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AUC e P B — BRI HE R T i F8 (area under the plasma concentration versus
time curve)

AUCp- 0 RFfA] 2> & ME[REFH] % T o> M e B — Wefi] iR T HifE (area under the
plasma concentration versus time curve from time zero to infinity)

AUC-tlast 0 I B BB T ATREIRF A (tlase) T "C 0D ML Fpv iR B2 — B il T 1 o

(area under the plasma concentration versus time curve from time zero to time
t, where t is the last time point with a measurable concentration)

AUC, P 5T b oo 1 B P R S — Ry [ AR R R i F§ (area under the plasma
concentration versus time curve during a dosing interval)

AUC s TEHRRBIZ 31T 2 45 BT I oD i A% rh it B — el R T 1A% (area under
the plasma concentration versus time curve during a dosing interval at steady
state)

BCS Biopharmaceutics Classification System

BE )RS (bioequivalence)

CDK WA 7V AKX —E8  (cyclin-dependent kinase)

CI {E#EX ] (confidence interval)

CL/F BT U7 A (apparent oral clearance)

Chnax M AE IR (maximum observed plasma drug concentration)

Crax.ss maximum (observed) plasma drug concentration during a dosing interval at
steady state

CSF M #EWE  (cerebrospinal fluid)

Cv ZEEFRE (coefficient of variation)

FDA KERMEIESF (Food and Drug Administration)

HER2- t b ERARR R 75 A 2 f2 P (human epidermal growth factor receptor 2
negative)

HPLC milR s v~ ~ 77 7 4 — (high-performance liquid chromatography)

HR+ BT U RIRGME  (hormone receptor positive)

ISR Incurred sample reanalysis

LC-MS/MS Wik v~ s 777 4 —5%2 07 LAVEESHT (liquid chromatography with
tandem mass spectrometry)

PopPK FHEMZEYENE (population pharmacokinetic)

QI2H 12 R 2 &

QC Quality control

t1/ THI ) (terminal elimination half-life)

tmax B I A R BE B 2 RF A (time of maximum observed plasma drug
concentration)

V,/F ST D 434 45 F8  (apparent volume of distribution during the terminal
phase)

V/F EFIREIZBIT 2 BT O A FE (apparent volume of distribution at

steady state)




LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

271 EYMEFFABRRUBEET 50HE
2711 BTERUHEE

TRwv 7 U7 (LY2835219) 1%, YA 7 U ARG T —E (cyclin-dependent kinase : CDK)
4 Y 6 (CDK4/6) 1Tt L CERAI DR 22 BENEH 2 3 5% A& G- AT Re 2 b A4 C
b, T VTR, BERO B D HNVE BRI (hormone receptor positive : HR+)
Mot b ERERR 25K 2 M (human epidermal growth factor receptor 2 negative : HER2-)
O JRFTHEAT SUTHE B MR B & 5. WAL & OOF FRIE CORB R ED bt T -,

BRARRBCHERA LT X~y 7 ) 7RBO—EE2HK 2.7.1.1-1 lITRT,

BAFEFIMI O Z 1 AR 3 38R [13Y-MC-JPBA (JPBA &%) . I3Y-JE-JPBC (JPBC &) KO
I3Y-MC-JPBE (JPBE &) ] WONZE I AHRER 1 38k [13Y-MC-JPBB (JPBB #fR) ] Tl
B ) 7% 25 U3 150mg w45 2 R ~
v (LR, Cl A7 BAAD) 2MH LT,

D%, # 1R 3 KBk [JPBE Bk, 13Y-MC-JPBG (JPBG #tlg) & % 13Y-MC-JPBH

ueH &%) 1 <. <7~ 20 7% somg a2 R 7
N (LUF, QA7 RAAD R LR,

ZO®%IITONTE 1 /R 7 38 [I3Y-MC-JPBF (JPBF &%) . I3Y-MC-JPBS (JPBS ik
BR) . 13Y-MC-JPBV (JPBV ik#) . I3Y-MC-JPBU (JPBU #B#) . I3Y-MC-JPCA (JPCA iRER) .
I3Y-MC-JPCC (JPCC &%) MO I3Y-MC-JPCK (JPCK #BR) ] . % I FHEER 1 38k [13Y-MC-
JPBN (MONARCH 1) (JPBN #R) ] W ONCH 11 AHFER 2 38 [13Y-MC-JPBL (MONARCH 2)

(JPBL #%) Kt 13Y-MC-JPBM (MONARCH 3) (7pBM #%50) 1 <it, [ s<7~
~> 27U 7% 50 Xi% 100mg AT 5 ~ - (LT, C3 078 LAD) &M
L7,

F7-. v AT U 2RER [13Y-MC-JPBD (JPBD #&BR) ] TIERROIEHIZ . Mt A 47~
A7V T 1R B (PBS#BR) TIXEHFIZMH L,

IR T ERA L LT, BEOMBRLT EDODICY A X/ RIS, F7B5850b i/ RIC
THZEEBMIZ, 3% (50, 100 KON 150 mg) DAl (LT, Ml TE T1 §8) ZBH% Lz,
3 aiEomgcre T1 s, [ . OO <.
A Ui B AV bR T s, il TE TRV Th s T <~ ) 7% || e <
R L, 3 a8oflTE T - 2722200 Ch 5, Wil EERBRICk
VT, 50, 100 TN 150 mg SEX WS RAFRRE R Z R Lz (BF 3.2.P8 IH) . JPCC BRIz
T, P E TL 88 (50mg) 3 $8& C3 B FEAH (50mg) 3 7k, dHilRTE TI 8

(150 mg) 18E& C3 7 E/AH (50mg) 3 7 7L bDEWZMFES%M (bioequivalence : BE)
AL (271245 o £, dierE T ([ oo romscre 116 e o
8O BE %, (& &N D0 EEEF O LW FHRESERBR T A RT3 4 CEARER
0229 %5 10 &, PRk 24 422 7 29 H, B 20 (U FTIE®EIENT A T A 1)) 1T 7o kR
2L > TRl L7z (55 3.2.P2.31H) |

TEERBER T & Xt BRI BRA AR 4 3B (% 2.7.1.1-1) 23R L, #4471
U7 4 (C3 B 7 A R OEIRNE SIS ZER) ( T~ 27 ) 7 ORYERICKT D
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HEOKE (C2 AT BAHE, C3AT AR TIE Tl SE2EEH) KO IAHRER THEH
L7z C3 7R AH EHIRTE T EE O BE i L7z (£ 2.7.12-1) .
PHIEAIINCBE I L7z C1 B 7R VAR OZ ORI L7 C2 4 7R VAl L | 5 HARRER T X
(M L7z C3 A7/ VAlL ORRIT BE RUBRIZEENE L e o7z, £ 2T, FlBRICE T 27 N~
U7 200mg HH T EAKE LTHEROBE LI ZOT X~y 7 U 7 OMmEFRERS
R Ui, £/, CLATBNAVFIZMER Lz 4788k, C2 07 VAlZMEM L 158k, C3 7
AR EMEH Lz 6 BB L OB R ZHEH L7z 1 B O E o7 N~ 7 U 7 O3EYE)hE
T — X &AM U7z JPBL-RHEMZRMENEE (population pharmacokinetic : PopPK) FEHTIZ ISV T, H
FlaZidl LTT X~ 7 U T OERYENE~DZEL KRG LTz, F7=. JPBL-PopPK fEHTIZ S
3< post-hoc HEEME K O IPBL-PopPK 7 V& W=y 2 ab—va ik, ®BAMTOT R
~ 7 )T OBREREIZOWT b L, EWERIZARBEHI IS W TR b e R LITLT
DEBYTHL,
o 7=V E R O % B2 A+ 5 2 L5 Biopharmaceutics
Classification System (BCS) 7 7 & .i% (FDA 2015) 2SN D,

® HIFEIEIC - RINICEENDRIBA AL LT X7 U7 L OREMAZMRF L7 in vitro 3
sowi, pH oxtt T~ s V7L eRA Fr OB IERD DRSS T,
LIcino T, TR~ 7 ) T e 4 s At s P Lcya. @A 4 Lox
L= MEIZE DT R~ 7 U T OWINA~DREIT RN EEZ b,

® Invito ABrOWMMT — 2 kv, Trwv s ) 7o AE (150mg) 1. pH [
IZHBVVT 250 mL R OKIEEATRE Th o7z, LIed> T, TR 7 U T ORI K
WRER BT 0 BERMIHIER OB E B X b,

® 3 HTENAITIE, T_v 7 U7 200 mg HAIEE O EGREOHMERI S A AT _AZ Y
T A1 45% [90%(54E XM (confidence interval : CI) : 40%~51%] Th -7z,

o &HEN-mlul) —RBOERKRIC, ENREICT X~ 27V T7OHRTIE T1 8
(150 mg) 1 SEZHEREAOES LizL DT Rv 7 ) 7 ROZOEERHY (M2 LW
M20) OEHEME GRIEMEE) © 0 e & HEERIFRH] & C o> i ik 2 — ke i T o f
(area under the plasma concentration versus time curve from time zero to infinity : AUCg.co) M
O A AR (maximum observed plasma drug concentration : Cpax) 1£ZAVEAUKI 9%
KO 26%38M LT, BRFORBIZLDZLOREL, T2 U7 O N AHER TR
DONTREORERZE 25 &, BRMICEE T2 EE 2oz, LEXD, 7
~ 7V TIEREOFEIIDIPDL T, BEAETH L Z LRI N,

® JPBL-PopPK fBHT D5 H, #%| (C1 A7 BAH, C2 I 7 vAH, C3H 7 vAF IO
WA 1T T 72 A KMCKET HEHFRICHERIERETH L OO, MAEHIRE — K
MIHB#R T HiFE (area under the plasma concentration versus time curve : AUC) . Cpax &2 OV
e I A R FE B2 R (time of maximum observed plasma drug concentration : tmax) (2% L
TREREBIMIES RN EDRBENTZ, Lehi> T, ®/EZT X~ 7 U 7O%HY)
ERE I L CERIRINICE R D & 558 % RIT TR TlERn e Bz b,

® BERBER (PCC#ER) 1BV TC, WK TE TIHE (50 XN 150 mg) 1&. 55 M AHFER & OV
I FHFRER CHEH L7z C3 7 7B #] (50 mg) & AW FHICFSE Th -7z,
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o TamiEnIA RTAvy it R TE T 8 ([ me xotimTE T8 ([ me)
DIEHZEENZ L LT, EORER, T X TCOFRECREMEOREL - L2 b, W
AN OWRHZEB ORI MR MR STz, LIz > T, MEANTEMFICRETH DL LB
A2 bz, BERER (JPCCRER) Ok & b, HilkTE T1 8D 3 >OEE (50, 100
KN 150 mg) DEERNTAEMTFRICFRETH D EHE 2 b,

® EMMEOFHmIZAEH L7z THIR & T1 88 (5 & .mg) & BERBRCEH L7 il T7E Tl
g (& 50 KO 150mg) N ECHY . WTFROTHRTE T §8 b FE4pERLE
FikE L F—ofEEE AW TiliE s,

27111 HEIRRBREHE

TR~ 7 YT ORI T ERA & O ORE TR, ARIFEZBRTIE R O T S 7= B2 R
PN S & BUH R OV TREA~OHEMRICE SR ZB VT L, 7T~y 7 UV 78ENE, VA
M & U R g A e L 95 Quality by Design D35 2 \ZFEDOW 2 VR E 2R E LTV 5D,
R PR BUBR Ol U 72 A & OV IR T B AP R O = 2 28 2.7.1.1.1.1 HH, ZOMoFEMEE
3.2.P2HITRT,

271111 BREREHERTHEA L =HH

TR )T OBKRRBRTIL, D7 EAAl 3 FEEARE L. v AT U ARBRO - O 0K
FlZ, i A AT RS TV T A RBROTZDERFIERRRE Lz, £2, R ERA L LT
FERIZ B L, BERBRT C3 W 7 VAl L ORFEE 2R L. (& 27.1.1-1) . BAIOBHYE T,
FEOZNE, TRROBEMEME LR ORADOAFEROYUEL EZOMF Lc, £72, BFHFOFIEME RO
EHEOMEEEBE L, RO D 3WF LT LT,
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Formulation

Abemaciclib Oral Dose

(Strength) Brief Description Clinical Use HS/P Regimen(s) Study Period
Capsule Formulations
Cl I -:psules containing Phase 1:
(25 mg; abemaciclib and ||| | Bl  Study JPBA P Part A: . December 2009 - 29 May 2015 (data cutoff)
150 mg) 50, 100, 150, or 225 mg Q24H, or
75, 100, 150, 200, or 275 mg Q12H
Parts B-F:
150 or 200 mg Q12H
Part G:
200 mg Q12H
Study JPBC P 100, 150, or 200 mg Q12H 21 December 2013 — 01 April 2015 (data cutoff)
Study JPBEa p DDI: B 2orit 2014 - [ August 2015 (last patient
Single 50 mg dose x 2 completed)
Safety Extension:
200 mg Q12H
Phase 2:
Study JPBB p 200 mg Q12H B ~orit 2013- [ September 2015 (data cutoft)
C2 s cs Phase 1:
(50 mg) con a n ng abemaciclib Stud I . .
y JPBEa P Safety Extension: April 2014 — i August 2015 (last patient
(I - I 200 mg Q12H completed)
I Study JPBG HS Single 200 mg dose x 3 February 2014- . August 2014 (last subject
mpleted)
Study JPBHb P Parts A-D: March 2014 - || 20 data cutorr)

200 mg Q12H
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Formulation

Abemaciclib Oral Dose

(Strength) Brief Description Clinical Use HS/P Regimen(s) Study Period
Capsule Formulations
C3 I - sulcs Phase 1:
(50 mg) conta n ng abemaciclib Study JPBF HS Single 200 mg dose x 2 [l October 2014 - [ November 2014 (last
I -~ I subject completed)
I
Study JPBS HS Single 200 mg dose . January 2015 - . February 2015 (last subject
completed)
Study JPBV HS Single 200 mg dose March 2015 - . August 2015 (last subject
visit)
Study JPCC HS Part A (Pilot): . February 2016 - . October 2016 (last subject
Single 150 mg dose completed)
Part B (BE):
Single 150 mg dose
Part C (Food Effect):
Not used
Study JPCK HS Single 400 mg dose x 2 . August 2016 - . December 2016 (last subject
visit)
Phase 2:
Study JPBN P 200 mg Q12H W une 2014 - | 2l (data cutoft for
addendum)
Phase 3:
Study JPBL P 150 mg Q12H August 2014 - 14 February 2017 (data cutoff)
Study JPBM P 150 mg Q12H November 2014 - . January 2017 (data

cutoff)
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F(Osrtl;lel:llzg‘g;;n Brief Description Clinical Use HS/P Abem;c;;:;ze(;{sz;l Dose Study Period
Capsule Formulations
C3 [ [ERRNES Phase 1:
(100 mg) conta n ng abemaciclib Study JPBU HS Single 200 mg dose x 2 . June 2015 - . September 2015 (last subject
(H) - I visit)
I Study JPCA HS Cohort 1 (Escalation): February 2016 - [ July 2016 (last subject
Single 200 mg, 300 mg, and completed)
400 mg doses
Cohort 2 (DDI):
Single 400 mg dose + a single 8 mg
dose loperamide
Cohort 2 (Escalation):
Single 400 mg and 600 mg doses
Proposed Commercial Tablet
Tl Film coated tablet containing  Phase 1: Part A (Pilot):
(50 mg) abemaciclib (_) Study JPCC HS Not used . February 2016 - . October 2016 (last subject
and commonly used Part B (BE): completed)
excipients Single 150 mg dose (3x50 mg)
Part C (Food Effect):
Not used
Tl Film coated tablet containing Part A (Pilot):
(150 mg) abemaciclib (I EG—_ Single 150 mg dose
and commonly used Part B (BE):
excipients Single 150 mg dose (1x150 mg)
Part C (Food Effect):
Single 150 mg dose (fed and fasted)
Miscellaneous Formulations
[14C]- Glass vial containing 150 mg  Phase 1:
Abemaciclib (abemaciclib plus sufficient  gudy JPBD HS Single 150 mg dose . August 2013 - . October 2013 (last subject
Powder for [14C]-abemaciclib to provide completed)

