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ol mitehe ¥ AP FA R AT AddAElA HAH

3] 9 1Y 23] "HE Fo 2 50 mg (5% @ £ 150mge 0.3¥]) WA 200 mge] ofHlvh
gt & % =% (AUC) ¥ Cmax?] 17}% A &l vHslt B e 19
of & 5¢ oyl Egstglon, FAHE 78t o FAH = Cmax® AUCH A8 &
(50% CV) 2 3.2 (59% CV)AT.

200mg A7 Fol & opniAlEHe] Ao A o]&ES 45% (19% CV)oltt. ofuuiA| & H <]
Tmax T2 8.0A1Z O TH(H $: 4.1-24.0 AIZH).

w4 9%

AZE A A7 A A (oF 800-1000 2R R, vwld 150 22y, g48E 250 72
=z, A% 500-600 Z=)S AHsAE W, opiniAEH 2 1 &4 diAAe] AUCTE 9% STt
319 3L, Cmaxe 26% <=7}shSitt.

By

In vitrool A ofWrAlZ YL o4 g% vl g3 942w 9 alpha-1-acid glycoprotein®] 152
ng/mL WA 5066 ng/mLE F% H-¢&Z o7 Agsrt. IA Ao B (FF Azl SD) 2
&2 oAl E - A 96.3%(1.1), M29] 7% 93.4%(1.3), M18¢] 74 96.8%(0.8), M20
45 97.8%(0.6)% Tk 718k Hat A FE &AL <F 690.3 L(49% CV)e]t}.

Hobs Eeke AP o Aol opniAEY 2 1 &4 diAbAl M2 2 M209] HAFH i 5
Al A 94 29 553

slaboll A ofdmtAl 2] Vet H A 7F A& (CL)S 26.0 L/h (51% CV)ow, Shato] A olmubA]
gol Hit g7 44 W)= 18.3 A|7FolAtHT72% CV).
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2 gAte opdmiAlE o] digk Fo FElojdx Aot opHuiAE Y FE AEIE P450
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(CYP)3AC <&l o2 oAM= tiAb Hw, F8 oA Z2E tiEste N-desethyl abemaciclib
(M2)& Ay, 7} AL 2 += hydroxylabemaciclib (M20),
hydroxy-N-desethylabemaciclib(M18) % s} thARA(M1)o]th. M2, M18 % M20-2 o}HrlA| Z9
I Fed gEolH, o]59 AUCE dHdA edete & 4 A8 47 25%, 13%, 26%E A

SEEt
A

WAL A opinfA| S 9 S & 3] 150 mg AT+ TS & £ oF 8197t HHOR 3|5H A,
) 390h A5% Hodnd. TUE HEY $39 LS AN

EZ 2t}

il 2 R
o Sabol thE AT oFEst EA 2Aste] AR 24-91A4), ARG 1347, 14 856%)
2 AFHS 36-175 kg) opHlntAEH Y wmFol G XA okt

Al

g B oFss A4 3819 AES Al Fof(60 mL/min < CLer <90 mL/min),
& Al (30 mL/min < CLcr <60 mL/min)Z 4% % T5% 4l ol opwiA &

He| 2o 92 MAA @t 5 A Fof(Cler <30 mL/min)7k obHInkAl E 4] oFE 3ol 1]
e FEFLS deAA FUTh

b el gzt

3 200 mg oM E S AT TR §, dF opflmbAl St 1 24 tARI(M2, M18,

=
1:7

A4
M20)9] 3t 97bh 249 AT AUCO-INFE 4489 2 7152 7H Adudan=10)9 1
3 A%9 1 o} G4 (Child-Pugh A, n 912H5ﬂﬂﬁﬂ,%%+ Boh A
ZMW(Cmd Pugh B, n=10) L.1¥] F7tstslem, S5 2+ ol Al dldatel| 4 (Child-Pugh C,
n=6) 240 FASG. 3 2 BN A AGUIRE wﬂowwvlaﬂvxfgﬂ}w1Mﬂ

}_.

7= B 3t 71 T 7 AR AN A S 24417l B3 S55AI7EA] E ol

OkU A j,—_ ]

o} W npA] 2 IEH?‘SL 71} &9 A

A8 3s CYP3A 9AAl AEIUZE (483 CYP3A JAA)E opnAZ 8o AUCE AW 16¥] =
TN Aom oS HT.

Fejg22uo) (38 F CYP3A AA) 19 23 500mgS o 3] 50mg $3(50E A% 150me

g9 0.39)9] of obh We Eojah A3}, oF HA|A opEiAZY WE Ede] g opuniA2

93} 7 34 A2, M18, M20)e] A @7k 249 wAs AUCO-INFE 1.78 Z7HA 7.

HES CYPSA OAA: Wehshd @ YElol(LES CYP3A SAANE olumi2ds 1 24

A2, M18, M20)e] vl &7b7h 248 023 AUCE 27t Lewish 2.49) 7M1 AR o
A},

w} CYP3A f=A: 273 AdtidRSA #Ea(3es CYP3A F54) 12 600mg §5<
o3 200 mg £ o] oki WE Eol= ohmAZY I 1 B4 gAEM2, M18, M20)¢] Al
g7}7F =449 wAg AUCO-INFE 67% 7HAAI7t

5o CYP3A §EA: ofgmd=z, wid 9 woisd(REe CYP3A §EAE)E ofMnZ#Y




O gABIEM2, M18, 2 M20)e] A 97t 24 vdg AUCE 27 53%, 41% 2 29%
B gaA Aow dFAn,

Zygrtol=: A7 AR A & & 8 mge ZHEvle]tgl & 3 400 mg9 olWnAEY
We Fol= opMmiAE Y 1 24 gAAM2 2 M20)9 At 97bF 249 v Ad AUCO-INF
2 1929 ZAAZOH, o= Ao Fao] Q= Row wyA.

WE s $ue Bl oR ARARAN FNAEDE ohjrERE dERE EE o)aus
gl ol 2y oFEstel Y JaKon Ban e gol
ne oo U chirlA2Ye 3

[¢]

Zogpafol = A7 A Ao digh A3 FE F5AE AN @ 3] 8 mg &% ZH ol
9} & 3] 400 mg oMHImIAEFH(FlE A £ 150mee] 2.7v))e] HE Fol= Zudnjolmrt
Foig A5l mls) ZFgnte]= AUCO-INF& 9% ~7WML Cmax& 35% S7MAZATh o3
ZHgputolE vF FUhe A SR BHel gl A 1Y HA G
HEZZN: A8 A Atel] B3k YA o= e}ia% ltﬂoﬂﬁ A% OCT2, MATE1 ¥ MATE2-K
FEA Y A or Ay 7149 WEXEY & 3] 100mg £FS o 3 400mg L£FEdd A
& & 150mg9] 2.7v)) ofuniAlE Y] W& Foj= W EXEvwk Fojgh g HlE| HEX
27 AUCO-INFE 37% 123 CmaxE 22% S7MAZTh oviAE9S mExXavnt T
5o Hal WEx=W9 4 Selojdset A wAS 727 45% B 62% TAAF O, o]
& Z9oda 2 84 AZ2E" Co il SAE AA AFE(GFRA = 43S vAA Bt

S FEe St ik ARAIFA A EHAERE, oJYAERE YERZE EE A
2 4%6}011 gigh ofuwiAl SR Y] AR R FFS Al

SAH A 2E oHmtAlE Y B o]l Fo G4 dAAE 59 A £ EE ted
W AR 244 0CT2, MATEL 2 MATE2-KE A3t} opniA 27 94 AddA a2 o
A Ayoteld A& 0CT2, MATEL @ MATE2-KZ £33 Jgolelde] Alxd vjade oA ¢
g Aow Holth YA RE #HE FEAA ofuAEH 2 o9 Fo dAAE I FF FE
Al OCT1, OATP1B1 % OATPIB3 T+ A% & %4 OAT1 % OAT3E IAstA F=th.

ofH| kAl Z Y2 P-gp ¥ BCRPY| 7]delt} opntAlEd 2 1 F8 &4 tiAkA, M2 32 M20=
b & 54 OCT1, f7] &ol& 44 Zg3lgol= 1B1(0OATP1B1) % OATP1B39 714 o]
ofutt.

oAl F Y2 P-gp 2 BCRPE ATl W7sk P-gp 2 BCRP 7] &0 tjgh o]gfgh dzde] <4
A Ade gHAA ok

CYP thAh A &: opulwiA| 28 F o] A9 F8 &4 fiabAl M2 ¥ M20& A o=
ol CYPIA2, CYP2B6 %+ CYP3AZ #%dkA &t} ohinira 7] 2 o]Ae Fo 34 tialA)
ol M2 ¥ M20& CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 ¥ CYP3A4ES %33 CYPs9
mRNAE otaF 4dgt), olefdt std =4 7]d3 2319 A dde deAA ekt shA Rt
ot mtA|E |2 CYP3A4¢] 7]doln, o thAte] Abg Al 3 opumiA S ¢
A wste JEHA ok

P-gp ¥ BCRP YA Al: In vitroo| A ofHvlA|EHE P-gp 2 BCRPY 7]&do|t}. P-gp ¥+ BCRP
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SAAL] oHVAEE FEa] et GFE ATHA T,

2) WA 54

(1) B, FAolY, S &4

Nek /\1/\] ] oLoJ-rjr

2 ole QA B A M2 % M20& Al B9) Euol(Ames) AFolA £

Auolgol glx, AolUz BaE Wi AX EE AR Bx 49 FTTANY in viro FHA
A

=
o Al AMA o FEeHA Bkt ofHImAIZE L in vivo HE = 28 A A

o e BN AT Age AAHA Qg PIAAAY W F
$ 10mg/kg/day o4 2 A A% 03 me/ka/day % §FAA op

rpA S PEE 13k Fust Ay 2 AgoAe Axe A FH A Aad U AE 3H,
A BAaZ, A g, 9%, 2 HY/HYAE 2Fgesi A} JfoA o]y st §FEL A
= ol A &N A ==(AUC)Y z+7: oF 2uf 2 0.02v) i},

3) YAE

o] ki) olZulelA AAA(IYAERE EE HEZE) H (MONARCH 3)

o] A" 7oA o]dY AA QW ALE Aol 9l HR-%4, HER2-S4 AA T HolA
Hholo] 9l HA B oA

MONARCH 3& HR-%74, HER2-573 9] a4 ®= dold Fidde] v A7 F oo dig o
2k lH] 7]k Qo2 A Rl AH R0 = ofmubelA A A o} W& T2 wjA

g, A% Oz, gl AFeR oo frikekel digk Al aW AE A¥o| flv FAES Est
ATt

A9 W A FE, W g5 EE 7jE) 9 o] d(d¥) Bx LHTHl A (o= HHERA] o
AA o 7]ek 8 o] o]de] lin] 8 A %i° ol weh F3hE Ak & 49389 $atso] F2
9 A H150 mgd o] oF =& foF 14 AT Folek @ 4*}7} Aee YEREZ(EA9
80%) Lt ofGAERZ(EAY 20%)= Fof Wokth Ao AH T4 63A(RS, 32-88 A
Fom, diid W (58%) = OW o}R1(B0%)OIAUTE. F 51% 7F o]H9 A4l SWE W Ao
i, $habe) 39%7)F dotsteta e wgron 53%E WA AWS 229 W 95 AWS ztu

32 i&

A3 E 53 1% 1o] 29kakith. PFSE RECIST version 1.1o] et %7hs9lon], &7}

4 A AEe A% PFS A7ke AR B7keh da gl

29l 9 oldg(ia) wE e ayel B4 38 9T o] QaE Anh BREYL,
H AR @A) 19%7F A, A4 AE AnE R4 g

a, g do ¥0 ¥O %
R
‘
iy
o

s
) ok
M

¥ 5. MONARCH 3 ¢ 384 A3 &= H7}, Intent-to-Treat )

of ofi} ofUYXERZE Hi& | 9ok JURERIE Ee
HERE ¥E 8y HEZE B8 8

TR A= N=328 N=165

ol NS & YERE #A 4 (n, %) 138 (42.1) 108 (65.5)

4 Ul 95% CD 28.2 (23.5, NR) 14.8 (11.2, 19.2)




o3n (95% CI) 0.540 (0.418, 0.698)

p-% <0.0001

Z41ea AWol A= BANAS ARA W

SIS AT S AR A oot 15
o

A#A H9b-ggab (n, %) 148 (55.4) 53 (40.2)
95% CI 49.5, 614 31.8, 48.5

°Fof: CI = confidence interval(A1E 4-7F), NR = not reached(=8 %] %+&).

100 =
[ ~— VERZENIO plus NSAI (N=328): Median 28.18 months.
Placebo plus NSAI (N=165): Median 14.76 months

Survival Probiability (%)

a9 1. 58 AEY Kaplan-Meier 34: o] %3} ojUYArEZE EE YEZE HE QW 4
glok} olY~ERZE T FEZZE W4 2W(MONARCH 3)

ZE BHg& QW (MONARCH 2)

E
ojde] Hx 8% TE Mol uiEH 8 T Ev Fo Aol 8% HR-UA, HER2-&4 %13

MONARCH 2(NCT02107703)x= Aol ZzdlA eststas w2 Fddo] gle Wen ey
Aol AP AL N ZHAETES WE3 HR-%A, HER2-4 AolAd el e 94
of tigt 729 WA, Ak iz, r1d Aot A9 wige AW TN, W ds B 7]
EH 2 oolde] yEH SM(1AF T 22 U)ol digk wigAdel wheb 3k H ATk dak EE i
WAL Bz En 89 AR F A4S 23z A =5, dolA fuddel die Ak Ee oW Al
243 AL 6718 ole] I Wwoew Aot F 669W ] FarEo] FA9 mjAE o o] oF &
T S 14 23 AF Fosta, A WA F719 A 193 159 a8 F WA F71FEE A 1
28U F7Deol EMAERE 500mgs <5W FAE Fo watth. #A A/HAA o7 g5
o] Algel|l 5L, MONARCH 2 A2+ A A 4571 2 AE 7|7 5 AAMASS2E W&
TEE G484 o uAFEAS HA 477 Fof B EAES Ay BE AHA] dE 54
o] YeIE w714 A& A5E okt

2t dEe] FFE> 60MALCAS, 32-91 A, #A9 37% 65AHTE o] okt gl




ol o] 1(56%), A2l 99%+=Eastern Cooperative Oncology Group(ECOG) 715 A 0

T 103t #ake 20%% At deld WS YEhda, 27%+ # o5 A¥S yehdigler,
56%+< W AWE Yl

kel 25%7F GAk Uit &9 s vk &) 1797 A4 A e HE o137
MONARCH 2 Alg¢] §84 A3 & 63 23 20 2950 v}, w71 @ 594 MAd HE

of 2A% PFS FU43t ke d7atel Wrke A
Ay el % e 2 uge) 4 23 selE el Qud Asph BRIk PFS 13 #4)
AR AA AE ARE %—%‘i—é‘w orortH(3hatel 20%7F Abgeh).
¥ 6: MONARCH 2 9 a4 Z3(AdA H7}, Intent-to-Treat H)
o] ¢k EWAETE HEQHW ek} EMAETE HEAH

Ry A= N=446 N=223

o] kS ALY & U e

IREAEE e P 1 090 wog) 157 (70.4)

(n, %)

g Ong, 9%5% CD 16.4 (14.4, 19.3) 9.3 (74, 12.7)

2&dH] (95% CD 0.553 (0.449,0.681)

p-#k p<.0001

=24 71s 3 AHo] A& A

A9 ARH B N=318 N=164

A#AA vk-g-Ea (n, %) 153 (48.1) 35 (21.3)

95% CI 42.6, 53.6 15.1, 27.6
oko]: CI = confidence interval(AZ +7F)
afhd W+ A g

00—y —_ \{ERZEMO piusﬁu vestrant (N=446): Meman IE A4 months
cebo plus fulvestrant (N=223): Media 7 months

E 6=

}

1.

i T 1

09 2 A9 AR Kaplnveer 34 o b EAAEAE we oy o b
ZHAEHE ¥HE QW (MONARCH 2)

13 952 %F55(DMF) At

O opuulA|Z3, 4253-10-ND, Eli
Cork, P17 NY71, Ireland

Lilly Kinsale Limited, Dunderrow, Kinsale, Co.
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i 5ol o2 BAol 219

13 RRAZ AH83E U(AL 3 8) 05 BT HEATRRTA AZol 27 )

A ZHAA 3, 457 AN Y EFTRLFO BAAYCH ol tF $F2ANE, AN A%RA
g 44398

TTHLETY S, FEAL FeolA 7RI odie s ANE §¥F2A/E ¥ 27 BUHYoE
SF2d FolA A3 CYP dA At BE A Fof 2 ddst] AT FHEFLS BT H AU

ARABANA, B3, A BT B FEA, FAA M@ A BF, obAolel, AA BTl B

3 A BT, obotel, A BAT U FEH, AHA ML A SFaARAA BT
atel 357 ol¥el MAT 223 549 Z7bh UL, Monarch 2904 FoF FHelF 1Y o)) BT
HA A 38 F 20 BFUCE Bl o|F AP NPT PaFA BA D AU 24
o} ohilvhIFYT FRBAL GE AOE BRYAIIAANY AE 97)

1. 719 =& 2d J JHLZE o 2 Xz

11 AFRR

o ofgZgo] mE EF{(Pharmacological class) : 3Hd kA (421)

o FEAE 7]14W: CDK 4/6 AAA

CyclinD

G2 \ "
m = Rb -e ‘ cell Cycle
Short-term :nll

cycle arrest

Reversible growth arrest

Prolonged :elll ; Antitumor
cycle arrest l activity

Senescence and apoptosis

-t

* CDK4 and COKB, through partnering with a D-cyclin, nullify through phosphenylation the growth suppresshve function of Rb

= Abemaciclib revers/bly inhibits this phasghonglation and rescues the suppressive function of Rb thereby preventing entry Inte the cell
cycle and bocking tumar cell profiferation

* Contivuous exposure to abemaciciib results in irmeversible growth arrest by inducing senescence or cell death by apoptosis



12. 719 2 /A4

U Ao B3 AF: v=37F (2017.09.28.)

37t =7t | 87t Als + 37t 9 4 A o7
4 ol ol
1. Verzenio(Abemaciclib) 50mg/tablet i?lj aj?e 28
2. Verzenio(Abemaciclib) 100mg/tablet | ;70 4" g ol | =Al =
o= 3. Verzenio(Abemaciclib) 150mg/tablet I%/I%1n8alr_ch 23E MZQBE 2N B
4. \Verzenio(Abemaciclib) 200mg/tablet of thah 2ol e

=

13. A4 A5 M8 2 N5

HR+ Z7] skl oigk @4 A5 dfdgoddels B8k, a9 oF 30%7F dWe Ads vehdth
(Reinert and Barrios 2015). $A47F Bz W< wpzl & ddo] gl 7IZHDF)Y 9% F ALstdAd, 15
o Hx e &do] 27 WrI7b ofe} o] IRl A --(denovo disease), ©] AW T o] &4 =3
of e¥log ARHA gon, dntHor HA AEo|] H 2390 AFHE AA Ao dn. &xf
2 e A7 Boh 3R 8 el gk ol
H=t o)Ed AEe ARERZA FEE TaAIIAY (F, aromatase FAAI[AL), ©
224 A¢E 9go2H (F, SERM/SERD) ©|& 8% 4 3t} European
School of Oncology-European Society of Medical Oncology (ESO-ESMO) 3rd International Consensus
Guidelines for Advanced %% (ABC3)v= WitHl W9 &4 v A7 dAY A& wkgo] 8757
F= @, WA dEe 24 stelAE iy a¥le] HR+ AWel tid ds=E deolgta FAdTh Al
HEE tamoxifen Aol ¥E5H A7 olystd, §74 A A, AYAHSZ tamoxifend] WER] &W
A da AA/AAE AAsHE Aol EFol "ok HA § XA E Al &9 ¢] HR+ Ao tigh
A8EA Y 7]Fo] Hoh =3 13 ZANA fulvestrant’}t ATE M, anastrozole o Bla) PFSY 7|4
S YeR A th(Robertson et al. 2016). UFAIBtO. 2, CDK4 ¥ CDK6 AAA = ol HR+ (HER2-) Hol4 &
o giste] Als¢t BH&sts Hx Uin 7|8t e o s weson, Ad 309zt 7 fod A5 JARE
a2 iley
Hz W&EH aWolAM gzt dwo] JFsHPAY, EA7E AL B HEE S B e
= Bz Uyid e¥e v 3 dnt AuA ghobA AP A, ol AW WEH SR Wed A
EFET (Cardoso et al. 2014). AES ThdE &R a¥o= A5E o, Ao LT ute}
259 o]ee HAHORE 7HAEA Huk: letrozoled HE A FA AR HEFE(ORR)S 32%°]m, &0 Y
4 214 fulvestrant®] ORR2 14%°]H, Al B354 Z7 o)A exemestane®] ORRE 1.7%°|th. W&H] 7|4k
aWe o o} A8 olo] glS wWrkA A&E Aelth Al 34 A IA(BOLERO-2), FDA 93 HEE
everolimus + exemestaneE Fg 49 tF-Fo] WA AW EAE Ve, vpAE U EH] 8ol A
A ¥ A BAdE Busta A WA AP F ARE E O WEH S ko gAY
ol 7bed ¥ Ax =A FUsarl e ArlstaA dt= vbES AARG W28 2l i W
Aol S5 3 FUsanie) drle oY 9 219 FAEdA T2 270t CDK 4 3 CDK 62
SAgol Hx WEH &¥ F AW JPE yekd o EH a9 frade MAAAMZ F e HAF
ok o] #;AAEol Agste F7b AP AlYt WESHE  tamoxifen, fulvestrant, megestrol acetate, 2
everolimusE 233l o] &=t (Cardoso et al. 2017).
T Wi 7Iek 8 F 3 F9 Satel] g ARE wg S0l o] AW

Booa2

&

P

lo PH

A

o

BgAHoz Y



= 75 [NCCN 2016]), ©] Al
Fasstane]

(5, Tl 3MY WEH 8 $ wkgekA] gAY, 4ol de iR dsto] Q)
7l WEH &3] § o HAG X g Aege] HA Rt o) Tdd & HNE =
& Aol A 59 ZFo| AT A F7] By A A7 §le 204, anthracycline- =+ taxane-7|

QUES vz B2 Ve Ao Y, FANTWel AU B tstel oF LUEE AP
oz wEn.
24o] BastA ge

F7h AEome

Hk
@Y AEoZA HER2-mBCO w3 1z F¢3tst eWozw ALgsE A9

Anthracycline ¥ taxane®] X% ZA3@o] Je(BE 8 Ev do] =7), ¥ & F439

H
FAEoAM, Y AE capecitabine, vinorelbine, =& eribulin®] A3 = AEo] #

o

gemcitabine, platinum A4, taxanes, ¥ liposomal anthracyclines®] $1t+ (Cardoso et al. 2017). A7} A

=X
54 g aie AT ¢ e A, g8E s SdHA 42 2 RS0l =UE ¢ Jloh Ao
[¢]

4 20 AAE 12709 AESH @

(O’Shaughnessy et al. 2002; Cortes et al. 2011; Krop et al. 2014; Kaufman et al. 2015).

