TF AFN FAAM o] oo L ATHA Agin

ml

%o} (30 mL/min < CrCI<60

xl—

2710l CL/FA mAlE 9L W75 SAAE Adoted HL&(CCL)= AHEsto] H7hg
A 2T wolzekel A olEd HA&BCCL)Y W2, B4 A17]%5(BCCL *90mL/min)<
84 81901903, A% A140](60mL/min€ BCCL <90mL/min)E 713 $A= 738o|glon, $5&
°}(30mL/minf BCCL <60mL/min)€ 7}zl A= 2990, 5 A4 (BCCL <30mL/min)E 7}

R

U
= AE o BY AH} BF e $55Y ARNE BEHAZH PKll SFe FA ¥ AoE Yo

o ZHAZH PKe 55 RS 71 45 o= AFHA ¥+

N
Y
2

P
o

r.
X

0 QLA

= rr
td
rln
2>
n
=3
ok
N
K3
>
o
O
{o
©
oft &
Lo
rlo
re
-4
i
N
&
32
o

2 2 &2 wo]agd gk ol fYud FAE AL o) HojaEd Gz A QiR a4, BAST ¥
BBILS Eg3stes 2oz Uehd, &, 4% 7 €40 ZHAZFY PKoll 43S FA &g, g dolgd F
5= 7 45 71 A7 19 vl 9l 5 3 £48 71 FAE ofRE Q7] Wi 5= 2
% 7 &40 HRAEY PKY mAE &S F1E QS
o 12}
UZAE 1014 o] oFg Fofnke 849 &ab F 3799 A (44%)7} gk 654 ©]4Y, 89 <] #AK(10%)7F T 75
Al ool ATh AFAE 20014 o] ok Foube 3477 9] 3al F 862 FH(24.8%)7F T 654 o] o] ATt
o] ko] obAA W FEAH uHA} FHL A 7t Aol ANEH o R T}
F 103 2 105904 UEbd AA Y, TEAE, X|& %8 AE, SAE 2 A& #¥ SAEQ A H=: FHAZFHH
ZH2EYE HEEAFAA 2719 A8 F 7hol] UutF o7 FAlOon TEAE = X8 #¥ AES ##d
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FAF /W7 3 AR A TE AA HlEL T ARTAAM 2719 AT el dH R FAS

"F103. 20154 1%12"E‘7+EA1°‘A:1 81003 2] 2 A B Eo| H pFEl g "
ulde B 5 X8 BT, A g AlZ o] 3of WSt o] LS ZTist
o] kg ol ZIE 97 ZChl B o] 4 SR E A0S g ef-
Fgute = Hal.

= Number (%) of Patients (N=160)+ )
LS Palbociclib + Letrozole (N=§3)2 Letrozole Alome (N=TT)+ »
LE <65 Years >65 Years+ <65 Years+ =65 Years+ «
Patient Category+ (N=46) N=3T) (N=40)2 N=3T)
= Any TEAE# 46 (100.0) 37(100.0W 33(825w  33(802w o
= (Grade 3/4 TEAEs* 30 (84.8w 28(T3.7w {123 1333w &
® Grade 3 TEAEs®*” 122 0 (0 00y 00y o
= Any SAES 8{174w 12 (324w 123w 5{135W o
=Discontinued due to TEAEs# 6 (13.0% 7(18.9) 1235w 1@7TW ¢
= Any treatment-related AE © 42 (913w 36973 16 (40.00 17439 &
=  Grade 3/4 treatment-related AEs* 20 (B3.0W 26 (703w 0 {0y 234 ¢
= Grade 3 treatment-related AEs*¢ 0 {0y 0 (0 0 (0 DOw .
= Any treatment-related SAES 122 0 {0y 0 {0y 00w &
= Discontinued due to treatrent-related AEs< 4(8.7¢ 3 (8.1 123 127 o
=Data source: AS481003 5C5 Table 1431111 band Table 1431 2.1.1 b+ ‘

AF=adverse event; N=total mumber of patients; SAF=serious adverse event; SCS=Summary of Clinical Safety;
TEAE=treatment-emergent adverse event.+

Note: Includes dataup to 28 days afterlast dose of study dmg+

a..A patientmay be countedin boththe Grade 3/4 and Grade 5 TEAE treatment-related AF rows if the patient
metboth criteria #

"¥105. 20143 12‘.'1._1 SU AR AP As481023 00| A R nH H@HPEQUIPE o] R0 ¢
T, A5 A9, A5 AZ ol o WAg o] kS ST ol S R X 5
Y+ E Eh}rl‘l'?—qﬂ oS (R E A0l 2) g 2F-_ X T2 O = FHA).
[ Number (%) of Patents (N=51T)+ o
gl Palbocichib + Fulvestrant Placebo + Fulvestrant 5
=35 (N=172)»

me! =65 Years+ =265 Years+| =635 Years+ 265 Years+ .

Patient Category®+ IN=259) (IN=86) (N=129}" (N=43)+
= Any TEAES 232073 BI(BEEW | 114(884w 3000700 .
= Grade 3/4 TEAEs¢ 188 (726) 5406280 | 260202 (116
= Grade 5 TEAEse 2(0.9)¢ 1(12) 1{0.8% 123 .
=Any SAE« 2380¢ 100116 | 17(130e  TU63
= Dizcontmued palbociclib/placebo  due to TEAEs+ 12 (4.6 1(12w 3(2.3)e 403 4
s Dizcontimued fulvestrant dus to TEAEz+ 11 (42w 0 (0 2016 00w
= Any trezment.related AE 237(915)  80(93.00 | 85(630) 24(538p
= Grade 3/4 treatment-related AEse 175(67.60¢  51(59.3) 9 (7.0)¢ 123w
= Grade 3§ treatment-related AEse 0 (0 0 (0) o (03 0w
= Any treztmentrelated SAE g (31w 447 3230 00w -
= Discontinued palbociclib/placebo  due to treatment-related AEs+ B (3.1w 1(12)e 0 (0) 0w
s Dizcontinued fulvestrant due to treztment-relzted AEs+ T2 0 (0w O (0 00w

64.3. 904 AA 3 PK
o OFE oFEAF 24 (DDI)

3. 78 CYP3A AAAS HE&5FS A9 &3F =23

7983 CYP3A AajAIete] B8-S 98ty CYP3A A EAF7t gAY H49 g4 H84ES 13t

Aol A 23 CYPA AfAgt weA W Eas| ok ke A%, o e 1Y 13 75 mge g IFdt Z4EF A9
= A%, AsiA Y 35 Hk) °l oﬂ o] k& 7Y CYP3A AHAE AZF3r] o]de] &Fo 2 F/A7I

5 4534

o] oF& FE CYP3AS} 47|30 & A (sulfotransferase: SULT)Q! SULT2A1E 4o 93] thAMETh AA W(in vivo )ollA]
o] ¢ CYP3AQ A7t o&4 AsjAH.

1) o o9 =S S/ & e F&  CYP3A AsjAle IF

283 CYP3A Al (ol EctmuyE)te] BEFol= A3 AdAdA of oo ARZEE 7% A ST AHT
CYP3A AjA|(cl: S EZMA, ATUHIE, o|EgtivE, AEIUE, ZIUHZ/EUNE, YtzE, Y9y g,
FAIGE YEYHE AFYHE dezgu e djigrioldl 5 HeduE)oe] B8RS Ah. o] o £ 7|31
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SR RS AR A8 WA o o 4UE CYPIA ASAE WEA WERGIsol i A%, o o Fejg@e
2l

N

) o] o) AFEE AN ¢ 31—& oFE  CYP3A fEAl9 ¥

78g CYP3A Eﬂ](ﬂ%iﬂ)%ﬂ Hé = A4 g@AedA o] %o A-ES 85%7HA TAAFT AEE CYP3A
= 9l, FEiulol = 2 AJIEEX~QE(St John's Wort))9He] HEFAE I3t}
%%—59] CYP3A ‘:Zl( EM”)«] WeFoe A4 J@AdA o] oo RS RNUA AAANAY FFE

CYP3A FEA(cl: BAE, dandlz, o]EgHd, Zopvd B UyzAdd)= WEA 83 ¢tk of o3} HEdn. &

o&F 2HS FaX ok

lo

3) o] %l o3 A FE/t WFE F UE FE

AT AGAdA vEEs o F tI o] WEFdE vuEd G v voaEde] 4 =< 61%7HA
STHNFAT o] ol &l kFo] FUHE g JlomR, A FHo] F& WAF CYP3A A (d: e, ASE2EY, U}
ojER2o2EY, JEuEW, duzeF2, Aekd, s, AU, AEE T2, BAEY T2 Fo §¥ga7 E

8% 4 9l

Ag | d# Al = %7} _
Al
o FHAZY F EFAUCHE U =FCu)s A7 oF
87% = 34% F7HAZ
Summary Statistics*byTreatment
Plasma Palbociclib Itraconazole +
Am A ZHAFH Parameter  (units) Alone Palbociclib
125 mg N, n 12, 12 11, 11
14, |2 2 & | FE13 109
- AUC, *hr/mL 1864 (1 45 1

Lot 24 | gux9 | 98 B 1, 2 3, 4% AUC UCin(ngehr/mL) 864 (19) 3456 (18)
@ o | A, o 19 13] 200 mg C AUCp(ngehr/mL) 1804 (18) 3341 (A7)
71# | 129 ClEgtIVUE T e

_ - Crnax L 59.58 (16 80.29 (26
z  ARAZFY 125 (ng/mL) (16) (26)
mg Tax(hr) 8.08 (4.00-12.1) 7.35 (5.35-11.4)
ty(hr) 22.05 £ 3.10 33.87 £ 3.85
CL/F (L/hr) 67.09 (19) 36.18 (18)
Vz/F (L) 2114 (A7) 1758 (19)
o THAZFH F =EFAUGHZE HIL =EFCu)el a4 o
85% %} 70% 73
Summary Statistics®byTreatment
Plasma Parameters Palbociclib Palbociclib +
A2 A TRAZY [Units] Alone Rifampin
14 | 125 mg N, n 15, 14 14, 10
= A & | FAIE 12¢ AUC | e Ingehr/mL]

1017 2} OE], 2 A, e B 129 bl 1|, inflngehr/m 1565 (30) 246.6 (47)
leq_ 147 o 13] 600 mg A7 | Cou AUC\as¢ [ng+hr/mL] 1518 (31) 176.6 (53)
E. N

U Fo T ZRA Crax[ng/mL] 51.42 (44) 15.58 (76)

249 125 mg Thas[hr] 8.00

(6.00-8.02) 3.01 (1.03-6.02)

ty[hr] 22.61 £ 3.321 7.78 £0.631
CL/F [L/hr] 79.88 (30) 506.7 (47)
V./FI[L] 2580 (36) 5666 (49)

A5 A HGEHE 2

1%, |3 4 & |mg 78 AE @ AUC

1012 | &7 q4A9d | 3 Fo o HTEH AUCKE ConE 27 oF 61.1% 2 375% 57
%+ o | A, A& B: 8Yzt FEHA C — ZHAZYHo] AZIe|EH CYP3A4 JAAY
718 | 267 2% 125 mg Fof |