Oral Solution

5 uCi)
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F(Osrtl;l;llzglg:;n Brief Description Clinical Use HS/P Abem;c;;i;ﬁe(;:sz;l Dose Study Period
[1 3C8]' Clear solution containing Phase 1:
Abemaciclib 84 pg/mL [13Cg]- Study JPBS HS Single 0.4 mg IV dose infused over . January 2015 - . February 2015 (last
Solution for abemaciclib in 10 mM 15 minutes subject completed)
Injection acetate buffer and 0.9%
normal saline (pH 4.0)

Abbreviations: BE = bioequivalence; DDI = drug-drug interaction; HS = healthy subject study; IV = intravenous; P = patient study; Q12H = once every 12 hours; Q24H = once

every 24 hours; [ EEEEEEENE

a Two formulations were used in Study JPBE (C1 capsule formulation was used in the DDI part of the study and in the safety extension; C2 capsule formulation was used only in
the safety extension). Pharmacokinetic data are only available from the DDI part of the study (C1 capsule formulation).
b Study JPBH is ongoing; data are reported for Parts A through D in this submission.
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WHLIRE, BB CEH L 72 8ANZ W CREd T %,

TR T 7 D 8K Je QL7 O FEARIEES 3.2.P.1 TH, ERIREEBR CHEM L7237 CofH 2 & il
BAFE DRI 3.2 P2 AR T, T~y 7 U 7 OEKRER G L 7= 8A OFEN %2 2.7.1.4-4,
BB T L2 ofE e v FEBSZ2 R P2.2.1.8.8-1 ([T, Fio, FERARBROIGER
FEha TS & A ERARRER T L 7o A R ORI o F B o e v MR AT L — &
133 P.2.2.1.8.8-1 ITIRfT L 7=,

2711111 C1ATEILE (FARATLH 1T 25X 150mg &F)

c1 A7 er#lis, R~ s -
EATHY, BRMOMOBKRBEHAE LT, 880RL5 2FEON 71/ (25 XX 150 mg &
BH) B LT, AHUENIERRER 2 M T 2 DI+ R EMEE2 A LT (5 32P2 H) ,

271.111.2 C2hTEILEl (FRITLH1)TB0mgEER)

c2 #7 ey, -7 ~~22 )7 (e 2rmomr
FEATHY . BREOHILREOS 1 2 BRI L, ARANIIRRR RS & 5T 5 Dl +
DIREEMEZA LTV (B 32P2MH) |

2711113  C3ATEILE (FARTLH 1) T 50XIE100mg &F)

c3 »7ersi, N -7 ~~>2 )7 (e % s0 s
100mg BHTHH7|ALTHY, BAFEBEMOBRKRBRAIZEIE L, C3 7L (F& 50 &
O 100 mg) N <cH Y. F-ofldEkz v cidd s a7z TG 2
EREONTENLVFTH-oT-, F 1 AHREBRLOE AR TIX. C3 77 EAAl (50mg) %M
L7, ARANIERKRBRE Bl 201+ oL Ekesf L Twe (532.P2H) ,

2711114 THRPETI&HE (FARATIS )T 50, 100 XIE 150 mg &H)

TR ERAIE LT, BEORARLT SOOI A & fi/bRIC, F7oBG8E8 S Hi/MRIZ
THZLEEHEMIIC, 3 &R (50, 100 XY 150 mg) DEEARIZBI% Lz, HRTE T1 S,
B <~ 7y 7%z, - 575 3 BosHTh 5, JPCC #k
IZBWT, HlTE T1 88 (50mg) 3 88L& C3 7 EAH (50mg) 3 77 &, HilTE Tl

(150mg) 1 8E& C3 B 7EAHK (50mg) 3 7/ ED BE ZilfiL7-, ZHbHEHTIX, &
2712 HEOH 27131 HICFER L= L 212, T~ 7 U 7 ORHEEITAEMFICRZETH-
Fo Fho. TEEENTA FT 40 o, i TE T 6 (e rodmETE T1 88

Wl o OB A LR, TR TORMECRSMO EHEA L2 L hh, Fil
IO FEB O RIEMEN R S (B 3.2P231H) , b 3 5EOMRTE T1 §ElL, HiE
HZEERBRIZ BV Ty RAFRFERZ R~ L7 (55 3.2.P.81H) |

2711115  ZFOthoFIR
B E ORGSR O BICE b, T~ 7 U 7 ORI TlX, FIZ 2 FEOAIE 2 #
M L7, JPBD REATIZ, TRV VT DY ARG U RAEHRT H1-0, [4C-T X~ 27 U7
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DR RAIMRZHEH Lz, JPBS BB TIX, 7 X~ 7 U 7 OMXIINA AT XA 7807
A ERIT D0, [BC- T~ 7 U 7 ENAIZMH L (8 32.P22.181H) |

[4Cl-T =7 ) TR OBFIABE

JPBD R TiX, 7 X<~ 27 U7 150mg DA & L CHEROES Lz, A2
150 mg H7= D ITEH SN DH[UCESHHEIFA SuCi Thotz, [14C)-T7 X~ 7 U 7 Ok 1A H
BRIIE 2 DR RVICHRIE L, &GANCAERE (0.06% w/iv) 50 mL IZEE LTz,

[13Cg]-T =7 U THESH

JPBS AR TIX. 10 mM FEREHE AR W R M L7 [BCg-T X~ 27 U7 2 L (&
2.7.1.1-2) ,

£ 27112[13CglTAT LY ) TEAHFOEH L= +

Component Function Quantity per S mL
13Cg-abemaciclib Drug substance and tracer 420 pg
10 mM acetate buffer, pH 4.0 Diluent gsto5SmL

Abbreviation: gs = sufficient quantity.

27112  EMEFFEHBOAE SR

TRvy s ) 7oREEmEsE< . #EmE (150 mg) 13 pH s 250 mL
Titi DK PAf# AT HE T db > 72, Madin-Darby Canine Kidney (MDCK) epithelial Cell Line Zff ] L 7=
invitro RBOMER LV, T~ 27 ) 7RO SR E AT A L REN TV, &5
12, HERH9 A AT A T U T 11F 50%A0M TR > 7228, wllEl@im e R T 555 b H
BrEZBND, UEOZ s, 7wy s U713 Bes 7 7 2 JJEm (FDA 2015) &opwr s
niz,

7=y 7ol e T e || 2o oo,
B W onic sz smoninmiittar Lz, £, hsilico®F A LD, 7
Rz V7o, g soxmtiEggE e, 2. IR L0z LR
En (8 3.2P2.1.131H) |

Flo, TR V7 ORERLGE T 0T 7 A uid, BFEOBRUCEARKRL, B0 CHK

Bl L RROgERl L Lz, BB PEMEIZ 150mg 2 1 H 2@ 1282 (QI2H) & L. A
FEHENFEHLEZHAIE 50mg TOBET S Z 00, BROGREZATHEAZRETDZ &
(&0 BEOFMEMER & O EFRE O FEES AIREIC R D & B X T,

LizBoT, TR 7 V7 OHRTERA E LT, 3&% (50, 100 XiX 150 mg &4) OfE
Bz B, WSRO T 5, 3 GEOEAIMEFZAIR OENICZEL TWD Z 2R LT

(% 32.P831H) ,

ARHFERFE T, M NA T T XA Z ) 7 ¢ 3l (PBS #BR) . JPBN B &K O 11 FHEK
Br (JPBL iBR K O JPBM #kBR) % & TeRgRBAFE Cld, £l C3 7 BAHl (50mg) M L7,
BE Bk (JPCC#BR) <Tix., Wl P& T8 (150 mg) 18£& C3 7 ®AA| (50mg) 357 &L,
1 FE T1 88 (50 mg) 3$EL C3 BT EBAAI (S0mg) 3 7 EAED BE ZifiL7-, BFO
AR (JPCC#RBR) 13, HlRTPE T18E (150mg) ZHLTCEML, /2. b9 —DODE

10
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BCHLHTE T (100mg) 1, wHasric & chilire T1 4 ([ me w2 mm
PR R L7z (55 3.2.P2.31H)

27113  SHEOBE

NYF—hrEanlkigkrsa~ 777 4 —2 07 DUE ES5HT (Liquid chromatography with
tandem mass spectrometry : LC-MS/MS) {EZH W T, & MIBEFR T X~ 27 U 7 K OZEORHY
BEEARE L (O 2711313 . £7-. VAT~ 7FARrY =L, LY —
NV, BEFT T2, X ARZ R EDOERKABRIZBNTT N~ 7 U 7 &GS
W WEEAI O MERREZ . N F— k&l LC-MS/MS EZ AW THIE L (55 2.7.1.1.3.2
T, O 271133 H) . S5, EUHEAERRBRICBWTT X~y 7 U7 LB S5
FlOMFEFRE L, NYF— b SNTHEEE AV THE Lz, £ CHW=HEED— &%
# 2714512, TR 7 VT ROZEOREY O ERR O, AT AL ORGSR OEE 25
LN F—a o RTA=ZWNLEEEOMEEZE 2.7.1.4-612, T2 7 L& S
NIZEANORELEDNY) T— a UiEREHR 27147087, b MR TR~ 7 U T ROE
DR OE R THEN LIZHEEOFHFMITREE NV T —varzEt) IRl Tk, =
OMOPNEEDOWEF L & HITH 53.1.4 BIZHMT LTz,

271131 EMOERTRTLH ) TRUFOREMDBIE

BRI CIL, 7 X~ 27 U7 RO 2 SO M1 KO M2 (M2 IEMERH) 1 IR,
D 0 ) b S LO-MS/MS B
ZHAWTHIE L GEE 141609) . JPBA SREROPERF 2> HEREL U 7o 308 2 VO 72 BRI
RRFHZ Lo T, MRS 22 HIEMERE 2 (M18 LT M20) DAFTEN/RIE S NT=Z L b
(X 2.722-1) . ZObEEDLETHETE 2 HEE, Ll LC-MS/MS {EEZ LR LT L,
NYF— U (s 142081, Ly2835219 Cross Val ) . s, [N
I 5| =k, 7 AN F— hanz (HEE 130663VRLC-EIL,
LY2835219 Cross Val | . M1 oz s < 0B AER TR (1ngml) FHEE5E
BTIREZ FREZZENDE, Ml ZBRW0WEZOMONREDOREEN Y F— Sl (HiEE
141337PVCD-EID) , F£7o, 7TX~ 7 U T OMXHINA T 7 XA Z 8V T ¢ 27§ 2% JPBS ik
B CER L7 EE b L — Y —TH B [13CR]- 7~ 7 U 7 OIMEFREZET D720,
LC-MSMSENH R S, NY 77— hEiz (#HEZE 140149VRLC-EID

NYF =g VR, U HIBEIC LD MIUENL DT X~ 7 U T ROEO
#H, [13Cg]-7 N~ 7 U TUWNT 24 b OREFRNAERNEERE O, KO AUTHE<
LC-MS/MS ([Z X B0 nE iz, [BC-T X~ 7 U7 (F& FMHR 0.002ng/mL, E& LR
2ng/mL) ZFRE, TXTOSKRMEOEE FIRIX 1 ng/mL, E& EfRIX 500 ng/mL THh -7,
i FIRA B Z 230HT, MEROBPHANICINE D L 5 IR L%, B Lz, 200t
WE L b, EAR ORI CRE R & OV O R HE R 22 & OFH R ZI XTI D 15%L0 N &
U15.0% AN DO EEHEZ 72 LTz, s OYREEFIPAN O Quality Control (QC) #BHE, AT HAL
TEWCHELEZ, BARBRO OB, BB C®IRI N EHE 2 H 948 (Incurred sample
reanalysis : ISR) L 7z#55R, ARMEEIT ISR OFFEEEZRHZ L TWND Z B ER I, BR
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

RERCHH LS HEE, Z7a 22— F—2 g URBROME, BREHRORME, £0EEL Oy
Bt R B33 5 T AL OREE R OB E A BTN 7 — 3 v 3T A — 2 O EE, I ONT
LEMEOBEE % 55 2.7.1.43 THIZRT,

TIVARA KN T ML DN RGBT D ERRODHER LTI 2 A, TR~V U T,
M2, M18 } T M20 DRITEIZFEEI L 20 o 7 (A 1400348)

MR  (cerebrospinal fluid : CSF) OHIEIEIX, MAEDORELEZISH L TH¥E L. JPBA ik
IZBWT, MR 2 1 5 BE O RN G L 72 CSF BB O T X~ 7 ) 7 ROZE DN
# (M2 KO M20) OFREEZHIEST DB Lz (i 120489-E1I-DBA3)

271132 EFOEHFTILRR S FOAIE

VAR S CAN IR SN DANGI Y b e =090 |
I kO Y T b & LC-MS/MS & O THIE Lz (s
£ 1400346)

EE FRRIE 0.5ngmL, E& ERIT 250ngmL Tho7o, E& EREE2 23EHT, RERD
HPHNIZINE 2 K9 IR R L7tk mo0 Lic, BEEHROREREENO QC kNI, SHTHAL Z
EATHTE LTz, B O FEHIDH CREEE & VB O FE R E R 22 X OFERIRRZZ 1T V31 s 15%8L
TROEI5.0% AN O FEAE R/ L7z, ISR Z 506 L7 H, ARMEEIT ISR OFFFIEMEL - L
TWD Z LRI,

TRy T ROZOREY (M2, MI8 KT M20) DFFIE T TTZARA T ~OHEDR
DFBARNE R OV HTINELEE 2 3FAl L7246 SR, 7 LR A T v R ORIEIC BT e h o T,

271133 E FMEPRDBEEFOEE

vihey—argor 2 ke —ronsgriis. NG
KX O 7 — h SHL7z LC-MS/MS iEA2 W THIE L7z (A # 8264525 KT 8293044) , ¥ &
do 7Ozt 2 2z vomfhiEs, [ omrrosy F—rsne Lemsms
EERAWTHIE Lz GHREE 1000-111654 &8 1000-131797)