15 ARFFY 7R A WdolHo A% A

o T £Y FU T UPAY ZHRRY)

(o)

T

detstanoA AFE vehd F 7)g o

(I3Y-MC-JPBM(b)_v | AH|20]EA olzutetx] AA|A] (Anastrozole E 3

IND 291 9
AAAIAAZ A No. Title Phase T
HS

22227, HER2 SAZAXNSEAN T A
e Ol**o;r“”oil] P /gl Eﬂoj EHHOAOEE«‘E + 201400326
(I3Y-MC-JPBL(d)_20 | _°c™m o= "1 = 1€ R
160426 CDK4/6 SR|A| ofulotA]l 2] AN, o]F (2014.04.01.)

: whd, ordiE, A3 GAAE

s2@ »8A &/, HER2 374 Z4X9 AUy

T Hold ol Ui o] Ay xo] oisgt
13Y-MC-JPBM o A QW] A7ol glo] HFS o oA H

201400595
(2014.11.25.)

=
V1_20170418)) Algh deot vlusks SA9 8, S0, Al 34

er.16Dec2016) L Letrozole) @ CKDK4/6 9AA|A] LY2835219 &

L oolofo] RaLY wj, olF Wb, 9o dix,

A3 DA

T4 AR Te Aol FHdo] e odolA
I3Y-MC-JPBZ FUAEAES YESPIL EoIA g opol 01600086
(I3Y-MC-JPBZ(b)_23 | A| ZH+EtAERUO] F8/dE A} AHSH & 2 (2016.09.08.)
May2016) EA ot QY+ ESFARERTL  HlWshs  A|24,

Aoy, ool N, BN

oY, guE 9. 27] ¥7], seE 28
I3Y-MC-JPCF Fd. At m GRRIAF ~EA 2 8. FYY
(I3Y-MC-JPCFV_10 | &xtof] distey EE EAx UYEH] Q3 HAsH . 201700355
Mar2017(& Al | olHoAl 2™ R8s BFE EFX U2Y] ¥ A (2017.12.15.)

A

ok 12-157) Qo)th




2. 7=&dd -=8|asty 44 A M=
21. 959 %F(Drug substance)
21.1. dEAE

o WA : opluAEH

o AWM : abemaciclib

o B2 : CyHpF,Nsmw 506.59)

o 724

2
0z
1]
2
B
o
A

F

—

F
N N

NH\I.«/—N )\
poUs

212 959 %F NFEE

HU
Kl
LA
i
o
HL

B4 WM EANE AAA (DpH O WA%E [0 248 [
AY B F9EY B AFENAY 0335 O]
CERTES N RN
WA EE, d4s) B A%
A BN,

22. $tA| & %F(Drug product)
221 A7HAY F7 (FAMA, JAEA, AALA, HolAd A= BT

W B SANE AR (OpH O¥F O71F)

cEAE (B Fd=d 7)) O dx203/58

O S48 O 71eAd B FEA8 O ZEF/AeF- A9

A §go] HFE F5 WE AP

AAAN

W esl/ 8 éﬁ(%ﬁ)ﬂlz}/xﬂzﬂ#g*é AN O A=AF/AAEAE
O 554012/ 8 [ FH2F A G/ G 27T I

O A3 O e =AY O =88vHAND [ 28401249




O 92e5AE O A=E4/99484d O A9 g
NG E) 45H F+ ME AT

[ 8484

O 71etA &

i

TEFAY : LAY, FUAATY, N2 0AE, 2EAE

=

*7IBAE L mAEREAY, R YAENY S

32. &7 9 okF A

33. ARAE & Q=9 IrtER

o AAAE 78], AL2HI(1~30T), AZYZHEH 2471 €

34. A U7 AR 92
o A2Y ZAAR wat AA A D AL7) e gyl

6. AAAI B Mo B3 KR
61 AN EARY AHHGCP £%)

o S7IFA ABAET

of
X
)
S
it
2
L
o

o PPARHANE : F 174, 14 117, 24 44, 3% 24

o N AHSFE UFsE A4 42" JPBM, JPBL, JPBNY




6.3. BEGAGA Y
o AAY MEHAAA AAAFIY ALl MARE A5, OF AF FS Hlwsts FE3(PK) A g0l
U HlngEA Y
- AFTHA A Z2AYPNMY B 5S0mg FHOE FHEHEE G AE AFY WSS o&sto FYH A
o s AMET APL Ad AA o]&E APBY-MCJPBS [JPBS]), ¥ TE& AT A¥ BBY-MCJPBN
(MONARCH 1), I3Y-MCJPBL (MONARCH 2), ¥ 13Y-MC-JPBM (MONARCH 3)& %33ttt
- AA ARTL AA AY; AL AR AF)S AP A7|® ofye AT} Fos
ol7] #1af ALHAT T1 BAl AP 3571% 8% F w55 2Fstn, HgH oz A AFL o] &s)
o kst A FF 2 A7]2 50-mg, 100-mg, 150-mg, ¥ 200-mg FFS ATk T1 FA AF(0-mg 2
150-mg )7 C3 A& AY 50-mg FFH)E vlund BESH 554 Aol AAHAJTG (AE 13Y-MC-JPCC
JPCC)). AESH F54 Adol A" A4 wxs H2 100,000 @9en, AZE 442 2719 1/10 o
Foldth Ed, AESH 54 AF WiAE Azxsty] s AHEE T1 B4 A¥ 2 T8 AA 12 4
A

A 8l AgE A A 3 sAE Axdted Aed A3 Fdsih

i}

K
e
—m
s
av
Ho
fo
4
i
N

AlE
= S -
A t] =)ol SIS Eoju 77k 37t A8 A1}
lﬂ = fu e} T o H pu w2 f= =1
e T
7}
N2 & O S X3
A He AP et or T
Parameter = : Ratio of Geometric :
ps Treatment N Geometric LS Mean oA 20% C1
Abemaciclib
i C3 (3= 0-mgstrengl) 76 3006
i ;f;;‘ T(1* 150-me strength) 76 3071 10 0975, 1.08)
5 | TG S0mesmensth) 76 3092 10 (0.981. 1.08)
i C3(3 = 50-mgstrength) 77 3133
e hfjnh Ti(1= 150-mgswengtl) 77 3170 1 (9.976.1.06)
Ti (3= S0-me strength) 77 3180 10 (0.979. 1.08)
. C3 (3% 0-me stremgth) 77 912
i TL(1 = 150-mgstrength) 77 512 100 ©.95L, 1.05)
o ¢ g strength)
339 E 150 mg2] ®mh) g G Stmeskemet) 77 1000 103 0979, 108)
=, TS = T
abemaciclibs& 78 e L 00
o} 7] & , _ ) _TL(L% 150mg srenglt) | 77 200 [ 0.0
A 1 7 Al AE (T, 1 X g G303~ Wmestrenglh) 77 3008
A1A, | A% 150 g2 T1 G SCmgsiensth) 77 300 I ©.0)
JPC| 2A, = | o mg &5 ), Cmax Total Active Species
o/, T - (Tl 3 X 50 . C3 (3% 0-mg strength) 73 13735
o mg AUCyae s pa——
C 7‘4:,4 HH A1 0] AUC SUCER 7 (1 150me shengih) T3 13730 1.00 (0.967. 1.03)
o 1, ,Q_B}: 1) 7]_] & (o) i 2R & z
3 o %) 2 A T1G % Shmssrength) T3 14058 102 0990, 1.06)
4, E]'/‘] 89 s C3(3 % 50-mg strengl) 77 13998
7], A} (C3, 8 X 50 mg mw;:)c T1(1 % 150-mg strength) 77 14025 100 0971, 1.03)
» = _9_31:) [S=4 1:]-§] =l T1(3 % 50.mg strensth) 77 14286 102 (0.989. 1.05)
/\] &) o o/— - © C3(3 = 0-mg strengll) 77 32
= T Eo Comf@M)  Ti(l*150mgstrengl) 77 34 099 0943, 1.04)
TIG* 0mgsmength) 77 47 103 (0981, 1.08)
C3 (3 » 50-mg strength) 77 8000
) TLO 150 trenet) 77 200 2 (0.0.0167)
- C3(3 % 0-mpstrength) 77 2000
T1 (3 = 30-mg strength) 7 .00 o ©.0)
Abbreviations: AUCq., = area under the concentration versus tme curve from zero to mfinity; AUC) 10, = area
under the plasma concentration tme curve from time 0 to last quantifiable plasma concentration: C3 = capsule
formmlation, 50-mg strensth (reference treatment); C1=confidence imerval: €y, = maximmum observed dug
concentration; L3 = least squares; N = munber of subjects; T1 = tablet formulation (150-mg strength and 50-mg
strenzth; test treatments}; tmay = time of maxinmm observed drug concentration.
Model: Log(PK) = Period + Sequence + Treatment + Subject (Sequence®Site} + Random Error,
tonx Was amalyzed using the SAS procedure PROC UNIVARIATE,
3 Medians,
®  Median of differences (Test— Reference)

o (3B BA L BE B Ud S4B JHSAEY FF EE 2B HANTA A P




. o o
Ho 2} W
abemaciclib®] AUCO-co % Cmaxol| thal z}z F7
How o 27% % 35% 717 HEE
Parameter (units) Treatment N Geometric LS Mean R”WL;'_‘T::::"' © ggmcr
AUCo (ghoimry Tt ! 908 127 (118,136)
Fed 29 4941
o (agimL) F:::d ‘;’ :if 135 (125,148
5 () Fasted 80(6.00-12 00p 0000 (0.00.2.00)
=z 7H _‘?_ o Fed 27 8.0 (6.00-12 00)2 -
’ Zj 701- 200 mg %_ Eolr Abbreviations: AUCy... = area under the concentration versus fime curve from zero to mfinity. C = confidence
22 a | 2 _ interval. Coyy = maximum observed drug concentration. LS = least squares: N = number of subjects: tus = time
JPB 3 A | (C3 A% AF, | Cmax of curvinum obéervid drug cscentrativn
Xé , 2 /\] ’ Model: Log(PK) = Sequence + Period + Treatment + Subject + Random error, where Subject was fitted a5 a
U _ ?_]_ , 100 mg —g—%]:), 1 AUC . random effect.
7] s E_X]— _ = Note: gy was analyzed nang Wileoxon signed rank rest
8 30133 :gl _roq 3 Median (range)
}\] 'c‘yj b Meduan differcnce
* s
St 3A}ol A abemaciclib PKe] =2 i<l 3+ ¥H-sA
(200 mg @3] o & 77% 2 59%, 27 Cmax 2
AUCO-o°] di3l; PopPK —Fv':“) S 1 W A
ANPGRS i e® g o AldelA A ud
Z 2]A} 3 abemaciclibg x=%o] °F 30% S713 A
o QA foldol Yt Aow BHHA BE
2 wdF A4 5 relw  AduAAs
abemaciclib =%°] Z7}8}¢] abemaciclib AUCO-o
150 mg2) 2 Cmax7} 42 13 % 2 29% 7ok
e o
maciclib= g .
3TE, aqu _]e a C_&]C b= e Treament N GeomemieISMem 0 ofCeometic - ggq, cp
A A
7] —, Z‘“ 1 le] ] 'ﬂ (e} (Tl, AUCq 50 Fasted (Reference) 23 3612 113 405139
A i A 7|1 % 150 mg & Gelval) Pl % 085 ;
a7 3
o &7 N AU, Fasted (Reference) 23 3684
JPC 1= ,X]"(v)’] HHy ?l’ /‘é %), (Tl, 3 X | Cmax (nghrml) Fed pi} 4157 12 e
C 2 T =5 el ,|50 mg &%) 2 | AUC Come (ngimLy i:?d B Ej igg 120 (120,140
| C 3
’ — 894 Ma AF (C3, - Fasted (Reference) | 23 %000
7], =k Q Fed bt} 8.000 il (-2.00.0)
Al & 3 X 50 mg [¢] Abbreviations: AUCg = area under the conicentration versus time curve from zero to infinity; AUC gl = AF2E
] 1= E]:) Ie) i q_il | under the plasma concentration ime curve from time 0 to last i plasma - (1= confid
o /— JES (¢} imterval: Cpay, = mavsimmm chserved drug concentration; 1S = least squares; N = mumnber of subjacts;
:rL = Cq tax = time of mazximum chserved drug concentration.
N Model" Log(PK) = Period + Sequence + Treamment = Subject (Sequence) + Random Eror. tmyy was analyzed using
SAS procedure PROC UNIVARIATE.
2 Median.
b Median of differences (test — reference)
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64.1. AT AR EE

Al MY FFFAFPK)F Hx HFF Aok 8T

/\]“_:41 I:]X]' /\]—1:1 Toqt]o]—tl, %7]— /\]347-’]}1]—
He | 4 oAt 713t A n T
- LY2835219 275 mg QI2HE Foi3 3% F 2%°] Grade 3
FFael gle Id ¥ v DLTsE Yehilal, weba, MTDE z#etsleh. A%
A A A el gAE vt whel, o] S EC] B3 T % T
EF-37F 7IREE A 50 i, F7F 8% SR AAEA @ 1 gEoE we 8%
Ly | me QaaHel 419, 100 meg §-E<1 200 mg QI2HelAl, 79 5 1% % DLT (Grade 3 3 %)
aep | Q24Hel 31, 150 mg Q24He = YEhidY. webd, 19 23] 8] s MTD+ 200 mg
=y | 3%, 225 mg Q24Hel 3%, 75 | MTD 12HZ ¥ dch
JPBA | 220 | mg QI2He 3%, 100 mg | Cmax |+ 50 mg ~ 275 mg 8% W9l &3 Fo] ¥ abemaciclib®] ¥
= QL2H 47, 150 mg QI2Hel | AUC | & W AlzF Qo] me Fol= =¥ F45 5402 Jon
s | 3%, 200 mg Ql2He] 779 tmax SIS Tl F 4 AR ~ 6 A, 200 mg
% | 275 mg QI2Hel 3%, %339 abemaachb @3] Fol § 7|8l Bt wbg] (t1/2)% °F 21 Al
6709l TF Seol A A Zhollrt. okgsta WAl 5AQo=AM CV gle] 37% ~
150 mg H& 200 mg QI2H, 86%, 3 43% ~ 90% WA 150 mg % 200 mg @3 73
1927 T el RgE wE WA AT RE A4 Sl A%
50l &S AL




Al S 4 Al @ E o] v 7
G E ST, | 2 I
iz | o IR 713k i
+ abemaciclib 50 mg ~ 275 mg @3] Fol & A7+ A3 u}
2 g% M2 W3t ZoFE M]3 tmaxEs 5P SR ) 7
F ERF 3 AAICl M20S tmax =%Eko]l © Zol 150
mg 2 200 mg 4‘-’”’*01]’\1 ok 10A1ZF Al el =eEdT. + &
A HARA 9] t1/2 & abemaciclib®R T A o™ 200 mg &
Al M2 9 M20°l tig et A= 242 36 AR 332 ARE
A=A
. EV__Q_EQ] a4 23
Cohort Best Overall onse Duration of Overall Responsed Median PFS
Response DCR CERb
Rate
'NSCLC (Part B; N=168) = 7.5 and 7.4 momths (2 pts) 2.0 months
KRAS mutant (8 =29) = 74 months (1 p) 2§ months
KRAS wild type (N =33) =3 7.3 months (1 pt) 1.9 months
EGER mmutant (N =6} = = 2.4 months
EGER wild type (N = 33) - 73 and 7.4 months (2 pts) 20 months
LY2835219 dose 150 mg QI2H (N = - 7.5 months (1 pt) 2.0 months
L¥2835219 dose 200 mg QIIH (N = 4'\) = 74 months (1 pt) 2.6 months
GBM (Pt C. N=1T7)€ = = 1.1 months
Breast cancer (Part D; N=47)d 13 4 months 5.8 months
HR: S 13 4 months. 88 months
460,995,923, and 532 months (4 pts) 7.2 months
13 4 months 8.8 months
Not reached 8.8 months
10.05.3 68. 532, and 13.37 months (4 pts) 4.1 months
55 monhs (1 ) 2.0 months
- 2.0 months
55 months (1 pt) 20 months
Colorectal cancer (Part F, N =15) = 19 months
HR:+ Breast cancer (Part G: N =19) 211% 78.9% 63.2% 161 513 394 and 1 87 months (4 pis) 8.8 months
Abbreviations: CBE = climical benefit rate; DCR = disease control rate; EGFR = epidermal growth factor receptor; GBM = ghoblastoma multforme;
HER = buman epidermnal growth factar receptor 2; HR+ = ptor positive: NSCLC = non-small cell lang cancer: PS = progression.free survival;
pt=patient: PR = partal response; Q1 7H = every 12 iours: SD= suable disease.
2 Median duration oF response is reported if =5 patients had a response m each categary, Ifless than 5 patients had a response. mdivicual values are presented.
b CBR (percentage of patients with a PR.or SD) -4 weeks) is reported for the breast cancer cohorts (Part D and Part G) ondy.
© Notably, | patient who received 19 cycles of freatment and | patient who recenved 24 cycles of treatment remained on featment with SD af data cutoff
4 Patients progressing on an endocrine therapy prior o study entry were allowed to continue that specific endocrine therapy upon which progression had
occurred with the addition of 1 Y2835219. Ten ofthe 47 patients in Part D ccntfirmed an endocrme therspy upon which progression had occurred mchuding
letrozole (3 patients), fulvestrant (2 patiens), kuncrifen 2 patents), exemestane (2 patients), and anastrozole (1 patient). Four of these fen patients had a best
1tesponse of PR.(40%) and 6 had a best response of SD (60%).
+ o] AlgolA abemaciclib, A, 2 ¥WE A4l anastrozole,
letrozole, tamoxifen, % exemestane®] PKZE H7}gt}
abemaciclib B tAMAO] =F2 o] Al Frhgk theFet ¥
& oWl dAg o A A1y A Study 13Y-MC-JPBA
+ abemaciclib®} letrozole, (UPBA)IA @ A AZA #HFH abemaciclib 150 mg %
anastrozole, tamoxifen, WX 200 mge =&¥%= A} Study JPBA Z e} wpzlrlA| 2
exemestane W9 okdAA] A 150 mg % 200 mg QI2H o= =g =2 A2 HA
yorde HR+ % HER2- o
mBC &=x}ell A o7} + abemaciclib& letrozole, anastrozole, tamoxifen, =
. 67H9 oA 7t AH 3 exemestane® W&3sto] HR+, HER2- mBC o/dolA Fo&
E ARE D7 Fola]l 200 A B AR S A RE 2 FFE, a3 AlFeA
14, mg abemaciclib Q12H + H|A MTD TEE AAbel e #F s vEe® ¥ w 150 mg
ppy | BE | 98 ade 89 F719 || Ql2Holtt
_ max
£ | A1YHE A28Y7HA 19 13 AUC o 500~ LS00
AHA o E [rhey 33
=% et 20 Wel AE »A 8E 400 SE 400
(letrozole 2.5 mg 19 13)), gg‘a E2 .
3 00 | 300 4%+ ‘ B
16 #o] IE B (anastrozole %E . 28 ot
- 5 =3
1 mg 19 12), 16 o] = S - HEE M -
: & e s | $os .,
C (tamoxifen 20 mg 1¥ 1 ;g 100~ _/_p* Eg 100-]
), 9 15 HHe] H|E D 2 |4 ELO
- T T T 1 TTT T "I 7T T
(exemestane 25 mg 1Y 13]) 2 4 6 8 10 12 2 4 6 8 10 12
] %iﬁﬂ ﬂi 1§] ]5'] E‘I] Time (hr) Time (hr)
- = —a— Abemacicib {200 mg) + Anastrozole
+ Abemacicllb 200 mg) + Exemestane —a— ADEmACICID (100 mg) + Leworele
e S
T ienpiing, L i e
K e
T pnm lomk el
Se e b el
)0 mg) + Letrozole
P o e
Abbreviation: br = hour.
ool 9= AP 13k -
Sea na wiom Y £ 200 mg QI2HS] M E0IA] 1719) DLT(24)7h #asi9ch
A} diase 10 - @3 AT Fo ¥ abemaciclib®] PK ZEFYL =y F4
1, | AmsE, 100 mg | MTD | oo @0 ] e 2o % o
JPBC | €% | abemaciclib Q12H (n=3); A2 | C g sdem SR tmax FRUE el & 25 - 6 AW e
3 abemacicli n=3); max | ey’ (/0 wel= 149 ~ 97.5 ;\]7]_01041;]_ ok= 84 WEAo]
% | ZZE, 150 mg abemaciclib | AUC 2w T o ol m e oty
oy ol - & Zo= Y Cv7F HAdigk 87% 2 94%° o2t} (77
QI2H (0=3); 3t A3HEE, Cmax % AUCO-tlastell thal)
200 mg abemaciclib (n=6). = ’