F "HEH 2 mg
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o b A A e} W EFo
S pH e SRR AR S Aol e SR s A Aol A, HAZAA o o 125 mgs] T Fofst ZREYLY
AAPPYY FHZHE I FAE HEYE AF, o] ¥ wE TIEFEA v, BRAZHY Cuue 41% ZF2IPAT,
AUCiy ol vAE 9L AFHo)Ath(13% #4). PRI vl&] H2 &4 ZFA 2 4 AXAZE 9 pHll vAE 9%
o] Atte A& 7stH, A4 ZHNA o]# g AitAl(acid reducing agent) AEEC] BRAIZFHY =2 vAE dF v
ngd AR qFHth g4 2U9A, PPL H2 F8A 23A Ee T4 AdAs ZEANZH =2 dAFeE dad
FEFE FA gt A4S JPAE R & g2 AFdAE, FARANA o] & &3 Fo9) PPI g S Tt
FoE WEA, o] o b= @3 Fojof Hlg] BRAFHY AUCy @ Cunst 247 62% 2 80% 74T
AE Ag 37t 1
WE gxziel A FoAuY, 712 W NgAax
o THAZFH F =FAUGCHE HH =EFCu)s 44 &F
62% 2 80% TraAlZ
Parameter Summary Statistics®byTreatment
Parameter Palbociclib Alone Palbociclib +
(units) Rabeprazole
A8 A ZRAZ N, n 26,26 25,23
Y 125 mg AUC;y(ngehr/mL) 1716 (45) 754.4 (38)
4, & | A47 o | FeFrIz 109 AUC | AUC,,s.(nge 1656 (47) 672.8 (40)
1018 | A, @ | AAYLA, | A= B 793 1Y |, hr/mL)
7 267 1§‘§40Emg EM‘% Coax | Ty () 120 (72.0-120)  96.0 (72.0-120)
= ‘l‘ ‘l‘
Tmax(hr) 7.00 24.0
(6.00—24.0) (6.00—48.0)
ty(hr) 21.97 £2.9721 22.45 +4.2139
CL/F (L/hr) 72.85 (45) 165.7 (38)
V./F(L) 2290 (49) 5289(31)
o AUCw% Coud EABE 713tE o ¥ (HARE/HZ28)(90%
CDe 27+ 86.85%(79.50%, 94.87%) = 59.18%(49.36%, 70.95%)
Parameter DPalbociclib Alone Rabeprazole +
(unit) Palbociclib
N, n 14, 14 14, 14
B o o AUCp(ngehr/mL) 1574 (20) 1367 (29)
v, B | age o | B 79T 12 1AUC | AUQ...(nge 1524 (20) 1302 (28)
1038 7H, ‘a_ Agx]%x}, 1§]£40Emg jﬁﬂé , hr/mL)
g97]% | 284 wAZe 125 Cnax Tiasi (hr) 120 (96.0—-120) 120 (96.0-120)
=® S We Conax(ng/mL) 51.21 (15) 30.30 (44)
Tmax(hr) 6.01 8.04
(6.00—8.00) (6.00—24.1)
T1/2(hr) 22.64 %£3.3475 24.99 £4.2411
CL/F (L/hr) 79.31 (20) 91.37 (29)
V,/F(L) 2567 (15) 3260 (23)
644. AT 45 £4
ZRAZFY| g e PK 248 374(AE 1001, 1002 2 1003)2] YdAdolAM grrgiszmgel 134 o &
Aol PK #% 19334¢ HEOE $99, BHAZY PKE 97 548 o148 278 29e F3 & 590
A. CL/Fe sl 49 2w vt 32 60.2L/hr(IIV=36.2%)% 1, V2/F< 2710L(1IV=302%)%°.H, V3/F=
61,300L(IIVLS 45 A 4293, Q/F= 10.6L/hr(llV=126%)% 2., Kax 04 1/hour(llV=83.6%)% 1, Tlag:
0.7AZHIVE FAHA &5)ols. BRAZHO] oJAEHUCE e AFLE Fod olgd 3719 AlFE&
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ZIgro g, o Aol &E 9 Tlaghte 54 AHRn A2 Fej(aA AAke A 38 ZRAZH)ANA
Z+7 16.0% 2 28.8% 7+

SCMe F3ll, BAACE frowd Fygo] IRIHNL HF BdoA FHHULH, A7]d= CL/F
AR F o]kl AF®RE ofuet V2/Fo] tidk wlol ekl AFo] EFE o .
of Wiz Ve Fo8kA e Aol Mt AHg (CL/F Ve 712 B9 39.1%004 HF 2do
36.2% 2 ZHAag WhE, V2/F9 IIVE 718 2d9] 333%00A HF 2l 302%2 Z4adsuth)

obgf WAL A EAE EURE & AP b FE e i CL/F 2 V2/F Ut ¢ B FHAE
A3

A olHd FHFL o] 270

CL/F = 602L/h o (Age/61) - 0.45 ® (BodyWeight/73.7)0.484 1] .

V2/F=2710L e (1+0.00906 ® [BodyWeight - 73.7])
7oA, 602L/he AFo] 737kgela AHL 614Q1 oF Aol dis) FAHH CL/F ¥k s ofvsh,
2710L& Aol 73.7kgel & Shatol]l thal) 4 V2/Fo ¥k gt ow|gh
THF] A=} PKol mA e 9FE Frkskr] Y8l CL/F 2 V2/F7F 9438 2 AF A g 71Ee= A
HAoH (A BHTAA 10% Z 90% WE9F) A% Tk 614 2 AT Tk 73.7kgoll A Gk gkt vl
a3 60.2L/he dut gholl HIsl, CL/Fe 454 dA®BolA 147% 7180 744 A=A 833% ZAadE
o AFe 4%, CL/FE AF 55kg ¥ 97kgoll A 242F 132% ZaFow 142% F71s s gk 73.7kgol A
ARk gk 2710L¢ Wn e w, V2/F& AF 55kg F 97kgllAl 247 17.0% AadoH 21.1% F74s ol #g A
ol F wpME EFo i R Foud AOE NFHA ¢y A RS HF mdo] d¥
A axo] F-3 o] AL
2715 ¢] CL/Fl UM% FF AWFY = f<l aﬂo}ﬂﬂ HA&(CCL)E AH&st H7hg. AE =myd
o] ol ~gkel A oteld HAE(BCCL)Yl WEE, H42 < 4171%(BCCL *90mL/min)& 7+ xb& 81902
1, 7% A4l (60mL/minf BCCL <90mL/min)Z 7}?8 e 73o|lon, F55 A4 ol (30mL/minf BCCL
<60mL/min)E 7H A& 2990301, +5 AN (BCCL <30mL/min)E 7H A= gldls. o &4 A3
AE v TEEY AN E FRAZY PKAll GFE FA v 20E Uegon ZHAZY PKe 5 A
g 71 BAE Ao E APHA %S

oAb BEAIEY F2 Has VMo BR, 2} Vw0l CL/F vAE 9T £ BUH. T 7T HEe

(ol

&3 2 F128) B T48 AdAE 589 34
F7F 43 few o] T UiFEe] BHAFY WEFA A o8& e PK HOHE AT BERAIH o
E A

=
At ol 4 A WEFA Al ZERAFHY F) YA ] &E, KaE= Tlagdll Fov 4
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65 FE4 2 A (CTD 5.3.5)
6.5.1. %i/ﬁ AAZAIE 78

QAN DA & FoA8F | WUt
o N Al Z
Al @smgny) | I TR gy | e R
§ A58 o] 2 TEE FEAHR)-¥E E AR ZZZAATEA2HER2)-S820 A4 AP H == Hold et
Az WY 27 BHEdo
A5481003 * s . .
A7 T e 20270€ o 10270€, HR=0488, 95% CI: 0319 ~ 0.748,
Ao @ ER-% %3 p=0.0004
X1 _O ] Table 6. Efficacy Results — Study 1 (Investigator A Intent-to-Treat Population)
;] ,5 (H " HEORE]- :]- gol 4 _7r4_ oE1 76] 1 /6]_: 9_}: W)Lenomle ;%n&zvf.;;g
(;_]_ _]— o‘] E‘;o ;%]— L_Eﬂ7é 3;—_ 0:1 (210‘_:']_ 7-(] =3 % DDI Progression-Free Survival (PFS). P i i 5
= A ; E] <F E]—7] s} "é ER-OO]:/S] /7%_1 751—_ 510) 5 o 105 138 ‘73433(0319 owzyqu e
= = u il 7 7 = _ El: L [ 202 275 2(5.7.12.6)
2)21_ ;4]3_;2939 177:11)2 :o"'7H, “_?L HERz—‘%Aé 04:), ) Ao]' . Cl=confidence interval; N=numb:
Pivotl i 46 oym [ M RAE FEN125 mg|PFS
al /6 271, glot|ar D 2 % =|e 2% Wby
Aol W gwoiep| b M| Q
dezz e |BE (13123 YEZZ |ORR,| - A¥F HPg(OR 429% o 333%) 2 AFA F4A W
ool ol ;ﬁf 27 165" (1€ 13 |C B R ,|-3(CBR, 81.0% tl 58.0%)°] 744
2 m ;E'ﬂg 25mg 0s - 05 94 9= FA A, HR=0813, 95% CI: 0492 ~
8 53}1 1 /2§ 1.345}, :Jqé p=0.2105
B or— o Ol X
a7 i o z}o o
;’,Qa}*‘l e -HET BFT Pa %, NP7 Faz, 9=, 1, o4,
b DAY, YRF, A4 D dUER B
A5481023
o]x%oﬂ y&e 8
He Bde & 3 PFS
AE TEE FE = o 292702 ol 3.870€; HR=0.422; 95% CI: 0.318 ~ 0560, T
A-94, HER2-S o170l o Z0.000001
A RolA fuet HE % o (70? Tha =
of gt 4 BoA®, |4, RIS Thws e 23 w7l
g e o= | R 2 9 HER2-5 4 ), PFS - AFA 9kg B YA oA whgo] A
0 [pp-0ssaooncm g, oty sy MERa w|e
POt g + wAa | A | S Aca P - AR B7 clwgos % 97 F8 Vgl de
T 9% weaA | ok AR (D g RO RR,|OE B W BRASY U FHAEUIE PRI} o
HE3kA g F|(=E 3459, W=, T £ C B R,|&°] +531 tF&e TEAEE FUg AL gider &
W >~ E & E T 172%) sﬂoomg = |0Ss & |g 7%
(Faslodex)®] A% g - BFE P QNEQ B F uAR o3-S (TEAE)
< f% oo, (=25%)2 &7 #&, AE, &4, HEFWBQ) 4 7
AL, olF 4 g Hgd
B4, 9% d=
T, 3% AE

6.5.2. A YYA A (Pivotal studies)
e AF A5481003
A7 ¥ 4L Ao E ER-¥A, HER2-24 1A %
747 CDK 4/6 AAANS HEFAY} HEZS xRl ki, 84 9 F5S NPste 1/24 &