NYF— g UEPIE, L oY —A 1.00~1000.00 ng/mL, 7 F A b m Y —/L3 0.500~
100.000 ng/mL, % EF 7 = A 0.500~500 ng/mL, TFE A AKX 0.100~100 ng/mL TH
ot, EREREBZHEHT, MEROBHNICINE D L5 ITHIR L2k, BO L, &
FROPEIEFPAN O QC FEHI. T HAL Z LICHIE Uiz, MERRO MR TR &K OEE O
RIEHER 722 2 OFAXFREZZ LNV T IS 15%LL T R U*15.0% AN O FEHE A4 72 L 7=, ISR % % L7-
FE, ARHEVEIL ISR OFFREEMEL 72 LT\ D 2 & R S L7z,

TR 7 YT ROEONH (M2, MI8 &KUY M20) DAFLE T TR UMRIER ORI E 1k 03
PR OV NELFE 2 34 U 7R SR, N WRIEAI ORI EIZ BT e o T,

12



LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

27114  Invitro R in vivo TORFIFEDEE
2.7.1.1.4.1  Invitro TOHEHF|4FE
2.7.1.1.4.1.1 TARATL ) TORIIZHT S pH RUEEA 4 > OFEICEET 551

BEAIIHIZE (v bR TPRERE, H2 A BEHUE, fIRIER L) 13, mEFICKRE I
BIEE D (Smelick et al. 2013) . 7~z ) 7asgktrsy <. (|GGG
B i e, wmes Jogol s bch s (pH 68 CovEE S [ ogmy) .
I o) O IR A B ERIHIEE & DR L2 A . R 0 SRR ORI - s
ROND RSN S 5, BRERIHEIEN T X~ 7 U 7 ORI KIFT 8L 0 2 BRI
FELTHARY, LnLans, 7wy s ) 7o (1somg) k. pH [ s
T 250 mL RIFOKICHEFERTRE CTH D Z &b, 7~ 7 U 7 OFEMEILE <. B ERImHZE &
DU L DT X227 U7 ORI K IFERE m~ORBEITIZE A ERNEEZ BN D (Zhang et
al. 2014 ; FDA 2015) . 735, ZE[EIF N TIGIE M O ERF AN LIHRICBIT 527 X~ 27 )V 7O
fiererx, pH 6.8 oLy b, zheh [ogml 20 [P ogm b -7 08
32P2.1.121H) ,

HIEREEIX, BN pH FiHE & (3B L 72 WM ORI B %2 5.2 2R ELH LT b, f
ZIEHINT T A, v TRV TAKRRT VI = A EOSMMERA 42 S TefHEEK Tt &R
AF L eDF L— MUIZ KV IEYRIIUT BN R ST L0355 (Zhang etal. 2014)

In vitro FER TlE, HIBIE TN EENDLBBA AL LT X7 YT EOMAEFERIZL D
U2y &R L7z, meE eH|) 2mucTrx~es 2 U7 025 mgmL v AR L,
1 mg/mL &J@A A2 & ETe SBEEKIERE T X~ 7 ) TRRIZESIN Uz, ki O fcfe e i
I, 77 U 71K 0.05 mg/mL, SBRA A ORERHIXY 7 27 A (0~33mM) |
AN A (0~20mM) | # (0~14mM) . EAXA~<Z (0~4mM) . #High (0~12mM) KO
L= 4 (0~30mM) Tholz, WA 1 FRBEICE O CORE L2k, @ik s o
~ 272 7 4 — (high-performance liquid chromatography : HPLC) Z & - TR TO X L — Mt
ENTWARNWT R 7 V7% ER L, ZOMKR, LRBEGHNTOREREA 4 (w7 %
VUL, ANV T L B BARA, HLOT I =T L) EETRRETICBWT, TR
7 ) T OEEEICEITRO biviehote, o, BRA A T X< 7 V7 EOMABEA%
RVET 5 HPLC PREFFREIO V7 R3O Lo To 2 Enh | HlRE T RMICE EN 48R
A A EOMBERIL., 7T~ 7 U7 TIERD RN T2,

LIk, VAR DRBOML L T R~ 7 ) T L BA A L OMAMEOR R L v HERmH
LD L DT X~ 7 U TOROFE TOWINA~OHETRNEBZZ BiILD,

271142  Invivo TOHEHF|HME

TRy )T OWNGEEITRER T, 5% 30 /9~ 1 B THAETIZBIL, thax O TR
8 Rl TH o720 T tyax D RN ENZ & 1F, BERE L OB IC C1 B 7 'AAL C2
A7 /NA C3 AT RAAE GRS LIZRBROWTRICBWTH, kIR S (&
2.7.1.1-3) . F7=. JPCC RERD BE /3— MIBWT, 2 HEOTRTE T1 #& (150 mg §& 1 §&K&
N 50mg $E 388) KON C3 7 EAH (50mg) 3477 E/AD 3HHNL Gty DT RAEIL 8 FET
HoTz, 50~275mg OHEFFHTRNF DI YT Z A (apparent oral clearance : CL/F) K& ONH

13



LY2835219 (mBC) 2.7.1  AEWERAFERER K OB S 5 ik

J-J3Y (terminal elimination half-life @ t0) NHEIETF LW EDRBEND L HIT (F
272.5-5) . TRV I VT ORYEBBIIIIEEE RT EE X DR, S HIZ, M2, MI8 KN
M20 O EFIREIZE T 2% 5O M4 F R E — R h#R T8 (area under the plasma
concentration versus time curve during a dosing interval at steady state : AUCT,SS) K O maximum
(observed) plasma drug concentration during a dosing interval at steady state (Cmaxss) & &, RE(GIE
xR O FRITE L7 HERA CTHEL L TBY (R 27259) [ TV T
QI2H THREHR G- L TH 7 N~ 7 U 7 OIEYBRBITHMIBIE L R3 2 L AR STz,

TR )T D AUC)o T Crax PIERRIEEN L, I 7 BAFI R OEERIOWT IS KE <,
TR L0 LBBEOFNRKE holz, BEE (AUCe XD Cpay) OFHIMEIX, C2 07 &
WA C3 1 72 NAAIE R L, ClL 7B AAITEVMERAFERD Hiv, C2 77 AHF KO C3
NTENFITHONTZGEREREIT, Cl W7 EAAOIXLSZOHEHANTH -7 (X 2.7.1.3-2 KO
¥ 2.7.13-3) o T Y7 U7 200mg OHEIEETIX, 200mg OH&EE 25 L D12 h 7 EAH
DR L WA Z TH AUC)ooK Y Coax (FHEBIL 72 (32 2.7.1.1-3) . C1 7 eAF 2 L
7o 4RBR, C2 T eAAIEER L2 138k, C3 7 BAAIZMER L7 6 7k & O 0 Al 4 (i
AL 1RG5 T — #1235 JPBL-PopPK fi##T % i L 7=, JPBL-PopPK fi#4fT 2 &
3< post-hoc HEEE & OV JIPBL-PopPK €7 /L& Wz R 2 L—y g 2 k0 BAFIRCORER
BAHE L, TOMER, FHAMTOT N7 U 70D AUC, Cpax MO tmax ([ 50372580
Wz ERmEn (K 2.7.1.3-2, 1 2.7.1.3-3 O 2.7.13-4) , 52, HlPE T1 8

(50 %O 150 mg) (%, C3 7 &/AHl (50mg) &AEMFHIICIE #'C“b‘?)%’) Z RSz (JPCC
AR o

INHORERIX, TR~ 7 U T OEMREE R OMAIN S OEHIE, EIEE RIS W CHGE &

ERbnEn o fiameE —H L,
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LY2835219 (mBC)

2.7.1

AT R e OB %

RK27TANIBEERVEBEEREIZTATS Y1) T 150 mg XIE 200 mg B TERFICHERREORE LI ED

MBRTRTLI ) TOENEE/NZ A —4

Study Population Formulation N AUC(-0 (ng*hr/mL) Cmax (ng/mL) tmax (hr)
P (# of Units) Geo Mean CV% Geo Mean CV% Median Range

Abemaciclib 150 mg Dose
JPBA Cancer C1 (1 x 150 mg) 85 4010 80 114 83 6.0 2.00 - 70.53
JPBC Cancer, Japanese C1 (1 x 150 mg) 3 4450 39 167 40 6.0 3.95-6.05
JPBD Healthy Subjects Solution 6 2370 83 63.7 49 8.0 6.00 - 8.00
JPCC Healthy Subjects T1 (1 x 150 mg) 82 3110 55 95.2 48 8.0 4.05 - 24.00
T1 (3 x 50 mg) 85 3120 52 97.7 50 8.0 6.00 - 24.00
C3 (3 x 50 mg) 84 3130 59 95.8 51 8.0 6.00 - 24.00

Abemaciclib 200 mg Dose
JPBA Cancer Cl (2 x25mg, 117 5220 105 158 92 6.0 1.98 - 72.45

1 x 150 mg)
JPBC Cancer, Japanese Cl (2 x25mg, 6 5480 95 214 87 5.0 3.95-5.95
1 x 150 mg)

JPBG Healthy Subjects C2 (4 x 50 mg) 23 4230 65 111 61 8.0 6.00 - 12.00
JPBF Healthy Subjects C3 (4 x 50 mg) 24 4570 53 134 45 8.0 4.00 - 24.00
JPBS Healthy Subjects C3 (4 x 50 mg) 8 3730 31 114 32 6.6 6.50 - 8.25
JPBU Healthy Subjects C3 (2 x 100 mg) 27 3940 34 1162 36 8.0a 6.00 - 12.00
JPBV Healthy Subjects C3 (4 x 50 mg) 10 4460 61 133 63 7.0 3.00 - 8.00
JPCA Healthy Subjects C3 (2 x 100 mg) 19 3680 38 102 31 8.2 6.10 - 14.10

15
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LY2835219 (mBC) 2.7.1  AEMERA SR K OB 5 ik

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity; C1 = capsule formulation (drug-in-capsule formulation consisting of abemaciclib

I c:osules); C2 = capsule formulation (M c2psules containing abemaciclib [l and N ) C3 - c2psulc formulation
(M :psules containing abemaciclib ([l and [ EEEEEE): C ...« = maximum observed plasma drug concentration; CV = coefficient of
variation;
Geo = geometric; N = number of patients or subjects; T1 = tablet formulation (film coated tablets containing abemaciclib [ |} I and commonly used excipients);
tmax = time of maximum observed plasma drug concentration.

a N=28.
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

2712 [AxOFRBEROEYN

EEEGERE 2 X BT, TR~ 7 U 7 OAWIEFFRER 4 HWBE il Lo RO ENE2F
2.7.1.2-1 12, % OFRER T OIYBREOMEROENEZ K 2.7.1.4-1 17T, x4 ORERTOREME
OFERIT, 5 276 HAZZROZ &, BIRBROBFEREFIIE 5.3.1 HOULE 5.3.3 BHIZHA L,

& 2.7.1.2-1 EYERFHERO—F

Study Description Population Formulation Strength

JPBS  Absolute bioavailability Healthy Subjects ~ C3 and 50 mg
[13Cgl-Abemaciclib 0.4 mg IV infusion
Solution for Injection (15 minutes)

JPBG  Pilot food effect Healthy Subjects ~ C2 50 mg
(standard and high fat meal)
JPBU  Food effect Healthy Subjects ~ C3 100 mg
(high fat meal)
JPCC  Bioequivalence/food effect Healthy Subjects ~ C3 50 mg
(high fat, high calorie meal) Tl 50 mg
Tl 150 mg

Abbreviations: C2 = capsule formulation ([ j I c2psules containing abemaciclib [ and

B : C3 = capsule formulation (MMM capsules containing abemaciclib [[llPo
B o) |V - intravenous; T1 = tablet formulation (film coated tablets
containing abemaciclib [ [ il and commonly used excipients);_

27121 UPBSEIER : BEWHBREENRE LKA FL—Y—ZEFEALLZTRATIY )
T (C3hTHIAL [18Cgl-7ARILY ) T 50mg EHF5HFD) OMXM/NAAT
RASEY T«

BRI

JPBS BB T HisE, FEERRBR T, 7T X~ 7 U TOMM A T XA T8V T ¢ & il

U7z, RS 1141 (e 8 il R Otk 3 il 4Rl 45~65 %) A ARBRICHLA AL, T~

7 V7 200mg [C3H7EAAl (50mg) | ZHEREROKEL L, 6 Rif&IC[13Cg)-T7 X~ 7

U7 0.4mg 7z 15 70 THIRN&E G LTz, FEWEREREME A L LT, &EH1, &5#% 2, 4,

6 (BRI GERT | 625 (FERIRMNIRGER) | 6.5, 6.75. 7.25, 825, 10, 12, 14, 24, 48,

72, 96, 120, 144, 168 KU 192 Fff#] (R ARG & i) ICHRMLZERIRL . T X~ 27 U 7|

R (M2, M18 LN M20) K ON13Cg]-7 X~ 7 U 7 O g 2 HlE Lz,

FER

11 Bl 55, 8 FIOBERE &M rTRE 2 M ERET — Z 3F 4L (K 2.7.14-1) | Bk
fRMT 2 e Uiz, 7ok, WEMSOIFHEHEZ L CE R o7 2 LIk v 3 I IRWENRE DfRAT

KR BERIN S LT,

AUC). oo lZHEDE G L 72 fE R, TR~ 7 U T ORI NA AT _A T U T 41d 45%

(90% CI : 40%~51%) T o7z (F 2.7.1.2-2) o HHHINAFT A TV T ¢ OEIKHIZE)

(ST EEREL (CV%) 1 13 19% & /S <. AUC)., COMEARMIZSE) (CV%) 1% 31% & FREET

Hotz, fllx OWEBRE BT D, MR NS T XA T T ¢ OFPHIT 30%~54% T - 7=,
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

FHE T L7 AUC)DERNZES] (CV%) MOMEKRHZE) (CV%) (X, £Ei 13.3%K
M255%Th -7,

18 085 OFFIRNEE G- Dty IXFFRE (ZA0240 293 K] L OY 31.6 F§[#]) Tho7=Z &b,
tp TEF PO OHKEEZ KL TEY |, FBEDRBRINOEEIL /2N &R I NI,

¥, B (M2, MI8 KT M20) MONVCl-7 N~ 27 U 7 OIEyEieILE 2.7.6.2 HIZE
L7,

F2712-2BBEHWEREFICTAAI LY 1) T 200 mg #HEERAOKFRSERU[13Cg- 7RI Lo 1) T
04mg ZEIRNIRE L= EDMBHRTRILH ) TORMUINAFATRASEYTF 4D
HEHMBITER (EYHREMITTRER) (UPBS RHER)

Geometric LS Mean Ratio .O f
(90% CI) Geometric LS 90% CI

Parameter (units) Means (Lower, Upper)

N Oral N v Oral:1V
18.7 41.6
AUC(-w0 ([ngehr/mL]/mg)2a 8 (15.5, 22.4) 8 (34.6, 50.1) 0.448 (0.395, 0.508)

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity; CI = confidence
interval; IV = intravenous; LS = least squares; N = number of subjects.