64.2. WA Ao i PK (Mgt 519

o« Aol B2



1) A 7oj

AL B 55 Al Ao(CLer >30-89 mL/min, Cockcroft-Gault [C-Glo]| Q& =A]) XS0 st &3 =

Aol Qe =t 5% Al Zo(CLer <30 mL/min, C-G), T7] AW E+ FAZ ¥ &XpoA ofdot
(e]

A2Yel obsete AR oot

Abemaciclib @ CIARIE A18e B3] G013t £F02 MAA Ch PopPK HlolElAIES] 483% (wo] Aet
ol Al 3 A 15 2338, A5 A Aol 1869, E= 353 Al o] 64% manol ALmol that PK U wlo|Ae)
ol 2efojeld Zejofia Hust mapelgicy. 3eofeld FeloliAt A5 PopPK @eloA gojat Fuol
o}ig1o 0} abemaciclib i ORIA STk 35 Al ol #Ab B £ gL ojgt Alet g

i
)

o o At
== 7t KPoﬂ %}Kt(ﬂ Eﬂ?_]— QaFr A
%% 2t 2ol (Child Pugh-C) gx}o] 3¢, o] <ofo] £of WIS 19 13]2 &t}
2% A ool gigh ¥-& Fot= ofzutEA AAA] E= EHAEREO Ot 8 £2F QU2 SVMAEE
i,
3. QA oAk
2) 2t 7ol
e Bt 5= P Ao (Child-Pugh A E+= B) &xp50] tier 8 272 B AsHA] ot
259 1 7ol (Child-Pugh C) &xl=07] o] oF2 Fog = §£o ¥z S Z0lth
= =4
H3 | 9l o=k W, 71z | W ©
« abemaciclib®] AUCE thx AlddAel 45 == 55
b el ARl A v Alnh T 3 el Al oA
718t H A& AF (least square, LS) H4 AUCO-o0 = Wz
A A BgE AR 2.09 W) o E3%t (90% CL:
1.33, 3.28). &35 3t Gl Al@uidAtoll A 718t LS Hat t1/2
2 Oz ARl A #EE Rk o 2.30 ¥ 9 A
o} (90% CI: 1.78, 2.98).
z z Ratio of Geomerric LS Means
Parameter Hepatic = Geometric LS mean R 2
359 (Uuits),  FomctionGrop ©09% CT) (e TR :“E"’“"“
A1, B 7 7% ATCh taut Normal 10 412(3364,3787)
’ _ (aghrml)  Midd o 4181 (3141, 5565) 0.948 (0.639, 1.41)
(n=10); A2+, A= Moderate 10 4761 (3630, 6245) 1.08 (0.735, 1.58)
g A i bemaci o i::; :L 8255(5816, 11717) 1§7(1.20,291)
1 *J_, (Child-Pugh A, clib 200 ooty s > ; b ey
PRV @ 3] | n=9); A3, FE5F o3 Cmax Severe 6 9307(6509. 13306) 209(1.33,328)
_ m i Conax Normal 10 133 (100, 176)
Fo, | Fel AFUSA ﬂg_—rL = | AUC (g vy o 108 507 146) 0818 (0,343,123
- o 3 e Modera 839(633. 632 (0.425. 094
N (Child-Pugh B, o pison by 1S6§f;9:,?l;l<l)) Olais{g;u,?sa)m
n:lo); ‘;.l xﬂ4l‘f7 %— ty2 (he) Normal 10 ;59(2&4,3?9) ~
— v 1 AL Mild [ 331(28.1,300) 139 (L10,174)
Z 7F ol AF A Moderate 10 380(324,444) 159 (1.27.199)
X 55.0 (449, 67 230(1.78.29
Z (Child-Pugh C, == Al ietan o Diteeses
_ Parameter Hepatic . — (hepatic impairmens - normal
1’1—6) N {Unm'j Function Group N Bedian (i, mt ) S Ell:fpali: !ﬂ'ﬂfﬁ:;
(approximate 90% CT) [p-Value]
e (B Nomual 10 70(3.0,80)
Mild o 8.0(60.10.0) 0.1(0.20)[p=1724)
Moderate 10 9.0(3.0.240) 200, 4.0) [p=0985]
Severe 6 240(3.0,241) 16.0 (2.0, 18.0) [p=.2206)
Abbreviations: AUCq.,; = area nnder the concentration versus tume curve (AUC) from time zevo to time t, whese t
is the last time point with a measurable concentration: AUCy_. = AUC from time zero to infimity,
CT=confidence interval: Cp,, = maximum observed concentration; LS = least squares: mas = maxinmny:
min = punivmm: N = gumber of subjects; 1) 2 = half-life associated with the terminal rate constant i
noncompartmental analyms; tue = thne of maxsmum observed concentration.
Maodel. Log(PK) = group + random error
e amalyzed eing Wikeoxon rank sua test
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75A] o]’Folltt. MONARCH 1, 2, 304 654 o]X4}o] ZhALSof|A] 4 530 7P} B3t o]AuES (=5%)
SFF Aas, A oz, o4 g, WA FaF W Y9 ® ALT d5olqdtt. o ¥Atew Ayl o
< YAps Zbol] o] ofe] R E= fFEAPCIAM ANARI Atol= Sl

| =

MONARCH 1, MONARCH 2 % MONARCH 30j|A] o] 2F5 Fof #r2 900% % 38%7} 65A] o]Afolix, 10%7}
A

AL rlo

MONARCH 2 PopPK UIE} &AoflA H71st A HY 24 ~ 91A04 (334F0o] 654 =i} AP & &AfofA]
abemaciclib®] PKof| §-9]st H3FS n]x]x|] ottt (MONARCH 2 Meta PopPK Report, Section 11).

AR A7) 8e] st
AL W A7FSE XLRF AJFoA QTe HAQ] H7to] 27t S I ofH|otA|Z38-2 QTc H49] & H+t

o]

7K

P

20 ms)2 PRl 2ot

AlE A& |
al (e | SE | ey, An | 27 SEEE
A73 A gdAle| A abemaciclib W] 400 mg ©3] %
155 ¢ obulu} Fos /A W e eERih 600 me 8 el
A2 200, 300. R g ‘?_Ti»] % ‘j% "5—0"5—‘75]' 7)"7]'9‘3‘—:]: kA 1733 AlE
400, 600 93] 7 rﬂ’;}x]—rﬂl/ﬂ ﬂ’r"{-‘d ‘:‘Bﬂ AT lr"q MTgt 400 mge]tt.
H70] . TES QT 7+ °] "]ﬁ"ﬂ*ﬂ ”3)7}3&#53’— 7Vs @3 Fo oA (600 mg)
e 73k ’i} T}L—_—?‘F;‘F @A B Q T abemaciclib®] 7]3} Jgﬂ Cmax¥ 308 ng/mL (45% CV)?H
DPOOIL_F g 1523 a1 v © 2 7 | Study JPBAO A ¢} ZAfto] 200 mg 19 23] HkE Fof Zo
JPCA ;;L E 199, |55 P-gp o | BEE @ ST (3 A 718k W Cmax 298 ng/mL
gery |2FEEE|LTT 4 ol | aqu | [72% CVD. o i
= 157 loperamide 7+ o . QAQTCFQ} abemaciclib, M2, M20, ¥ & &4 B4 Fxe
= gee W = Agtst 7€l 0% %ﬁ]@3i¥ 27| ‘3%‘}}2?4 (p #
I A >0.05) 7 &% Cmaxel A A4 A AAQTcFel & 90% CI
10}74%% ﬁ#‘j v 74eke 10 msec mRFOIQITE QTc 7H4 #=o] dish W &4
vol= e of mEW QTcF 2+2 >480 msecql AlEhdAad QTcF 7+4
FHd Z7F >60 msec?] A= gl

7FelEl CYPA OAA] ALEA] 8eF £4
7Feigh CYP3A SRRl AL L}50] W A& mal}
AAbElE A& gato] 200mg 19 28] EE 150mg 19 289 TALSO|A 7E} Zbeigt CYP3A olAIA|o] W& A
84, o] oFo] 8aF3 100 mg 1Y 282 FAUC}. oAveoR oI5| 82 100mg 1Y 282 SAY BAISO]
79, o] ofo] 823 50mg 1% 282 o Zt}. o] oFS £ol 0l AP} ZAst CYP3A AHHE EUsH:
A9, o] oto] BaFS(AAA O] 3-5uI7t7] ATt $) A ARAE Alstslr] Ao A8 8eIAl FerEich

4. e
1) o] oo gt C}E okgo] g
7keigt CYP3A OIAA]
7keigh CYP3A4 OlAIAlE opubA 2 9 2 84 cjabdlel =22 AFAoR ojn] Qi 4E7HA] F7HAIZC
o, o]z 8] S4o] 571 % ot
A E
AgdEao] We AL8S Wil AEIUSS ofupx 2ol AUCS AU 1ev] S7lA7]E Hoz o5




.
JJE} 2 CYP3A oAl _
A A5 830] 200 mg 19 28] E= 150 mg 1% 23] 91 ExlSolN 7]E} Z2gt CYP3A AR} 88 AF
2 2] o ool 83FE 100mg 19 23171R] ZAATICE o[4S 0T Qs B82S 100 me 19 2512 291 exl
Soll Al 715} 21={er CYP3A oAAlof W3 AL Al o] ofel Barg some 19 231A Fi= ez o
of2 Fostal e APF =gt CYP3A AAA| £ol5 SHshe 4% o] oo &F2(AAIAIY 3-58t7] 4
5 5) e oS Alel] Ao A4S 8Nl et
7relgt CYP3A §&A] _ o
o] O1Z 7H=l5k CYP3A SEAIQl 2T W8 Sof ai9lg m) ohoh 2 U ol7e] BA A BAF Bk
2 ZANZO0, ot &y 4ag oo 4 olrf. Z=iE CYPSA REARLS B8 AL&-S malof ofof ohA of
Ag neig
2afefojol £ A7 TE AFJUGANA ©8] 8 mgo] =m2tujo] E9F Ts] 400 mgo] ofH|ufAl 2 W8 Fol of
MoRA 223 T 2 OAAIMZ 2 M20)e] AT eirh 2T 81AE AUCowE 12% S/IAZC0, ol o
AHOZ TR0l gt Zoz ndny
644. J@ FF AY (Aot &)
. AT 88
6.4.5. A TAF(PD) (ATt 31
o HUAT UL
65 FEE 2 ¢AA
651. FEA - AHYANE AL
ASA A= = Foq8F | Bt =
§ abad 520 284 (-0, A AmAE JRUs 584 2HER2) 24 AR £t Ao fUe
of e H7E T 9489 Aas AT YA YlFH] 7|vk Qo g of2UtEHA] AAA|e} HE AL
S22 28A
4. HER2 & o
8 =Ae A PFS £%3Fe abemaciclib + NSAl 204 £2e|x|
Jel Pt N %9ti. 919 + NSAI oA 14.734€oIACHHR =
8 weael 9 1A ele 0.543 [95% CI: 0.409, 0.723]: 2-sided p=.000021)
1 O]:‘E‘%‘ 23 —l}dﬂﬂ o;-z— o]2{3t A= abemaciclib + NSAI ++ gAtoA A
of o o1l g A8 E2lo oA W Ms wl Algpe] 9@ 457%9] Ao o]
Al aRiel 49 o} 7] < 28Al L. - ol 7} Ao sfictst
— = = =9 28 AT l:IJ—oﬂ OHO\_Q--
O] %it 1121]739_%:]_;9‘.0 O(;:}B]v HERZ%J jK_7]9‘] PFS . %ﬁ}g
S ool 8 8% ATl -28al0s @il o8 BAAEE m. B 467901(95.7%) A
o gk A o o M= ’ o (o]
PBI=o1=8 Chetllop 3w BB 1anztorr || 12 3 151 o4t TEAES UERARLL. oi7loj=
Mo Sl g VB SOV 5oty |Ax NSAL @ 3228 (985%) W P+NSAI 2 145%
(Anastrozolele) oo #9Y g g 7 (90.1%)0] ZHIQICk. of B Fol = Fate] 25% o]4)
T= Letrozole)gs_ opHf| O A] 2 = _"5_0:] oA ® 1% TEAEs:- (7_];7_}. A+NSAI 2 P+NSAI )
% CDK4/6 9 o NSAl ML (81.3% U 29.8%). 3EF A4S (41.3% 2
AR orHitiAS 3273, A 19%), M2 (40.1% % 3L7%), A (38.5% 2
v Ex fol Yo oAl 19.9%). 25(29.1% 2L 11.8%), WE(28.4% U
TA O, ol 1619 5.0%), TE (28.4% 2 11.8%), U =2 (26.6% U
g s, A 10.6%)2 Zstsct
oz, A3y o
A . _ ]
§ aadk Jwvl 2% 7 290 A9d 522 S8 (HR)-04, ATg AWAE GARUA 584 Z(HERZ) 27
o MaAA EL Molx qurel olHel A|Bg 9is) EWAEUESLS] WE AR
A |zEs 2EA t}7) 2t UlZ4] Q%|o} v o} A]|PFS S84
JPBL 9Py, HERZ S|2 xyoj|s AW x|2%: 28-/0S  |PFS FURE AF 20|14 16.44 4L, P+F 24




QA EA S | FOET [ B
DA | o qan || SR | OIS 2
9.277§LoltHA Y] = 0.553 [95% CI: 0.449,
0.681]: p<.0000001). 0|23t AW5e A+FS Eojut
o SRpSoA] AW AR EE Al 9y 44.7% 4
H e WA Pg e ol PFS 593! 7.219 J1Ho] sigich. EAA &
L Mo]y © H R + o)d, Alm 519 37] & Q9 PFS A9 47
-oe e T < 0531} .055 Ato]9] U@t HRsg YERUIL 2&
wero] 9t of HER2- = p 7 <00012 A43d 4ol A Dige 2o
e s = A RPA|Y =70 o LA 5P HEo] gt PFSO| 4
gof digh =4 ] ;g] VG|l = :l“ ]g‘] o 3R} f‘—i7i\‘)\ﬂ‘ 017(];]‘0:13}(1-]1:{ _ 0.460 [95% CI:
AEIE tlo] = L |EL FolA A1-28Y = = o = >
SEUE Eop gy E MOBIE P Rr (0363, 0,584, p<.000001).
CDK4/6 ORII7F A gl qllo Sl | e
opgupal 2ol (¥ F |- oy, o m| " ° |F 6349 TAS0|(95.5%) Ald T 18] o]d<]
a 3 | B = C TEAES UERflon, of7jole A+F 3 4359
2AE9] ujg, o] 44179 2|7 Eof (98.6%) U P+F 7 1999(89.2%)0] m3t=|qict. ojd
= nojel oop oF 2939 FOIME 3Rt 25% o|AolA Wugl TEAEs:
=, A3 A oJoF (A+Fg- 9 P+F oA Z42F) "dAK86.4% A 24.7%),
» e e o 537 ZAS (46.0% L 4.0%). QA(45.1% U
FAE 22.9%), T2 (39.9% % 26.9%) =& (354% %
15.7%), ¥18(29.0% % 3.6%), MAL 7+ Z5(28.3%
9 1.8%), AL A (265% P 12.1% ), L L&
(25.9% ¥ 10.3%)2 Zaratrt.
§ asash URe] Qg dold £d0lA odo] faatelay olF Ayol AlsE HRPY, HERZ-8AS K134
T Holy guelol ol A9 #ALY] K 2o] glojd U aWoz AL
27R] ol
o staray ey
CIRRE RERE) DIAIARL B7F Al &7 CRo] 071, PRo] 2671e=
o|Mo] Xz 7 A A && ORR 19.7% (95% Al2] 7t [confidence
slo] Q- s= 2% £ Z|Abemaci interval, CI]: 13.3, 27.5)%c}.
8 e i—qﬂq W xs gclib 200 orxiA
= A Q) OFA ot = =l heo _ _ <
& A 9 O g a|mes 28 ANA AL WlE dlgoz @ o 132 W (100.0%)
24 [HER2 &4 [0 T 3 o a7llorr Mol 121 o|xto] TEAES ZHHSUCE. 25% o A}
PENloly guer sy B TS leniy b mash TEAROIE AT (90.2%), T2 (65.2%), 7
o3 FHER2- R[0T o (64.4%), A2 7YE] (45.5%), 2E (38.6%), 3%
S L P P st T WAZ (37.1%). 2E (34.8%). 2 WA (25.0%)]
LY28352199 seen AT =39t 4 53 TEAEO= 3571 44A% (5.3%)
A 24 Al Ei Aol T U3 AY 4 5F oo 1A, 94 257 Y
c E Qutoto] 9 AZ, gamma-glutamyltransferase (GGT) &7}, 1L
v ARG ES, R WIS das (7 0.8%)0] 2ItE
= %t
132%
6.5.2. A YU4A & (Pivotal studies)
- JPBM

¥ QA
@ Atz 2A
- A AN E:

3, HER2 84 F479 A Ex Mol Sweto] 9l o] Ay x7io] that of
Gt HMAF oiolA wlAEZol=y of2uletA] AAA (Anastrozole Ei
oRIA] ofwlobAEY Ei ¢lofe] DA ulg, olF w1, Yo Tk,

A3

AFEL 1A cyclin-dependent kinase (CDK) 4 &

(o] [e]
Qg v

Lr

]

=

CDK6 9AA] £+ everolimus, £+ 7 (neo)Bx Y
9ol glojor s, 44 7Igto] gy Xlg 8% 12704E olstojof it} Committee
for Medicinal Products for Human Use (CHMP) in Scientific Adviced] 9J7do w2}, WA ¢7] &A=




| MONARCH 30]A] A|@]&] ic}

S £=9 Al 27t A0S UEA 92
= 4931 9] A7 ITT Ao 22 v E] 91 0, abemaciclib + NSAI o] vjAE 328F (22 FEoE v
Al %45), & H OF + NSAI o] 2Ar9] vl 1669 3¥2 FAE WA %3)S 2dsidct. & & 25, A}
o] oF 80% = letrozoles, 20% = anastrozoles Fojvtorch
Abemaciclib Placebo
~NSAI + NSAI Total
Demographic Parameter N=31§ N=163 N=483
Sex, n (%) 328 165 493
Female 328 (100.0) 165 (100.0) 493 (100.0)
Ape (yvears), n 328 163 493
Mean (Std dev) 63.13 (8.92) 52.92 (9.96) 63.05 (0.92}
Median (min, max) 63.0(33.0,87.0) | 63.0(32.0.880) | 63.0(32.0, 88.0)
Pooled age group. o (%) 328 165 493
Apge =63 180 (54.9) 91 {55.2) 271 (55.0)
Age =65 to <75 vears 106 (32.3) 54327 160 (32.5)
Ape =75 to <85 years 37 (11.3) 18 (10.9) 557115
Apge =85 vears 5(1.5) 2(1.3) 7{14)
Face, n (%) 328 165 493
Amencan Indian or Alaska Hatve 4 (1.2 3(1.8) 7({l4)
Asian 103 (31.4) 45 (27.3) 148 (30.0)
Black or Afncan Amencan (1.5 3{1.8) Bil.6)
Native Hawanan or other Pacific Islander 0 1 (0.6} L{0.2)
Caucasian 186 (56.7) 102 (61.8) 288 (58.4)
Multiple 2 {0.6) 0 2(0.4)
Ethnicity, n (%) 328 165 493
Hispanie or Latine 32(9.8) 12(0.3) 44 (8.9}
Not Hispanic or Latino 230(70.1) 125 (73.8) 355 (72.00
Mot reported 66 (20.1) 2B(17.00 94(19.1)
Fegion, o (%) 328 165 493
Europe 166 (50.6) 93 (56.4) 259 (52.5)
Asia 102 (31.1) 42 (25.5) 144 (259.2)
North America 60 (18.3) 30 (18.2) 90 (18.3)
ECOG perfonmance status 328 165 493
0 192 (58.5) 104 (63.0) 295 (60.0)
1 136 (41.5) 61 (37.00 197 (40.00