Aehd Fa9) A

—

O &

=
M
1%

ot

N,

A71E: AEEER BEsta HF 5 AY4, Aol 3% 124 A=

F8 A% 1FI T ER 94, HER-24 %2 AUA wt dolg(dd) 9%k 34 /1sd 4923
7| E[RECIST] v1.0ol wg) ®& & 28 v 1
S 73 Qi3 ol d /A o Mo7t gle HAE ¥
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- S5 A 24 Aol2 YAl 48
Phase 2 (Ph2P1+Ph2P2)
Palbociclib ~ + Letrozole Letrozole
(N=84) (N=81)
Age (years), n (%)
18-44 2 (24) 4 (49
45-64 45 (53.6) 38 (46.9)
>65 37 (44.0) 39 (48.1)
Mean (Std  Dev) 62.7 (10.19) 63.0 (9.16)
Median 62.5 64.0
(range) (41-89) (38-84)
Race, n (%)
White 76 (90.5) 72 (88.9)
Black 1(12) 1 (12
Asian 6 (7.1) 4 (49
Other 1 (1.2) 4 (4.9)
Weight (kg)
Mean (Std  Dev) 71.0 (15.68) 68.1 (13.34)
Median 70.0 65.4
(range) (42.2-123.0) (46.0-106.0)
ECOG PS, n (%)
0 46 (54.8) 45 (55.6)
1 38 (45.2) 36 (44.4)
Duration since histological diagnosis of
breast cancer (years)®
Mean 45 6.1
Median 13 24
Range 0.0-27.0 0.0-40.0
Current  disease stage, n (%)
11IB 2 (24) 1 (1.2)
I\Y% 82 (97.6) 80 (98.8)
Histopathological  classification, n (%)
Ductal 63 (75.0) 54 (66.7)
Lobular 18 (214) 19 (23.5)
Other 3 (3.6) 8 (9.9
Histopathological ~ grade, n (%)
1 8 (9.5) 10 (12.3)
2 31 (36.9) 38 (46.9)
3 31 (36.9) 18 (22.2)
Not done 5 (6.0) 6 (74)
Unknown 9 (10.7) 9 (11.1)
Progesterone  receptor, n (%)
Positive 65 (77.4) 53 (65.4)
Negative 11 (13.1) 23 (284)
Unknown 112 0
Not done 7 (8.3) 5 (6.2)
Measurable ~ disease present’,n(%)
Yes 65 (77.4) 66 (81.5)
No 19 (22.6) 15 (18.5)
Adequate  baseline assessment’n (%)
Yes 84 (100.0) 81 (100.0)
No 0 0
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@ a4
- PFS
Table 6. Efficacy Results — Studv 1 (Investigator Assessment, Intent-to-Treat Population)
IBRANCE + Letrozole Letrozole
(N=84) (N=81).
Progression-Free Survival (PFS)«
Number of PFS Events (%) 41 (48.8%) 59 (72 &%)~
Harzard ratio (95% CI) 0488 (0319 0.748)
Median PFS [months] (95% CI) 202 (138, 27.3) 102(3.7. 12.6)
Cl=confidence interval; N=number of patients .+
Palbociclit = Letrozol Letrozci n favor of Falbooiclin + Lotreaoli n favor of Latrazolo
Fapalatan Ewents Pie Events Pre Hazard Rasie [85% C1)
AII patiants 41 B4 58 ai ¥ - . . -15-’! I'I ’ﬂ'.'l i I'l 'HE ]

sk Pl v 14 &2 47 53

Tl O Recur =5

lime Irom b of -".:I.'- i1lc Ds. Recor =3 Yeas i 17 % Rl - - — =
r T T T T 1
AR 0.250 0500 1.000 2000 4.001
Hazard Ratio
- OS
Number of Median in Months (95% CI) Hazard ratio (9% CI) | p-value
events Palbociclib plus | Letrozole (1-sided)
Palbociclib letrozole
plus
letrozole
versus
letrozole
0S
Phase 2 [ 30 versus 31 [ 375 (284-NR) [ 333 (264, NR) | 0.813 (0.492-1.345) [ 0.2105

GoA frelHQl Fol (L4 E uel BB ol

0S 42 165% 9| FAMA" &4 6139 AHS 7oz & HF PFS &4 /‘lxd"ﬂ TYE. 2% Al o F
HEZ 717 FAF2 WE FATAA 067h L3 AERE B —Er&lv?ﬂl/‘i% 2798 o] A AgRE EAME

OS7h AtH Al ggkom AbdY 089 A4 /o] 2HAEHF} JEZS W& O:HLOM FAG Aow #ZE 2R
NEPY HEZE B4 979 05 T 37570 €(95% CL: 284 ~ NR)OI%J_ HEZZ 945 FdFoME 33374€
(95% CL: 264 ~ NR)Y. OS #4-& 1659 9] A5 7o 7bsd F Abd 5 37% slolE T AA, o] AFdA ddlo]
E" O 242 ¢459 AZ HoHE £33

Nbl
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- ORR, CBR

Rate Odds Ratio  (95% CI) p-value (1-sided)
Palbociclib plus | Letrozole (95% CI)
letrozole (95% CI)
OR (Investigator assessment)
Phase 2 [ 429 (321-54.1) [ 333 (23.2-447) [ 150 (0.76-2.97) [ 0.1347
OR (BICR)
Phase 2 [ 29.8 (20.3-40.7) [ 21.0 (12.7-315) [ 159 (0.74-348) [ 01314
CBR (Investigator  Assessment)
Phase 2 [ 81.0 (70.9-88.7) [ 58.0 (46.5-68.9) [ 318 (1.48-6.98) [ 0.0009
CBR (BICR)
Phase 2 [ 71.4 (60.5-80.8) [ 50.6 (39.3-61.9) [ 247 (1.23-4.93) [ 0.0046

® A
- iy ok

AR o BRANZUY YEZZE HREAT U F 837(100.0%)9 T HERZE TE Zoy W) 7799 4 F 66
H(85.7%) FALEo] o] A 24 FEoAM HAi 149 TEAES AHZH(AE 1003 SCS & 143.1.1.3b). T AZToA
7P WHEA(F, %20%9 $Ah) BaE TEAEE E57 TA(74.7%), W8T T4AZ(434%), I Z(41.0%), W8 (34.9%), +4
(30.1%), HHF(24.1%), HAT2(22.9%), BEF(21.7%) %% ofzt A& 7HE P HAKZ 205%)Y. HERE 95 FoFd
Al 7h4 RINSHA R3¥ TEAE:E I &(23. 4%)01
ZHANZYY YEEE HEFATNA F 15%(18.1%)9] A7
2 RE 87 MEE, 5, A4 ¢ *Pﬂfz:@_ 7+ 19[1.2%])
X 143113b). HEZE ©= FrOHOM 5 559 TEA
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ZHAZY AE 77 S-S OF 138ME(@21.09HF: 7Y ~ 1615U)) 0l BHAFYH Fo U9 F3gte 31974 €
(79 ~ 11789)°I%05, BRAZY dd FAF A= SIS 947%(8F: 485% ~ 284.4%)°] AU+

B A 24 FEo Fod 3 F 34H1.0%)S TERAFYH EAFE ZAAAHT, 709 (843%)2> A E Ato]Fo] AA
H(#12). AF 1003 SCS ¥ 14413120l 2ok nie} o], AAY Fold To 77 FHEL 79T 19 ~ 649)A.
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12, 201591828 A= A A5451003 2 F H RO A EHAZSHY H ERE (R E Alo| 2yl x 2T 2} gof-
Ag e nE oA
a Palbociclib + Letrozole (N=83)7 #a
Exposure Category? Palbociclib” Letrozoles Letrozole Alone (N=TT)}
Duration of treatments (days ) 4 a 4
Mean (Std Dev)® 553.0 (4243 558.9 (4226 362.3 (334.8)
Median¢ 42100 42800 231.0#
Min, Max+ 70,1615.0¢ 70,1615.0¢ 280,1241.0#
Days on dmgh & 4 @
Mean (Std Dev)? 3945 (3040 3563 (421.0) 360.8 (3334
Median® 319.0¢ 42804 2310¢
Min, Max+ 70,11780¢ 7.0,1614.0¢ 28.0,1238.0¢
Total dose administered (mg) 4 £ #
Mean (Std Dev)? 45966.6 (33800.8) 1390.7 (1052 6)¢ 902.0 (833.6)¢
Median¢ 37850.0¢ 1070.0¢ 5775¢
Min, Max+ 875.0, 147250.0¢ 17.5,.4035.0¢ 70.0,3095.0¢
Average daily dose administered (mg)*< 4 £ 4
Mean (Std Dev) 119.2(20.2)¢ 25 {0y 230y
Medians 12500 150 254
Min, Max+ 792,266 7% 1525 25,250
Relative dose intensity (%), overall by patients 4 4 2
Mean (5td Dev)e 93.8 (26.4) 805 (Lo 99.3 (2.2
Mediane 24.7¢ 1000+ 100.0¢
Min, Max+ 485,284 4% 94.6,100.1¢ 813, 100.0¢
g a a &
Patientswith atleast 1 dose reduction n (%7 34410 NAE NAze
Patientswith dose intermption® n (%) 50 (602 32(38.6p% 22286
Patients with doseintermuptions due to TEAEs, n (%o)@ 20 (349w 10 (12.0) 339
Patientswith cycle delayin (%) 70 (843 NA# NA#
Patients with cycle delay due to TEAEs, n (%) 37 (446 NA# NA#
"®S54. 201531 ¥ 2 YA A A5481003 9] 2 K PO A BHAISHL
HEzZE=WEFold2 ARl ol Fastotlez 2 RASAW
EEL SS(RESTE 53) Y MedDRAPT E SOFF Lot AT
A2g o B =, x5 AZolsof BT o] Juks gt g2
D E R
. ¥ Number (%) of Patients+
. a Palbociclib + Letrozole (N=83)
=*MedDRA PT*¢ Grade1¥ Gradels Graded+< Gradeds Grade5<  All Gradesd
=Any TEAES 0 {0y T84y 21(253p 336w 00y 31 (373w
*Neutropenia# D@y 560 16¢193% 336w 0 {0y 24 (28 0y
=Leukopenia+ 0 {0y 3 (3.6) 3 (3.6 00y 0 (e 6 (7.2
= Thrombocytopenia+ 1(12w 0 (0 1(1.2w 00y 0 (0w 2(24w
=Fatigue+ 0oy 0 (D) 2(24w 0 {0y 0 {0y 2(24w
= Anaemia+ 0 {0y 1{(12w 0 (0 0 (0 0 (0 1012w
= Granulocytopenia+ LR (e 1{12)y 0 (0 LRy 0 {0y 1(12yw
=Dianhoea+ 00y 0 {0y 1{132) LR (e 0 (0 1{(12y
=Flatelet count decreaseds 1 (1.2 0 (0w 00w 00w 0 {0y 1{1.2p
= Joint stiffness< 0 {0y 0 (0w 1{12w 00w 0 (0 112w
=Petechiaes 0 {0y 0 (0 1{12w 0 {0y 0 (0 1132w
o N3 A5481023
- o]l WEH g¥S T2 F JPYH TEE FEA-FA, HER-5A o4 FEdel e 94 4E
o= PD-0332991(2HAEH) + ARBHS BEaAY BEeHA &2 W 2ETE(Faslodex)? A3
2 A% OB, TANA, o) FWA, A 2T, 33 A
O & #4
S F8 HANE BES WS A3 F AW, Hol4 $I¢ 2% A=

EH2E
2 A #A49 7, GnRHE Foutolef g}

5,

FAE LHRH 28490 AL (Zoladex E= QWH)OF A2 % Y& 184 013 A7 F Er A7 @/0147] o
Ao, AWEAH EE Aoly) A FA% P 2 mE ATFHoZ YFH Y HYE AW wgton o
~E2A SEAER) PH U/EE ZesHE $8ACR) $A P HER-SH F 780 glojok 3 ol5e fu
e nz aWEId F 4o A ohzuieAl SAA, WY A £ ola] 4ol A% BEAM) T EE 98 F 1219
ool A8, EE ol AWl AW /Mol Heel P od AREA F ¥l A% AL 94 A EE 0]
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4 AT N0 8¥) & B= 3= F URE oWl 499, A43/4014 A9l g5l g el o]
£ B4 299 LEWVIZRECHT) WA L1 ik 28 15T A 25 4 90l AU
s, v 4 FPYI(ECOG)S FHEEYEI} 0 B 10]0]0k S0, BT £4 2 37] 7150

S 559 84 23 A0S YA 28

“E 2 At EA ITREE =

Number{%) of Patients . Palbociclib plus Placebo plus Totali o

Fuhvestrant., Fulvestrant N
N=MT. N=1T4. N=511.