Model: Log(PK) = Treatment + Subject + Random Error, where subject is fitted as a random effect.
a AUC ., was dose-normalized to 1 mg.

27122 UPBGHER : BEOEEHBR—BREREICSTE7ATIY )T [C2hTwILA
(50mg) 1 OENBEICRIZTEEOZE

BRI

JPBG RBRILHMiEE, FEEM. BAEAI, 3 W17 o 24— N—3BRC, REREHBRA [Z 22 JE R,
PEER R K OVRIEN - @b v ) — B EE O 38, 7 X~ 7 U7 200mg [C2 1 7 & /LAl
(50mg) ] ZHIEROBE LD T X~ 7 U 7 OEYBIHEIC LT T RFEOMEL T L
7o MEREREERE 24 B (5 3 B OV&ctE 21 B, 45D 30~64 i%) ZARRBRICHAAIL, T~
Y7 VT % 1| ERE Le, AHICBW T, EyEREEE AR L LT, &AL 5% 0.5,
1, 2. 3, 4. 6, 8, 10, 12, 24, 48, 72, 96, 120, 144, 168 K T* 192 BRI RN 2 H-H L .
TR )T ROEORE (M2, MI18 T M20) D i 2 )& L=,
FER

ElENG - Wb e U —BIBEE OBERE 24 BT T, EIEREOPEERE 23 Bl & OFEAE A8
OLERE 22 B O FEM ATRE A KM BN RE T — Z MG DL (3 2.7.1.4-1) | KW ENREMENT % 0 L
776

ZENERE R VB (FEN - @ e ) —B R OEHER) 27X~ 27 U7 200 mg % HiEIRE M %
H LI &7 _~v 7 ) 7 OmBERREHRE 21X 2.7.1.2-1 1277,
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

Linear scale

250
200
150 -

100 -

concentration (ng/mL)

LY2835219 Plasma

501 3

0é : : : : : ‘ ‘ ‘
0 24 48 72 96 120 144 168 192
Time postdose (h)

Linear scale

250 1

200 1

150 1

100 1

concentration (ng/mL)

LY2835219 Plasma

50 1

W,

0 4 8 12 16 20 24
Time postdose (h)

Semi-logarithmic scale

1000 {
£
©
(_%\Ej 100 4
o c
o2
N £
S g 10
N
%8
1,

0 24 48 72 % 120 144 168 192
Time postdose (h)

® 200 mg LY2835219 Fasted  © 200 mg LY2835219 Standard Meal
® 200 mg LY2835219 High-fat Meal

[ B B G54% 0~192 Isfd] (i H )« P B G4% 0~24 Ipfa] (s H )
T B 54% 0~192 5] (Rod BB )

27121 ZERRUVERER (BEN - &H0 ) —BRUEBER) II7ATYI YT [C2HT+
JLE| (50mg) 1 %200 mg DAETHERFEREICEERAREG LEZEEDTATL YY) JoiMm
RPREHER (BN THEHRERES) (EVBERINREH) (UPBG HER)

EHEN s @A e ) —BROEERZERLTH, 7w 27 U 7D AUC Il EITR b7
MmoTz (T 271.2-3) o Chax I, ZEHERF & B L CRiliENS - @b o U — & M OMERESEREICE
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

NEI 24% KN 25% M LT=, 7T R_X= 27 U 7D AUC)o KT Chax PTEENEENLENE N
16.0%M T8 21.9% & /N EWIUIHFRRE TH o 7208, EIRFZENIZ LTI 59.2% KT 49.0% & K&
Molee TRTU T YT D tnay P IAEIX, 228K & e U CREEN - @l n U —BEER%ISH
2 WAL U728, fEYERE L & 2R C AT e o T,

ek, EH (M2, MI8 LT M20) DIERMENAEIXES 2.7.6.4 THIZFLHL L7,

£271.23 EEHRUEHE BERRUEEN - SHOY—R) [LFATLH YT
[C2 A Tl (50mg) 1 % 200 mg OFIE CREMEECEERORS L& 20
FRILY Y TOEDBECRIETREORE (ENBERTHRER (JPBG HER)

Least Squares Geometric Means (90% CI), Ratio of Means, and 90% CI

Comparison: High-Fat/Fasted

Parameter (units) High-Fat Fasted Ratio 90% CI
AUC¢ (ng-hr/mL) 4734 (3864, 5800) 4178 (3409, 5121) 1.13 1.05,1.23
Cinax (ng/mL) 133 (111, 160) 108 (89.7, 129) 1.24 1.11, 1.38
tmax (hr) 10.0 (6.00-24.00)a 8.0 (6.00-12.00)2 1.95b* 1.00, 2.00
Comparison: Standard/Fasted
Parameter (units) Standard Fasted Ratio 90% CI
AUCq (ng*hr/mL) 4543 (3704, 5571) 4178 (3409, 5121) 1.09 1.00, 1.18
Cinax (ng/mL) 134 (112, 161) 108 (89.7, 129) 1.25 1.12,1.39
tmax (hr) 8.0 (6.00-10.00)2 8.0 (6.00-12.00)2 0.00b -1.00, 0.93

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity; CI = confidence
interval; Cpax = maximum observed plasma drug concentration; ty,,x = time of maximum observed plasma
drug concentration.

Model: Log(PK) = Sequence + Period + Treatment + Subject + Random error.
Note: tyax was analyzed using Wilcoxon signed rank test.

a  Median (range).
b Median difference.
* p<0.001.

27123 JPBUMER : BEBREIZEI1TE2T7ATLY TN [C3HTEIILE (100 mg) ]
DEMEHEICRIZFTREOEE

R

JPBU #BRITH 14H, JEEM. BIEAL, 287 o 24— " —3 BT, RS 1T ZEIERE L OY
EfENS s EmA ) —RERE%EO 2B, T~ 27 U7 200mg [C3 77 EAF (100mg) ] &#H
ERAKE LI EDT X7 ) TOYERRIZ KT T REOZELZIM L7z, @EFEgRE
30 51 (B Pk 11 B R OVt 19 B, 4Rl 25~67 %) ZARBRICHAAN, T_Xx 7 U 7% 1A
PLE#E Lz, SRV T, HEMERE Mk L LT, &E00, &514% 05, 1. 2, 3. 4, 6,
8. 10, 12, 24, 48, 72, 96, 120, 144, 168 N 192 FEfICHARIMZEEI L, T X~ 7 U7 K&
OO (M2 KON M20) o i 5 s 2 e L 7=,
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LY2835219 (mBC) 2.7.1  AEWERAFERER K OB S 5 ik

ft A

ElENS - e U —REEE OB 29 Bl NEREREOBERE 27 Fi1H> & B AT RE 7R S Eh R
TAPELI (FF2.7.1.4-1) | IROEBNREMNT & SEhE L 7=,

ZEfERE & e U CEiliEN - mAr U —BREREOT N~ 7 U 7D AUC)oM T Chax 1 EENLE
U 27% KON 35% N L 7= (X 2.7.1.2-2 e ONE 2.7.1.2-4) . T2 7 U7 D AUC)oo & T Crax P
EANEBNIZENZI 15.6% K% T 16.9% & /NS Dro Tos. EIRFZEN X Z I 35.4% K% DY
32.6% L TRETH -7, ZEKEEIEN - &) —BERE TT X7 U T D tha (T
ot

¥, G (M2 XOYM20) OIEMENREILES 2.7.6.5 IR L7z,
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Semi-logarithmic scale
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Time postdose (h)

® 200 mg abemaciclib (fasted) ©200 mg abemaciclib (fed)
Abbreviation: h = hour(s).

27122 ZERRUVEEN - &H0U—REIRRICTATLY YT [C3ATRILEA
(100mg) 1 %200 mg DAE TREMBREICEREARELI-EEDTATL V) ITD
MmighiREHER (BMTTHE) (ROBEETSRER) (UPBURER)

R27T12-4ZEEREVERER -5HhO0) —BERRIZTFATLHY1) T
[C3ATtIAE (100mg) 1 #200mg DAE CEREHEREICEEREAKRSELE-EZD
TFRIDVY Y TOEMEEICRIZTEEOZE (EVFERTNRER) (UPBURER)

Geometric LS Ratio of
Parameter (units)  Treatment N Geometric LS 90% CI
Mean
Means
Fasted 27 3905
AUC(.-oo (ng-hr/mL) 127 (1.18, 1.36)
Fed 29 4941
Crmax (ng/mL) Fasted 28 He 135 (1.25, 1.46)
max (18 Fed 29 157 ' e
Fasted 27 - a
o () 8.0 (6.00-12.00) 000" (0.00,2.00)
Fed 27 8.0 (6.00-12.00)

Abbreviations: AUC_, = area under the concentration versus time curve from zero to infinity; CI = confidence
interval; Cpax = maximum observed plasma drug concentration; LS = least squares; N = number of subjects;
tmax = time of maximum observed plasma drug concentration.

Model: Log(PK) = Sequence + Period + Treatment + Subject + Random error, where Subject was fitted as a
random effect.

Note: tyax was analyzed using Wilcoxon signed rank test.

a Median (range).

b Median difference.

* p<0.05.
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27124 JPCCHER : BEHREZXMRELLZTATLV Y TDCIATEILAE (50mg) &
MIRFE T1 8 (150 R 50 mg) &M BE RUMIRFE T1 8 (150 mg) 1233 5
BEOZE#HET 55 | 1HEER

BRI

JPCC RBRITIFEM, EAERL, 33— b, ZhakdtR. 2§33 3 7 v 24— "—BTh
V. REEERE G L LTT N~ 7 U 7O TE T1§E L xtIBAITH 5 C3 I 7 # &
® BE, KOMHRTE Tl SEOFEMBREIC M+ 2 RFOREZ M L7z, EFEEHRE 14 6] Bk
3B RO 11 6l i 20~77 %) Z/3— K A O vy FalBR) ITHAEAN, TX<wv 7
TOHRTE T8 (150 mg) 1 HEXIE C3 4 7EAl (50mg) 34 7wz HEROKE LT,
F7o. GEEEGERE 89 B (BME 11 B} Okt 78 B, 4FEis 29~81 %) % -S— kb B (BE #B&) (2
AN, TR 7 VT OHRTE TL § (150mg) 1 &2, HHKTE T1 & (50 mg) 3 &, C3
A7 eNHl (50mg) 3 BT EAONTINERERROBE L, S50, @RS 24 6] (5
PE 3 1 R O 21 B, s 29~73 %) Z/3— b C (BRFOMERER) ([THA AL, EHERED
FHENG « mA v Y —EEEZICTHIRTE T1 8 (150 mg) 1 SEAHERRORE Lz, KB
AR S LT, &8 1 B HOKREA, &54% 0.5, 1. 2, 3, 4, 6, 8, 10, 12, 24, 48, 72,
96, 120, 144, 168 KU 192 FFIICERMZERINL . T X~ 7 U 7 R OZOREHY (M2 KDY
M20) IR A2 HE LT,

A—b A (XY bRB) ICHAAN S NRE 14 flo 5B, TRv s ) T OlRT
E T1HE (150 mg) 1 SERHEG- SN 136], 7~ 27 V70 C3h7EeLAl (S0mg) 307 %
WG ST 12 BlA B, Gl TRE A BN R T — 2 NE S s (3R 2.7.14-1) o Chax DfEIE
WNEE) (26.7%) (ZHSWT, 78— B (BE iBh) O HFEWBRERERE LTz, 7T~y 27 U7
OHIRTE T1 & (150mg) 1 §E& C3 B 7EAAl (S0mg) 3 7 BALOEYBIRET — & & F
2714112, 77 VT M2, M20 RUSRIGEHEDE (7~ 7 U7 +M2+M20) DI
PIREHERS A X 2.7.1.4-1, ¥ 2.7.1.4-2, [¥2.7.1.4-3 KO 2.7.1.4-4 |12~ 7,

sX— K B (BE #BR) ([THAAN NSRS 9 Bl H> L, T X< 7 U T7OHKRTE T1 &

(150 mg) 1 gEn’f5-sn7- 82 6, il TE T1 8 (50mg) 3 e’ 5 Sz 856, 7_<wv
7 )T D C3 HTRNAFA (50mg) 3 I T wADEE ST 84 Gla MG Em s Lz, Hoh
TR ENRET — & &K 2.7.1.4-1 IR T,

=k BIZBWTC, 77U 7D C3 7 'AAl (50mg) . HITE T1 & (50mg) K&
OHIRTE T1 8 (150mg) ZHERROKGE L&, 7w 7 U ZIHERICWILE I, thax
OFREIE 3 JHIL H S THoTo, TR Y 7 U T D Crpax DR EHEMEIZTHKTE T1 88

(150 mg) 1 T 95.2ng/mL (CV% : 48%) . ik T&E T1 & (50mg) 3 H& T 97.7 ng/mL

(CV% : 50%) . C3 17 &NAA] (50mg) 3 47/ TiE 95.8ngmL (CV% : 51%) Tdh 7=,
AUC) oo DA EEEIL TR T T1 8 (150 mg) 1 $£ T 3110 nghr/mL (CV% : 55%) . T T&E
Tl $& (50 mg) 3 $&T 3120 nghr/mL (CV% : 52%) . C3 B 7E/AHl (50mg) 3 U7 &/ TIX
3130 nghr/mL (CV% : 59%) Tod o7y Cpax UAE. 7 X~ 27 U 7O MBEPIREITRED L, 4
ORI T E T1 88 (150 mg) 1 $ET 26.8 BEf, M T/E T1 5 (50 mg) 3 HET 25.6
R, C3 7 7B AF (50mg) 3 47 EALTCH 263K Thotz, £i2. CLF., RN ONMmE
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& (apparent volume of distribution during the terminal phase : V,/F) M OVEFIRIEIZIS 1T 5 AT D
734 %5HE  (apparent volume of distribution at steady state : Vgo/F) DOR(aSEEIMEIL, 3 8K & & [FFR
ETholz (£27.14-1 KUK 2.7.1.2-3) .