Abbreviations: ECOG = Eastern Cooperative Onecology Group; max = maximum; min= mimmum; N = mumber of
patients 1o the intent-to-treat population; n = number of patients within category; WSAI = nonsteroidal aromataze
inhibitor; Std Dev = standard deviation

Source: c_dm summary 2_pl56369 t156440.nf smapeprp.atf t subgrp smontf smdisechar anf
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% 194 "o] (& PFS ®Ao] tjsf A= Ol Atgr2.0] oF 80%) PFS A1lS UErfglioed, ofr]o=
abemaciclib + NSAI & 108 © (32.9%) % <QJoF + NSAI + 86 ©o] (52.1%) =EZdE 9ttt PFS Atg:=
abemaciclib + NSAI o+ 2209(67.1%)0] ths 2=]x, ¢]9F + NSAI &+ 79 E (47.9%)of tfisl] &= TE 9t

HRE 0.543 (95% CI, 0.409 - 0.723, 2-sided
ARE 7152 wEstdcH2-sided p 3 <.0005, HR

PFSE= abemaciclib + NSAI oAl SOt dAE| 9o
p=.000021)0]Act. ol A AP ZAuts HHSH7] HATH

L

<0.56, ol= =HA HUE A} UX|stH}). abemaciclib + NSAI #ofA PFS HZY3folle =ZE A 4gtoy
(NR), 2J°F + NSAI 7oAl 14.73 7jLo|9ict. o]zt 754% abemaciclib + NSAI & &xjojlA Ay XI5y E=
Aol Ag 45.7%9] AE o2 ujgle Faol 3

- 0S &7

abemaciclib + NSAI #oflA] & 32%(9.8%; AtW), Y& + NSAI oA 179(10.3%: AtY)o] ALY =2
ZoATga Qsf, £ oA 0S LS NRojgiom, HRE 0.972(95% CI: 0.539, 1.751)Fx, Z35te
log-rank test p 2 0.92429c}t. O'Brien Fleming-like spending function (O'Brien and Fleming 1979)9j

2% ol2idl 2] AY 2014 B5 74 p gLe 4 x 10-99ct
243} 39 0582 H4olAl oron), 0Se] 57t U A5 $AA| 24Y ol

s %7} 0S BA2 240719] PFS
Aol AAE Zoln, o3 18971, 25271 @ 315719] 0S AR $H A] AIAE Ho|ch,
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Subgroups Analyzed " MR (95% G1} "Em'a“
All Patiarts 493 -.- 0,543 (D400, 0.723)
Metasiatic Site 0251
\isaaral 1 & 0.606 (0.423, 0870}
Eane Only 106 * 0.581 (D265, 1354}
Cther 123 * 0.341 (D990, O813)
Endacrine Tharapy 0162
Priar Arpematase Irhibdor Therapy 135 * 0817 (D242, 0.7 18}
Cthar Prior Endocring Therapy &85 * 0.921 (D495, 1.712)
Ma Prics Endocrine Therapy pric o . 0.512 (D343, 0784}
Discooo Gotting 501
D Mewn Metastats 198 L ] 0.4B5 {0310, 0 758}
Metasiafic Recumend it '.- 0.553 (D407, 6864}
Wonsterokdal Aromatase inhibitor at Cycle 1 Pl
Anagirozole i - 0495 (D272, 0.800)
Letrozgh 390 & 0.575 (0416, 0.705}
Mpasurablo Diseaso 0.754
[ 307 k3 0538 (0305, 0 730
Mo = - D470 (0213, 1.035)
Humber of Organs at Baseline 0927
3+ 2 L 3 0.578 {0381, 0.854)
2 118 * 0.515 (0280, 0919}
1 143 * 0.617 {0285, 0.535)
Agm Graug Q.37
<B5 it 2 & 0,534 (0372, 0766}
==f5 yr 299 > 0570 (0360, 0804 4
Geographical Reglon G024
Mot Amenca a0 | 0.789 (0412, 1513}
Eurcpe 758 & | 0.684 (D 4ET, 1004}
Azia 44 * | 0.290 (0165, 0.807)
Racs | 003
Caucasian 286 . 0.684 (D482, 0.895)
Akian 148 L ] 0.208 (0171, 0.521)
Progesterons Receptor Stabes 0304
Megative 106 - 0429 I'Cl.:'l! 0760}
Posilive 182 & 0.606 (0437, 0BAT}
ECOG PS 0.984
1 197 0.549 (D355, 0.847)
o e 0545 (0 ﬂSI!I]‘EI-l'\-
. ¥ H .
0.25 03 1 2
— -
Favars abemaciclib Favors placebo

Abbreviations: CI = confidence mterval; ECOG = Eastern Cooperative Onecelogy Group; HE. = hazard ratie; I = number of patients
m the =pecified population: PS = performance status; yr = year.
Sowrce: t_tte_subgip_pf_forest prespecified rif

ORR (CR+PR)& abemaciclib + NSAI wof|A] J9F + NSAI o] v|s] §9l5H1 § =9ttt ORRE abemaciclib
+ NSAI #oflA 48.2% (95% CI: 42.8, 53.6), ¥19F + NSAI 9|4 34.5% (95% CI: 27.3, 41.8)Fc}t (&&H| =
1.8, p=.002).

abemaciclib + NSAI o] 5% 328904, 5 9] &4 ¥hg (CRs, [1.5%]) ¥ 153719] 2& ¥kg (PRs,
[46.6%])0] A AT, e + NSAI #of 5SS 165YoA= CRso] UL, 57719 PRs (34.5%)0] TAEA
ch

Abemaciclib + NSAI Placebo - NSAT Unstratified
N=113 N=16% 0dd: Ratio
Best Overall Responsed w (%) 930 CIb m (%) 9505 CIb (95%5 CI) p-Valoet
Complete rezponse (CR} 5(1.5) 02.1% ] MNIA
Partial response (PR} 153 (46.6) 412,520 57345 27.3.41.8
Stable diseaze (51N 133 (40.5) 352 459 86 (52.1) 445 597
=6 months 08 (29.9) 249 348 61 (37.0) 296, 44.3
Progressive disease (FD) 14 {4.3) 21,65 12 (7.3) 33,112
Mot evaluzbled 23 (1.0 42,98 10 (6.1) 24.97
Ohverall response rate (CE + PR) 158 (48.2) 428 3386 57(34.5) 173 418 18(13-23) 002
Dizease control rate (CE + PR - 5D} 291 (BL.T) 853,921 143 (86.7) 81.5.91.9 12{08-1.9) 503
Clinical benefit rate (CR + PR. + 5D} =6 months) 256 (73.0) 736,825 118 (71.5) 64.6, 784 1410-2.0) 101

Abbreviatiens: (1= confidence mterval; CR = complete response; [WES = mteractive web response system; N = oumber of patients in the mtent-to-treat
population; o = number of patients within category; NA = not applicable; WSAT = nonsteroidal aromatase mhibitor; PD = progressive disease: PR = partial
response; RECIST = Response Evaluznon Cnteria in Solid Tumeors; 50 = stable dizeaze.

1 Response criteria used was RECIST version 1.1.

b CIs were based on the normal approximation.

¢ p-Value was calenlated by Exact Cochran-Mantel-Hzenszel test stratified by the randomization strata IWES Endoerine Therapy, IWES Nature of Disease.
Where a p-valee was “MA,” the computzfons were not done becanse there were fower than 2 nonmizsing levels m the data.

4 Patients without zdequate fumor assessment prior to treatment discontiomation +30 days or starting new anticancer therapy.

Sowrce: o_rs_best resp_sum mmlt 3_pl56369 t1356407 nf and o_rs_best resp_sum_mult 3_p243001_t248037.ntf.
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Abemaciclib + NSAI 9] 9] 2= AFUYAZH98.5%) Al & 17 ol4de] TEAES UERITHEALS]
93.9%+ Al@Ato]| Qs H7tE|QlS T Fojot wlsl TEAEES YUERITH. §19F + NSAL oA, x| 90.1%
Ald & =1 TEAE & YEIT} (&A1Q] 54.7%+= Foiet ¥HEl TEAEsE YUEIUTH. & oAl TEAE=
2 =Folg9lout, abemaciclib + NSAI oA B 1% Grade >3 TEAEsQ9] HAEL Q]oF + NSAI +9
4 =9ttt (ZE Grade 3 o]Are] TEAEO] tjsf 57.7% vs 23.0%, £ojot W E Grade 3 o]At9] TEAEO]
4% vs 5.6%). SAEs= abemaciclib + NSAI #of]A JoF + NSAI #of H|d} ¢ %L sAIEoA] Bk
(90 9 [27.5%] vs 24 © [14.9%]); o]= &, abemaciclib + NSAI & 36 ©H(11.0%)1} ¢]oF + NSAI + 4
3(2.5%)0] Al@Al W7o wie Alalel Eojef wrelsl SAES UERJYIC)
abemaciclib + NSAI o4 Fojet A= I SotA B (=10%) TEAEsE AA (78.9%), 35+ &
(39.1%), T2 (31.8%), @Al (30.3%), €1 (24.2%), &% (20.8%), B&5 (19.9%), Al& A (19.9%), #HE L
AZ (19.6%), +E (18.7%), ALT A2 (12.5%), aspartate aminotransferase (AST) A% (12.2%), ¥ ¥
SotEld Al (12.2%)2 maoloTh 9o + NSAI wol A =oje} prelsl 7t Sapl B8 (>10%)
o2 (21.7%), BAF (18.6%), ¥ &x(12.4%)2 ZL3Hst9iTt.
abemaciclib + NSAI oA, &3 4SS AFAAAIS] 10% o]4oA ®il
Grade 3 TEAEQITH18.3%). APk Eojof = =
29 (27 0.6%) W ALT A%, 94 AR G
UAd Grade 5 TEAEsE = 3&, (M4 o
o204 ARt Q5] AlFef Fofe}
A, Aldet Fofot e Grade 3 TEAEsE AL
FoloF #H" 1719 Grade 4 TEAEZ} B A= QiT) (A4
Grade 5 TEAEs= F3ich
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Number (%9) of Patients
Abemaciclib + NSAI Placebo + NSAI

Number of Patients? N=317 N=161
Patients with =21 TEAE 322 (98.5) 145 (90.1)
Related to study treatment® 307 (93.9) 88(54.7)
Patients with =1 CTCAE >Grade 3 TEAE 188 (37.7) 37(23.00
Related to study treatment® 155(47.4) 8 (5.6)
Patents with Z1 SAE 90 (27.5) 24(14.9)
Related to study treatment® 36 (11.00 4(2.5)
Panents who discontinued study treatment due to an AFe 42(12.8) 4(2.5)
Related to study treatment® 18 (8.6) 0
Patients who discontinued study treatment due to an SAE¢ 17(52) i(1ls
Related to study treatment® 9(2.8) 0
Patients who died due to an AE on study treatment? 7(2.1) 2(1.1)
Related to study treatment® 2(0.6) 1]

Patients who died due to an AE within 30 days of 1 (03) o
discontinuation from study treatment? :

Related to sudy treatment® 1 (0.3} 0
Abbreviations: AE = adverse event; CTCAE = Common Termunology Cnteria for Adverse Events; N = gumber of
patients in the safety pepulation; NSAI = nonstercidal aromatase mlubiter; SAE = senious adverse event;

TEAE = treatment-emergent adverse event.

Patients may be counted in 1 category.

Includes events that were considered related to study treatment as judged by the investigator.

FPatients who died on study treatment with pnmary canse as AE or SAE were also mchided as discontmuations.
Deaths were also mcluded as SAFEs and discontimiations due to AFs.

Source: o_ae_overview_2 oldnf
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ABs E= SAEsZ Q1] A|@0f =oi2 304l 81419 U3¢ abemacicib + NSAI wolA] $1%F + NSAI 2o] §]
5 o =9ttt (AEs: 12.8% vs 2.5%: SAEs 5.2% vs 1.9%).
AEs2 9QlIsh 82F ZtA: abemaciclib +NSAI <ol 1427TH(43.4%), 219F + NSAI o] 10 H(6.2%)°0] AEs=

sl =7t Aldefe] &2 ot &Y 5% olgolA Bug AEZ QIgh abemaciclib &3 Zas A
AR (42 T [12.8%]) B 25T A% (37 B [11.3%])S ZAsIA. lofat $HAF] 5% o]/follA LAY
AEs2 o]o} _Q_EJ: 71-/\% %\4 ‘:]'
AE=Z QIsF TFof AlZF: gbemaciclib + NSAI & 203 H(62.1%)0] %A 13] o]At abemaciclib 0| A
5tlal, o7]dl= AE=Z Qs Fo5 AJst 184‘31‘(56 3%)o] LIFE|QITt eHAFe] 5% olifolA B iuH AEZ
St abemaciclib £0] A2 55 F4A S (51 ©F [15.6%]) & AAF (50 © [15.3%])5 =&§s5tYcH AEZ
Qol Sol2 MeE UAISOld, ABsZ o) AE abemaciclb $eel ME-E FUILS WAT(6.1%), ol
2 &5 o) sigsttt. abemaciclib + NSAI o4 78%0](23.9%) letrozole Fo|& Aoy,
0](5.5%) anastrozole £0& *“36}01 onj, &= AEo] ot Zo|dct. JoF + NSAI &+ 44 F(27.3%)
4 18] o4 9JoF Solg ARSI, of7|ol AER Qls] Sols Ajeret 31 %(19.3%)0] matEoich
AER QS Rolg A @SN, AEZ Qo] ASE Sof 8% WEE B LeNdd. 919t 4
NSAI #oflA 16TH(9.9%)0] letrozole & A2kst 11, 9 Ho|(5.6%) anastrozole £ & Ajkstgict.

r_°,L' il

ol

Abemaciclib + NSAI Placebo + NSAI
N=317 N=161
Parameter Abemaciclib Letrozole Anastrozele Placebo Letrozole Anastrozole
P“I‘i‘?::;“"“‘ e 212 (64.8) 78(23.9) 18(5.5) 16 (28.6) 16 (9.9) 9(5.6)
Number _(“a] of patients with dose 14343 7) NA NA 1638 NA MIA
reduction

1 dose reduction 91(27.8) - — 11 (6.8) — —

2 dose reductions 51(15.6) - - 0 - -

3 dose reductions 1{0.3)® - - 0 - -

Reasons leading to dose reductions

reponted for 25% of patients,
o (%s)

Adverse events 142 (43.4) - - 10 (6.2) = =
Diarrhea 42(12.8) = = i(ly = =
Neutropenia 37(11.3) - = 1(0.6) = =

i et 203 (62.1) 78(23.9) 18(5.5) 44(273) 16 (9.9) 9(56)
omiztion

1 dose onussion 89(27.2) 56(17.1) 028 36(22.4) 13 (8.1) 7(4.3)

2 dose onussions 47(144) 13 (4.0 2(0.6) 4(2.5) 2{1.2) 1(0.6)

23 dose onussions 67(20.5) 928 71 4(2.5) 1 (0.6) 1(0.6)

Reasons leading to dose omissions

reported for 5% of patients.
n (%)

Adverse events 184 (56.3) 52(15.9) 16 (4.9) 31(19.3) 10{6.2) 4(2.5)
Diarrhea 50(15.3) 9(28) 3 (0.9) 3(1.9) 0 2(1.3)
Neutropenia 51(15.6) 2(0.6) 2(0.6) 1(0.6) [ 0

Other reasonst 56 (17.1) 37(11.3) 6(L8) 1487 6(3.7) 5(3.1)

- }\].DO}-

A & Ev 5o 38 & 30€ oJu9] AEs® QIgt A2 abemaciclib + NSAI & 8 T(2.4%) ¥ §oF +
NSAI & 2 H(1.2%)o|A] BEEQct AMS ZoJH Z(PT) abemaciclib + NSAI oA AW ZAut& L} W 7t
S5 ABL 3] ZQoITk3 @ [0.9%]). E5T, 3710] A[9r2(0.9%) A9 @AALH ] o5t Zolgith: shAlgk, of
38 % 2900, AT SRIEA] Tt Aedd /- HY AL "‘Uroﬂ*i APY Yol Yutsloz ottt ERF <
Atsoll ol EaElen, ojrst e @ _E*EV\I E’%&’Iq.




Abemaciclib + Placebo +
NSAI NSAT
N=327 N=161
n (%) n (%)
All deaths 32(9.8) 16 (9.9)
Deaths on therapy or within 30 davs of treatment discontinnation 11 {3.4) X
Reasons for death
Adverse events 8 (24) 2(1.2)
Cerebral ischeniia 1{0.3) 0
Embolisms 2(0.6) o
General phvsical health deterioration 0 1 {0.6)
Lung infection 3(0.9) 0
Preumonitis 1{0.3) 0
Respiratory failureb 1{0.3) 0
Sudden death 0 1 {0.6)
Srudy disease 3(0.9) 1{0.6)

Abbreviations: N = number of patients in the safety population: n = aumber of patients within category;
NSAI = nonsteroidal aromatase mhibitor

3 Reported terms for embolism were thromboembolism no further information (1 patient) and pulmonary
embolism (1 pahent),

¥ The patient with respiratory faiture had also a possible pulmonary embolism as cause of death in the Lilly Safety
System database

Source: o ds_death by reason_4_pl56369 t156430.nf

2459 WEE-L abemaciclib + NSAI & Fo{ghe opxJolel &t U 7]E} SHALS o)A WiQ
3 A ofrJofol SERto|A 27.2%, 7]E} SHAFEO|A 27.3% L wHol SFX}Eo] A

S v ORERS
ool 2AY M, Grade =3 857 » Aat obiole) Brsol tie 27§0] 215 stol 2o
ofel atat

16.8%). %.‘%
B3] o kTR 31%, 7|E} 20%, % Mol #x} 18.3%). TEAE Grade =3 Hl@o] WAISL ofxjo}
A AIBAGAE.7%) 5715 AR gAol (9. 1%) A 8%l Blsh | k. AHHe, 3 w(olAlorel 2
G, el 19)o] =37 A4S AER A|gef FolS FHstATt

Grade =3 8]3439] 71 7é At (ALT &5 3 AST % A) YA E2 OtA[ORRl ghatoll ] u]-oFAJorel AJATHAO] B
ofl o EUTHALT TE Es: ofAlotel £} 12.6%, S5} 3.2%. % 7]EF s&x} 0%: ALT A@A w7y opA|
oFQl BAF 14.9%, “HQI A} 2.9%, U 7]E} FHA} 0%5 AST TEAEs: ofAo}el $kx} 7.8%, el $ta} 1.6%,
71ek SR 0% AST g A ulAAR ORAlokel St 9.9%, el BA 1.1%, 715} SHAF 0%).

AF stelw frofl He]eul 450 TEAEOIA fofet K}OIL WA A ATt FAR O, T Fol(orrlorel At
6%, wol 1%) ul Aol XI7Af AER cls] A9IoF Solg Fsiics.