Ape(years) n (%) 2 . 4 a
<3+ 261 (752 131 (753w 302(73.2) a
=630 624 8 43(24. T 129024 8 o
Mean (5Dw J69(11.7w 56.8 (10 4w 56.9(11.3w o
Median (range} FTO(30-88) 56 0(20-80) FT0(20-88w a

Racen (%o ) A A a
White+ 252(72 6y 133 (7640 385(73.9w a
Black+ 1233w B(d.apw 20(3.8 a
Aszions 74021 3w 31178 105 (20.2) a
Orthers 523w 1(0.6) oL o
Unspecifieds 1(0.3w 1(0.6W 2(0.4) o

Ethmicity n (35)+ - . . )
HispanicLatinos 17 (4.9 11(6.3 2854w o
Not HispanicLatino+ 320004 8w 161 (92.5) 400(94.0) a
Unspecifieds 1003w 211w 3006 a

Weight (kg) ¢ & F : a
n (Yap 34T (1000 171 (08 3 318(00 4 )
Mean (5D T04(17 3w 720017 6w T09(17 6 a
Median (range} 67.2(35.6-142.0 698 (33.1-126.8W 68.3(35.1-142.007

Height (cm)+ 4 4 A o
n (Yem 347 (1007 174 (1003 321 (100 a
Mean (5D 161.1 (7.0 161.3(7.6) 161.2(7.2pw a
Median (range) 161.5(139.8-182. 9 162.0(1219-180.3 162.0(121 9-182.0)

Source: Section 14.1, Table 14121, o

Abbreviations: N: number of patients, n: number of pattents affected, SD: standard dewviation ..

iy

@ w5
- PFS &
3 &4 T EA
(20149 129 59 71F) (2015 39 169 7] ¥)
of o3t EREs of o3t ERES
EHAERE EW2EHE EW2EYE EHAETE
B85 859 859 H45qq
(N=347) (N=174) (N=347) (N=174)
FAY A&7 (PFS)
T3 B4 A PES ARl (%) 102(29.4%) 93(53.4%) 145(41.8%) 114(65.5%)
3 B4 Al HR(%% CI)
0.422(0.318  0.560), p<0.000001 0.461(0.360 0.591), p<0.000001
p value
T 24 A PFS SR
f “l 9.2(75 NE) 38(35 5.5) 9509.2 11.0) 46(35 5.6)
4](95% CI)
ORR 10.4% 6.3% 19.0% 8.6%
ORR(ZA 7}5d AH) 13.4% 8.0% 24.6% 10.9%
CBR 34.0% 19.0% 66.6% 39.7%
DR(71 €) 9.3 57 93 7.6
N=32 %, PFS= progression free survival (578 AE7|7h), Cl=212] T3}, NE=not estimable (48 &7}, ORR=

objective response rate (2]#% ¥h&E), CBR= clinical benefit response(3734d 4 ¥H§), DR= duration of response(¥F

$ 712
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Number of Patients Hazard Ratio and 95%
Subgroup n (%)
All randomized patients (ITT) 521 (100) I—!—|
Age !
<65 Years 392 (75.2) —a—
>=65 Years 129 (24.8) |—l—n—|
Race !
White 385 (73.9) =
Asian 105 (20.2) — |
Black, Other, and Unspecified 31(6.0) } —u |
Menopausal status at study entry :
Pre/Peri 108 (20.7) —a—
Post 413 (79.3) ——]
Site of metastatic disease '
Visceral 311 (59.7) —a—]
Non-visceral 210 (40.3) ]
Sensitivity to prior hormonal therapy !
Yes 410 (78.7) =
No 111 (21.3) e —
Receptor status !
ER+/PgR+ 349 (67.0) —a—]
ER+/PgR- 139 (26.7) H_|
Prior lines of therapy in metastatic setting :
0 129 (24.8) —a—
1 202 (38.8) —a—
2+ 190 (36.5) |—.'r—|
T L T T T T T

0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75 2.00
<-In favor of PAL+FUL-- --In favor of PCB+FUL-->

Cl

0.422 (0.318, 0.560)

0.443 (0.320,0.612)
0.345(0.192, 0.619)

0.376 (0.273,0.519)
0.640 (0.312,1.310)
0.559 (0.166, 1.884)

0.435 (0.228, 0.831)
0.409 (0.298, 0.560)

0.447 (0.317,0.630)
0.361 (0.219, 0.596)

0.386 (0.279, 0.534)
0.550 (0.309, 0.979)

0.460 (0.319, 0.662)
0.461 (0.278, 0.765)

0.401 (0.231, 0.696)
0.466 (0.287,0.757)
0.375 (0.239, 0.589)

Z, A% EH2ETGE WREATY FAE(89.0%) HId) BEHAZHN FWAETE HEEATANE O B
<= 79 %2}%(97 7%)°] H2 179 TEAES Z33H(AF 1023 CSR E 1431.13). ZEAZHI} EW2ESBE ¥ (BT
oM 74 wHWEA BRIE(F, >20%9 #FA) TEAEE I5T 74(614%) FHZ(38.0%), TH(29.0%) WIF £ #h
(26.7%), N18(255%), T5 B TFT $X Ta@7 212%) @ BIF FAZ203%)010S. Yt EWAETE WEE
oA 7H4 RIWEA Rig TEAEE HZ(267%) 2 79(26.2%)°1 A=
Aot EWAETE HEFAT Hs o B2 5 3 ¥ 59 4 TEAEV} ZRAEHH EWAETE HEFAT U3
HIuEoH, ol & SFT #d, 35T FA 24, WEF 4%, WET 1 g9 5L Nk ¥ FFEE AF
AoIE. ZHASHI SWAEUE WREAT A F 37%9(107%) B A%} IWZEHE B LEAT &A 39(L7%)
S 55 4 3559 TEAEE 23 ZRAZHN EH2EFE WEEATAA 28 o] &a403%)7F 3T 5 4
TEAES 557 #4(61%), 537 T4 #429%) 3 WET 74 4406%)%Y. 91+ EHHZ:,E_"J'_E_ BT &
S0l 49T 57 4 TEAEE 7 18(06%)°] AFF Ao NI £4 4, 357 54 24, 2994, Adas 2 €4
TFTAATS AL BHAIHY IWAEAE WETAT AA T 2029 (58.6%) R %N SHAIEHE WETEAT
7 289 (163%) T8 3 5559 TEAES A¥siAs. ZEAEHFR EHAETE WERATAA 2% ol4e &7t
4Y3 59 3 TEAEE 357 Ta(423%), BIT Zji%(l%/o), 35T FA 44(125%), WET $A 42(11.3%) F A
23%)Y. HA%kF IHZEUE FEFATAA 39 o9 A 1.2%)7F B TF 3 TEAEE & 3 &
g oopuet Wd gl AP FF(A 17%)S T
ZHAZYH SH2EGES WEFATE 34519 A 5 U] H(1.2%)% 9okt 2

A F 2%(1.2%)2 20149 12€ 59 A
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ZRAZFY AF 77k F7gke oF SAlE (144G 1Y ~ 390 )ell e, o AE 7|7y e oF 4191208
(B 149 ~ 302¢))Y. ZRASH =2 5o dF(ZEAZHE 4AA 504%% Z 499 Ak Fo Y gL
204G F: 1Y ~ 2899]) E (0YU[EF: 149 ~ 42U FASIA S ZRAZY AU FAF T SUGS Adn
o ok (242 91.7%[HF: 22% ~ 105%] D 100%[HF: 69% ~ 107%).

"#57. 2014 12 SUAE AT A5481023 o] BHAZHYEFWAETE S P RO 3 42 T o Hxjof s

Arol=die 2 RROMHU 35 53(531~-4) U MedDRA PT & A 8 LA F Tt A9k Qlupd o T of
., 7 5 AlZFolFof whgst o] YHES(R E AL0] 2) R 2F- A BWHE B = E1RLe

. ] Number (%) of Patients (N=51T)+ ¢

L] # Palbociclib + Fulvestrant (N=345)}+ Placebo + Fulvestrant (N=172)+ ¢

s AMedDRA PT2F Grade 1+ Grade 2+ Grade 3+ Grade 4° Grades 1-47| Grade 14 Grade 2+ Grade 37 Grade 4¢ Grades 1-4+

Any TEAEF 514y T IB6(30) 260/ 2240w | 106w ] p 3@ g {3 24 00" EYENYT

Neumopenize 00 0 1podme dEDe  16dEIDe|  olwe (0 0y 0 {oye ofye

Nentrophil count decreazeds G0 0 0y 43 (13.0 514w F0(14.5)e 0. (e 00y 0 (0p O (0 oW

WBC count decreaseds 309 6(1l.7w 18 (3.2 1{03) 28(8.1p 0 {0 0 {0y 0 0y L (e o

Leukopeniz+e 00w 2(0.6p0 19 (3.5w 0 (0 21 (6.1 0 (0) 00w 00 L 0w

Nausear 1{0.3}» S{l4w 00 O {0 6(1.7W 0 (0 040 1{0.60 0 {0) 108

Thrombocytopenias 309w 1003w 1{0.3) 1{03) 6 (17w 0 (0 00w 0 (0 G (0w 0w
Anzsmizd 00y 3(0.99 2(0.6)¢ 0 (0) 514w 0 (0} (0% 1 {06} 0 [0 106
Diarthoeas 206y 3 (05w 0 (e O (0 F(ldw 0 (0w 00y 0 (0w 0 (0 o
Fatiguad 00y 2(0.60¢ 300 0 (0 514w 0.(0) 0{0) 0 (0w 000 o
Vomitmg+ 1{(0.3)w 309w 1(0.3) 0 (0 (14w 0 (0w 00 1{0.6) O 106w
Dizziness+ 2(0.6)¢ 1{0.3w 1(03W 0 (0 4012 0(0w 00w 00w 00w 0w
Pyrexiad 3{0.9¢ ) 1{0.3)° 00 1(12 0.0 1(0.6)° LT 0 (0 106} |
AT T increased+ 103w 0 (0w 206w 00w 309w 0.0 00w 0 (0w G (0w Gow
Influenza liks dlnesz< 309 0 (0 (D) 0 (0 3 (00 00y 0 (0 8 (0 0 (0 oW
Platelet count decrezsed+? 0 (0w 1 (03w 103w 1{03w 3 (0.9 0 (D) 0 {0y 0 (0w O (0 LR (1) R
Abdominal paine 00y 1{0.3) 1(0.5) 0(0)e 2 (D6 0 (0 040 o 0 {0 [T (1) R
Agthralgiad 0 (0 2{0.6w 0 {0 0 (0 206w 0 (e 00 0 (0 L (e 0 (0