WIGHEE (TN~ 7 U7 +M2+M20) OFEWEIRE AT A =21 3 RAIR TRRETHY |
tmax P T RAEIE 8 B TH o 72, FIEMEME D Chax D Y(TEIEIXTH R TE T1 88 (150 mg) 1
BET 329nM (CV% : 40%) . Tl F7E T1 8 (50mg) 38T 341 nM (CV% : 42%) . C3 h 7t
VAL (50mg) 37 E/ATIE3370M (CV% : 41%) Tho7z (& 2.7.1.4-1 LUK 2.7.1.2-3)
£ EHEAHY M2 RO M20 OFWENE ST A =213, 3 WAITTEHU Lz (& 2.7.14-1,
2.7.1.42 KX 2.7.1.4-3)

UbE&Y, 7= 27 U 7 ORGREOREHENT OFE R, TELEYBE AT A =2 ThH 2D 0K
2 6 B & E B RERE AL (tas) £ COIMBEFRE — e i N i FS (area under the plasma
concentration versus time curve from time zero to time t, where t is the last time point with a measurable
concentration : AUC(_qast) « AUC(0/Z TN Cppax P Ec/N “IREMELED LD 90% CLIX. AW
RSP ERETH 2 0.80~1.25 OFIANICINE ~7=Z Lnb (K 2.7.1.2-5) | HRTE TI
BED 2 >DEE (50 LT 150 mg) DEEFIE C3 H 7R AHl (50mg) &AEMFIIZFRETHD &
BADNTC, FT2, tmax OFFATHER . WIGTEYE OREREOMITRHR (R 2.7.1.2-5) . M2 LT
M20 DFEITRER (3% 2.7.1.4-2) Db, EWFMICFAFETHD EEXL LT,
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Semi-logarithmic scale
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Time postdose (h)

® 3 x 50-mg capsules O 1 x 150-mg tablet
B 3 x 50-mg tablets

Semi-logarithmic scale

1000

Panel B

100+ §

-
o
|

Total analytes Plasma
Concentration (nM)

0 24 48 72 % 120 144 168 192
Time postdose (h)

® 3 x 50-mg capsules O 1 x 150-mg tablet
® 3 x 50-mg tablets

Abbreviation: h = hour(s)
27123 BEWHREICTATLD ) TOHBRFE T1 8 (150 mg) £ 1 &,
MERFET1 8 (50mg) €3 8. C3hTEI/LHF (5B0mg) 3hTE/ILZFHERD

BELEZEEDTAISI YT UIRILA) RUREEYE (SR B) OMmEHREHRTRE
(BT EfE. A%ER) (RMBEMEITERER) (PCCHER. BE KR
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LY2835219 (mBC) 2.7.1  AEMERAFERER K OB 3 5 ik

F2712-5MRFET188& C3 A TILFID BE 25T 51=-bDT7 AT Y1) T
RURTEEMEOEMERE/NS A — 2 DBITHER (EVBREHETTRER)
(JPCC &48&. BE &)

Pa(:’::;‘s’;er Treatment N Geogl/lzt;lilc LS Rati(i gf 1\(/I}Z‘:::llgetric 90% CI
Abemaciclib
C3 (3 x 50 mg strength) 84 3175
ggfﬁ/ﬁisf T1 (1 x 150 mg strength) 82 3233 1.02 (0.979, 1.06)
T1 (3 x 50 mg strength) 85 3256 1.03 (0.987, 1.07)
C3 (3 x 50 mg strength) 84 3241
AUF}:]O/'OOL T1 (1 x 150 mg strength) 83 3305 1.02 (0.982, 1.06)
(nghrmL) T1 (3 x 50 mg strength) 85 3320 1.02 (0.986, 1.06)
C3 (3 x 50 mg strength) 84 99.6
E:;‘ZL) T1 (1 % 150 mg strength) 83 99.7 1.00 (0.955, 1.05)
T1 (3 x 50 mg strength) 85 103 1.03 (0.986, 1.08)
C3 (3 x 50 mg strength) 79 8.0a
tmax T1 (1 x 150 mg strength) 79 8.0a 0b (0, 0)
(hr) C3 (3 x 50 mg strength) 81 8.0a
T1 (3 x 50 mg strength) 81 8.0a 0b (0, 0)
Total Active Species
C3 (3 x 50 mg strength) 81 14011
Al}fﬁ'tla“ T1 (1 x 150 mg strength) 82 14060 1.00 (0.972, 1.04)
(uMchr) T1 (3 x 50 mg strength) 85 14346 1.02 (0.992, 1.06)
C3 (3 x 50 mg strength) 84 14337
A[;f}?'oo T1 (1 x 150 mg strength) 83 14425 1.01 (0.975, 1.04)
(uMchr) T1 (3 x 50 mg strength) 85 14690 1.02 (0.994, 1.06)
C3 (3 x 50 mg strength) 84 344
Elrlr\l/?)x T1 (1 x 150 mg strength) 83 341 0.991 (0.948, 1.04)
T1 (3 x 50 mg strength) 85 354 1.03 (0.986, 1.08)
C3 (3 x 50 mg strength) 79 8.0a
tmax T1 (1 x 150 mg strength) 79 8.0a 0b (0,0.0167)
(hr) C3 (3 x 50 mg strength) 81 8.0a
T1 (3 x 50 mg strength) 81 8.0a 0b (0, 0)

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity; AUCq 1,5 = area

under the plasma concentration time curve from time 0 to last quantifiable plasma concentration; C3 = capsule
formulation, 50 mg strength (reference treatment); CI = confidence interval; C,,,,x = maximum observed

plasma drug concentration; LS = least squares; N = number of subjects; T1 = tablet formulation (150 mg
strength and 50 mg strength; test treatments); tmax = time of maximum observed plasma drug concentration.

Model: Log(PK) = Period + Sequence + Treatment + Site + Subject + Random Error, where subject was fitted
as a random effect. tp,,x was analyzed using the SAS procedure PROC UNIVARIATE.

a Medians.
b Median of differences (Test — Reference).
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NR—hF C (BFOZERR) ITHAANONTWRE 24 flOH> L, TR 7 VT OHRT

& TL #E (150 mg) 1 FEZmEN) - b v ) —REIRE KRG L 24 BIef, fikTE T1 8
(150 mg) 1 $E& 22 G LTz 23 Bl &2 fRiret REM & LTz (£ 2.7.14-1)

TR UV 7ONERTE T 8 (150 mg) 1 §E4 &R - @A v U —BEE#E &K OZEEREC
BHLIZEE, TR U7 U TITRRICEIN S AL, thax QPRI T ORFESRMEL b 8 K
Thole, TRXTY T VT D Chax ORMAELEEIZENEN - @A 7 U —&EIR%E T 130 ng/mL

(CV% : 44%) . Z2fEIFT 99.6 ng/mL (CV% : 36%) TdH o7, Cpax LA, TR~ 27U 7D
MAEPIREITIRAD U, tp (XEIENG - &0 e U —&EERE T 27.2 FFE, Z2MERFCIX 28.1 FEfE] CTh
o7z (F2.7.14-1 LK 2.7.1.2-4)

Semi-logarithmic scale

1000 -
)
5 E
52 100-
g <
a5
(o) =1
~— @©
[V =]
v C
>3
1,

0 24 48 72 % 120 144 168 192
Time postdose (h)

® 1 x 150-mg tablet Fed 01 x 150-mg tablet Fasted
Abbreviation: h = hour(s).

27124 BRHBBREICTATLV Y TOTRFE T8 (150 mg) 15 %
=iEM - Eh0) —RERRRUVERRICERZAKRELELLEDOTATIIYTD
miFhiRE#ER (BT THiE. AM%ER) (RYMBEETERER)
(JPCCHER. BEDZEHER)

N=F ClZBWT, @EN -®mre ) —BEREBICT X~ 7 U 7OBREEPEML,
AUC).o T Coax 1ZTNZH 13% LT 30%N L7 (F 2.7.12-6) . @lENf - mbu ) —&%
B L TH, AUC XU Chax OIERMZEN XD Lo 72,

EHENG - moh e ) — AR OB EORINE M2 (AUCqold 11%H0, Cpax 1% 36%H0) |
M20 (AUCoold 2%, Crax 1F 9%HE01) & ORIEHEDE (AUCqp0ld 9%IEN . Crax 1 26%5
m THLRH LI (327143, K2.7.1.4-7, X2.7.1.4-8 KX 2.7.1.4-9) ,

B, THROBBIIML TR T, @il - B u U —88E% K OZEEKFFOWTICEW T
RHHLNTEY, AHEEEGHRBR CIX TROBREE~ORFICL LW L0REETRD bk
Mmoo,
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®271263EM - 5H0) —BERKRRVEBRRICTAIIY Y JOTRTE T1 4
(150 mg) ZRFWHREICERBEOARELI-EEDTATLY ) TOEYSEIZRIES
BEOXZEDRE (EVBREAFIFRER) UPCCHER. BEOEZEHAR)

Parameter ; Ratio of
. Treatment N Geomefric LS Geometric LS 90% CI
(units) Mean M
eans
Fasted (reference 24 3518
AUC(-tlast ( ) 1.13 (1.05,1.22)
(ng-hr/mL) Fed 23 3991
Fasted (reference 24 3588
AUCQ -0 ( ) 1.13 (1.05, 1.22)
(ng-hr/mL) Fed 23 4060
Fasted (reference 24 99.6
Cmax ( ) 1.30 (1.20, 1.40)
(ng/mL) Fed 23 129
t Fasted (reference 23 8.0a
max ( ) ob (-2.00, 0)
(hr) Fed 23 8.0a

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity; AUCq 1,5 = area

under the plasma concentration time curve from time 0 to last quantifiable plasma concentration; CI =
confidence interval; Cy,,x = maximum observed plasma drug concentration; LS = least squares; N = number

of subjects; tmax = time of maximum observed plasma drug concentration.

Model: Log(PK) = Period + Sequence + Treatment + Subject + Random Error, where subject was fitted as a
random effect. tyax was analyzed using SAS procedure PROC UNIVARIATE.

a Median.
b Median of differences (test — reference).

2713 2HRBREEL TCORBRDOLLE L #ET
27131 AN ATTRALASEY T4

TR &5 & LT JPBS #BA T AUC).oolZ RS EFHl L7 R, 7= 27 U 7 Oixt
HIRA AT XA ZEVT £1545% (90% CI : 40%~51%) Th-o7= (§2.7.1271H) ,

27132 SEFRUHTELFOEYFEHRZEME (BE)

TR~y ) 7 ORKREFOWE T BE BB (JPCC REr) #FEmL, 7 Xv 27 U 7Dk
TIETILEE C3H T ENFIOBRBREEZ K L (5 2.7.1241H) , TOME, il TE T1HEO
2o0ERE (50 LN 150 mg) DRI, C3 4 7 EAH (50mg) &AEWFEHICHEETH - (K
2.7.1.2-5) ,

HIRTETIHOS ) —2OEFRETHD 100 mgFElL, [EFEFENHTA KT A 2 IV, 1k
v Tl 6 ([ mo & omtiEme i U, T O/, TR OV 0 R SRR &
. mEANIEMFEICR%S TH D EBE2 6N (55 3.2P231H) , BERB (JPCC#RBR) Off
ReGbd, TRTE TLHED 3 DOFE (50, 100 &Y 150 mg) DOFEANITXAEYFHINZFZETH
HEEZEZBNT,
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27133 HEARUVHEEERBIZHESINAATRAFE) T4 ~DEE

FIFE X AFBGE LTI D T X~ o7 U 7 OB~ D BOFM 2 T 5720, B kO
FEBRE T R~ 27 ) 7 200mg & Cl A7 EAHK, C2HTEAFBKNRNCI I 7EAHE LTH
B OEE LI &7 X~ 7 U7 O3EWBIREIC k2 R OB 2 MEt LT,

R 2 kG & LT JPBA B & O JPBC #BR Clix C1 77 &LA] (150 mg) 1 77 E/LKY
Cl 7 EAH 25mg) 2 W7 BN EERE U, fEFREMHKERE 25 & Lz JPBG R CTld, C2 4
ALK (50mg) & 4 BT EARE LT, F7o. MBS 2 x5 & L7z JPBF R K& O JPBS
ABRCIL, C3 7 BAAl (50mg) 4 7 E#E L, JIPBU RBRCix €3 7 7 &/LAl (100 mg)
QH TN ERE L, FRBRICBITL2T7 X7 )7 200mg B O#HEE L EDT X~
27 ) 7 OMSBETREHR A 2.7.1.3-1 1TR-7, ZORE, M L8 L3RRk 7T+
7 ) 7 OMETREHRIZFER TH -7,

T2, Cl A7 vnNAEEH L 47kBr, C2Q 07w AFIEHEH LZ 138k, C3 7L A&
H L7z 6 B O DA 2 L2 1 3B o5 o7 — % 2 e JPBL-PopPK f##TIZ 38
WTC, BHIZ LB R L LTT N~ 7 U 7 OFEMERE~OZE A L (66 2.7.133.1 1) .
Z DG T, BIFN IR IGEFR T DRI B R BB ThH 7=, & 51T, JPBL-PopPK fi#
Hriz#-5< post-hoc HEEMEL NV L 2 b—ra kb, fHAMTOT R~ 7 U T ORRREE
g U7z, ZORER, BAIM CTO Chpax. & 5-HIBE O M A — RE iR TiifE (area under the
plasma concentration versus time curve during a dosing interval : AUC;) M TN tyax (KR ERE/R 0 N
b (¥ 27132, ¥ 27133 KO 2.7.1.3-4) , LEXD | BRRBRZELT, 7wV 7
U 7 OIEYEREDERFAEBN IR E o 7op, WA CORBRIIRESER>TELT, T
~ 37 U 7 OIERYBEREICHF| OFENT L D LN EITR SR o Tz,

BAKBNC, C3 4 7 R/VAIE T E T1 820 BE Bk (JPCCRABR) #FEfL, 7 X~ 27 U7
DI BNREIC KT 2 WA OB RF Lz, ZORE., T TE T1 & (50 X 150 mg) 1%
C3 7 ENAAl (50mg) EAEMTFRICFRETHY . T U7 OURME R OEHFID S O
I, BRI B TR S IR 520 E o fkim e —E L7,
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250 —_ 1000 4
-~ —e— JPBA C1
c —0— JPBG C2
> —=— JPBF C3
£ 200 - —o— JPBS C3
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©
40E.> 150 ~
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2
0 - — R Al
I T T T T T T T T
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JPBA L (N JPBC ikl : C1 17/l (150 mg) 177 &1+ (25mg) 277 &L
JPBG ikl : C2 17 Al (50mg) 4 17k

JPBF B K N IPBS &k : C3 7 72 H (50 mg) 47 7 k&L

JPBU R : C3 7 7% (100mg) 2 4 7 &/L

Inset: semi-log scale

2713 N EBBRUVBEEFEBREICTATLV ) T 200mg ZHEZEAKRSLI-EED
TRILY ) TOMmMBRREMRRE GRATTHYIE)
(JPBAZER. JPBC &8, JPBF :EX. JPBG :Ex. JPBS iEX. JPBU iER)

271331 BFEBEICHITEH TILE EROKREOLLE
JPBL-PopPK fEHTICI T, fAIEZ T X~ 7 U 7 OEYEREIC T 5L 8EE L THREF LTz,
LUF @ 4 FEEAORFI T, RF OB L TN L 7=,

s R 72T LT R~y 7 Y TRE (CL A TR AEL 25 KO 150 mg)
Exz [ ) S LT R s )
ZHIK| (C2 B 7B AALL 50 mg)

Exz [ ) S LT R s )
78K (C3 B FEAALL 50 mg)

A PRI LT 7 R~ v 7 ) TROEH (B b O~ 23T v 2R E)

30
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T X7 VT D Cyax KO AUC, DIERMEENTIRE o7z, C2 7 BAAIIL C3 7k
NHFIZ A L7=3REBRICHRT, Cl BB 2R U735 COEMRE &2 5 ME N R
NeboD, C2 7 EAFIXIL C3 7 EAKTHLNIRERIT, C1 17 TORERE
DIELHEXDHIPHENTH 72 (X2.7.1.3-2 LK 2.7.1.3-3)

JPBL-PopPK E7 /W%, #OWKAI Cl 77 EAH, C2 A7 EAFKO C3 I 7BAAIZFEH L
TR TR O T = 2 MO TRE L, MR ZRNDONRT A—5 (RINT 752 A 572 E) 1Tkt
FTHIMAE L UTHRE L7 [JPBL-PopPK fEfT#EE (55 53.3.52 H) ] . ZORR. RANTK
PORFR X DR PRIC A B RILERTHY | 0 &%&va@%ﬁl&? JHANX, ClL T EAA
MO D EF GBI - 1.74 KfHE]) Sl L. C2 7 e AFIK Y C3 0 7B VA] (i
IR - 22 32 REE RO 3.4 B5fH]) CTRE2> o272, Cmaxs AUC KON tmax (X9 2 WU T 7
AALDOEBERFT 5120, REETNLVEHANTYIab— a3 &FEE LT, post-hoc HEE
PR, VI ab—ra VORREZFOTRE LT, K 27132, K 27133 KUK 2.7.1.3-4
IR LTz, WTNOEYEIE AT A—2 L5, 4 HFMTRESE RV AE-TEL, ®ANTT X
~3 7 VT D Cpaxs AUC; KN tmax (Zx6F L TREREEL RITSBRWZ EREBINZ, Lo
Mo T, ”ANIT R~ 7 U7 OIRMEIEIC S L THRIICEKRO & 5 8% KX TR 7 Cldie
WeEZ bz,
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400+ 0 o oo
300 -
) il
= .
= !
)
=,
3
E °
© 200 :
0 i
5 .
o
m L
= %
o) ofe
Q J °°,
< —
100 1 .
s .:.
0 -
T T
Drug in capsule Solution -Capsule -Capsule
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Formulation

Abbreviations: C,x = maximum plasma concentration; n = number of individuals; PK = pharmacokinetic;

Note: The boxplots are from simulation in 10000 individuals, whilst the points overlaid (with number of
individuals shown at the bottom of the figure) are from predictions using individual post hoc PK parameters
from the final model.