Grade >3 Aol thet SA1E ol3} SOCOIA] xfol7h 9lgion], Mel(11.9%) % 7]EF Q15-2(0.1%) obxlotel A|
AogRlol Wlsl(4.9%) oF 28] o £ WWES LESIC. shr|at, Hie 21(4 9 [2.29%) obAlofel (2 [1.9%))
SIS 7ho] AlE} B0l T abemaciclib Z5to] Tl &tol= gloich MAIZ oI5| Suret J|Ef Skl gigich.
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= AY/d2 mBCo tigt (neo)Bzx WY @9 & 1198, B+ BAURY] Q¥ S8 ¢ = 12 /¥ E&= 14}
U2y ¥ & Alsgo] @ &Y. #AtE2 /A HE Ee da A= st HF § AJEjojob Sith.
Section 2.7.3A.1.3.10]] 7]&% v} Zo] YA 7] A= MONARCH 20fA] A|Q]&] 9ict.
- 529 shx) ;27 Alolg UERA 28
Abemaciclib Flacebo Total
Demographic Parameter N=446 N=113 N=662
Sex. n (%) 448 223 669
Female 446 (100.0) 223 {100.0) 569 (100.07)
Age (vears),n 444 223 669
Mean (5td Dev) 503(11.0) 61.1{1L.T 598 (1148
Median (mm, max) 39.0(32.0,91.00 | 620320 87.0) | 60.0(32.0, 91.0)
Pooled age group. n (%) 446 223 665
Age <65 291 (65.3) 133 (59.6) 424 (65.4)
Age =63 to =75 years 114 (25.6) &0 (26.9) 174 (26.0)
Age =73 to <85 years 3% (8.5) 28 (12.8) 66 (5.9)
Ape =85 vears 3{0.7 2{0.9) 3(0.8)
Face, n (%) 424 123 669
White 237(53.1) 136 (61.0) 3731 (55.8)
Asian 149 (33.4) 65 (29.1) 214 (32.0)
Amenican Indian or Alaska Native 18 (4.0 8(3.6) 26 (3.9
Black or Afncan Amencan 9(2.0) 5{(2.2) 14 (2.1}
Miszing? 1BOSH 9{4.0) 42 (63)
Ethnicity n (%) 443 223 669
Mot Hispame or Lating 303 (68.4) 162 (72.6) 465 (69.8)
Mot reported 83 (18.7) 36(16.1) 119 (17.9)
Hispame or Lating 57(12.9) 25(11.0) 82{12.3)
Region, n (%)
Europe 179 (40.1) 100 (44.8) 279 (41T
Asia 147 (35.0) 55 (29.1) 212 (31N
Morth America 120 (26.9) 58 (26.0) 178 (26.6)
ECOG performance stamus
L] 264 (59.2) 136 (61.0) 400 (59.8)
1 176 (39.5) 57(39.0) 263 (39.3)
2 1{0.2) 0 1(0.1)
Miszmg F(LL) 0 3007
Menopausal status
Postmenopausal 371 {B3.2) 180 (80.7) 551 (B2.4)
Matural 297 (66.6) 148 (66.4) 445 (86.5)
Suwrzeal 74 (16.6) 32 (14.3) 106 (15.8)
Pre or penimencpausal (ovaran suppression) T2 (16.1) 42 (18.8) 114 (17.00
Missing 307 1¢0.4) 4 {0.6)

Abbreviations: ECOG = Eastern Cooperative Oncology Group; max = maximum; min = mmimum; ¥ = pumber of
patients in the population; n = number of patients within category (numerator for percent caleulations); Std Dev =
standard deviztion.

1 France does not allow the collection of race mformaten.

=y

Source: ¢ dm_summary 2 it lyaif smdisechar v, smagepprif, and t_tte subgp pfsanif
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PFS AFAL 379HojlA HALQOon, o] & 222H(49.8%)0] abemaciclib + fulvestrant &, 157%H0](70.4%) <]
OF + fulvestrant 0] &£3t9tt PFS Xt2% abemaciclib + fulvestrant oA 224%(50.2%) & $joF +




fulvestrant o)Al 66%(29.6%)A = BHEE| QT PFS £YZHE abemaciclib + fulvestrant wo]|A] 16.44
Y. 919 + fulvestrant FoA] 9.277§€ol90 0], ol PFSOIA §7MO2 folstn YixoR oujgit 7
Aolgitt (HR of 0.553 [95% CI: 0.449, 0.681], 2-sided p<.0000001). ©o]2{st AIEL + fulvestrant +ofA]
A 7188 B= A 93 44.7% A 9 PFS U3 7.2704 iAo sigstch

abemaci | phis Pisoeta plas

Fulsggtrint medime  fulbegionns maedian Irgrructian
reuEE A rakTad A S PR RN PEE N O Harard Aass' @8R d]  poakat
Cresrall BLA{ITH + BRA(1AA 9.0 LA LLA QAT F &% 0T
Walureof dneae i 81701

Vetemrnd EEETRRL - . i LR ERnl EF ] REIEEET ] 0. 268, B ETT)

Bz anly LB L ] 430171, WG IB{11A LT A0 10 255, DRI

Ethar AN ) - 148 09,8, Tk IBAE LTS SURET 10 500,71 S0
SeasiianyioET } i

Frimary reshaancs cRaf L . HETLFES L] LET, L SELER LR LR

Sewondary Mshunce ARRITI . §en(14.4, 208 TRLL 3L L5 {1 AE4, DTS
Wumurasis disssas at Eaxsling I [

Ves L 4 B 5{14.0,18.0) LRET 10N akRNall b

B (TR Y ERTLF T ] T ERAR T ALV ATA o
Warebar o orgemn at tmelne B

- 200 1TS * | [EHA T JEm

1 A * JOOLAE MR (4.2,1 a

1 IE4{136 * | M5 MY lhl L ] IJI E'_-Il':li"' IR OTE
Agmgraus Sodp¥

RIyEIE 334351 * IT AEE50, 215 A0 ATS, 1501 U N0 SO, 6|

ZE3 ymara 14T - WAGLLETT 740,109 AT, S, O, By
aesgraphicl repos | BELE

Worth America L7801 - ERTHEE T BTIAABT) [ T e ]

Lopze IFHALE L ] | LD AT n BG40 GG T, B E|

Hsla M3k E 3 A1 z{id.g, W) 1EAADE 150 SE5I0 00 b 0 04
Popied s [ -

Cmacaaian IFHALT - 134 (LRI LEE P55 100 RO &4, O ER|

. AN & =5 BibAE KRS AL T T L

Dt 4 L | J15{14.1, HAi £ 609, HK) QURCR §001 1, DURCH)
Foingd 1 Pl 1B EBTTEI HTW DS : sl

hugiEten etk & BhEi19.0, 300 LETLE R L] DLRE JEI, S TR

Foshie ER Do) it 3 EES{14.2,19.9) LL2 75 140 EEG AR LTI
Basalina FOOG 5 | 1,36k

1 S = S Te i ST ] PRRTR RS ] LUl AT, 0 e

L N7 | HLALTS L, WA 175, 115 LR 10T, 1)
Wenozans st 1 [=lE |

Friay P L1457 # 1 WALk pal i URE P A, 155 B 3 AR, SR

Fori- SG1 HF -Q AT ER I RN (RN e B ] 50 |00 B T

T

a.10 098020 0.40 DGF 000%.00 200

Note: PF5S HE:= and 95% Cls are mdicated by diamonds and the crossing honzontal

himes, respectively. HEs are unstratified and estimared wnth the admstment of

arm *subgroup interaction, except the overall FFS. The overall PFS estimates were

stratified by patural of disease and ET resistance. The factor levels that consisted less

than 3% of randomized pahents were omitted from the analv=is

Abbreviations: CI = confidence mterval: CRF = caze report form:; ECOG = Eastern

Cooperative Oncology Group: ET = endocnne therapy; HRs =hazard mhos; o=

number of patents 1n the specified category; PFS = progression-free survival, PS =

performance status.

3 Abemaciclib versus placebo.

b p-Vale for mteraction term from a model with arm_ the subzroup vanable and
arm* subgroup nteraction term.

Mature of diseaze and sensthiaty to endocrine therapy were based on CRF values.

Source: t fte_submp pfomf t tte subgrp pfs add.
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MONARCH 294 Z]& 200 mg QIl2H £3FH28-4 #7119 A 1-28YU7}X])L abemaciclib 200 mg QIl2HE
fulvestrantel B8 H7ist Al 144 A|E JPBA ZSE G2HHO| Atzol] &Hsto] HHEAC) o] AJ&oA, &/
o2 Qlsf FHSH A= ¢, Grade 4 o]/d¥tg2 EUHA] oty 83F A U F2o] AbR AL QAL
olg|gh HEwo g2 1RAo|, watA o] %—%“3] AERE QLY
0]%., abemaciclib2 letrozole Fx= anastrozoleﬁ} 5}04 H71st Al 1bAr Al&@Ql Al JPBHO] o] R}&7}f
U=t Al JPBHOA, AALZ Qs —I—O:‘E 7] ZEsSE &xbEo] oy, QR FASS 200 mg Q12H
25 2504 1 7|9 Bo& XX Zotal &S Eo|AY FHott. o]2idt Aut=2 Qlsf, MONARCH2 A
& AThoA] 200mg Q12H £5F9] W3 H7tsthr] gt 7] A1d 459 A ZAEZHTLSR) MONARCH 2
] z3tE o 015} xx T7Fd TLSR 5’91 S, MONARCH 2 Al& A=A S 150 mg Q12H(RA7 [a])= HHs17]
2 ZAAsIYT. HAAEA (a)v= w7FBE ALY A &2 200 mg Q12Ho|A 150 mg QI2H=E HsIR
T, 200 mg QIZH AR ReF0o 2 Al XQl DE SAlEL IS0 a8 150 mg QI2HR WMASIACE & 178
go] gxtso] MAAEAM (a) B8 Hoﬂ =50 1219 0] abemaciclib 200 mg AJAF 83fFo] 249 v g
R, 57H2 Oﬁuo}" HQF?__LOﬂ E'”H ulj A =] 9l ct.
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Abemaciclib + fulvestrant ¢ X522 (N=121) 83 A &= &
wrorc}. ofof] u]a, abemaciclib + fulvestrant 2o 150 m b
o 7|7t 54 54.75%ct AndoR £ OFE
xte} 150 mg QI2HEZ A|Z[st WiZAAZA o2 S=% SRS
olelat &3 Ztwo] e, WA Mt W o

o A 34U7HZE9kgh) 200 mgo 2 EoE
g0 g B0t FAE9] abemaciclib

H (Y3 278.9 mg/day)= A]AFst
7Vl (Z7 272.4 mg/day) 72 ElstArt
S849 Aol oAFHA et 1%10115 S5}

rk?ﬂ-[rnm

AA & 43 wRsto], PFS, ORR, &S 67197t9] PFS 2 A< 671Y

al, ~ 6oL t.g <] = =] X
2] ORR Zmh AR Athah w7 & Agold SAIAch et A 240 stel2 # ohiet AR A
ol tiat A R SEA WS 9l M e 4o SAbse mastn, Jbg sichE AolA ITT Ao
e 2ol Htsict
Preamendment (a) Population Postamendment (a} Population Inteni-toe-Treat Population
Abemaciclib Placebo Abemaciclib Placebo Abemaciclib Placebe
200 mg 200 mg 150 mg 150 mg
Key bazeline characteriztics (IN) 121 27 315 166 46 33
Median age (nin, max) 58.0(36.0 83.0) 610 (350 87.0) 600 (32.0,91.00 | 620320 850) | 59.0(32.0.91L.0) | 6200320, 87.0)
Race =10%, n (%)

White 53(43.8) 32 (36.1) 184 (56.6) 104 (62.7) 237 (53.1) 136 (61.0)

Aszlan 3B (47.9) 23 (40.4) 21 (28.0% 42{25.3) 145 (33.49) 63 29.1)
Menopausal status, o (%)

Postmenopansal 101 (83.5) 47 (82.5) 270 (83.13 133 (80.1) 371 (B3.2) 180 (80.7)

Fre or perimenopansal 20 (16.5) 10(17.5) 52 (16.09 32(19.3) T2 (16.1) 42 (18.8)

(ovanan suppression)

Missing 148 1] 3{0.1) 1 (0.6) 30T ()]
Primary resistance 34 (25.1) 13 (22.8) T7(23.7) 45(27.1) 111 (24.9) 58 (26.0)
Visceral disease 75 (62.00 37 {64.9) 170 (52.3) 91 (54.8) 245 (34.9) 128 (57.4)
Bone-only diseaze 26 (21.5) 10 (17.5) 97 {29.8) 47 (28.3) 123.(27.6) 57 (25.8)

Exposure (N) 121 57 320 166 41 223
Median dose mtensity (Q1-03) 278.9 3376 2724 2947 2731 1982
(mg/'day) (220.79-311.25) {310.49-373.08) (200.77-254.08) (285.17-299.799) | (202.80-296.27) | (289.39-314.97)

Overall efficacy (V) 111 57 315 166 H6 113
Progression-free survrval

Median (months) 154 75 53 10.5 16.4 9.3

Hazard ratio (93% CI) 0.450 (0.303, 0.668) 0588 (0.458, 0.754) 0.553 (0,449, 0.681)
OFF in meazurable dizeasze (%) 415 26.1 0.7 19.5 481 213
CEBR in maaswrable dizease (%) 66.7 8.7 6.0 492 73.3 518

Efficacy in 151 6 month:

PFS HR 0.540(0.312, 0.933) 0488 (0346, 0.688) 0.503 (0.376. 0.673)
ORR in measurable disease (%) 355 | 196 422 [ 127 403 | 146

Abbreviatons: CBE = climcal benefit rate; CI = confidence mterval; HR = hazard ratio; max = maxmum: min = mummum; N = mumber of pafients in the
respective population; MA = not apphcable; ORF = overall response rate; FFS = progression-fiee survival; Q1-03 = interquartile range.
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Abemaciclib Placebo Total
N=28 N=16 N=d44
Disposition n (%) n (%) n (%e)
Randonuzed, but never treated 1(3.6) 1(2.3)
Treated 27 (96.4) 16 (100 0) 33 (97.7)
On treatment? 13 (46.4) 5(31.3) 18 (40.9)
Off treatment? 14 (50.0) 11 (68.8) 25 (56.8)
Reason for discontinuation of treatment
Progressive disease T(25.0) 10 (62.5) 17 (38.6)
Adverse event 2(7.1) 0 2(4.5)
Withdrawal by panent 3(10.7) 1(63) 1(91)
Physician decision 1(3.6) 0 1(2.3)
Death 1(3.6) 0 1(23)
Post-treatment discontinuation follow-upa.b
No 3(10.7) 2012.5) 5(114)
Yes 12(42.9) 9(56.3) 21 (37.7)
On post-treatment discontumanon follow-upab 81(28.6) 4(25.0) 12(27.3)
Off post-treatment discontinuation follow-upa.b 4(14.3) 5(31.3) 9(20.5)
Reasons for end of postdisconnnmation follow-up
Death 1(14.3) 4(25.0) 8(182)
Lost to follow-up 0 1(6.3) 1{2.3)

Abbrevianoens: N = number of panents m the populanon; n = number of patents withun category.

3 At the tune of data cutoff on 14 February 2017.

b Includes patients who were off treatment as well as patients who were randonuzed but never treated.
Source: o_ds_studydisp_emp nf

Abemaciclib Placebo Treatment Effect
N=28 N=16 /Difference’'p-Value?
Number of events, n (%) 9(32.1) 9(56.3)
Death without PD 1{3.6) 0
FD 8 (28.6) 9 (56.3)
Number of patients censored. n (%4) 19 (67.9) 7(43.8)
No posthaseline numor assessment 2(7.1) 1]
No documented PD with regular assessment 17 (60.7) 7(43.8)
Median (95% CI) months NR(19.7.NR) | 23.1(2.01,NR)
| p-Value (2-sided) log rauk siratifiedb p=10891
Hazard ratio (95% CI) - stratified? 0.454(0.179, 1L.154)
PES survival rate, %s (95% CI)¢
6 months £4.3(63.3,93.8)| 68.5 (40.5. §5.6) 15.5(-11.2.42.3), p=2554
12 months £0.3(58.9,913)|62.5(34.9,81.1)| 17.8(-10.6, 46.1); p=.2192
18 months 76.0(54.2, 88.5)| 55.6(28.6, 75.9) 20.5(-94.503), p=.1784

Abbreviations: CI = confidence mterval, [WERS = mteractive web response system; N = total number of patients in
the population withun the treatment group: n = number of patients; NR = not reached; PD = progressive disease;
PFS = progression-free survival

Note: PFS rates were estumated using the Kaplan-Meter method. Comesponding 95% Cls were estimated using the
methods of Brookmeyer and Crowley and Greenwood

& Treamment difference/effect/p-values are computed based on comparator placebo.

b Swatified by IWRS nature of disease.

¢ 95% CIs and 2-sided p-values for the difference berween rates were calculated based on normal approximation.

Source: o fe summ pfs 2 etmpnf

- ORR

ITT AdofA], ORR (CR+PR)& abemaciclib + fulvestrant oA} £]9F + fulvestrant °f 8]d} S-2J5tA ¢H

=9itt. ORRL abemaciclib + fulvestrant oA 35.2% (95% CI: 30.8, 39.6), ¢JoF + fulvestrant oflA]
16.1% (95% CI: 11.3, 21.0)¥ct (B&8] = 2.82, p<.001). CRY ¥AE2 abemaciclib + fulvestrant -ojlA

Q]oF + fulvestrant =0l 8]3} 3.1% vs 0.4%2 ¢ =9t}




Abemaciclib Placebo Difference Odds Ratie p-Valuet
(N=446) (N=113)
Best Overall Response? n (%) 9525 (b n (%) 254G CIb
Complete response (CR) 14 (3.1} 15.48 1{0.4) 04,13
Parhal response (PR) 143 (32.1) 27.7.364 35(15.7) 109, 20.5
Stable disease (5D 213 (47.8) 43.1,524 133 (58.6) 332, 66.1
=6 menths 165 (37.0) 325,415 39 (38.9) 335,463
Progressive diseaze (FD) 40 (2.0) 6.3, 11.6 45200 149,254
Mot evaluabled I6(B.1) 3.5 106 940 1.5 6.6
(Orverall responsze rate (CR + PR} 157 (35.3) 30.8, 39.6 36 (16.1) 113,210 19.1 182 =001
Dizease control rate (CE + PR + 85I 370 (B3.0) 795,864 169 (75.8) 702,814 72 1.56 023
Clinical benefit rate (CR = PR + 5D =6 months) | 322(72.2) 680, T4 125 (36.1) 495 626 16.1 204 =001

Abbreviations: 1= cenfidence interval; CR = complete response; TWRS = intarsctive web vesponse system; N = number of patiznts in population; n = number

of patients; MA = not applicable; PD = progressive disease; PR = partial vesponse; RECIST = Response Evaluation Criteria in Solid Tumers; 5D = stable
diseaze.

2 Response critenia used was RECIST version 1.1,

b CIs were bazed on the normal approximation.

¢ p-value was caleulated by Cochran-Mantel-Haenszel (CMI) test stratified by the randomization strata IWES sensitivity to endocrine therapy, IWES nature of
dizeaze. Where a p-value was “NA” the computatons were not done becanze there were fawer than 2 nonmissms levels mn the data.

d Patients without adequate tumor assessment prior to freatment discontinuation +30 days or starting new anticancer therapy.

Sowrce: o _rs_ best_yesp sum mult 3 rif,
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0S Ata+ At& Opg Ao F2o1A] ok, & 85%o] (19.1%) (A
Ho](21.5%) (AtY) 9F + fulvestrant oA ¥A§5tgitH HRL 0.
log-rank 744 p-3F< 0.38860]2)C}.

127§40 0S& 8 abemamchb + fulvestrant w+of|A] 92.5% (95% CI: 89.6, 94.6), $JoF + fulvestrant oj|A]
90.2% (95% CI: 85.3, 93.5)%0}. 2 3 3o OSg2 d=otR| gotar, OSA|F FA0A 45 Aolg.

=

Q}) abemaciclib + fulvestrant o]|A] 48
854 (95% CIL: 0.598, 1.221)@1, Z3}el

3 °orA

O}

3 441%‘0] =S EN 1§J 82F o]4} abemaciclib+ fulvestrant & Fojutory, 223%o] 9JoF + + fulvestrant & &
lib + fulvestrant -o]A], X}t £ojgt abemaciclib 7] & FY2 13 7]t 9jof

+ fulvestrant —_rLOﬂH SRt QJoko] 27] 4 HYZFFe 9 =79t

Abemaciclib 83F 7= ZA4ZHe abemaciclib +fulvestrant oAl 273.06mg/dayt}t. ]2 + fulvestrant o+

oA Yot 8 Fr S 298.22 mg/daydtt. Abemaciclib +fulvestrant &3} §JF + fulvestrant Hof|A]

fulvestrant €3F 7t= HU7r2 717k 130.95 mg/week ¥ 135.42 mg/week ST},

- obEy o

Abemaciclib + fulvestrant & & 435%(98.6%) ¥ 9JoF + fulvestrant &+ 199%(89.2%)& =3 st & 634 §
(95.5%)0] Ald 717+ & 18] ow TEAES AT A%iAto] oj3) Bel TEARler fojel i ABEsE
abemaciclib + fulvestrant 420 ™(95.2%) ¥ QJoF + fulvestrant w 1349(60. 1%)01]/\1 FAISESITH Grade
3 0]} TEAEs= abema(nchb + fulvestrant 4 276 H(62.6%) X 2JoF + fulvestrant « 53 F(23.8%)0f A
G TH Bol S Al Fojot WEE Grade 3 049 AES— abemaciclib + fulvestrant o 232 9
(52.6%) & JoF + fulvestrant - 13‘:‘1(5.8%) ofjA] &rAistict.