AST mereazeds 103w 0 (0 103w 0 (0 2 (06w 0 (0w 00w 1{0.6w 0 (0w 1060 |
Astheniad 1{0.3)w 103w 0l 00 206 0 (0 0 {0y 0 (0w 0 {0y o
Bronchitis+ 0 (0 2{0.6w 0 (0w 0 (0w 2{06w 0(0 00y 0 (0w 0 (0 o
Constipations’ 103y 1(0.3) 0 {0 0 (D) 2 (0.6} 106} 00 0 (0 0 (0 1060
(Gastromtestinal mfections’ 1{03w 1 (0.3 0 (0 0 (0 205w 0 (D) 0 {0y 00 O (0 LR (1)
Painin extremitys 00 2(0.60¢ 00y (e 2 (0.6 0(0) 1(0.6) 0 (0w 0 (0 1006}
Stomatitis+ 1{0.3w 103w 00y 0 {0 2(0.6p 0 (0) 00y 0 (0 G (0 0 ({0

o =4 3 £&
7

FAF 22 Y

ABE &

Fof SH/AIE Ad &2 Hl&E 9o Mg ZRAZHAA H EhE(X13). FAE

53 9loke Folue

o
1 S5 F 5E o HHof =2

AAERY o oY &R BRAZY ARE ASHBEAEY

7% F243k oF 4719,

"} 13. 200149 12 8 5L A2 A A5481023 | A BHASH E = 92K E
Abo] Zyoll 1 3 B RoF_ 7 E X RuH Hxp

e Palbociclib + Fulvestrant  Placebo + Fulvestrant
Exposure Category+ (N=345) =172y

= Duration of treatment {davs)y+ a +

= Mean(Std Dev) 131.8 (73.0% 1213 (716}

= Medians 144 .0+ 120.0¢

= Min, Max# 1,300+ 14,402¢

= Days on drug?+ 4 £

= Mean(Std Dev)¥ 106.9 (33.2w 034 (52.35%w

= Median+s 104.0+ 00.0¢

= Min, Max+ 1,280+ 14,302«

= Total dose admimstered (mg) £ <

= Mean(5Std Dev) 126903 (6497 5% 116496 (6333.0)

= Median+ 1252500 11250.0¢

= Min, Max+ 123,36125¢ 1750,37875#

= Average daily dose administered (mg)*+ 4 2

= Mean(Std Dev) 1189 (109w 124 8 (19w

= Median+ 12504 1250

= Min, Max+ 81,131+ 109,129+

= Relative dose intensity (%).% overall by patients & =

= Mean(5td Dev) 269 (14.6) 98.0 (4.7

= Medians 91.7¢ 100.0¢

= Min, Max+ 22,105¢ 69,107+

[ =l Ful +

= Patients with atleast 1 dose reduction? n (%) 109 (31.6) 3 (1.7

= Patients with dose intemmuption,] n (%) 301 (87.2) 110 (64.0)p

= Patients with dosenterruptions due to TEAEs, n (% 183 (336} Ty

= Patients with cycle delay Zn (o 140 (406} 15 (87w

. Pauems mTh L cle dela\ due to TZEAES n [m}F' 75217 2(1.3y
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65.7. w54 Ao W 2 X AE, 658 AW Ao B 29 2 4E

1003 JEZZ § & 1023 ZHAEYE g &
NEF(84) 2 FZ(81) NEF(347) A FF(174)
PFS(m) 20.2 10.2 9.6 46
HR 0.488 (0.319-0.748) 0461 (0.361-0.591)
N 0S(m) 375 33.3 - -
S FA
e OR(%) 429 333 10.4 6.3
CBR%) 81.0 58.0 34.0 19.0
DR(m) - - 93 5.7
AA
o) AS 100 (83%) 85.7 (66'3) 97.7 89.0
453 18.1 (159) 10.7 (379) 17 3%)
35 614 (519) 234 (189) 58.6 (202%) 16.3 (281)
o| ¢k3l Oloky
=4 ]é:é_*]‘ E %@Hj;rgg
$F $E
o =345) E(N=172)
o] ¢ = 3 4 = 3 4
qeex | 422§ | 7wA |E § 5§ § %
LE ‘—"="‘ % ] ] % ] ]
L N=89) U(N & degol 1% % %1% % %
= 3 4| = 3 4 Fags
3 Tz = = by = = 7+
718A E % % i % % Ag 3%204 11%.14% %; ] 244 17 0
=] =]
ogwe % % %l % % % | 228 . 06 06 0 06 0 06
i g?ﬁ;ﬁ; 788 533 87 35 0 06
E%‘ A= i Do . . . o
S 1 <
87 'Egi},ﬂm S NETLET 55 U6 06 41 0 06
-1 X a— H
HAA sEdas w8 6|5 1 0 | audiliz 104 19 06 0 0 0
v HIPL4LS 48 19 0|3 0 0 S
(%) eag % 5 117 1.0 Nobg® 49 0 0 17 0 0
g_l_‘d'%_x_ﬁ‘ 17 2 0 1 0 0 l,—_‘:"_B‘_FHZj]_ 43 0 0 12 0 0
Zu A A 2 gok LOEE‘:IJ; X .
A PAE-RFIYN 16 1 0 7 0 0 b A Z 2.2]] A (1):11 o:]g]: 12 0 0
; AAA A& 128 00 0 76 0 0
%Z:ﬂ?g%%_ . 113£79 0f 5 0 0 ooE ' AAA ’
5 5 S =t o
SEIRRRTY o0 0 o | MR _ed 00 17 0 o
= %76]’—' ;75_‘ §%7lz ;g'ljl" ‘;l %‘Z]I
;th?c %5 0 ol 7 1 o e 55 %oxoh 0 12 0 0
o H» 2 013 10 T 252 06 0 110 0 0
d A} 21 4 010 0 0 .
749 290 0 0 262 06 0
EE;} ) nglim 0 0y 4 10 AR 191 0 0 174 06 0
= =% E 145 03 0 122 06 0
wrz oo N N s NN v L
A g RejRe gz 148 NN/ sg N/ON/
N R I A 139 06 0 47 0 0
TS HRE AZx 49 0 0 06 0 0
A g R 2
2 380 20 0 267 12 0
9% 67 0 0 47 0 0
] 87 03 0 41 0 0
o OJHHEEH E4
O A
E 41 Plizerol Al Qe ZRAZH I Aol B AF 5 AR 298 AFHE, A 459 A ¥ Fqo
T E= ). Aubroz o]y AlgolAM F

257 847} AdEU .

opA e £of & 28U o|Y[AE 100114 AE FE viAE Fof F 30U o]y
A4 AN A 5 ZRASYH 9 AZAA AT

Pizerol Al =& 4 AlFAAM AR 844 FolA, 7259 F 16W(22%) BHEHATHS

FOoEAN ZHANZYHE FoEgton, 1724 F 2%(12%)2 A% EWAEUEES ¥

& FowAY WE A5 4
SEALGI(AE 1023904 2014
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129 59 A, 666™ T 7H(11%)> HEEESH HEow WY AZ(TRAEH Ee HehHE WhF(AF 1008914 20159
€29 A, olHF Pfizerol A AEF AP AA AA 7HE WIHEA Eud At #EE SAEE AW P25 A

7 2 117)019 S

ZEAZHS U5 FARAY HE N8 YROEA BRAZHS

i, 1 F 28 2015@ 19 29 A= %}wlﬁ%ﬂr HEEZS %‘%EO% Lot (AE 10039 274 FEAA 18 2 AY
23}

= —Erml Po 3 Z}9Jr A 1010(2015»1 39 31¢ ZPE 14 #8453 2015
g )9 A Foll AP T AT FeE A

A 10230 Baud Aol A AAF ARE ® 43 Fx o] APIA A #EY EE SAEE 14(3%HE €dd &

Ay AYdtL 5H5 5 TTERS
. + Number (%0) of Patients+ g
. “ + Letrozole+ “ Blinded
+ Palbociclib+'  Alones'  Placebo+' Therapy+
Patient Population/Study NoJ/Treatment+ (N=T15) (IN= ?7}4 (N=1T2)+" (N=666)
= Totalnumber of patients who died on study+ 16+ 2¢ 'J"*-‘ &
:li’Jaﬁents with advanced breast cancer receiving either palbociclib or 6o Dn-‘ 2o T‘?—" ‘;.
placebo as a component of combination therapy or letrozole alones
» Completed Phase 12 Study A5481003 (N=172)¢ £ a + -
= Phase 1 (N=12; palbociclibtletrozole)e 0 (0 NA+A NAS NA«S
s Phase 2 (N=83 [palbociclib+letrozole]) 112 NAS NAS NAS
= Phase 2 (N=77 [letrozole alone] NA+# O (0w NA+ NA#
= Completed Phase 3 Study A5481023 (N=317p + 2 4 ¢ g
s Palbociclib+fulvestrant (N=345}" 412w NAQ NAS NAS
= Placebo+fulvestrant (N=172}" MNAL MNAS 2{1.2pw NA¢ 4
= Ongoing Expanded Access Protocol A5481034(N=03 1(11) NA#S NAS NAS
[palbeciclib+latrozole] )
= Omngoing Phazse 3 Studv A3481008 (N=666 [blmded treztment NA+# NA+# NA# T o
{palbociclib or placﬂbu}-rlﬂtozule]}d—‘
Japanese Patients With Malignant Solid Tumors, Including 0 (0 NA¥ NAS NAY o
Advanced Breast Cancer, Receiving Palbociclib Alone or in
Combination With Letrozole<
Phase 172 Smdy A3481010 (N=30) + el = I
= Completed Phase 1 Part 1 (N=12 [palbociclib alons]i 0 (0 NA# NA+# NA¢
s Completed Phase 1 Part 2 (N=6 [palbociclib+Hetrozol =]}« 0 (0 NAQ NAS NA¢S
= Ongoing Phase 2 (N=32 [palbociclib+letrozol e+ 0 (0 NAS NA+S NA<
Patients with malignant disease receiving palbocichib alone or as 107 WaA+F NA~S NA7
a component of combination therapy+
= Completed Phase 1 Study A5481001 (N=74 [palbociclib alone]} T(0.5)+ NAS NAS NAS
= Completed Phase 1b Study A3481002(N=17 [palbociclib alone]} 1(3.9¥ NA# NAS NA®
Completed Phase 12 Study A3481004 (N=31 2039w NA#S NAS NAa

[palb-o"i._lib+bonhzomt'trrde7‘:ameﬂnasona]}w-

"I 43. 20143 12 E s U AR A A5481023 TR0 A H pH A H = Apgal
= st Zr|sto] dulks X g e o = Eal

=Subject No.+ MedDEA PLM + Study Start Day/  Action Taken With
Age(Yr)/Race*s Severity Grades Causalitv+ Study Stop Day*e Stady Treatments
= Palbociclib + Fulvestrant +
= 10011002+ Disease progression + o I Ttms Mo action taken+
37 Whiter Grade 54 Disezseunder study+ 15773
= 11371014+ Diszease prograssion + ; = i R ;o
36/ Asiane Grade 390 Dizeaseunder stmdy+ 30 30eA Mo action taken+
n 11661006+ General physical health . - — piric s y
60/ Blacke Aetenioration . Giade 50 Diseazeunder stdy 16/76+ Noaction taken+
= 10701002+ iszeminated mtravaso ; ; S : }
i?‘?{h?ge; CD;:;.EI;MH: Gif:ﬂa;:;ular Disezseunder study+ 1520 Permanently discontmusd+
= Placebo + Fulvestrant+
10511002+ Acute respiratory distress i = e, =z
£1 Whitee syndrome. Grade 3¢ Diseaszimder studys 27278 Noaction tzken+
12801002+ Cerebral haemorrhage, Disezseunder study/’+ T o " .
13 Whiter Grade 560 Otherze 40408 Permenently discontmusds

BCA i E

ZHAZY =227 AYISFTF(ANC) 2 FAE Hrketr] 9F st/ kgt £40] AlF 1001, 1002 2 100314 &R
g B dlolElE AFEst FAE. o] B4 HAT 139 Fo F EA ANCE AFF ZHASHOE Mgwrd &
3 185 02 HEH o] & 7Hsd ANC #2 38727102 74 HOlHAES 7o g £a3g.