27132 HETLEDMBRT AT L7 1) TD Croax
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Drug in capsule Solution -Capsule -Capsule
(C1) n=264 n=6 (C2) n=50 (C3) n=634
Formulation

Abbreviations: AUC; = area under the plasma concentration versus time curve during a dosing interval (12

hours); n = number of individuals; PK = pharmacokinetic; || ||| | GGG

Note: The boxplots are from simulation in 10000 individuals, whilst the points overlaid (with number of
individuals shown at the bottom of the figure) are from predictions using individual post hoc PK parameters
from the final model.

27133 HETLRMBHT AT TD AUC,
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(C1) n=264

T
Solution
n=6

- Capsule

(C2) n=50
Formulation

I Capsule
(C3) n=634

Abbreviations: n = number of individuals; PK = pharmacokinetic; Ty, = time to maximum plasma

Note: The boxplots are
individuals shown at
from the final model.

from simulation in 10000 individuals, whilst the points overlaid (with number of
the bottom of the figure) are from predictions using individual post hoc PK parameters

27134 "HEISTEQMPBRTATLY ) TD tmax
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27134 RBEOEE

TRw 7 ) TORYEREIC KIFTREFEOEET, 3 SORER (JPBG iBr. JPBU KBk &
JPCC #R%R) THHM L7=, JPBG iﬁ%%’( X C2 W T NAIRGREOIERER K OEEN - e U —
BOE% | JPBU R Tl C3 1 /e VAR GO EEN « @ n ) —BOE% | JPCC Bk

TR TE T1 $E& GREO BN - mn ) —RBORELZ . ThEhmE LT,

JPCC RABRIT, TR TE TI 8E2fEH LI-BFORERBR THY ., KEEMEZKME (Food and
Drug Administration : FDA) %A %> A [Food-Effect Bioavailability and Fed Bioequivalence Studies

(FDA 2002) ] CHERRSNW7=@lEN - mA eV —RZHWT, 7~ 7 U7 150 mg % Hal#
HREOIEYENBICKIETEEORELRFT L, TOME, EEk L i U CElEN - mir Y
—BEBUC LY TR~ 7 U 7D AUC).c0 2 O Cax 1EZ LTI 13% K T8 30%BEM L, #TEEY
B TIEZNEIN 9%L DN 26%88 01 L7z (£ 2.7.1.3-1 L' 2.7.1.4-3)

BAFEAIHNC C2 B e AA 2 L TR FORE LR LIz JPBG RBRTIX, 7~
Y7 U7 200mg FHERL Lo b & ZEgRE L g U CEER R OVEEN - M a U — A
BIZT R~ 7 U T D AUC)ool TZEIVEI 9% N 13%IEIN L. Crax £EALZEIL 25% % T8 24% |
L7z (3R 27123 KSR 2.7.13-1) , £72. C3 7 vAKIZEH L7 IPBURERCIX, 7~
7 U7 200mg HHEEE Lz & & EIERE L iR L CRIED - M e U —RBEBEIRRIC T R~
27 U 7D AUC).co XL TN Cax 1EZIEI 27% K DN 35% M L7 (R 2.7.1.3-1)

% 2723224 HIRLIZL DT, TRV U TIRFEED 30%EANTISV T, 4 FERATEEAH L
T D EDRIT 9% ~15%ThH D, kit 3 RBRICBVWTAEFOREBICI->TRDOLN
72 AUC).co e 8 Crnax DZALDORRE L, T~ 7 U 7 O 11 HHEER TR0 5L IR IE Of% R
EEHSEZ D L. BARMICEZETCII W eEE o, U EORBRERN G, 7T~ 7 U 73R
FOREI»PbDLT, BREAETHD Z LRI, 72F. JPBL R CILRABREIAAIFIC
BREOFELIME L-RBROMENMEON TR o Teled, TR~ Y7 U 7HREHI% 1 RO
BEILET D &L L, TORICER L7- JPBM RBRTlL, 7T~ 7 U 7EREIZHOVWTRE
DEA IV TERE LR T,
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R27T1MIBEHBRTOTAILY ) TOEYHEICRIEFIEEN - 5H0) —BOZE

Ratio (Fed/Fasted) of Geometric LS Means (90% CI)

Study JPBG JPBU JPCC
Dosage 4 x 50 mg 2 x 100 mg 1 x 150 mg
Formulation C2 C3 T1
AUC(- (ng-hr/mL) 1.13 (1.05, 1.23) 1.27 (1.18, 1.36) 1.13 (1.05, 1.22)
Cmax (ng/mL) 1.24 (1.11, 1.38) 1.35(1.25, 1.46) 1.30 (1.20, 1.40)
Median Difference (90% CI) [p-Value]
¢ (hr) 1.95 (1.00, 2.00) 0.00 (0.00, 2.00) 0.00 (-2.00, 0)
max [p=0.0006] [p=0.0173] [p=0.3386]

Abbreviations: AUC., = AUC from time zero to infinity; C2 = capsule formulation ([ | I capsules

containing abemaciclib ([l and I ; C3 - capsule formulation ([
capsules containing abemaciclib ([l a~d NG ; C! - confidence interval;

Chax = maximum observed plasma drug concentration; LS = least squares; T1 = tablet formulation (film-
coated tablets containing abemaciclib [ I]MMMME] and commonly used excipients); tp,x = time of maximum

observed plasma drug concentration; ||| |  GcNINININNG

[2E3Cik]

[FDA] US Department of Health and Human Services Food and Drug Administration Center for Drug
Evaluation and Research (CDER); Guidance for Industry. Food-Effect Bioavailability and Fed
Bioequivalence Studies. 2002.

[FDA] US Department of Health and Human Services Food and Drug Administration Center for Drug
Evalutation and Research (CDER); Biopharmaceutics. Guidance for Industry: Waiver of In Vivo
Bioavailability and Bioequivalence Studies for Immediate-Release Solid Oral Dosage Forms Based on a
Biopharmaceutics Classification System. 2015 (revision 1).

Smelick GS, Heffron TP, Chu L, Dean B, West DA, DuVall SL, Lum BL, Budha N, Holden SN, Benet LZ,
Frymoyer A, Dresser MJ, Ware JA. Prevalence of acid-reducing agents (ARA) in cancer populations and
ARA drug-drug interaction potential for molecular targeted agents in clinical development. Mo/ Pharm.
2013;10(11):4055-4062.

Zhang L, Wu F, Lee SC, Zhao H, Zhang L. pH-dependent drug-drug interactions for weak base drugs:
potential implications for new drug development. Clin Pharmacol Ther. 2014;96(2):266-277.

JEAE T R AR R ). & BN R D 1 B RA O A RSB T A R A > CGREE
AIE 0229 %5 10 5, PR 24 4F 2 7 29 B, Bk 2) PRk 24 422 A 29 H. Available at:
https://www.pmda.go.jp/review-services/drug-reviews/about-reviews/p-drugs/0008.html. Accessed July

25, 2017.
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2721 TG B UM ..ottt ettt ettt ettt 3
27211 A ERFTRBR LT DU N T ittt n et en st en s 3
2.7.2.1.2 fif R B FRBR DAE D T o 10
2722 ] 2 D FRBRIE T I oottt ettt ettt et ettt en s s ee et s e e et aeeeas 18
27221 TN VIEEO FRBR .ottt ettt en s 18
272211 I B L 7R 7 A oottt ettt ettt ettt 19
272212 T VIETO F T ettt r et n e 20
272213 In vitro (23517 2 A & OEIAR BAEFH OFRET (oo 20
2722131 CYPHEORELLTOT N7 U T RKOLDOREW oo 20
2722132 TR 7 U TERZEORBHMINZED CYPIHE oo, 20
2722133 TR 7 U TERZEORBHMINTED CYPFEE oo, 21
272214 T U AR—=H =L DFEAEFFRER oo, 22
2722141 NV AR=H—=DREE L TOT R 7 U T RO ... 22
2722142 TV AR—=E—DHERE LTOT X7 U7 ROZFOREH .. 23
27222 AR TRIBR ..ottt ettt ettt ettt ettt et ettt et ettt et n e 26
272221 TR R 2 it G & U 72 38BN RE R OMREHERER e 26

2722211 JPBD iR : fREERERE A5G L LR N 5% o[4C]- T R~y
U T 0D R 757 L 2 e ettt ettt ettt ettt 26
272222 S B R O R B & x5 & LT3R Ehie ) 223 B 27
2722221  JEHEEZIIB L UT2ERBR oot 27

27222211 JPBCHER : BEAANBITHEZT ZXMRELLET X 27 VT D
B LFHZRIBR oottt ettt ettt ettt 27

27222212 JPBARE  EITHBEE AR L LT X7 U T OH | H4
TR 32

27222213 JPBH #B : HR+/HER2-OHEB ML B E 2 xf R, fix D
FHEGFET CT R~y 7 V72 O#% 5 L7125 Ib il 35
2722222 (EBEHBRE ZXG2 E LI2ERBR e 42

27222221 JPCAFKER : fEEEMEBRE AR, T X~ 7 U7 & &I

FOHEROBGELEEZDOT 27 U T ROFORBF D
MAEFRE L QT kg & DM, K ONTR<w 7 7 Ltr

7 2 RO EAER Z5F U728 VAHFRBR s 42
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2722231 JPBV iR : Bk e HIEE OEEEREZ AT 2 RE 2 x5t L Lo
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U 7 kO OIEMERBY ORI EE Ik 2 CYP3A BHEHR O
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Ve S A A Y A LI S 66
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HEH., 7T BRI B HIFHZRR oo, 66
2722263 JPBM iR : £EIBWERED 720y HRHHER2-O J& B B3 XX #nB M P

BE GBI, T2 ) TRONSAl OG- L 7T 2R KO
NSAI DOF# G-zt U= EA b, —EEMR., 77 AR, §

T AHTRIER ..ottt 68
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CDKA/6 BLAEFT D EE I AHZRBR ..o 68
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Wi
W& HE B

AGP a-FEMENE % > 77 & (alpha-1-acid-glycoprotein)

AUC M E R — R AR T f8 (area under the plasma concentration versus
time curve)

AUCq.o 0 MRFfE] 2> & ME[REFH] % T o> M e i — Wefi] AR FHifE (area under the
plasma concentration versus time curve from time zero to infinity)

AUC(_o0,ub 0 HFfE 2> & MR IF & C O IERE ST M 4% Fh i B — R phf i (area
under the plasma concentration versus time curve from time zero to infinity at
unbound)

AUCo-tlast 0 FFRHID D A& B rTRERF AL (thag) 3 T DM ARE e BE — IRFH] AR T i Ao

(area under the plasma concentration versus time curve from time zero to time
t, where t is the last time point with a measurable concentration)
AUCo-24,5 TEHARIBIZI1T 2 0 IR~ B 24 IFfE] & ~C o LB i B — IRp [ b T T o
(area under the plasma concentration versus time curve from time zero to 24
hours at steady state)

AUC. g a4 54 OB G- IR F 1T 2 M i B — R dhi g R fS (area under
the plasma concentration versus time curve during a dosing interval after a
single dose)

AUCq s TEHIRREIZ 31T 2 4 - T b oD i A% rh it B — e f) i8R T 1A% (area under
the plasma concentration versus time curve during a dosing interval at steady
state)

BCRP FLpEM 4 > 237 'E (breast cancer resistance protein)

BUN M fR#FZFE (blood urea nitrogen)

CCK-8 cholecystokinin octapeptide

CDK WA 7V AR FF—E8  (cyclin-dependent kinase)

CI {E#EX ] (confidence interval)

CL/F BNF D7 U7 A (apparent oral clearance)

CLgr 27 U7 7 A (renal clearance)

CLgs B IRAME s3s 7 U 7 A (renal secretion clearance)

Chnax M AE R EE (maximum observed plasma drug concentration)

Crnax.ss maximum (observed) plasma drug concentration during a dosing interval at
steady state

Crnax,ub FERE A e = M AE R R BE (maximum observed plasma drug concentration at
unbound)

Chin,d1 minimum plasma drug concentration at Day 1 after a single dose of drug

Chmin,ss minimum (observed) plasma drug concentration during a dosing interval at
steady state

CrCl J VT F =227 VT 7 A (creatinine clearance)

CSF fMFE 6  (cerebrospinal fluid)

CvV ZEEFE (coefficient of variation)

CYP F k7 1 — A P450 (cytochrome P450)

DLT FEHIRENE (dose-limiting toxicity)

EMA KRN 3R ALT  (European Medicines Agency)

FDA KERMEIESME (Food and Drug Administration)

fy A HERE A3 3 (unbound fraction of drug in plasma)

GFR SEKATEIER £ (glomerular filtration rate)

HEK #fifid t MEVE KB (human embryonic kidney) #lifiel

HER2- t b ERARE R AR 2 21 (human epidermal growth factor receptor 2
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negative)

HR+ BT U RIRGME  (hormone receptor positive)