SAEs+= abemaciclib + fulvestrant oAl 99T (22.4%) & ¢JoF + fulvestrant & 24%(10.8%)0l| 4] YA ¥5tict.
o]& %, abemaciclib + fulvestrant « 39%(8.8%) % 2F + fulvestrant + 3%(1.3%)0] A|FF EojQ} oA
© SAEsE UERIt




Number (%) of Patients

Abemaciclib + Placebo +
Fulvestrant Fulvestrant
Number of Patenisa N=441 N=113
Patients with =1 TEAE 435 (98.6) 199 (39.2)
Related to study treatment® 420 (95.2) 134 (60.1)
Patients with 21 CTCAE >Grade 3 TEAE 276 (62.6) 33(23.8)
Related to study treatment® 232 (52.6) 13 (5.8)
Patients with =1 SAE 99 (22.4) 24(10.8)
Related to study treatment® 39 (8.8) 3(L3)
Patients who discontmmned study treatment due to an AES 38 (8.6) T(3.1)
Related to study treatment® 30 (6.8) 4(1.8)
Patients who discontinued study treatment due to an SAE® 18(4.1) (1L
Related to study treatment® 122.7) 0
Patients who died due 1o an AE on study treatmentd 6(1.4) 1{0.4)
Related to study treatment® 409 0
Patients who died due to ap AF within 30 days of =
discontinuation from stady treatment® ? 300D 169
Related to study treatment® 1{0.2) 0

Abbreviations; AE = adverse event; CTCAE = Common Termunology Cntena for Adverse Events; N = number of
patients 1n the safety population; n = mumber of patients in the specified category; SAE = senious adverse events,
TEAE = treatment-emergent adverse event,

Patients may be counted i =1 category.

[ncludes events that were considered related to smdy treatment (either abemacichb/placebo or fulvestrant) as
judged by the mvestigator.

Patients whe died on smdy treatment with primary cause as AE or SAE are also inclnded as discontinuations.
The death due to AE for Patient 1687 was not considered related by the investigator i the clmical database.
However, in the information submutted to the Lilly Safety System database, the mvestigator indicated that this
death was related to blinded study drug

¢ Deaths are also included as SAEs and discontinuations due to AEs.

Source: o_ae_overview_lynf.
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abemaciclib + fulvestrant o+ & 38T (8.6%) ¥ $]9F + fulvestrant o 79(3.1%)0] AEZ <QI&f A|FF Eo=
=59t o] % abemaciclib + fulvestrant o419l 30WH(6.8%) & 22k + fulvestrant of|AQ] 49
(1.8%)2 A|P¢ Eojo} W= 7Zlog YW= AEo] 95 W35ttt abemaciclib + fulvestrant w-oj|A] 18
(4.1%) % 2J9F + fulvestrant & 3%H(1.3%)o] SAE=Z QId APt EFEoE ZTstITt (abemaciclib +
fulvestrant wol|A] 12%[2.7%]ollA Al&@F Fof} #ed/do] AR, YF + fulvestrant FoA= 00| UT).
abemaciclib + fulvestrantg £oi3t &} 189 B (42.9%)0] AEsZ Qlsll abemaciclib &3S 7F4st3ict
A1) 5% o]AtollA] B =l AEsZ 9ISt abemaciclib 8% ZtAax AMA} (83 © [18.8%]) ¥ &5 ZHAZ

(44 W [10.0%])2 ZaFstgct. 256%(58.0%)0] Holw 13] o|4 abemaciclib £0iS Arstgict. &hxto]
5% ololl B AEs2 Qlgh abemaciclib £0] e HAb (83 ¥ [18.8%) ¥ 5T TAS(72 ¥
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[16.3%])2 =3It AER Qo RS AJ=Fet SAEo|A, AER Qs A==l abemaciclib &%
2 Wron(7.38%), ol =2 8% Jrol OE Aot 3F0](0.7%) 189 fulvestrant & A
™0]|(4.8%) fulvestrant F£ojS A=k

Mo

1=]
e

=

[N
—

s




Abemaciclib + Fulvestrant Placebo + Fulvestrant
N=441 N=213

Parameter Fulvestrant | Abemacichib | Fulvestrant Placebo
Patients with =1 dose adjustment, n (%) 26(59) 300 (68.0) 16 (7.2) 86 (38.6)
Number (%) of patients with dose reduction 1(0.7) 118 (48.4) 1(0.4) 47(21.1)

1 dose reduction 3(0.7) 132 {29.9) 1(04) 46 (20.6)

2 dose reductions 0 65 (14.7) 0 1(0.4)

3 dose reductions 0 21(4.8) 0 0

Reasons leading to dose reductions

reporied for 5% of patients. o (%%)

Adverse events 3(0.7) 189 (429 1(0.4) 3(1.3)
Dharrhea 2(0.5) §3(18.8) 0 1(0.4)
Neutropenia 0 44 (10.0) 0 g

Other reasons? 0 42 (2.5) 4] 44(19.7)

Number (%) of patients wirth dose omission 21 (4.8) 156 (58.0) 15 (6.7) 49 (22.0)
1 dose omussion 21 (4.8) 106 (24.0) 15 (6.7) EERERD)
2 dose omussions 0 37 (12.9) 0 12{(54)
=3 dose onussions 0 93 (21.1) 0 10{4.5)
Reasons leading to dose omissions
reported for 25% of patients, n (%)

Adverse events 4(09) 228 (51.9) 1(0.4) 26 (11.7)
Diarrhea 0 83 (18.8) 0 0
Neutropenia 0 72(16.3) 0 1(0.4)

Other reasons® 17(3.9) T1(17.5) 14 (6.3) 28(12.6)

Percentage of doses onutted due to AEs (%e)

Median 2017 738 16.67 223
Q1-0Q3 1563-3333 | 301-1600 | 16671667 | 1.19-929
Min, max 6.25, 33.33 0.22, 70.00 16.67, 16.67 | 0.10,33.73
Mean (Std Dev) 2448 (12.77) | 12.05 (13.06) 16.67 (NC) 6.65 (8.75)

Number (%) of patients with dese increase 3(0.7) 5(1.1) 0 21(0.9
Reasons leading to dose increase

Per protocol 3(0.7) 3(1.1) 0 2(0.9)

Abbreviations: AE = adverse event; max = maximum; min = minimum; N = number of patients in the enrolled
population; 0 = number of patients in the specified category; NC = statistics could not be calculated becaunse only
1 patient with dose omuission due to AE was present in the group; Q1-Q3 = mterquartile range; Std
Dev = standard deviation.

a Other reasons for dose reductions on the case report form are per protocel.

b Other reasons for dose omissions on the case report form inclnde scheduling conflicts, treatment availabality, and
other.

Sowrce: o_ex_adjustment_summary_2_ly.rif
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AEg & % BEo &t 5 309 o9 AL abemaciclib + fulvestrant «+ 149H(3.2%)(AEs=2 QIsH AtY} 99
[2.0%] ¥ AlF Aoz st AtY b5y [1.1%]) X ok + fulvestrant + 109 (4.5%)(AEsZ st AlY 29
[0.9%] & Al AYo=z st AMY 79 [3.1%])01A BIUEACE Afgo=z ojojil JPg &St AE+= migs

(abemaciclib + fulvestrant wtol]A 3H[0.7%])°0] %) C}.




Abemaciclib + Placebo +
Fulvestrant Fulvestrant
N=41 N=123
n (%) n (%e)
All deaths 84 (19.0) 48 (21.3)
Deaths on therapy or within 30 davs of treatment discontinuation 14 (3.2) 10 {4.5)
Reasons for death
Adverse events 9(2.0) 2(0.9)
Sepsis 3{0.7) 0
Embolisma 1(0.2) 0
Hepatic failure 1(02) 0
Hepatic function abnormal 1(0.2) 0
Lung infection® 1(0.2) 0
Multiple organ dysfonction syndrome 1(0.2) 0
Pneumonitis 1(0.2) 0
Decreased appetite 0 1(0.4)
Cardiac arrest ] 1(04)
Study disease 5(L.1) 7(3.1)
Not reported 1] 1(0.4%

Abbreviations: CTCAE = Common Temminology Critena for Adverse Eveats: N = number of patients in the
population; o= number of patients in the specified category.

2 Cerebral mfarct coded as embolism per CTCAE term.

b Cryptogenic organizing pneumonia coded as lung mfection per CTCAE term.

¢ The patient died after discontinuation from treatment due to progressive disease. No further information on the
cause of death 1s avalable.

Source: o_ds_death_by_reason_4_ly.rtf
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£9] abemaciclib =2 3280j|A, Grade >3 35+ & A L Grade >3 2.3‘—_[" dAazo] WS ofxJoel
BriS ol vi-olsofel WHAAO Bl O e} (357 + s opolel B} 50.4% a]-oAjofel g}
24.3% S57 WA obAlokel &xt 44.6%, bl-obalokel &AL 17.6%). SHAISY. ofxlofel &t 393a bl opAlo}
Q &} 49Tt S5 HAaF o2 Qlof abemaciclibg FHstATH Grade =3 It EsfiAoin|yA] 4350 WAE
S ofAlotel SRS O)A u]-ofAlofel AlEThARto] uleh & QITHALT TEAEs: ofxJofel SHx} 6.8%, ]-ofAlo}
QI extoflA 2.7%; ALT AAA "4 ofAlotql ghxtoflAl 7.6%, B]-otAlofQl &kAtol A 2.7%; AST TEAEs: of
AloFQl SRIo Al 4.7%, B]-OFAloFRl ghXoflA] 1.1%: AST ARAA v|7g/d: ofAlofQl gXfoA 6.9%, H]-ofAloQl
SERLO| Al 1.9%). SHA]QF, ofx]opel #hAL 5Wut v]-ofx]opel 9,}7:} 5ut 7t transaminases, ¥2]F41, alkaline
phosphatase, = gamma-glutamyltransferase 4t459] AEs& <I5ll abemaciclib Fe B Al oF Oﬂe =
TSI HEE AFOF BolS U 288 9JoF + fulvestrant w0 &3}, AL, &5 :’EIO}E‘]‘-] J 5, E
A 7hE @ 7185 Y SOCo AEs E‘g*"%oﬂ ZQ3&h xfo|= ALK Qrorrt. T otEld ArAo] AlSIAl =
SAEOIA Abol= TSR] QoITY
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284 4/, HER2 &7 Holid St ghxto st LY28352199]

= 99 3 Er ol% APHAI0F Ak, TAE 74 27 o B8 agos Aae Wkl

g HidollA] FofgllojoF stal, A 171 Qo] taxaneo] LFFE]Qlojof 5}

2~ 9Qlt}: capecitabine, eribulin, gemcitabine, anthracycline, E£+=

3l i Fojgh F}H ster Q-2 271X] ostolojo} gttt gHAR= RECIST version

1.12 Aost &4 7}% Algto] ZRf5fjoF stal, Eastern Cooperative Oncology Group (ECOG) performance
o)

Abemaciclib 200 mg

Demographic Parameter N=132
Sex. n (%)

Female 132 (100.0)
Age (years)

Mean (SD) 59.13(1033)

Median (range) 58.0(36.0-80.0)
Pooled age group, n (%0)

Age <65 years 90 (68.2)

Age 265 years 42318
Race. n (%)

Whate 112 (84.8)

Black or Afnican Amenican 6(4.3)

Asian 2(1.3)

Missing 12(8.1)
Ethmety, n (%)

Not Hispamc or Latino 112 (84.8)

Hispame or Latine g8(6.1)

Not repored 12(9.1)
Country, n (%)

UsA 70 (53.0)

Belgium 28 (21.2)

Spain 23(174)

France 11(8.3)

Abbreviations: N = number of panents in the enrolled population; n = number of panents; SD = standard deviation;
USA = Unuted States of Amenica
Source: o_dm_summary p54281_t54291.nf

® fa

- ORR

ct.

UA $Al5 F, 6382 (47.7%) 7173 St FA| Whe2 SDAOD, 33 1§ (25.0%)°] SD <6 i, 30 o]
(22.7%) SD =6 7|Qol%ct. & 34 o] (25.8%) 71 Set MA| vIS o2 PDE WnslA, 9FoINC] UHS
2(6.8%) W7} 215U BIlE R QOITHElol A%t B WA WL ol & A 5alA] 0“’)
201613 4€ 309 At& opdd7bA] MONARCH 1 $txpso] A7Hof| thet SYA HEo| 73t 7P ¢

W2 & 2.7.3.380 uet Qo HEO] golidS 9l AlAAL Bt olgt TP faoh [A| BRI ;o AA]
IRk =98 dEof o5 §7HAlL CR2 07, PR 2371 W2E 9l o0, ORRZ 17.4% (95% CI: 11.4, 25.0)%

AFo] 559 1329oA, CR2 ¢, PR 261 IEE oD, 9lel ORR2 19.7% (95% CI: 13.3, 27.5)%
D
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Abemaciclib 200 mg

N=132
Null
Hypothesis
(%o} 950, CI8 Rate (%) p-valueh
Best overall responses
Complete response 0
Partial response 26(19.7)
Stable disease 63 (47.7)
<6 months 33(25.00
=6 months 0227
Progressive disease 34 (25.8)
Not evaluable/not assessedd 9(6.8)
Objective response rate (CR. + PR) 26(19.T) (13.3, 27.5) 15.0 0.1715
Dhsease control rate (CR + PR + 5D) 89(67.4) (58.7.75.3)
Climcal benefit rate (CR. + PR = 5D =6 months) 56(424) (339.51.3)

Abbreviations: €1 = confidence interval: CR = complete response: N = number of panents m populanon:

0 = number of patients in category; PR = pamal response; RECIST = Response Evaluanen Cratena In Sohd
Tumeors; 5D = stable disease

Two-sided exact 95% CL, expressed as a percentage

Two-sided exact test

Usmg RECIST Version 1.1. Confirmanon of CR. or PR was required for determunation of best overall response
Nme patients chd not have any postbaseline radiographic assessments

Source: smbor ot

T -

2 37] AR AP abemaciclib®] A 9hg-E0] 15% olstets HRHE (HOS & ¥ >15%9] diy 7t
2 (Ha)ol tisl ol e gAc= FFstes AU HO 15%9 AE2 o] sigoA ALgd 4 Qe 59
g gtek ayjo] Ois] A & e 252 ESHs ORRZA A xRS vigoz it} ORR &% S84 &
A2 AF A B9 AA & 1270E Aol BAIERIH. A WeE 25%S JHESE W o] EAle Al 9&
gm & 0.0259] 82% HAHS Aestct
- Aol Rl ot 39" 55 AESY FUAa e
Drug DoF (months) TTR (months)
Abemaciclib® 8.6 37
Capecitabine 518 28
Eribulin (67% ER+) 428 T
Ixabepilone (48% ER+) [ 1.4*
Abbreviations: DoR = duration of response; ER+ = estrogen receptor positive; FDA =Food and Dmg
Administrabion; TTE = time to response.
a Data from United States prescribing information. TTR. = 6.1 weeks.
b Ayalaetal 2015 TTR = 74 days.
¢ Thomas et al. 2007, TTE. = 12 weeks.
d Module 2, SCE, Table 2.7.3.5
e Table 25411
- DoR
DoR £k 8.6 71E(95% CI: 5.8, 10.2)0]ict. ¥h2o0] 671Y oA R|&E E2(6 7§12 DoR&) 70.4%% O
W, 12 7§¥ o]4H(12-7§¥ DoR &) 28.2%% Tt
MONARCH 104 8F-37bA] A AIFe] S 3.7 ZHL(9: 1.1 - 14.2 7§g)olle}. dAcs wad A
Al Y22 abemaciclibd] A14A Fol 717t 3 usbA Alm £7] AA(w8) EE oFEEAATL WA HY
g Algat BRI &, abemaciclib {5 AJARRE £, ¥RgeE w2 #AbE0]l fojet £ £45 YERY] A
A oy WHES UECh gy, #apt 9e & ot AR o]og 712 HAlsh] s, A Sojun
B DoR 542 I3 #71 @45 40| MM A% FIU2 e DoR FYYE 12.9 /1RolUt (95%
CL 11.0, 15.7). = Fo{d=2RE 7HE ol ¥hg FHE2 92.3%A 00, 3% Fojd=8g 12704 o4 ¥h3
8152 60.9%%c}.




O — O - O |
MONARCH 1 A|¥ollA abemaciclibof] tfsli o]2igt A do] ZALE|QIct §hgoffo] mg HEZ vl Zaf
grgo =got &RtE2 v]-§F3Ato] Bls] ©f @43 OSE UEUHICHHR 0.25: 95% CI: 0.10, 0.64). Figure
2.7.3.29 £ VFSAL Tf u]-WSAFO] KM BAS HolECh o] WACR WISAte} u]-ueAlS Hlwste A
ghSAtol] [2sh meke] Aubs: Ve, o2t vlurt VeAlog AMEE 2 AT FES AT vlues AAl
wlA] orect.
Ao UrSAel v-urgAlS wlwstiy] EM0s A™stn, WY PAIZ OB b YHoz UAHY
o A wA A, BREAL Bl Cox vl old REOM ARE &N FHFo=z AREEQIL Table
2.7.3.42 = AZF-9gtol] T HdPA HaezA HEEARS H]-UEEAL AJEIQE vlwet HAElE Alsett. o] e
ougles AE FAS UEUA oo, TatA KM plot AAIEA] o=t EF, LAl o & QIAtof| tisf =72
st7] i3l slolAafel @At (ECOG PS, A%, PR AEl, 7t o] =Al, /80t Fo| ol uA Fststa
%>, 7] capecitabine A&, Ao] £9] ) 5l vhS JEE 2o thZF Cox regression #2425 AAISIATH
Ant= ® 2.7.3.420] Yot Qlck
Median in months
AMethod Group N (9520 CT) Hazard Ratio (95% CI)
Time-dependent Non-responder 106 "
Responder 26 0.31 (0.12, 0.77)
Mulnvanate analysis Non-responder 106 -
Rt 26 ) 0.31 (0.12,0.79)
6-month landmark Non-responder 96 23.3(182.NR) g
3 3 7
Responder 20 MR 035 (045, 007)
Multivanate analysis Non-responder 96 233 (182, NR) 0.34 (0.12, 0.95)
Responder 20 NR

Abbreviations: ClI = confidence mnterval: N= number of patients in group: NE = not reached.
Source: os_orr_tdep: os_orr_multv_tdep.rtf: os_umiv_landmark rtf: os_multiv_landmark rif

rE
=2
ok
cE
=

Q BAo] AMRE|Qict 671K AAESN Q1 AlFHo] AL
StFEX] ofFo] wat 2749 ¥hS JiEnjR pEHIS 1Y
dohel SAFES A|QJSEL(N=16), o] WS ARg-otY
22X Ans qZsch & 2.7.3.42 & ZF ZolA 0S FUS A3y,

Ay 2 27i+S vlwste] fgulE AASHE. Yo 71eH
T AA|E] 9t (Table 2.7.3.42).
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Number (%0) of Patients
Abemaciclib 200 mg

Number of Patientsa N=1]32
Patients with >1 TEAE 132 (100.0)
Related to study treatment? 129(97.7)
Patients with =1 SAE 32(242)
Related to smedy treatmentt 13(9.8)
Patients who discontinued study treatment due to an AE 10(7.6)
Related to study treatmentb 8(61)
Patients who discontinned study treatment due to an SAE 21.3)
Related to study treatment® 1(0.8)
Patients who died due to an AE on study treatment® 2(1.5)
Related 1o study treatment® 1{08)

Patients who died due to an AF within 30 days of 1(08)

discontinuation from study treatmentc !

Related to study treatment® 0
Abbreviations: AE = adverse event; N = pumber of patients in the Enrolled Population; n = number of patients in

the specified category; SAE = senious adverse events; TEAE = treatment-emergent adverse events

3 Patients may be counted in more than 1 category.
b Includes events that were considered related to sudy treatment as judged by the mwvestigator.
¢ Deaths are also included as SAEs and discontinuations due to AEs
Source: o_ae_overview_pi4181_t34300

- Alesd H &2

10H(7.6%)0] AE=Z ¢I8l] abemaciclibS ZW3st9tt o] & 8H-2(6.1%) Abemaciclibi} & 7t54o] 9)

o2 Hurct 109 & 2HL(1.5%) SAEZ QI3 abemaciclibS ZW5IGTH1IH[0.8%]0A4] abemaciclibY
H 7t=Ao] 9lL).