BuASYY W FES $3 ANC B3 2] BAE ol HolEE swon A WAAA AeE I
b5 3ok 8t Rell(semi mechanistic physiological myelosuppression pharmacokinetic pharmacodynamic model)& &3 & 5743
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3 weeks on and 1 week off schedule

= JAmg = 100mg
—_— 50mg —— 125mg
= FAmg —— 150mg

Simulat=d ANG (1020 |

Tirree after the firgl doss (day)

she. BE QAR A FAF FEoAM AR A met AS T 7R F ANC i FolbEo] AuEs F
of AtelF oA el dAHA BEZHUE. oMol NTH T Zd Y 4FI J5E ATHH FE &I
e Emax ZES ZFI WA AR ety oA gt mdle FEAZH| VM2 vA= FSHH a%E
7Hg & 543

gAA E2e 0 52 BHAFY mFo] O We FH ANCY A##AVL e 58S BRoF wolzl &Rwl g
A2 HF 2ddA uﬂOlia}ol ANCY oig fojudt FuF. He o2kl ANCE §9F 479l gd o o4
N ETE A SRl A 349% O & A0 FAHeH O 58 wojzghdl &Rl ghe o w2 ANC #X9 #d9|
A9, HE md mpus =X HEgoE d2HE H¥F ANC Hst xn( adir)& °F 1.18x109/LH2H, ol ¥4 3/1
oA ZRAZH 125mgs H% g oWl Rl & A woj2ekql &R Fhgko] 3.90g/dLYl 1 o FARe A AbolE

19) Aol BA. o] % Zk Ato]Z o] Hhg e A WA Al S FARE Hakdd tier AT ARl EA g
Bt ANC A Z2atd 2 3709 B AdelA o8 7Held M2 b F94F s3odM F 9 A2 & Fo a4
(€74 3/1 8 <A 2/1)l i HF 2D dfEsE EdE AEgolddt. =3 H £ FAY FFol H ¥
ANC A7 Z23d3 ddd Zloz s a3y FoAF AQd/da 2 4 FoAF 2o 42 St A= "éffok
o= s #Zd HolHE EUE of AAE BFst= Aol ofgw. F A dAHAAM Fo Al o FY dH ANC-
AZE A2 A 21 F =YL Ve G3s st o]F Abo]FoA Fol A F ANCO| #EE Zael oF 15
o) Aol U=

_& iy oﬁ
1::

ANC Z23td 9] el Fof dAo s =&d. Hskde F <A 25l disl A5 Az o 209 Fo =2PA,
ANCE 3/1 YA RT o 22 Fo 77 el 48 g2 2/1 A o 98 5 =3 g8 222 9 2 =
Zo] O% £39 TFT Fad% FRAATE S % YEeH ol fFe-4Ys mdygor AlE 53T i
=i dAs AT

SET Za U =E3-H #AE B A LY AFE-FEd BAo] AR 102394 FEI HlolHE A8t
of FH. AP 1001, 1002 2 10039 FF EAolA} o), AF 102314 FHF HolHE A4F AL BHAZYY
H e hdol § B 5EF50 Bdlo] UNSe AN

-3 88. Pfizer Ol A 2] E|ZHEHASYH U S AHolA B0 H I S AMAZ AbH| 2] g2F
el Number (%) of Patients Experiencing Venous Thromboembolic Events+

& TEAEs+ Treatment-Related AEs+
+ AS4B1003+ AS41023+ AS4B1008+ AS4R1001+ AS451004+| AS41003+ AS4R1023+ AS4RI008~ AS4BI001+~ AS431004+
MedDRA PT>< (=05t (N=MEFe  N=666% (N=T4y< (N=31)e | (N=05)y< (N=3MEb N=666%c (N=T4r+  (N=SD)%e
Pulmonzry embolism+ 6 (6.3 300w 4 (0.6 114w 0 (e 0 (e 0 (e 1 (0.2 0 (0 00w
Deepvein thrombosis+ 0 1(0.3)w 303w 00w 1(2.0p 0 (0 0w 20030 0 (0 0w
Subclavian vem thrombosis+ 00 1(0.3 00 0 (0 0.0 LT 0 (0 0 (0 LR 00
Venacava thrombosiss 0 (e 1(0.3) 0 0 (W 00w 00 0w 0 {0 0 {0y 0 (0

Data source: Table 1; A5481023 CSR Tables 14.5.1.1.2 and 14.3.1.2.1.2; A5481003 S5CS5 Tables 14.3.1.12.1.a 14312512 1451.12Db, and 145.1.245;
A5481008 SCS Tables 42.1.1 and 42.1.2; A5481001 CSR Table 10.4.2; A3481004 CSR Tables 1431201 and 143.1.2112.1.1.¢

AP FHeE Hxg —W Ago] e A5 o= § Plizerdl A = FRAZH I Aol Bud g
YHAMNHZF TEAE/AE #3 AE@E Y333 MedDRA SOC #A%d Z3H PTE BHE A S92 X 84 A
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6.6. 712 A S
6.6.1 7t A9

o

¥R otyel AR DDI AHg, #dA%, d22al e a¥e wA

T2 584 FA, HER2 =4 A4 2= dold 4 Ao
Pee 3

S

o HE JtuAY WA, AZT 3FAFAA = A T

6.6.2. ICH E5 5=

Dol W& oFE ]

z

*4 B7H

Multiplepath
ways

single
pathway-gene
t i c
polymorphis

Pharmacokin | Linear Nonlinear 93] 9 03 Fo § ZRAZHY A =2 FAF HF Bmg ~

etics 25mg QD WellA & HlEHolm MFA &3S vErd

Pharmacodyn | Flat Steep ANE 10034 =Z/9 AL F4E PRV O 58 ZHAZYH = F

amics: I Fdo] UATE A& AR Ty o] 8T ‘F 9;&% ]01514 ol

exposure-resp AgHol7] Wio] PFSol thdt TRAZYH =& &7 fn“ Az s

onse for AEFgT F Ul AF 1023004, ZRASY 4 ==& PFSOl o

efficacy g frojudh o5 Wt obd.

Pharmacodyn | Flat Steep [ PK-PD £42 o & ZHAEY k20| O ¥ 35759 Ao

amics: ARNEE AAE. B ANC AR Z2ode HF vd a/dss 7

exposure-resp o2 ANEFoAdE. o AEHoNNA B E& FAF FFEo] § @

onse for ANC A7t 253} #Ed wE-yh3o] g3 fady,

neutropenia

Pharmacodyn | Flat Steep A PK-PD 48 H 52 ZEAZYH k3] H ¥ dad 9% &

amics: do] BT AR 1311/} ZHANEY ] &% FAd nAs dEFS

exposure-resp of B4 £FHE 34 AF EFAA 3~ 45H9 a2 LT

onse for W MAER AT,

thrombocytop

enia

Pharmacodyn | Flat Steep Positivedt 4##A7E QTS ¥ ZHAZFY % ho] FAFHJAT, ©

amics: olElE QT  dAe] A" ZEASH Fo &I #dd dHA #d

exposure-resp FEAE obd S AR

onse for

other safety

Therapeutic | Broad Narrow ZeANEd AF a9 (¥A 3/190A4 125mg QD) ER %44,

Dose Range HER2 &4 A4 F3Y e dojd ¢ Aol A 848 9 #e
bed AP dFsie. B, 1R dY FAgE o dAdA
MTDo|A|RE, A 5291 Foldf W ol tiaf o @2 JA= SHHA &gt
[e]
ZHEHAEY FoAs FoAF Fas asts @49 A o8& 7hed F /A
o o W& $%A 100mg ¥ 75mE MTDoM A]zm 494 3/19]
A ZRAEYH MID7F 9l 84 R (AE 1001) 3 &1 32 =y
(A8 1010914 LT o2 SRl

Metabolism Minimal ~or | Extensive, | ZEAZHL 438t 2 £E3H(F8 A2)80 oy SFF2Yg 9 opd

(FAF A2)2 FAH e dA dAEEES T FHAsA diAg.
AR WellA 2RAZH tiAbs CYP3A ¥ SULT 2A1 E4F &3
F2 opjg, ¥ 84 F o= ﬁE Aoz grgle 4 934
€ 7He AR HuHA dgts.
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m

Pro drug|N o t| Administered | ZEAZH S FEF7] APIZ FoqHY, JBE HAT4E2 Foq HA &
Administratio | administered | as pro drug | & ZEAFHL T4 =g gAAE FAHsY o dAAE e &4

n as pro drug o fFoH @ 719dE & 202 dFEHA Be.

Bioavailabilit | High-modera | Low A7 AFAA ZRAZH Ao BT Al &ELS 457%(90% CIL
y te 39.3% ~ 532%)%.

Protein | Low-moderat | High ZHAGHS A" @4 AN Pdd W 853%)% T2 2
Binding e

Drug-Drug | Low-medium | High GRAZHE CYP3AY AT dAA =& GEAQ AAY 5A FAE
interaction 3 B Ao 23 9 F8 AA V)1HeE CYP3AY Y3 viAlE oAt

o A FEEH FFEY *FTH okE % A5AE Mol Us
CYP3A ¥ SULT2A1 549 4E& f& Ev JA&ste FE2 ZRAZH
o] ;é/\o 2 AA &8 <. ™3 CYP3A Cl,*;(—]]xﬂ(ollf_a}
FUE) Ev FEAEEY) A ALY ERE FRAZY F =F
(AUCinf)o] 7+7+ 87% 37} 2 8% #4ad.

Drug-Food [N o  t | Susceptible E T4 % =2 WE APA T AFES FAAI] A 2RAE
interaction susceptible < 243 A AR AL A4 2Hu 4= AR/ZEe Ela
to  dietary < guSle IFS 7AA Bk
effects
Drug-disease | Low-medium | High AE Ev FEEY AHN 2 AF N TRAEH FF TS
interaction NAA e FF AZdN e FFEAA FF9 #29 Hd= 97t
HA ggou 1Y FA AgedA A7 Fol U+
Mode of | Non-systemic | Systemic AT 44 38 =929 " (pyridopyrimidine)?l ZFRAZH& CDK 4 %
Action CDK 69 Zgsta w4 dezoln 71921 AAA. ol AAE B
2 IS 2y
Inappropriate | Low High ZHANZYS FALE AES 'rrauo}E EA4E 7KL A ¥E AR
Use 4 71FY 20159 1€ 2942 ZRAZHC tid Hud H8, 2§
EE %E EA #E AEE jRE
Multiple-Co | Low High ZRAEH] oA eI HE Fol 2 Jhedel AT, FRASHLES 9
medication FEO B A AP el ?—i‘ﬂ’ﬂﬁi HERAHE e 93F
o8 FHAYE FF}H 4E N ASAEE VM AR qREHAE 4
si7h AA A2 ZE3 CYP3A HAAl B frEAle WEe ok Fe
BA BERE ¢ el fle Ay, $oE v CYPA #FEAE

AP A9 A 5 A%

Abbreviations: API=Active Pharmaceutical Ingredient, Cl=confidence interval; CYP= cytochrome P450, DDI=Drug-Drug
Interaction; MTD=Maximum tolerated dose, PK=Pharmacokinetic; PK-PD=Pharmacokinetic Pharmacodynamic, QTcS=QT
interval corrected according to study-specific ~ correction factor.