ICsq 50%FHE P2 (half maximal inhibitory concentration)

ICH A oK EU = 3 &b B il 58 fn (= BS 23 3 (International Conference on
Harmonisation)

Ka,max B R E 4% (maximum absorption rate constant)

Ki FH55 %% (inhibition constant)

KIM-1 kidney injury molecule-1

LC-MS Wik 7w~ s 27 4 —"H%&45#H (liquid chromatography-mass
spectrophotometry)

MATE multidrug and toxin extrusion protein

MATE2-K multidrug and toxin extrusion protein 2-K

MCL ~ > hViifa Y > 3fE  (mantle cell lymphoma)

MDCK i e madin-darby canine kidney iz

MDRI1 multi-drug resistance 1

MHLW JEA 57845 (ministry of health labour and welfare)

MTD KMt & (maximum tolerated dose)

NCI /S SEFEAFSERT  (National Cancer Institute)

NGAL neutrophil gelatinase-associated lipocalin

NSAI AT A NMET v~ & —EHEHA| (non-steroidal aromatase inhibitor)

NSCLC FE/NHERaAtE  (non-small cell lung cancer)

OAT FAHT =4 ~ 7 AR —%— (organic anion transporter)

OATP FHET =4 kR U 279 R (organic anion transporter polypeptide)

OCT FHH T A4 b T AR —%— (organic cation transporter)

PBPK AR IEY)ENRE  (physiologically-based pharmacokinetic)

P-gp P-Wi % > /37 'E  (P-glycoprotein)

PopPK RHEM 3 ENRE  (population pharmacokinetic)

pRb U WAt retinoblastoma % > 2N 7 & ( phosphorylated retinoblastoma
protein)

QI2H 12 A 2 &

Q24H 24 IFfH] 2 &

QTcF Fridericia %% FAW 7= #fi IE QT [E1l3 (Fridericia’s corrected QT interval)

Rb retinoblastoma % > X7 & (retinoblastoma protein)

ti2 T (half-life)

tmax He e I E AR R B 5 RF ] (time of maximum observed plasma drug
concentration)

topolla FARA Y AZ—E lla (topoisomerase Il alpha)
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2.7.2 BRPREEIRGER
2.7.21 EE2RUEEH
T~ )7 (LY2835219) (X, A 7 U AEAFMHEFF—EF  (cyclin-dependent kinase : CDK)
4 KO 6 (LT, CDK4/6) 1Tkt L TR D BB EN 2 A3 2 A b al g ek r11k
BMTHD, TN )T, WA OEST 2 EEd 5 CDK4/6 ZET D Z LIk o TR
A o ¥E5E & Il 9 5, CDK4/6 Z[fHE 4 % & | retinoblastoma % > /37 B (retinoblastoma
protein : Rb) @V VER{L TN F7ARA V) A Z—+ Tlo. (topoisomerase 11 alpha : topollo) DFEHLAIH
fill v, MBI OHETIELT D, T 7 U7X, REROH DB VE S BRGE
(hormone receptor positive : HR+) 73>t b EREBER 54K 2 21 (human epidermal growth
factor receptor 2 negative : HER2-) DHREVEFLE A4 AT 5 B 2512, WaWEIER & Off %
ETORBPED 5N TET,

27211  ERREEFHERIZONT

TRwv U T OBRKRERT, b MAEERREEZ AW invito 3B (3 2.7.2.1-1) . EAST
FEhE U7 BRIREBR 17 3R, KOERKHBR CHE oo T — % feh L I RN 2 I CRE
L7c. BRIREAER 17 BRBICIE, REFREERE 2 x5 & U - B AR SE8 R OVEW 347l 8 3R
[I3Y-MC-JPBD (JPBD ##%) . I3Y-MC-JPBF (JPBF i) . 13Y-MC-JPBG (JPBG #E#) .
I3Y-MC-JPBS (JPBS ##%) . I13Y-MC-JPBU (JPBU &%) . I3Y-MC-JPCA (JPCA #kBR) . 13Y-
MC-JPCC (JPCC i) KO I3Y-MC-JPCK (JPCK #ER) ] . #EfTHBE IAFHRERE SR E &
®GeE UK K E R 2 3Bk [I3Y-MC-JPBE (JPBE #tl#) MU' I3Y-MC-JPBV (JPBV i
Br) 1 . EITEEE 2SR L UERAREER 7 3Bk [13Y-MC-JPBA (JPBA ##%) . I3Y-MC-JPBB
(JPBB &%) . IBY-JE-JPBC (JPBC #f%) . I3Y-MC-JPBH (JPBH #f) . I3Y-MC-JPBN
(MONARCH 1 ; JPBN #f#) . 13Y-MC-JPBL (MONARCH 2 ; JPBL &%) K& I3Y-MC-JPBM
(MONARCH 3 ; JPBM &) ] NEEND (% 272.1-2) . BARNOEYEET — XX, =D
26 3B (ENE LHRERO JPBC AR, [EFRILFSS 1 FHFKER O JPBL 35k & O JPBM #5R)
NHFLIT,

TR )T O ANT o ARER (JPBD RER) 2056, 2 DOEERIGHEREY RIRHEE
D 10%LL . LSN2839567 (M2) K OF LSN3106726 (M20) 1 W NZ 1 DO E 2 IETEMHY
[HengiE B oKy 5%, LSN3106729 (M18) ] OAFfEA RSz (K 2.7.2.1-1) o 24D OfRGH
¥ (M2, M18, M20) IZ. invitro IZBWTT X~ 7 U7 LREBRED X F—BHEEEL R L
7= (55 2.622.1.1018) , BIRAOMOBEKRBRICENTIZ, 73w 7 U7 RO 3 SOIEENRH
DY EHREZ M L, 7T~ 27 U7 +M2+MI8+M20 %z [HRHIERSM] & L THlE L,
LU B, MIS IFHMIERFTREDK 5% ThV  ZDOFLHIT/NENEEZLND72®, invitro 7
BRCIIT XN~ 7 U7 RO 2 SOFEELRREHY (M2 Y M20) (ZDOWTF 7 m—25 P450
(cytochrome P450 : CYP) W NZHEY) b T AR —F — % LIZ3RWHHE AAEH O FTREMEIZ DWW T
fEt L7z, JPBN &R, JPBL 3R & O JPBM ikl 4 5 DB R M ORI CTlX, 7 X~ 27 U
T2 ODOFERMFHY M2 LI M20) 7L, 7 X~ 7 U7 +M2+M20 & [HIEMHY
B LTS L,
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REEMMENT TlX. REEMZEYENRE (population pharmacokinetic : PopPK) F#HT & O R & — SOt
fiENT 2 550 L7, Zh 24 3 fEikH (JPBN-PopPK fi##, JPBL-PopPK fi##T & U8 JPBM-PopPK fi#4T
AN JPBN B & — PG RAT, JPBL BREE & — RUSHREHT & OF JPBM B & — SUSRIT) Ot 2
1T-o7,

REMTCIX, 77X~ 27 U7, M2 LN M20 OF@Ehfe, I N JPBN ikBR, JPBL #kBR M
O JPBM RBRICE T DIRTEE & AR OR M & OBEMEZ 3G L, HESEAE - AEROHE
FHETORILE UCIERH LTz, F2, REMT CIX. 7T X~y 7 U 7oy ERe, 22tk O0E
IMEDORAGE B 231 5 LB B OB Z TN L=,

JPBN-PopPK f#HT % Jp8 (B & AR BR 2 C O FEW B RE O LL#z 2 . JPBL-PopPK fi##fT & 7 <~ o
7V 7 QIR EY AR e 5 A R AF T NIRIE & ORI ZE R O G V2,
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R 27211 T7RILV Y TDOE FEKREFZ AL in vitro FBR

Brief Description of Study Study ID

Plasma Protein Binding Studies

In vitro plasma protein binding of abemaciclib to mouse, rat, dog, and human  N0574

plasma proteins and human liver microsomes

In vitro plasma protein binding of metabolites LSN2839567 (M2), LY2835219-Metab-prelim-pb
LSN3106726 (M20), and LSN3106729 (M18) in mouse, rat, dog, monkey, and

human plasma and human liver microsomes

Analysis of ex vivo binding of LY2835219 and metabolites LSN2839567 150188-EIIDPB-PB-SR
(M2), LSN3106726 (M20), and LSN3106729 (M18) in human plasma for

Study I3Y-MC-JPBV (hepatic impairment study)

In vitro binding of abemaciclib to human albumin and a.1-acid-glycoprotein N1297

In vitro human blood to plasma ratio of abemaciclib LY2835219 in vitro b/p
In Vitro Metabolism

Preliminary identification of in vitro and in vivo metabolites of abemaciclib 2835219ME

In Vitro Studies to Identify Potential Metabolic Interactions

Abemaciclib and Its Metabolites as Substrates of CYP Enzymes

Identification of human CYPs responsible for the metabolism of abemaciclib 110941
Identification of human CYPs responsible for the metabolism of metabolite 130964
LSN2839567 (M2)

Identification of human CYPs responsible for the metabolism of metabolite 121068
LSN3106726 (M20)

Identification of human CYPs responsible for the metabolism of metabolite 130683
LSN3106729 (M18)

CYP Inhibition by Abemaciclib and Its Metabolites
Inhibition of CYP3A4, CYP2D6, CYP2CI19, CYP2C9, CYP2CS8, CYP2B6, .—1 106
and CYP1A2 by abemaciclib
Inhibition of CYP3A, CYP2D6, CYP2C9, CYP2C8, CYP2B6, and CYP1A2 .125052
by metabolite LSN2839567 (M2)
Inhibition of CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2CI19, CYP2D6,  130257/130258
and CYP3A by metabolite LSN2839567 (M20)
CYP Induction by Abemaciclib and Its Metabolites

Effect of abemaciclib on CYP1A2, CYP2B6, and CYP3A 1158

Effect of abemaciclib on cytochrome P450 133052
Effect of metabolite LSN2839567 (M2) on cytochrome P450 133051
Effect of metabolite LSN3106726 (M20) on cytochrome P450 133108

Transporter Interaction Studies

Abemaciclib and Its Metabolites as Substrates of Transporters

Evaluation of abemaciclib as a P-gp substrate 13ELIP4R3

Evaluation of metabolite LSN2839567 (M2) as a P-gp substrate 14ELIP3

Evaluation of abemaciclib as a BCRP substrate 13ELIP5R1

Evaluation of metabolite LSN2839567 (M2) as a BCRP substrate 15ELIP1

Evaluation of abemaciclib and metabolites LSN2839567 (M2) and LY2835219-2016TP-SLC-Sub

LSN3106726 (M20) as substrates of hepatic uptake transporters OCT1,
OATP1BI, and OATP1B3
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Brief Description of Study Study ID

Transporter Inhibition by Abemaciclib and Its Metabolites
Inhibition of P-gp by abemaciclib LY2835219 Pgp Inh
Inhibition of hepatic and renal transporters OCT1, OCT2, OAT1, OAT3, LY2835219-2015TP-SLC-Inh

OATP1BI, and OATP1B3 by abemaciclib and its metabolites LSN2839567
(M2) and LSN3106726 (M20)

Inhibition of MATE1 and MATE2-K by abemaciclib and metabolites LY2835219 MATEI and 2K
LSN2839567 (M2) and LSN3106726 (M20) Inh
Inhibition of BCRP by abemaciclib ILIXS 35219-2016TP-BCRP-

Abbreviations: BCRP = breast cancer resistance protein; CYP = cytochrome P450; MATE1 = multidrug and toxin
extrusion protein 1; MATE2-K = multidrug and toxin extrusion protein 2-K; OAT1 = organic anion transporter 1;
OAT3 = organic anion transporter 3; OATP1B1 = organic anion transporting polypeptide 1B1; OATP1B3 = organic
anion transporting polypeptide 1B3; OCT1 = organic cation transporter 1; OCT2 = organic cation transporter 2;
P-gp = P-glycoprotein.



LY2835219 (mBC) 2.7.2  [RRIEBEGR

& 2.7.21-2 lRREBEZMRFICAVEEBRERRUV I aL—Yav0—8

Brief Description of Study | Study Alias | Population | Abemaciclib Dosing Regimen Formulation

Disposition and Metabolism Studies

Single 150 mg dose containing 14C-abemaciclib

14C-abemaciclib disposition JPBD Healthy subjects . i Oral solution
(approximately 5 uCi)
Pharmacokinetic/Pharmacodynamic Studies in Patients with Cancer and Healthy Subjects
. . Part A: 50-225 mg Q24H or 75-275 mg Q12H Cl1
. P h
Dose escalation, safety, PK, and PD JPBA atients with advanced Parts B-G: no greater than the MTD (200 mg Cl1
cancer
QI12H)
. i ith
Dose escalation, PK, safety JPBC Japanese patients wit 100, 150, and 200 mg Q12H Cl

advanced cancer

. . Parts A-D: abemaciclib 200 mg Q12H +letrozole,
Patients with HR+ HER2- | —rot=e . eQ
Efficacy, safety, and PK JPBH anastrozole, tamoxifen, or exemestane Q24H on C2
or HER2+ mBC
Days 1-28 of a 28-day cycle

Ascending dose/QT: single 200, 300, 400, or
600 mg dose or placebo

DDI: single 8 mg dose loperamide on Day -3,
followed by a single 8 mg dose loperamide with
a single 400 mg dose abemaciclib or placebo on
Day 1

Dose escalation, PK, QT, and effect on

PK of loperamide JPCA Healthy subjects

C3

Effect of Intrinsic Factors on Abemaciclib Pharmacokinetics

Subjects with normal or
Effect of hepatic impairment on PK JPBV mild, moderate, or severe Single 200 mg dose C3
hepatic impairment




LY2835219 (mBC)

2.7.2  FRARSKPRER

Brief Description of Study Study Alias Population Abemaciclib Dosing Regimen Formulation
Effect of Extrinsic Factors on Abemaciclib Pharmacokinetics
Patients with advanced %: 223: Zg Ei 3222 on Day 5 of gi
Effect of clarithromycin on PK JPBE and/or metastatic solid —_— i
fumors clarithromycin dosing
Safety Extension: 200 mg Q12H Cl,C2
Effect of CYP3A inhibition by PBPK LY2835219 MM INH . . Single 50 mg dose on Day 7 of CYP3A inhibitors
. . Simulation . NA
simulation PBPK 50mg dosing
Effect of CYP3A inhibition by PBPK LY2835219 MM Simulation Single 200 mg dose on Day 7 of CYP3A NA
simulation CYP3A4 Inh 200mg inhibitors dosing
DDI Period 1: single 200 mg dose C3
Effect of rifampin on PK JPBF Healthy subjects DDI Period 2: single 200 mg dose on Day 7 of C3
rifampin dosing
Effect of CYP3A induction by PBPK LY2835219 PBPK . . Single 200 mg dose on Day 7 of carbamazepine
. . Simulation . NA
simulation IND CYP3A dosing
Effect of Abemaciclib on Other Renal Transporter Substrates
Metformin: Abemaciclib 400 mg + metformin
Effect on metformin PK and iohexol . 1000 mg; placebo + metformin 1000 mg
CL (GFR) JPCK Healthy subjects Iohexol: Abemaciclib 400 mg + 5 mL (3235 mg) 3
iohexol; placebo + 5 mL (3235 mg) iohexol
Additional Therapeutic Studies in Patients with Cancer that Contributed to the Population PK Analysis
Patients with previously-
Efficacy, safety, and PK JPBN (MONARCH 1) || ol R, IP)IERZ- m}]; o | 200mgQI2H C3
Patients with previously-
Efficacy, safety, and PK JPBL (MONARCH 2) | treated HR, EIERZ- Y 200 mg Q12H (later, changed to 150 mg Q12H) 3
+ Fulvestrant
locally advanced or mBC
Patients with HR+, HER2-
locoregionally recurrent or
Efficacy, safety, and PK JPBM (MONARCH 3) | mBC with no prior 150 mg Q12H+ NSAI C3

systemic therapy in this
disease setting
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Brief Description of Study

Study Alias

Population

Abemaciclib Dosing Regimen

Formulation

Efficacy, safety, PK, PD, and QoL

JPBB

Patients with relapsed or
refractory MCL

200 mg Q12H

Cl

Abbreviations: C1 =|Jfcapsules containing abemaciclib and ||| | | | I C2 = capsv!cs containing abemaciclib (D =~d NG
C3 = proposed commercial formulation ([l capsules containing abemaciclib [N a~d I ; C. - clcarance; CYP = cytochrome P450;

DDI = drug-drug interaction; GFR = glomerular filtration rate; HER2- = human epidermal growth factor receptor 2 negative; HR+ = hormone receptor positive;
mBC = metastatic breast cancer; MCL = mantle cell lymphoma; MTD = maximum tolerated dose; NA = not applicable; NSAI; non-steroid aromatase inhibitor; PBPK =
physiologically-based PK modeling; PD = pharmacodynamics; PK = pharmacokinetics; Q12H = once every 12 hours; Q24H = once every 24 hours; QoL = quality of life.