(HEPA)

= 3

53] 84S ZAstRon, 46HS (34.8%) 18] &% A, 18 Ho(13.6%) 23] &%
Z Aol 5% olfollA E

o2 (12 F [9.1%])

Py
i)
xQ,
= &
%2 i
mlm ROy

5 77 13 20] o EebA WRHATL(19Y(14.4%] %71 1, 23 F [17.4%] 571 2), ol %
Z10M A HR) 83 Zao] A9l o Aoich AWM &% WAstA AU AT FARL 39Uelch. A
1 g [19.7%])FTHMONARCH 1 CSR Table JPBN.12.3).
5 %0](72.0%) 2|4 18] o]y FolZ Attt F 76 W(57.6%)0] AEZ s 24 18] ol FolZ A2fet
a’iq, Sxfo] 5% oldolA HnE ABsE St Fo e MAb (32 ¥ [242%) £FT A4S
[15.9%]), T (13 2 [9.8%]), & (8 B [6.1%]), 2 QA (7 [5 3%])S gs}a}cgq. AEs2 9l =]
e BRSO, AY 8] WL F 50%3]
Bo] gt 7IEF AHRE SolS AlRstact.
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65.7. +84 A g 8 2 A2
ofHf|ofA| 2 ofdf|opA| 24 ofHfopA]| 2
MONARCH3 MONARCH2 MONARCH1
STUDY JPBM JPBL JPBN
Eogzk 150 mg 150 mg 200 mg
2018 19 28] 19 28] 19 23]
O|MA| & g2 Al 3232, st gdy
HeqH NSAI Fulvestrant -
B0l NEES o]oF A+ Q] oF Al
PN 328 165 446 223 132
%‘37(-]7]7]- ~ ~
(month) 17.8 17.6
A&} PFS 28.2 14.8 16.4 9.3 DSOS
(month) 23.5, NE 11.2, 19.2 14.4, 19.3 7.4, 12.7 5.8 10.2
0.54 0.55
HR 0.42, 0.70 0.45, 0.68 B
BRIC PFS NE 19.2 22.4 10.2 -
(month)
0.51 0.46
HR 0.36, 0.72 0.36, 0.58 B
0S (month) NE NE NE NE NE
ORR(%) 55.4 40.2 48.1 21.3 19.7
: : : ' 13.3, 27.5
o3-S 93.9 54.7 98.6 89.2 100
[TEAE] : : : :
3/452
s AOPHLH% 47.4 5.6 60.5 22.8 68.2
A 41 A 2 A 46 A 4 JA 65
i%?%)*i%( 3/4 21 3/4 1 3/4 27 3/4 2 3/4 13
%
il AR 81 AR 30 AR 86 A 25 AR 90
= 3/4 10 3/4 1 3/4 13 3/4 0 3/4 20
71e} ol dutg - - -
Eo|Atgt =% 5171 Al Y =% 571 A1 1Y =% 571 A AY
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A 34 A]d (MONARCH 3 @ MONARCH 2)oA], abemaciclib +Uj&8] Q% oA ¢ + Y&H] Q¥ o
H|g] TEAEs ¥ 5% A3 N RfoA ALT 433 AST 4459 WAE0] § =3t o]&2 #& Grade 1
EL Grade 29100], @5 Wel=wlo] 5| A4S 25t 99T 6719 7t SAEs (MONARCH 3014 27,
MONARCH 204 471)7} 228510, ALT 52 FARE TiEeE YEU L, A3 2 37] ojylo] &A¥stel o,
abemaciclib®] £H& Q35t3ct dutaloz ALT U AST A48 g2k 7+Ah = Bof Aoz 2|7t 7135t
R, AloF Bof B0 A FEEQIT. EfiAOINUA] 452 %‘Jxﬂﬁ ﬂ}i Qlsfl, I+ &2 Hagt ”KH‘* H
O‘OE R ALT A3 ot ThatbA, K%‘ﬂ* ’“Eoﬂﬁ ALT &
DU wAE.
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< o MAHS (PE) 3 A5 AW SHFDVD ez FJH], A= t2joN 7P &

o 1
o] wA¥stx|qr, & 9 Aoy 22 oE Aue gFS ©Z 5 QoHDi Nisio et al. 2016). Al 34 AlE
(MONARCH 3 2 MONARCH 2)9]|A], abemaciclib +J&H] Q% oA ¢JeF + J&u] 9% o H|5] VTE(PE
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- mBC ARAZ $U& B We okgol YA, ETmBCel v 14 Ayl di 4 2 % 23 ¥4 A
FoAe] Fge] FF T wreba], mBCS AW A AWoln, OSe W 2390 R Agrdth ETol g
WA FE, BT HEA A 2 olE B AxEA Gyl oE 278 d7ishe Zlo) dstHen 4

33 2793 Qo
Abemaciclib& 747 Hol4 Aoz AN @¥& WA o4& $2 (MONARCH 3), HlEu 29 5 =& F 2
ol A&d FAMONARCH 2) B o7 AE5H P& e FZHMONARCH 1)14 mBC 34
AR 434 o9& Yehfith. MONARCH 3 31 MONARCH 20|14, abemaciclib + W21 L%} ¢]of
+ e 2w nd PRsY Ade 493 BAXCE Fosda, dEHeR JugdE JeR FTHI

g, MONARCH 2914 PFS ¥ ORR (tHZ79] 2ul)2 W&H 2% $ 7¢ Aol A 74 AA Bu
. BR7EA 2, MONARCH 1904 ##H abemaciclib?] @Y AE &4 93, Z A A7} #7138 A
?l ORRY E-8%4 HR+, HER2- mBC 7oA Agd Az=4d Fdsistay A5 Ad3 §58 A=
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- MONARCH 3 ¥ MONARCH 2¢4, abemaciclibe W&H 2H 7 BHEA abemaciclib 150 mg (4% A O=
Fo)ol A B Wb 7 g FdelA A3kt MONARCH 29 €% $A5L8 200mg 1€ 23] &
o2 AFsdoYy, F Al 34 AgolA EE FAE abemaciclibe WEH 293 W& AEA 150mg 1Y 2
3 §4o] AAF AN EFYE HoJFET MONARCH 1014 3l ¢t Z2aye BEd o35 /1A,
A Ax 549 FEsael AdE A5 Ad9e 7H ol g Aol B ol A A A%
Yo Z AR £ 14 23] 200mgZE TFY AL FHA abemaciclibe] HAsith= A& AlAMgH

- RE NP EA, #2H TEAEE HAE Feg7t 7hseta, 719 3oln o Zo] 71538 F& P o 2HH
o] % Ade Aon, xF FELA ZFH A P HHI AF HA4g 9 #HHE AFETh <
AL g o] de ARF ¢4 A el frAbskA

- Abemaciclibe HA T &4 o EAboAM FARG kdA ARE JeERIAa, A ZAS PKell Zkol7) floke
Aolld Zeg fdtol de 8 8 o]9-9F 223dS AFL Aol

- A8z 08 MONARCH 3, MONARCH 2, @ MONARCH 12%H¢| A2EL abemaciclibe WEH 233

EA (HAzx EE 3A BT 5 A8 $) 9 99 JROZ RN AdH HZFoA 53 01993 Z=3}
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6.6.2. ICH E5 5%

Del e B 244 %7t

Binding
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Pharmacokin | Linear Nonlinear St &bl 75 mg ~ 200 mg 1% 23] W& Fo| & &gFn] 559 tiel] H
etics abemaciclib Cmax 2 0AAdA Fo 717F FEA7MA] FE-AF A3}
A2 (AUCO-1) e 7%91 S Hgs S/ &% A3t Cmax %
AUCO-t 1= ZH7F 084 (90% CL: 038, 183) 2 096 (90% Cl: 043, 2.13)0)
T} (Table 5.3). Bvl7F 120 24z F7)= ot 90% CIol 10] TFE A
E]' webA ghE Bl Al w29 P SUbe £%d HEdte 225 W
T Ao
Pharmacodyn | Flat Steep MONARCH 2004, ME o 715, MF 55, ¢ 3719 ¥ 9 PFSE
amics: x3g 984 PopPK/PD Rdo|] T=Ho &%, & ¥ FEA 9 @
exposure-resp A& 7lestdth Abemaciclib =% F% 4 9 PFS zto] ¢4 A¥
onse for o] #A#do] AU Abemaciclib FE7F 558 o & ¢ 271 ¢
efficacy 4 2 9 21 PFSE YERHAT
Pharmacodyn | Flat Steep MONARCH 2014, grade 1, 2, 3, ¥ 4 357 74ZFL abemaciclib +
amics: fulvestrant ] 2t} 52%, 14.3%, 23.6%, % 2.9% W FHT 2EF
exposure-resp 23T Zas 1Y WA HETH abemaciclib FoAw EFAM TFF
onse for AR #A Ago] thit Friberg modele F3 B7FHSATH (Friberg et al.
neutropenia 2002). Fulvestrant ¥ abemaciclib2 EF 8 RH9 FF7 progenitor
pool compartmentd] F&F-S P H O, fulvestrant 7} FIX& FF9 A7)+
abemaciclibdll H3] © AAUHZAZL 6% vs 17%2 FHH). TF7 e
fulvestrant®} abemaciclib®] ol2}dt ¢4 FFow &9 Hdj 23%7F F
o 204-35U Aoldl] grade 3 E 4 TFT FaFE U Zo d=
Hoath o3 =g o & MONARCH24 A grade 3/4 &7 4% ¥
AEFH A3t}
Pharmacodyn | Flat Steep MONARCH 294, &%3/x=Z3 A 7holl w3 #dA4S eIt
amics: A& g2 AAL 7hsAded diEd fod 45 dARY; dz2ee 150mg
exposure-resp A2 gl Hla) A 1ol A9 100% © wgton, 200mg A& &F
onse for FoAYd A5 150mg A F &l wis) A o] oF 45% T i»fq.
diarrhea =g, AAY] FHE 200-mg AF &F TollA 150-mg AlEF &7l Hle]
O =34t o= fulvestrant {84 150-mg A2t &9 AP UM A
ot E3, o2 Ade AA #Eo] YolA &F AL B FH)
o] Adsitte Ag HojErh
Therapeutic | Broad Narrow A5 W= FA €u. Abemaciclib2 ¢ztel] Oig T JEOZ 50 -
Dose Range 225 mg Q24H ¥ 75 mg - 200 mg QI2HA WeFdo] Fastdtt. =g,
<<Source: JPBA CSR>>abemaciclib A2 &% 150 mg QI2HE fulvestrant,
anastrozole, = letrozole® W&A] 538 o] /9d Z20dS YehY
Atk &%, =%, TF 2719 Wt PFS 7o #¥ 42 MONARCH 2 3
MONARCH 394 25 #Z5A0
Metabolism | Minimal or | Extensive, | Abemaciclib& FZ CYP3AS] 23] FH9lstA thAtso] M2E F4d3it
Multiplepath | s i n g 1 e | °lzle] Fa& AA ¥ A=E dixwdch CYP3ACl o3 oirse
ways pathway-gene | abemaciclib #&-& °F 0892 FH AT A A abemaciclib (34%), M2
£ i | (13%), MI8 (5%), 2 M20 26%)& thiEe] ofE BA w2 THIT In
polymorphis | vitrod| Al M2, M18, ¥ M20-2 abemaciclib@} Hl53 g7te] &4& YeRd
m o},
Bioavailabilit | High-moderat | Low Abemaciclib 200mg 77 &% Adl A ©]&EL 45 %015}
y e Al ]PBSOH/H @3] 200mg®] abemaciclib 47 F4 (C3 #<& AF, 50-mg
T & AT B T o 6Nzl AFste @3] 0 -mg IV &9
[13C8]-abemaciclibS 1583t FHUsFATH
718t H2A5(1S) H ol 90% Cle o 40% - 51% %tk Alduia
A M Ae YWe WA FEERL, A AA o]&E 3 . AUCO-
oo of g &4t 4741? Hﬂﬁ%((:\/%)s %z 19% 2 31%91@.
Protein | Low-moderat | High Abemaciclibe A % @i el & AFHS Yehlileod, B34 A

&2 9 9% - 98%9&5} AL 03 uM (152 ng/mL) U= 10 pM (5066
ng/mL)«l EollA sEe FAF AoE HAth 1.0 mM FEA
(M20] 3 478.6 ng/mL, M20¢ll i3l 522.6 ng/mL), T ﬁa%—ﬁ— AR
A M2 g M20AAM FAEE T, B A &2 47 89% ¥ 94% At




Drug-Drug | Low-medium | High
interaction

in vivo, ¥ in vitro At5°] ©E2H CYP3A47} FZ abemaciclib, M2, M18,
2 M209 tiAHE gtk wWebA clarithromycin (CYP3A SGAA]) (Study
JPBE) ¥ rifampin (CYP3A %A (Study JPBF)C2 94 & Fud&
ANdes AN FEAe FEE AF AT

o) A (Study ]PBE) g PBPK Al Egold s vg o= & o CYP3A 9
AAE AT F gl FAd Ul abemaciclib £FS ZH3 of f“}q
(Table 57). A% &F 24& % B4 ZHd 03 AUC ¥E wgoz 3
o =& W-$ EYoA abemaciclib, M2, M20, ¥ F H@' EZo] ¢4

9 fE40 FESA o BT Ao AEAU AR/,

Drug-Food | N 0 t | Susceptible
interaction susceptible to
dietary
effects

o °
Abemaciclibe &2 AF 9 AAGle] AT F4E + Aot
&4 == 119243 34 abemaciclibS T3 A3, FE g H] 5|
abemaciclib PKol tfdt d4d oz #dH e Uyt (Table 5.11). Al
g JPBG ¥ JPBUCIA, A& AUCO-c0 (A8 JPBGOIA 13% F71, Al
d JPBUNA 27% %71 2 Cmax (A8 JPBGAIA oF 25%, A8 JPBUCA
35% Z7hell ZAFEE W, @3 200mg £H] abemaciclibel ¥ =&
7 YERRIT

Drug-disease | Low-medium | High
interaction

Abemaciclib & A= S Tl Fo¢ FEOE AAHA g
Abemaciclib& 7t A tAlEH FQ wjd AF2E F FEod st II]-E]-H
7t Aol= abemaciclib®] ZE]A#A 2o YFES v AL abemaciclib =F S
S7MNZ Ao Z o dET Study JPBVOl A 200 mg abemaciclib& A7 7t
7%, Bv ABF, $5%, 5 A A A@udAd B4 1 %LOH“\‘:‘
abemaciclib®] Z4l Fglojdx, AL, © wuld Al %‘ﬂo nxt. 2
ok & JAAeR M Fad ade HAY F A E49 AU
co Wt AF 9 F5F 1 Al wAYF F B EHY AUC-©
HE 116 2 114019 90% CIol 10] &= o (Table 5.11), 4% 2 5%
A7l 8% 2do] B8Y AEE YHFoE {Fod =& ‘?35}% of7]
A 5& AAAT. 22y Child-Pugh &35 3t BolddlA & &4 =4
WA AUCO-0 = B4 7 715 AdddAe] 26982 F7HAT (90%
CL: 191, 378). Child-Pugh #7FE ol&AL W $5 1 FHY &A= &
goja vt Ba, mAY =Fo] o1, t1/2 o] A7 Wi 7ZEge] T8
sttt .

ﬂl

Mode of | Non-systemic | Systemic AN g8 ATFAAY

Action

Inappropriate | Low High Abemaciclib®] HA43 AL 7MeAdL Yok Abemaciclib® FAHH A

Use EE 7IA AE S8 PiAE 99 A FEHA Lok %Q@?l
AP AANEA 4t Abemaciclib ZH#F Folo ik A4 A BIS
AgH ot} Abemaciclib #H#F Foje €A dF5A= itk Abemaciclib
g B NEe YA tiF A8EE FA4FH o P

Multiple-Co | Low High Abemaciclib2 HR+, HER2- I8 E& mBC«l 250 glojM Hzx Y&

medication Hl 7]dF @O Z A aromatase JAIA EE fulvestrant®} H-& FoFH AL,

e 2y ¥ ReEn,

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

6.63. 7FaA 547}
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Phase 3: Combination Therapy

Phase 2: Single-Agent Therapy

Study I3Y-MC-JPBM I3Y-MC-JPBL I3Y-MC-JPBN
(JPBM: MONARCH 3) (JPBL: MONARCH 2) (JPBN: MONARCH 1)
Population HE+, HER2— mBC with no prior HE+, HER2— mBC with endocrine HE+, HER?— mBC following disease
endocrine treatment for advanced disease | therapy resistance progression after endocnine therapy and 1
(endocrine sensttive) ITT population: =669 or 2 chemotherapy regimens
ITT population N=493 Korean Patients =78 Enrolled population N=132
Korean Patients = 59 Korean Patients =0
Background NSAI (Letrozole or Anastrozole) Fulvestrant None
Therapy
Treatment Arms Abemaciclib plus AT Abemacichib plus Fulvestrant Abemaciclib
Placebo plus AT Placebo plus Fulvestrant
Primary Endpoint | PFS (mnvestigator) PFS (mvestigator) ORR (Investigator)
Key Secondary ORR. OS. DoRE. DCE. CBR ORR. OS. DoR. DCR. CBR 05, DeR, PFS. DCR. CBR
Stratification Nature of disease (visceral metastases ITT: namre of disease (visceral metastases | NA
Factors versus bone-only metastases versus other); | vs bone only metastases versus other),

prior (neo)adjuvant ET (Al therapy versus

other versus no prior ET)

sensitivity to ET (primary vs secondary)
EN: nature of disease (visceral metastases
vs. bone only metastases versus other)

Korean Padentz All Patients
Abemacichb + Placebo + Abemaciclib + Placebo =
Fulvestrant Fulvestramt Fulvestrant Fulvestrant
N=5§ N=10 N=446 N=113
o {%)} u (%) n (%) n (%)
Randomized, but never 0 0 S o
treated
Treated 58 {100.0} 20 {100.0) 441 (88.8) 223 (100.0)
On treatmenid 29 (50.0) 4 (20.0) 170 {38.1) 45 (20.2)
Off treatment® 29 (50.0) 16 (800} 271 {60.8) 178 (79.8)
Reazon for
dizcontinuation of treatment
Progressive disease 4414 16 (8003 195 156 (70.0)
Adverse event 203.4) 0 32 6(2.7)
Withdrawal by patient 2034 0 23 9{4:00
Physieian decision 0 0 10 4{1.3)
Death 0 0 7 2{0:%)
o —= g
stud}..gj-ﬁ;an.p..ance with 10 0 1(0.9) o
Protocol deviation 0 0 i 1 (G40
- Monarch3
Korean Patients All Patients
Abemaciclib = Placebo + Abemaciclib + Placebo +
NSAT NSAIL NSAI NSAT
N=41 N=18 N=318§ N=165
n (%) n (%) n (%) n (%)
Randomized, but never treated o a 2 {0.6) 3(1.8)
Treated 41 {100.0) 18 (100.0) 326 (99.4) 162 (98.2)
On treatmentd 24 (58.5) 6(33.3) 162 (49 .43 &4 (38.8)
Off treatmenta 17 (41.5) 12 (66.7) 164 (50.0) 98 (39.4)
Reazon for discontinuation of
treatment
Progressive disease 8 (19.5) 12 (66.T) 91 27. 71 86 (53.1)
Adverse evant 3{7.3) a 35(10.T) {12
Withdrawal by patient 5(12.% Q 18 {5.5) 2.1
Dieath 0 a 9027y 3(1.8)
Phy=ician decision 1024 a T(2.1) 5 (3.00
e Noncompliance with smudy 0 0 309 a
Protocol deviation? 0 a 10033 a

@ w274
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Korean Patients All Patients
_\1]::11:1::::::1+ Placebo + Fulvestrant A;:;::;l::rt+ Placebo + Fulvestrant
N=58 N=20 N=446 N=213
PFSa
Number of events, n (%) 25 (43.1) 16 (80.0) 222 (49.8) 157 (70.4)
Median, months (95% CI) 22.75(14.14, NR) 11.26 (5.88, 16.90) 16.4(144.19.3) 93(74,114)

p-Value (2-sided) - log rank stranified

p=.012974

p<.0000001

Hazard ratio (95% CI):
stratified

0.440 (0.227. 0.853)

0.553 (0.449. 0.681)

PFS survival rate, % (95% CI)®

3 months 7.2(75.1.93.7) 85.0 (60.4, 94.9) 87.7(84.1. 90.5) 77.0 (70.8, 82.0)
6 months 81.7 ( 68.6. 89.7) 75.0 (50.0, 88.7) 76.8 (72.5. 80.6) 59.7 (52.8. 66.0)
9 months 70.5 (56.5. 80.8) 70.0(45.1, 85.3) 69.7 (65.0. 73.9) 50.9 (44.0, 57.4)
12 months 70.5 (56.5, 80.8) 350(15.7,55.2) 61.1(56.2, 65.6) 404 (33.7.47.0)
15 months 604 (458, 72.2) 35.0(15.7,55.2) 52.8(47.7.57.6) 36.0 (29.5, 42.6)
18 months 57.6 (428, 69.9) 240(8.2.443) 45.6 (403, 50.7) 27.0 (20.7, 33.6)
0S
Number of deaths, n (%) 6(10.3) 4(20.0) 85(19.1) 48(21.5)
Median (95% CI) NR (NR.NR) NR (20.15. NR) NR (26.7. NR) NR (26.8. NR)
p-Value (2-sided): log-rank stratifiedb p=495 p=389
Hazard ratio (95% CI): stratifiedb 0.639 (0.175, 2.333) 0.854 (0.598. 1.221)
Surytval e R (IR CLF 12 92.7 (81.6.97.2) 90.0 (65.6,97.4) 92.5 (89.6. 94.6) 90.2 (85.3. 93.5)
months
Korean Patients All Patients