Note: Bolded text in table above indicates the parameter “fit” for palbociclib

6.6.3. 7t A =47}
© AP

=l A @ HA 29 | 29 EAL fFAgeH =9 ZZE W AEE Lol FAE 2EY FEY(ductal
carcinoma) A EATH65.1%) 2T =3l 32K83.7%)ol A o WIHSHA SAsE 7 T 2Ae|UE W, PR 44

b
o WMEs A ZAE (69.1%) 20 F7<) FAE58%)NM O Wke. divre] @59 A4S A AR A ol A
$H65.1%) 2 W HAE69.8%)0] AT HolzelelA g Aol Azs ade Aars 2Aw Aol 2IE ol F,
g9l $AEL AA 2w oldd WA ARE °© wWol Weky. : 33 xA}de AAAE - F=d &4
(12%), AA ZHH23%), 135 2H3lE ojd 322 A8 U BA76.7%), DA ZAD(G7%). ke el
SFAEB3.7%)2 ol B Woky. o]HT2E A g g Uléul AZs Qo daf =2 #A9 5T A
olo] B#Fol AUNS (FRHAZFH/FWAETE WEFAT &Y 750% vs. o/ FWAEJE WEEAT A9
89.5%). old ZEE g U3 s #¥, BRAFHS Tl =l FA75.0%) % AA BIAH(T7.9%)  FARE

El[o
BN
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Table 6. Padent Disposidon and Analysis Populations: Korean Patients, Asian
Padents and All Padents by Treamment Arm: Study A5481023, Intent-to-

Treat Popularion
Korean Patients Asian Patlenis All Patients
Mumber (%2} of Palbocichib+  Placebo+  Palbociclib=  Placebo+  Palbocicliv+  Placebo+
patients Fulvestrant  Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant
=24 N=19 N=55 N=27 N=347 N=174

Randomized 24 19 35 27 347 174
Fandomized and 24 (100) 19 (100) 35 (100) 27 (100 3450994 172 (98.9)
weated

Completad® 0 o 4] 4] o 0

Dizcontinuad" 5{20.8) 10 (32.6) 13(23.6) 10 (37.0% 107 (30.8) 97 (55.7

Progression 3{20.8) 10 (32.6) 13(23.6) 10 (37.03 850245 87 (50.00

Cmgomeg at cutoff 19 (79.2) 9{47.4) 42 (76.4) 17 (3.0 238 (68.6) TFHED
ITT apalysis 24 (100 18¢100) 55(100} 27 (100) 347 (1003 174 (100
population
As-Treated (Safety 24 (100 19 (100) 55 (100 27100 50994 172(98.9)
Analysis) population
PE analysis population 15 0 31 1] 218 a

Table 7. Demographics and Baseline Characteristics: Korean Patients, Asian
Padents and All Padents by Treamment Arm: Study AS481023, Intent-to-
Treat Popularion

Korean Patients Asian Patients All Patienes
Palbociclib+  Placebo+  Palbocichib+  Placebo+  Palbocichb+  Placebor
Fulvesttant  Fulvestrant  Fulvestrant Fulvestant Fulvesttant  Fulvestrant
N=24 N=19 MN=55 N=27 N=347 =174

Age (years) n (%)
63 22 (91.7) 16(843)  48(873)  22(815)  261(752)  131(753)
=635 2(83) 3(15.8) 70127 5(18.5) B6(24.8) 43 (24T
Mean (5t Dev) 534(10.1)  SLI(I0.Q)  S37(103) S25(113) S69(117) 568 (104
Median (range)  51.5(36-79) 49.0(39-72) SL.0(36-79) S50.0(39-79) 57.0(30-88) 356.0(29-30)

Race, n (%)
Asian 24.(100) 19 (100} 55 (100.0) 27 (100.0) T4(21.3) 31{17.8)
White ] 0 0 Q 252 (72.6) 133 (76.4)
Black 0 0 0 ] 12 (3.3} 848
Cther/unspecified ] 0 0 0 9(2.8) 2(L.5)
Weaght (kg)
Mean (5t Dev) 36.1(10.6) 3642.1) 53.7(10.5) 55.2(8.3) 704175 720(17.6)
Median (range) 548 557 544 553 672 69.8
(356-73.5) (351-T12) (356-827) (351-T1.1y (35.6-1420) (35.1-1268)
Hetght (em)
Mean (St Dex) 1564(58) 1584(51) 1557(49) 1366(66) 1611(70) (161.3(7.68)
Median (range) 1563 1571 1554 156.1 161.5 162.0
(139.8-166.0) (1314- (139.8-166.9) (145.1- (139.8-182.9) {121.9-
174.00 174.0) 180.3)

ECOGPS, n (%)
0 14 (58.3) 10 (52.6) 45 (81.8) 17(630)  207(587)  115(66.1)

1 0@ELT) 9@74)  10(182)  10(370)  140(203)  39(339)
Pt 14(583)  11(579)  31(564)  15(556) 275(793)  138(79.3)
1 (%)

o =

@ &4

ol ITT 2@ A A7l Asted= Bt =9 A ASstd 9 ASsHA g vlad mady,
PFSE W ZETE ZRAZYE F7HFo 24 FouatA AZHUS. AFsha vlada 2 A@u(ZRAZH:4
°h&= 0.221(95% CL 0.060 ~ 0.818)°1$1 o™ HZ pgkd 0.0067°1%+%. PFS ##As}e, =2l ITT E3TA e A5 87&
AAITT 23T Mg adeh AR 202 ek

el BT 2 FollA 0" OR Hl&L FAR e 7 TolA 1959 SA7F PRl =23 CBR2 Hofd W 2E
FE HEEATZ2Y, 105%)° vl ZEASZHY ZW2ERE WEFAT(69, 25.0%)04 S0 §f 4 BHEHNL
t, o] Aole AFTSEHAAY AZHHA g2 AH BHA FAHCE FonetA] g2 AR AHJF(HS p>0.13).
OR ¥ CBR HI &L AA mxdo nls] dxl FAoA o v,
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- PFS

Table 11. Summary of Multivariate Analysis of Treatment Effect on Progression Free Survival Controlling for Baseline
Factors, Investigator Assessment: Korean Patients, Asian Patients and All Patients by Treatment Arm:
Study A5481023, Intent-to-Treat Population

Korean Patients Asian Patients All Patients

Palbociclib+ Placebo+ Palbociclib+ Placebo+ Palbociclib+ Placebo+
Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=24 N=19 N=55 N=27 N=347 N=174
Patients with progression or death. n (%0) 5(20.8) 10 (52.6) 13 (23.6) 10 (37.0) 102 (29.4) 93 (53.4)

Factors remaining in final multivariate Hazard ratio” 2-sided p-value Hazard ratio 2-sided p-value Hazard ratio 2-sided p-value

model of PFS* (95% CI) (95% CI) (95% CI)
Palbociclib versus placebo 0.278 0.0252 0.584 0.2023 0.395 <0.0001
(0.091-0.853) (0.256-1.335) (0.297-0.525)
Baseline ECOG PS (1 or 2 versus 0) NI - NI - 1.402 0.0206
(1.053-1.866)
Non-visceral disease sites only versus 0.176 0.0188 NI - 0.574 0.0003
visceral (0.041-0.749) (0.424-0.778)
Sensitivity to prior hormone therapy 0.145 0.0114 NI - NI -

(yes versus 10) (0.033-0.648)

- OR, CBR

Table 12. Best Overall Tumor Response and Clinical Benefit, Investigator Assessment: Korean, Asian and All Patients by
Treatment Arm: Study A5481023, Intent-to-Treat Population

Korean Patients Asian Patients All Patients
Palbociclib+ Placebo+ Palbociclib+ Placebot+ Palbociclib+ Placebot+
Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=24 N=19 N=35 N=27 N=347 N=174
Best overall nunor response. n (%)
Complete response 0 0 0 0 0 3(1.7)
Partial response 1(4.2) 1(5.3) 5(9.1) 2(74) 36 (10.4) 8 (4.6)
Stable disease 20 (83.3) 12(63.2) 42(76.4) 19 (70.4) 244 (70.3) 97 (55.7)
>24 weeks 5(20.8) 1(5.3) 13 (23.6) 6(22.2) 82 (23.6) 22 (12.6)
<24 weeks 15(62.5) 11(57.9) 29(52.7) 13(48.1) 162 (46.7) 75 (43.1)
Objective progression 3(12.5) 5(26.3) 8(14.5) 5(18.5) 37 {16.4) 57 (32.8)
Indeternunate 0 1(5.3) 0 103D 10(2.9) 9(5.2)
Confirmed OR rate (CR+PR). 11 (%) 1(4.2) 1(5.3) 5(9.1) 2(74) 36 (10.4) 11 (6.3)
95% CT* for OR rate 0.1-21.1 0.1-26.0 3.0-20.0 0.9-24.3 7.4-14.1 3.2-11.0
Stratified analysis odds ratio® (95% CI) 0.938 {0.012-73.589) 1.359 (0.209-15.677) 1,725 (0.835-3.896)
p-value® 0.7667 0.5255 0.0791
Unstratified analysis odds ratio® (95% CI) 0.783 (0.010-64.808) 1.250 (0.187-13.964) 1.715 (0.826-3.834)
p-valned 0.8106 0.5804 0.0843
Clinical benefit (SD=24 weeks or.confinmed CR or PR). 6(25.0) 2(10.5) 18 (32.7) 8(29.6) 118 (34.0) 33(19.0)
n (%)
95% CT" for CBR rate 9.8-46.7 1.3-33.1 20.7-46.7 13.8-50.2 29.0-39.3 13.4-25.6
Stratified analysis odds ratio® (95% CI) 3.750 (0.505-42.800) 1.199 (0.397-3.793) 2.189(1.391-3.523)
p-value® 0.1395 0.4661 0.0002
Unstratified analysis odds ratio® (95% CI) 2.833(0.418-31.744) 1.155 (0.387-3.654) 2,202 (1.396-3.530)
p—\'alue‘j 0.2001 0.4920 0.0002

gl ke T AFFM AY AR uppueed dd wE3e AA 2RO AR 28y ZEASH BqF 44
(45.8%) B Aol g AN(66.7%)°] BLAY FHAZH Fof- F=<l Ao B &> FHAZY

Sol. Al By &2

31.6% 2 40.6%)ET =9k

modification)e]l & o H& B8 AFTAA

7}
T o] AR s opr|E Fof dA FA Y A]E AL BEAZH Fol A B
[kol vlel(53.6%, 21.7%) BEAEH Fo =9 FAAAM =2 &R TAHT08%, 33.3%).
el St =99 Ad Folg ZERDI) Fbgkel WIEH (81.1%,

A& W7 (treatment

W3 60% ~ 98%), ©] RDI $7ae aid Add &9 F2HghO91.7%, BF: 22% ~ 105%)°l Hl&] wg.
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Table 13. Extent of Exposure: Korean, Asian and All Patients by Treatment Arm: Study A5481023, As-Treated Population

Korean Patients Asian Patients All Patients
Palbociclib+ Placebo—+ Palbociclib+ Placebo+ Palbociclib+ Placebo+
Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=24 N=19 N=55 N=27 N=345 N=172
Palbociclib or Placebo exposure
Number of cycles
Mean (St Dev) 5.3(1.94) 4.5 (1.95) 5.6(2.28) 5.5(2.49) 5.7 (2.67) 4.7 (2.60)
Median (range) 5.0(1-8) 5.0(1-8) 5.0(1-11) 6.0 (1-11) 5.0(1-14) 5.0 (1-15)
Treatment duration (days)”
Median (range) 152.0 131.0 142.0 144.0 144.0 120.0
(21-226) (21-211) (21-308) (21-301) (1-390) (14-402)

Total dose administered (mg)

Mean (St Dev)
Median (range)

Daily dose administered (_mg')b

Mean (St Dev)
Median (range)

Relative dose intensity (%6)°

11604.2 (4866.72)

11975.0
(2500-21375)

116.8 (11.18)
125.0 (90-129)

11269.7 (4800.38)

12750.0
(2500-20250)

125.0 (0.00)

125.0 (125-125)

11600.0
(2500-27875)

115.3 (11.97)
124.4 (85-129)

12031.4 (5762.45)

13611.1 (6283.88) 12690.5 (6497.48)

13375.0
(2500-28250)

125.0 (0.00)
125.0 (125-125)

12525.0
(125-36125)

118.9 (10.88)
125.0 (81-131)

11649.6 (6532.95)
11250.0
(1750-37875)

124.3 (1.92)
125.0 (109-129)

Mean (St Dev) 82.1(11.10) 08.8 (1.63) 79.9(13.27) 98.3 (2.95) 86.9 (14.56) 98.0 (4.69)

Median (range) 81.1 (60-98) 100.0 (95-100) 79.5 (50-102) 99.0 (85-100) 91.7 (22-105) 100.0 (69-107)
Patients with at least 1 dose reduction. 11 (45.8) 0 28 (50.9) 0 109 (31.6) 3(1.7)
1 (%)°

Total Number of patients with dose

reduction to

100 mg (%) 10 (41.7) 0 25 (45.5) 0 100 (29.0) 3 (1:7)

75 mg (%) 1(4.2) 0 6(10.9) 0 27(7:8) 0

Patients with 2 dose reductions” 0 0 3 (5.5 0 18 (5.2) 0
Patients with dose interruption. n (%)f 22 (91.7) 11 (57.9) 52 (94.5) 19 (70.4) 301 (87.2) 110 (64.0)

Due fo an adverse event 17 (70.8) 1(5.3) 44 (80.0) 2(74) 185 (53.6) 7(4.1)
Patients with cycle delay. n (%)° 16 (66.7) 1(5.3) 29 (52.7) 1(3.7 140 (40.6) 15 (8.7)

Due to an adverse event 8(33.3) 0 15(27.3) 0 73 (21.7) 2(1.2)

ol

Table 14. Overview of All-Causality Treatment-Emergent Adverse Events; All Grades: Korean, Asian and All
Patients: Study A5481023, As-Treated Population

Korean Patients Asian Patients All Patients

Number (%o) of patients Palbociclib+ Placebo—+ Palbociclib+ Placebo+ Palbociclib+ Placebo+
Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=24 N=19 N=55 N=27 N=345 N=172
Number of AEs 153 68 360 113 3045 1051
Number of patients evaluable for AEs 24 19 55 27 345 172
Number of patients with:
Any AE 24 (100) 17 (89.5) 55(100.0) 25 (92.6) 337 (97.7) 153 (89.0)
Serious AFs 2{8.3) 1(5.3) 2(3.6) 3(11.1) 33(9.6) 24 (14.0)
Grade 3 or grade 4 AEs 21 (87.5) 2(10.5) 49 (89.1) 3(11.1) 242 (70.1) 31(18.0)
Grade 5 AEs" 0 0 0 0 3(0.9) 2(12)
Discontinued study due fo AEs 0 0 o] 0 2(0.6) 3.7
Discontinued palbociclib/placebo due to AEs 0 0 0 0 13(3.8) 7(4.1)
Discontinued fulvestrant due to AEs 0 0 0 0 11.(3.2) 5(2.9)
Temporary discontinuation of 21 (87.5) 1(5.3) 49 (89.1) 2(7.4) 223 (64.6) 14(8.1)
palbociclib/placebo due to AEs
Temporary discontinuation of fulvestrant due 14 (58.3) 0 19 (34.5) 0 83 (24.1) 6(3.5)
o AEs
Palbociclib/placebo dose reduced due to AEs 12(50.0) 0 27 (49.1) 0 107 (31.0) 3L
Fulvestrant dose interruptions due to AEs 0 0 0 0 3(0.9) 0

ol AT B s Ry BE Q#AA 9 TEAEE HAAT BT tis] Bug 217 dAukdo= wsiA e o
T3 2L o7k UE. FHAZHF EH2EYE HEFATLNA 20%0149] F=ed A BuE BE TEY B
£ UAAAY TEAEE 3T 74 (NEUTROPENIA[87.5%]), 7% (STOMATITIS[33.3%]), 4# % 7]%(RASH, Cough[Z
292%A]), 281 91¥, 4 & 7E 9 Huk o F(ANAEMIA, Decreased appetite, Mucosal inflammation[ =5 20.8%])¢] 5.
91k EWAETE WEEAT A 20%0139 = &4 EiHE TEAEE §l+.

AA 2R vt BRAGFHY EHAEUE WEEAGFY dxloA o AF B1H TEAE(F, 15%9 TEAE Hl=
Zhol)= WZ(RASH[15% © &2 Hl&]) & 713 (Cough[16%])°l A=

o
b
ol

Ao g0l d72208%)MAM HA BRIEE2%)EYG o AF Rug wd, A9 A4S sl U 9 (STOMATITIS)
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cluster TEAEE F R oA FARISUTHE3.3% ol 252%). =<lelA o 25 B1e o3t TEAE 5 3 539 =
YA el Fod 2oE Fd AL s

T TEAEE ZRAIZY Fol @0l 3AdlA A4 29 oivl o AA(F, 15% © @& ¥l&) By 3% (Fatigue),
7+ (INFECTIONS) 2 W83 7+4%(LEUKOPENIA). 3] Z (Fatigue)= 1% ZWAETE Fof 3¢l ShatolM AA =
A i) o AHA By

Table 19. All Causality Grade 3-4 Treatment-Emergent Adverse Events Reported in
Korean or Asian Patients or at Least 5% of All Patients Receiving
Palbociclib Plus Fulvestrant (All Cycles): Study A5481023, As-Treated

Population
Korean Patients Asian Patients All Patients

Number (%) of patients Palbociclib+ Placebo+ Palbociclib+ Placebo+ Palboeichib+  Placebo+

Fulvestrant Fulvestrant Fulvestrant  Fulvestrant  Fulvestrant  Fulvestrant
MedDRA Preferred Term® N=24 N=19 N=55 N=27 N=345 N=172
NEUTROPENIA 21(87.5) 0 49 (89.1) 4] 214 (62.0) 1(0.6)
LEUKOPENIA 2 (8.3) 0 13 (23.6) 0 87.(25.2) 1(0.6)
ANAEMIA 0 1(5.3) 1(1.8) 2(74) 9(2.6) 3(1.7)
THROMBOCYTOPENIA 1(4.2) a 1(1.8) 4] 8(2.3) 0
AST increased 0 0 1(1.8) 4] 5(1.4) 2:(1.2)
ALT increased 0 0 1(1.8) 0 4(1.2 0
Febrile neutropenia 1(4.2) 0 2(3.6) 0 2(0.6) 1 (0.6)
RASH 0 V] 1(1.8) 4] 2 (0.6) 4]
Hepatic function abnormal 0 0 1(1.8) 4] 1(0.3) 0
Vomiting 1(4.2) 0 1(1.8) 0 1(0.3) 1(0.6)

@ 5

Table 25. Summary Statistics of Within-Subject Mean Steady-State Cyygyqp for
Palbociclib in Korean, Asian and All Patients (Study A5481023)

Summary Statistics of Ciyeuen (Ng/mML) at Steady State for Palbociclib

Korean Asian All patients
N H 3 1 218
Arithmetic mean 85.2 (37.1) 9.3 (33.4) 84.5(34.9)
(St Dev)
Median (range) 73.1(34.1-160) 77.6 (34.1-165) 79.2 (1.05-205)
Geometric mean (%eCV) 77.8(47.4) 83.4(39.4) 76.6 (54.3)

Figure 5. Individual and Mean Plasma Palbociclib Within-Subject Mean Steady-State
Cirougn in All, Asian and Korean Patients (Study A5481023)
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7. 4= A&AF o B 2E
e FDA 37} : 2015.02.03
¥ H7tzAM ) ARH FF3Y) dHANEAE AE

ACCELERATED APPROVAI REQUIREMENTS

Products approved under the accelerated approval regulations. 21 CFR 314.510. require further

adequate and well-controlled studies/clinical trials to verify and describe clinical benefit. You
are required to conduet such studies/clinical trials with due diligence. If postmarketing
studies/clinical trials fail to verify clinical benefit or are not conducted with due diligence. we
may. following a hearing in accordance with 21 CFR 314.530. withdraw this approval. We
remind you of your postmarketing requirement specified in your submission dated

January 30. 2015, This requirement. along with required completion dates. 1s listed below.

2860-1 Submit the progression free survival (PFS) and overall survival (OS) data and
results from the ongoing Trial AS481008, PALOMA-2, “A Randomized.
Multicenter. Double-blind Phase 3 Study of PD-0332991 (Oral CDK 4/6
Inhibitor) Plus Letrozole Versus Placebo Plus Letrozole for the Treatment of
Postmenopausal Women with ER (+). HER2 (-) Breast Cancer Who Have Not
Received Any Prior Systemic Anti-Cancer Treatment For Advanced Disease™
when supplemental application for regular approval is submitted. In addition,
submit OS data and results at trial completion.

Trial Completion: 12/2016
Final PFS Report Submission: 06/2017
Final OS Report Submission: 11/2020

Submit final reports to this NDA as a supplemental application. For administrative purposes. all
submissions relating to this postmarketing requirement must be clearly designated “Subpart H
Postmarketing Requirement(s).”

8. FUFAAETY HAAE D F3 JFEFY
o A, AY A2 A

Jim
ox,
2
i
&
24
fitl

_57_



A] o

2016.08.29
2016.05.26

3 71d
WA, E5

Ve Ms |11

7]t (progression-free survival; PFS)ell A3

H Q¥ o2 YE=
ZAgo] ZgH oA EWAETES} HE

H

i

o ol A Ldak i

1741 8

_'Gr‘_

773

)

| 2 £125me (B EA Z)
AANEHAE F7) JEekeA 2

250] 27 k()

)

A2 £100mg(LHA 7))
ZRAZY 75, 100, 125mg

pud

0|

1

s

S
AE

571 AR

0 F5 18

&3 &3
,.mO ,.mo
o o Gl
X Qo X Qo X
— Y — T = — 7r
~ ~ X
B % do < do o <
o+ X K o+ K N o =
®E Ry ®E RE B
[ J [ ] [ [ ] [ ] [ ]
il H H H
~ ‘0 ‘0 ‘o)
M o el el
i = = <
NH N Nt N
B Him Him e
e o o o
0 o X o X o <
o - N - N - Nd
= =R = W
@ < | o T W<
3
o e
X KO
53 = i
RE > g
R )
= N | o o o M o] ”mr
3 | N o o No |BF T
TR T o P EE
M Ko o O~ H o |4 N

9. Ash A BAY FLU &

_58_