Absmacich. Placebo + Fulvestrant Abemitcadib - Placebo + Fulvestrant
Fulvestrant Fulvestrant
N=58 N=20 N=446 N=223
Best Overall Responset 1 (%) 95% CHd 1 (%) 95% CTd (%) 95% C1d 1 (%) 95% C1d
Complete response (CR) 1(17) ~1.6.5.1 0 N/A 14 (3.1) 15,438 1(04) —04.13
Partial response (PR) 220379) | 254.504 | 4(200) 25.375 143(321) |277.364| 350157 | 109 205
Stable disease (SD) 26 (44.8) | 320.576 | 13(650) | 441.859 | 213(478) |431.524| 133(59.6) | 532,661
=6 months 23(39.7) | 27.1.522 [ 12(60.0) | 38.5.815 165 (37.0) | 325415 | 89(39.9) | 33.5.463
Progressive disease 5 (8.6) 14.158 3(15.0) —0.6.30.6 40 (9.0) 63,116 45 (20.2) 149 254
Not evaluable 1(6.9) 04134 0 N/A 36 (8.1) 55.106 | 9(40) 15,66
Overall responze rate (CR + PR) 23397 | 27..522 | 4200 25.375 157(352) |308.396| 36(161) | 113,210
SI[;)‘SEM cantol e (CR+ER 49(84.5) | 752,938 | 17(85.0) | 69.4.100.6 | 370(83.0) |79.5.864 | 169(75.8) | 70.2.814
S;g’;‘fi:;’gﬁl HU (O 46(79.3) | 689.89.7 | 16(80.0) | 625.975 | 322(722) |68.0.764 | 125(56.1) | 495,626
Best Overall Response in
Measurable N=44 N=13 N=318 N=164
Disease Population
Complete response (CR) 1(2.3) —2.1,6.7 0 (N/A) 11(3.5) 15.55 0 NA
Partial response (PR) 22(50.0) | 352.648 | 4(30.8) 5.7.55.9 142(447) |392.501| 35(213) | 151,276
Stable disease (SD) 13(295) | 161.43.0 | 7(53.8) | 267.809 109 (343) |29.1.395| 84(512) | 43.6 589
6 months 11(250) | 122.378 | 7(53.8) | 26.7.809 80(252) |204.299| 50(30.5) | 234 375
Progressive disease 5(114) | 20,207 | 2(154) | —42.350 32(10.1) | 68,134 | 38(232) | 16.7.296
Not evaluablee 3(68) | —0.6.143 0 N/A 24 (7.5) 46.105 | 7(43) 12.74
Overall response rate (CR + PR) 23(52.3) | 37.5.67.0 | 4(308) 5.7.55.9 153(481) | 426536 35(213) | 151,276
Sg;mse extiiol e (R FRx 36 (81.8) | 70.4.952 | 11(84.6) | 65.0.1042 | 262(824) |782.86.6| 119(726) | 657,794
Ség‘:ﬁ;i;';ﬁt HECR e 34(773) | 649.897 | 11(846) | 65.0.1042 | 233(733) |684.781| 85(518) | 442 595
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Korean Patients All Patients
Abemaciclib + NSAI Placebo + NSAI Abemaciclib + NSAI Placebo + NSAI
N=41 N=18 N=328 N=163
PFS?
Number of events. n (%) 9(22.0) 12 (66.7) 108 (32.9) 86 (52.1)
Median. months (95% CI) NR (NR, NE} 9.22 (3.58.NR) NE (NE. NR) 14.73 (11.11. 17.46)
p-Value (2-sided) — log-rankstratified? p=.0014 p=.000021

Hazard ratio (95% CI) — stratifieds
PFS rate, % (95% CI)b

0.217 ( 0.078, 0.599)

0.543 (0,409, 0.723)

4 mo 57.6 (83.9.99.7) 72.2 (45.6, 87.4) 89.4(85.3,92.3) 81.0(73.9. 86.3)
8 mo 94.9(81.2,98.7) 66.7 (40.4, 83.4) 79.9 (75.0, 4.0} 68.7 (60.8, 75.3)
12 mo 80.7 (63.6.90.3) 44.4(216.65.1) 73.0(67.5. 77.6) 56.1(47.9. 63.5)
16 mo 74.6 (56.7, 85.9) 38.9(17.5. 60.0) 65.0(59.1.70.3) 43.4(35.1,51.4)
20 mo 74.6 (56.7. 85.9) 25.9 (6.0, 52.2) 59.3 (52.5, 65.6) 403 (31.5,48.9)
24 mo NE.(NR,NR) NR (NE. NR) 59.3 (525, 65.6) NR (NR.NR)
05

Number of deaths. n (%) 1(24) 3(16.7) 32(9.8) 17 (16.3)

Median. months (95% CT) NR (NE. NE} NR (19.17.NR) NE (NE. NR) NR (NR. NR)

p-Value (2-sided) — log-rank stratified? p=3297 p=9242

Hazard ratio (95% CI) — stratified?
Survival rate, % (95% CI)b

4 mo

8 mo

12 mo

0.321(0.029, 3.568)

100.0 (NR, NR)
100.0 (NR. NR)
974 (82.8. 99.6)

100.0 (NR. NR)
100.0 (NE. NR)
100.0 (NR. NR)

0972 (0.539, 1.751)

97.8 (95.5. 99.0)
96.5 (93.8. 98.1)
92.6 (89.0. 95.0)

98.8 (95.1,99.7)
96.8 (92.5. 98.7)
95.5(90.8, 97.8)

Korean Patients

All Patients

Abemaciclib + NSAI Placebo + NSAI Abemaciclib + NSAT Placebo + NSAI
N=41 N=18 N=328 N=165
Best overall responset n (%) 95% CId n (%) 95% CId n (%) 05% CId n (%) 05% CId
Complete response (CR) 1(24) 23,72 0 (N/A) 5(1.5) 02,29 0 N/A
Partial response (PR) 25 (61.0) 46.0, 759 6(33.3) 11.6.551 | 153(46.6) 412,520 57(345) 273.418
Stable disease (SD) 14(341) 196,487  10(55.6) 32.6.785 | 133(40.5) 352.459 86(52.1) 445 597
=6 mo 13(31.7) 75,460 7(38.9) 164.614 | 98(299) 249 348 al(37.0) 296,443
Progressive disease 0 N/A 2(11.1) 34,256 14 (4.3) 21,65 12(7.3) 33,112
Not evaluabled 1(24) (23-72) 0(0.0) (N/A) 23(7.0) 42,98  10(6.1) 24,97
Overall response rate (CR + PR) 26 (63.4) 48.7.782 6(33.3) 11.6.551 | 158(48.2) 428,536 57(345) 273.418
Disease control rate (CR + PR+ SD) 40 (97.6) 92.8,102.3 16 (88.9) 304;4 291 (B8.7) B5.3,92.1 143 (86.7) 81.5.91.9
Chunical benefit rate (CR+PR+SD >6mo)  39(95.1) 885 101.7 13(72.2y 515,929 | 256(78.0)  73.6,82.5 118(71.5) 64.6. 78.4
B.est overall 1'95!_301159 in measurable N=36 N=16 N=267 N=130
disease population®
Complete response (CR) 1(2.8) -2.6. 8.1 1] N/A 5(1.9) 0.2.35 o NA
Partial response (PR) 25(694) 544.845  6(375) 138.612 | 153(57.3) S14.632 57(438) 353 524
Stable disease (SD) 10(27.8) 131,424  8(50.0) 255745 | 82(30.7) 252.362 55(42.3)  33.8.508
=6 mo 9(25.0) 109,391 5(31.3) 8.5.540 54(20.2) 154,250 33(254) 179,329
Progressive disease 0 N/A 2(12.5) -3.7.287 11{4.1) 7,65 12(9.2) 43,142
Not evaluabled 0 N/A 0 N/A 16(6.0)  3.1.88 6 (4.6) 10.82
Overall response rate (CR + PR) 26 (72.2) 576,869 6(37.5) 138.61.2 | 158(59.2) 53.3.651 57(43.8) 353.524
Disease control rate (CR + PR + SD) 36 (100) 100.0.100.0 14(87.5) 50133? 240 (89.9) B6.3.935 112(86.2) 802,921
Clinical benefit rate (CR + PR+ SD =6 mo)  35(97.2) 919.1026 11 (68.8) 46.0.915) | 212 (79.4) 745,843 90(69.2)  613.772
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Abemaciclib + Fulvestrant Placebo + Abemaciclib + Placebo + Fulvestrant
N=58 Fulvestrant Fulvestrant N=223
N=20 N=441
;bue’;’};:;fbl’z:‘;ﬁz:Ll:’;"(“;"d 58 (100.0) 20 (100.0) 441 (100.0) 223 (100.0)
Cycles received per patientd
Median 16.00 12.00 13.00 9.00
Min, max 1.00. 29.00 1.00. 25.00 1.00. 29.00 1.00. 30.00
Duration of therapy (wk)
Median 68.15 48.79 51.86 34.14
Min, max 0.14, 120.57 4.00, 101.00 0.14. 120.57 1.00. 121.99
Dose intensity (mg/day)c
Median 253.55 298.88 273.06 298.22
Min, max 8542, 430.77 28144, 39140 76.56, 2100.00 103.13. 1200.00
Relative dose intensity (oa)d
Median 71.84 97.62 79.82 97.39
Min, max 26.10.111.36 70.77.105:13 63.19. 96.70 90.16, 99.61
Korean Patients All Patients
Abemaciclib + Placebo + Abemaciclib + Placebo +
Fulvestrant Fulvestrant Fulvestrant Fulvestrant
N=58 N=20 N=441 N=223
Number of patientsa n (%) n (%) n (%) n (%)
Patients with =1 TEAE 56 (96.6) 18 (90.0) 435 (98.6) 199 (89.2)
Related to study treatmentb 52 (89.7) 12 (60.0) 420 (95.2) 134 (60.1)
Patients with =1 CTCAE =Grade 3 TEAE 42(72.4) 4 (20.0) 276 (62.6) 33 (23.8)
Related to study treatment®? 38 (65.5) 1(5.0) 232(52.6) 13 (5.8)
Patients with =1 SAE 16 (27.6) 3(15.0) 99(22.4) 24 (10.8)
Related to study treatment® 6(10.3) (1] 39 (8.8) 3(1.3)
Patients who discontinued study treatment due to an AES 2(3.4) 0 38 (8.6) 7(3.1)
Related to study treatment® 1(1.7) 1] 30 (6.8) 4(1.8)
Patients who discontinued study treatment due to an SAEC 1(1.7) 0 18 (4.1) 3(1.3)
Related to study treatment® 0 0 12(2.7) ]
Patients who died due to an AE on study treatmentd 0 0 61(1.4) 1(04)
Related to study treatment? ] [h] 4{0.9) 0
Patients who died due to an AE within 30 days of
disconfinuation from study treatmentd ’ 208 : 203 104
Related to study treatment® 0 (i) 1(0.2) 0

Korean Patients All Patients
Abemaciclib + Fulvestrant Placebo + Fulvestrant Abemaciclib + Fulvestrant Placebo + Fulvestrant
N=58 N=20 N=441 N=223
n (%) n (%) n (%) n (%)
Grade 3 Grade 4 Any Grade 3 Grade Any Grade 3 Grade 4 Any Grade 3 Grade 4 Any

Preferred term Grade 4 Grade Grade Grade
Patients with =1 = -: ¢ z: ¥ z =

TEAE 34 (58.6) 6(10.3) 36(96.6) | 2(10.0y | 2(10.0y | 18(%0.0) 241 (54.6) 26 (3.9) | 435(98.6) | 46(20.6) 5 (2:3) 199 (89.2)
Diarrhea 92(15.5) 0 48 (82.8) [1] 0 3(15.0) 39 (13.4) 0 381(86.4) 1(04) [1] 55 (24.7)
Neutropenia 28 (48.3) 4 (6.9 41 (70.7) [ 0 1(3.09 104 (22.6) 13(29) | 203 (46.0) 3(1.3) 1(0.4) 9 (4.0}
Nausea 0 NA 23 (39.7) 0 NA 42000 12 (2.7) NA 199 (45.1) 2(0.9) NA 51 (22.9)
Fatigue 0 NA 10 (32.8) [1] NA 6 (30.0) 12:(2.7) NA 176 (39.9) 1(0.4) NA 60 (26.9)
Abdominal pain 1(1.9) NA 17 (293) 0 NA 3({15.0) 11 (2.5) NA 156 (35.4) 2{0.9) NA 35 (157
Anemia 8{13.8) 1(1.7) 16 (27.6) 1 (5.0) 0 1 (5.0) 31 (7.0 1(0.2) 128 (29.0) 2{0.9) 0 8§ (3.6)
Decreased appetite 2(34) 0 Q 0 3(15.0) 5(1.1) 0 117 (26.3) 1(0.4) Q 27 (12:1)
Vomiting 1(1.79) 0 15 (25.9) 0 0 1(5.00 4(0.9) 0 114 (25.9) 4(1.8) 0 23 (10.3)
Headache 0 NA 20 (34.5) 0 NA 0 3(0.7) NA 89 (20.2) 1(04) NA 34 (15.2)
Thrombocytopenia 3(5.2) 4 (6.9) 12 20:7) [1] 1(5.0) 1(3.00 9¢(2.0) 6(1.4) 69 (15.6) 0 1(0.4) 6(2.7)
Stomatitis 0 0 12(207) 0 0 1(5.00 2(0.5) 0 67 (13.2) 0 0 23 (10.3)
Muscular weakness 1(L7) NA 12(20.7) 0 NA 1 (5.0) 4(0.9) NA 47(10.7) 0 NA 13 (3.8)
Back pain 0 NA 5 (8.6) 1] NA 8 (40.0) 3{0.7) NA 42 (9.5) 2(0.9) NA 28 {12.6)
Neuropathy 0 0 2(34) 0 0 4(20.0) 0 0 32(7.3) 1(0.4) 0 22(99)
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Korean Patients All Patients
Abemaciclib + NSAI Placebo + NSAI Abemaciclib + NSAI Placebo + NSAI
N=41 N=138 N=327 N=161
Number of patients who received i 2 i
i _ 41 (100.0) 18 (100.0) 326 (99.7) 161 (100.0)
abemaciclib or placebo, n (%0)2
Cycles received per patient?
Median 15.00 11.00 16.00 15.00
Min, max 1.00, 25.00 2.00,25.00 1.00, 29.00 1.00, 2500
Duration of therapy (wk)
Median 76.71 42 43 65.71 60.29
Min, max 5.14.103.00 8.00, 102.00 0.71. 118 86 1.57, 102.00
Dose intensity {mg/day)<
Median 28225 297 52 256.99 294 34
Min max 51.52,310.58 276.27,313.80 51.52,387.69 163.64, 763 64
Relative dose intensity (%)d
Median 9408 99.18 85.67 95.11
Win, max 17.17,103.53 92.09, 104.60 17.17,129.23 5455 25455
Korean Patients All Patients
Abemaciclib + Placebo + Abemaciclib + Placebo +
NSAI NSAT NSAT NSAI
N=41 N=18 N=327 N=161
Number of patients? n (%) n (%) n (%) n (%)
Patients with =1 TEAE 41 (100.0) 17 (94.4) 322 (98.5) 145 (90.1)
Related to study treatmentt 40 (97.6) 9 (50.0) 307 (93.9) 88 (54.7)
Patients with =1 CTCAE >Grade 3 TEAE 27 (65.9) 4(22.2) 188 (57.7) 37(23.0)
Related to study treatmentt 26 (63.4) 1(5.6) 155 (47.4) 9 (5.6)
Patients with =1 SAE 10 (24.4) 1(5.6) 90 (27.5) 24 (14.9)
Related to study treatmentl 1(24) o 36(11.0) 4(2.5)
Patients who discontinued study treatment due to an AEC 3(7.3) 0 42 (12.8) 4 (2.5)
Related to study treatment® 1(2.4) 0 28 (8.6) 0
Patients who discontinued study treatment due to an SAE® 1(24) 0 17 (5:2) 3(1.9)
Related to study treatment® o Y] 9(2.8) ]
Patients who died dus to an AE on study treatmentd o] 0 7(2.1) 2(12)
Related to study treatment® (¢] 0 2 (0.6) V]
Patients who died due to an AE within 30 days of discontinuation from
study treatmentd 9 2 103) 2
Related to study treatment? 0 0 1(0.3) 0
Korean Patients All Patients
Abemaciclib + NSAI Placebo + NSAI Abemaciclib + NSAI Placebo + NSAI
N=41 N=18 N=327 N=161
n (%) n (%) n (%) n (%)
Grade 3 | Grade 4 Any Grade 3 Grade Ay Grade 3 | Grade 4 ..‘-\n.\' Grade Grade Any
Preferred term Grade 4 Grade Grade 3 4 Grade
Patients with =1 TEAE 26 (63.4) 1(24) 41 4{22.2) (] 17 (94.4) 159 (48.6) 21 {64y | 322(985) 32 3(1.9) 145 (90.1)
(100.0) {19.9)
Diarrhea 1{2.4) 0 35 (85.4) 0 0 3{16.7) 31(9.3) 0 266 (81.3) 2(132) [1] 48 (29.8)
Neuntropenia 17 (41.3) 1(2.4) 23 (56.1) 0 L] 0 64 (19.6) 3 {1.3) 133 (41.3) 1 (0.6) 1 (0.6) 3(1.9)
Decreased appetite 1(2.4) 0 16 (39.0) b] 0 1(3.6) 4(1.2) 0 80 (245) | 1(0.6) 0 15 (9.3)
Alopecia NA NA 13 (31.7) NA NA 1(5.6) NA NA 87 (26.6) NA NA 17 (10.6)
Anemia 6(14.6) 0 11 (26.8) 0 L 0 19 (5.8) 0 93 (28.4) I(13) 1] 2(3.0)
Nausea 0 NA | 11(26.8) 0 NA | 3067 3(0.9) NA 126385 | 201 NA 32 (19.9)
Abdominal pain i] NA 10 (24 .4) 0 NA 2(11.1) 4(1.2) NA 95(29.1) 2(1.2) NA 19 (11.8)
Upper respiratory tract 0 0 10 (24.4) 0 0 2(11.1) 0 0 31 9.5) 0 0 8(5.0)
infection
ALT increased 3(7.3) 0 9 (22.0) 2(11.1) 0 2(11.1) 19 (5.8) 1(0.3) 51 (13.6) 3(1.9) ] 11 (6.8)
AST increased 1(4.9) 0 9220) | 1(3.6) 0 2(11.1) 11 (3.4) ] 147 | 202 o 12 (7.5)
Fatigue NA 9 (22.0) 0 NA 31(16.7) 6{1.8) NA 131 (40.1) 0 NA 31317
Vomiting 0 0 9 (22.0) 0 8 0 4(1.2) 0 93(284) | 3(1.9) o 19 (11.8)
Blood creatinine 0 0 8(19.5) 0 0 1(3.6) 7@.1) 0 62 (19.0) 0 0 6(3.7)
mcreased
Pruritus 0 NA 8(19.3) 0 NA 1(5.6) 0 NA 43 (13.1) 4] NA 14 (8.7)
Stomatitis 0 ] 6 (14.6} 0 L 4(222) 0 0 37(11.3) 0 1] 17 (10.6)
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We remind vou of your postmarketing commitments:

3297-1 Submut the overall survival (OS) data and analysis with final report from clinical
trial MONARCH 3 entitled; “A Randomized, Double-Blind, Placebo-Controlled.
Phase 3 Study of Nonsteroidal Aromatase Inhibitors {Anastrazole or Letrozole)
plus LY2835219, 3 CDE 4/6 Inhibitor, or Placebo in Postmenopausal Women
with Hormone Receptor-Positive, HER2-Negative Locoregionally Recurrent or
Metastatic Breast Cancer with No Prior Systemic Therapy in this Disease
Setting ”

The timetable vou submitted on February 2, 2018, states that vou will conduct this study
according to the following schedule:

Diraft Protocol Submission: 00/2014
Final Protocol Submission: 012017
Interim (0S) Eeport Submission: 12/2022
Trial Completion: 06/2026

We remind vou of your postmarketing commtments:

3254-2  Submit the overall survival (OS) data and final report from clinical trial
MONARCH 2: Eatitled “A Randomized, Double-Blind, Placebo-Controlled,
Phase 3 Study of Fulvestrant with or without Abemaciclib, a CDE4/6 Inhibitor
for Women with Hormone Receptor Positive, HER2 Negative Locally Advanced
or Metastatic Breast Cancer.”

The timetable you submitted on August 16, 2017, states that you will conduct this study
according to the following schedule:

Final Protocol Submuission 042014
Trial Completion: 1272021
Final Report Submission: 06/2022
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