) R 2 Xt & U T AW 3K ki 4 3R 3% 2.7.1.2-1 lT/R LTz,
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27212 HBREERBROMROEY
7Ty s ) T ORREERR D b b BRI, UTFO LB Th,

PR E R CHEITEREICRBIT 57 Xv 7 U T RIZEOREY O IEYENEE D5

TR U T ORNUTFERTH Y | e AT R ERERH (time of maximum observed
plasma drug concentration : tpa) O IRAEITK) 8 KFfil TH -7 (JPCC RABR) . WEZITHBW T,
TS0 (half-life @ typ) OM(TEEMEILK 25 BT (JPBN-PopPK fE#T) . 7 X~ 27 V7
12K L (QI2H) ICRMEMAKE Lzl & MITREITRE 5 BRICEFRRIBICEEL
oo 7N~ 27U 70 QI2H #5- CTO RSB, Hm MEFIRE (maximum observed plasma
drug concentration : Cpax) CTHJ 3.7 (CV% : 58%) . IMAEH A — R dh#R Fiifd (area under the
plasma concentration versus time curve : AUC) THJ 5.8 (CV% : 65%) TH V., KEEGEZDOIEY)
BEBITHEIREHOT — 20D TR EETH o Tm, 7T _X~v 7 U 7 H MR 5% OREREREIT, &
BT 50~275 mg O M =P (JPBA #BR) T, MEFEHERF TlT 200~600 mg @ ] & i

(JPCAFAER) TIHEFMEIZIAI L TN 2 & B2 b,

AARNFEEE 255 L U238 TARER (JPBC RER) 2B\ T, 7X~ 7 U7 150 mg % Hi[A]
ARG LIZLE, TR 7 VT ORIUIFEIRTH Y | tmax O T IRAEITK 6 FFEL t1, DR
EEIMEITA 22 FFfH Tod o7z, JIPBC RBR TR DAL A AR NIREE ORE R, SME RS 255
& LT85 THRRRBR (JPBARRER) OFRE RE RS o72,

TNRA R T o MRG58 AR Th 5 JPBLRERIZIIT 27 X~ 7 U 7B
#3200 mg QI2H Th o7, RERBIERZRIZIToTEMR T COLREMET — X FHiilc kS x . BtaH
&% 150 mg QI2H IZAHE U7z, WA Z2 DFM G L7258 N AERER TH 5 JPBM R TO
T _Rv2 7 ) 7RG EIL 150 mg QI2H & L7c, MWaki & &, 50 mg B4 T H &E I T2 etk
K OEFMEIC LV AREE LT,

JPBL ikBA COBMEHE 150 mg QI2H # 5 L=t &7 X~ 7 U 7 OBFEEIL, Eitshiz
MERELZZE L, AR 4@ L EIHE (145 mg) ISV THEM L7z, JPBL-PopPK f#
BB S <, BRETO I NARA T v MEHA#E S5O 150 mg Q12H KB GH DT R~

27 1 7 @ maximum (observed) plasma drug concentration during a dosing interval at steady state

(Cmax,ss) « minimum (observed) plasma drug concentration during a dosing interval at steady state

(Crinss) X OVEFIRABIZ IS 1T 2 $ G-HIbR O M i B — e[ dh# N F5 (area under the plasma
concentration versus time curve during a dosing interval at steady state : AUCyss) D HEEE D Lefnl 1)
BEix, 1 249ngmL (CV% : 35%) . 177ng/mL (CV% : 39%) K& OV 2520 ng-hr/mL

(CV% : 35%) Td 7=, JPBL-PopPK FEMTHERIC HD ZHEE L 72 WgiR &0 H AR N B LA E
NEBA TREIMENT 2Tz,

JPBM RBR COBIMAHE 150 mg QIZH Z G- L7zt DT X~ 7 ) 7ORFEREIL, FEishi-
MERELZE L, R ZE L2 EHE (132 mg) IZHESWTHEI L7, JPBM-PopPK fi#
Frid A S < FEE TONDWHIERIDF B G- RF D 150 mg QI12H K& G RO T N~ 7
7 ® Craxsss Cminss XLV AUC g DHEEE D RAMIEIL, L4 249 ng/mL (CV% : 42%)
181 ng/mL (CV% : 47%) K% 2540 ng/mL (CV% : 42%) T&H ~7z, JPBM-PopPK fFATHE H 12 I
DEHEE LR B HA N EE LAMENEEE TREREWIT DT,

10
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JPBL-PopPK fEHTH5 S S OY JIPBM-PopPK F#HTHE FAZEED S HEE L 72 ENRE /N T A — X DI,
REREWT R -T2, BEWHRE CBBRE T, 727 U 70EDEIEETRETH - 7=
(JPBN-PopPK fi##T)

WA

3>

TR )T DM ANA FT NA T T 1L 45% [90%[FF X (confidence

interval : CI) : 40%~51%] T -7 (IPBS#HER) .

TR Y7 ) T OMBERREEB G OB G ROWIUIFER T tnay 12 8 B TH 572
(JPCC #BR)

A M2 SO M20 @ trygy D HIRAEIZZIEH 3~6 I LT 4~ 10 R TH 72 JPBA

B .

TR ) T ORI T O REFOZBII NS o7 (5 27.1.2 T ; JPCC wBR,

JPBG a8 J OV JPBU #BR)

DA FEDOHEEMITK 723 L Th 7= (JPBL-PopPK fi##r) .

TR V7O MES T G ERITE o7 (K 96%~98%) o TEMEMREY TH
% M2 KO M20 Ot MEZ R 7GR EoT (B 89%~94%) (5 2.7.2.2.1.1
TH) , B MIBWT, MEBER (cerebrospinal fluid : CSF) F 7 X~ 7 U7 M2 KO
M20 R IR, AR OIERERRE L BBirla—E L7z (UPBARER) .

(%

TR ) TN TH D M2 KTOYM20 23 MEF OT R~ 7 Y T HkK
IRZEED 73%% 5O, BOBLREYM TH D MI8 X 5%95% Hiz (K 2.7.2.1-1) , 3D
ORFWIL, invitro TT X<y 7 U T ERIBEOX F—VHEEEEZ R LT (F
2.622.1.101H) ,

TRy 7 V73 e MZBW AR Z 52T, EIZ CYP3A4 I K 5B bAIAERHIC k-
THK LT, 77X~ 7 U 7 OEERRHHRREEIL, IEERHY M2 2 45T 5 N-BleTF L
ftThHo7 (M2.72.1-1) ,

11
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F
F F
N F
AR ]\ N
N7=N N)\ N, \N /N»\
Y+ — N\
— / H
C (=
o ®;
_ Abemaciclib ” LSN2839567 (M2)
[Circulating exposure 34%] [Circulating exposure 13%]
[Dose excreted 6.76%] [Dose excreted 32.30%]

F
F F
N Ky /N»\/OH

);N
NN N =N
/A M -_— I SN )\
C (=
o ®;
_ LSN3106726 (M20) ” LSN3106729 (M18)
[Circulating exposure 26%] [Circulating exposure 5%]
[Dose excreted 3.88%] [Dose excreted 4.22%]

Abbreviation: AUCy_,, = area under the concentration versus time curve from time zero to infinity.

Note: Abemaciclib and active metabolites identified in plasma. Their mean circulating exposure
(AUCy. [as % total plasma radioactivity exposure]) and excreted amount from feces [as % total

dose administered] following a single oral 150 mg dose of abemaciclib in healthy subjects (Study
I13Y-MC- JPBD).

27211 7RI LY ) TRGEERK B O REHEER

EFS

o [WUC]-T X~ 7 U7 150 mg & BHEIRE A& 5%, &G EOR 81%3 FE PRI < 4,
3 4% RIS SN, EFEFOT R~ 7 U THEMEOIFE A LITRHY
Th Y. REEIL 10%KETH oo, IHHEREWITTOE EPEE D H, Hik
Wasz g TRt (M2.7.2.2-1) &

e JPBN-PopPK i IS | BEBAETOT R~ 7 VUTHZ VT T v ADOHEEHED
KAEEIMEIX 21.8 Lh (CV% : 39.8%) ThH V| typ OHEEMOKAE-EIEIL 24.8 FifH
(CV% : 52.1%) ToH oz, M2 KX M20 Dty OHEEME O KT EEEIZZ N TN
193 BF R OV 17.5 BEf T~ 7=,

T2 7 Y 7 OIEYERBIZIT 5 NERMEER O

FEEBE 890 Bl OMEERENEER A 104 5] (B1E 135 B, £tk 859 i, 9 HLHAAN 65 Bl Eie) %
*fge L U7z JPBL-PopPK fEHT DGR, WAEFITEBWT, Fn, AFE, MERIEKOEREETT X~
V7 OV R B R RIE S 2oz, F72, JPBL-PopPK fEATICEWT, HARNTZHE R L L
TREE SN o Tz,

JPBL-PopPK F#ATIZ W TEREREIRES [ X—A 7 A T Cockeroft-Gault Rl & > TH b7zt
B LT7F =71 T A (creatinine clearance : CrCl) %A% 989 ] ; #E OB EREREE

12
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(60 mL/min < CrCl < 90 mL/min) 383 i ; "5 DOEMEAERES (30 mL/min < CrCl < 60 mL/min)
127 B ; EFEOBFEREREE (60 mL/min < CrCl) 0] OREEZ KRG U7I-fk R, B L OO
EHSRERR E 1L T R~ 7 U T OB EICEERY RIES o7 (8 2.7233.1 1H) , Lo,
i, ANFE, MR, REROEHEEOBEERKFICES TN~y 7 U 7T OSSO LB
RNWEEZ D,

JPBV SBROFER, TR~ 7 U 7 OEYBY IR 3 U CHIRAIC 72 85 KIE 3 IR
K& LT, IFBEREREE SR E 47, JPBV #BRIZISUV T, Child-Pugh 4331 L 0 B S L7
BE S O\ AR O PR RERE 1, 7N~ 7 U 7 SUTRBERI G D AUC KT Coax (SR & 72508
ERESehrote, Lo, BHEOHEEREZ AT 2R CId, EW 2R Z AT 2 95
F L LT RINEXI G OIERE G ORE BN Lz (/b R EHE T 2.69 1)
F7o. BEOEEREZ AT 2R E CIX. EFRISELZ AT o0RE i LT, t1p 28
SER U7z [ EX)ME 23.9 K] (18.2~31.1 K¢fi]) 72°5 55.0 FEfH] (36.8~162 Iffl]) ~IEE] .
L72id>C, BEEOIEEREZ AT 2HBRE~OT X~ 7 U 7 OHEFE AL, QI2H #
i<, 4L (Q4H) OFENRZ¥ LEEZ BND,

T2 7 Y7 OIYBRBIZIT B ARMEER O

b MR X CYP FEE 2 H T2 invitro R R U2 O & b b T o ZR—F — 235 A LIzl %
Wz invitro mER KLV . TN 27 U T ROEOREN CYP RO T v AR—2 —DIE
EIRDIEFHEI LTz, ZORR, 7w 7 VT M2, MI8 KT M20 1% CYP3A4 DIEE TH %
ZENBMNE RS (B 2722131 BH)  EEREER &K VARSI ENRE  (physiologically-
based pharmacokinetic : PBPK) EF7 /L& H Wy Iab—va UERNMG, T2 U7X
CYP3A FHEAISL CYP3A #BEA & OFTDERCITEENSBE L EZ b5, CYP3A [EH &
DOOFANMERGEIIZONINIEC T, TRV TOHEZRHETHI ENNELEZD

(55 2.5.3.54 1)

TR YT RO M2 X, P-HEX 37 (P-glycoprotein : P-gp) M OVFLREMME 4 > /327 &

(breast cancer resistance protein : BCRP) DOIEE THDH Z LI (B 2722141 3H) , L
ML, 7= Y 7R ECHRENC L > THR L. M2 0K 13%O B MEET 25845 2 &
Mo, TR YT RO M2 OFEMBEICH % P-gp T BCRP D% 513/ & <\ P-gp XiF
BCRP DR XIFFFEIC L 2R EAEA T D aTReti RN e B2 6 (5 2.7.23.4.1.3
H) , FBRARIEMMHEERRERT, Pgp DEETHLE T I RETR_2 7 U720 HEE LT
b TR Y7 U T RO O EZERTEEAEHY OEWERBIZEIRNICE RO H 2 2{IEERD b
otz JPCARBR)

TR )70 M2 KON M20 @ invitro RERABRICEWT, B MFR T AR=F—-THD
FHET =4 iR ) X7 9 K (organic anion transporter polypeptide : OATP) 1B1, OATPIB3 &
WEWH T4 T AR —#— (organic cation transporter : OCT) 1 % W\ THFHL72FE R, &
LT T U AR—=Z =% LTS AEAER DA U 2 aTRetEiR < . AEFfSOMLEIT RN
BRI NT (52.7221415H)

13
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FEEBRE kG L LT-RRER T, 7 X~ 7 U ToiyEmReict LT, JLRXANT M, T
FARAreY =L, LY=L FEFXFV T2 BRI ARAZ L ABEKBIICERDOH 5
IO b o T,

finFl  NREEEOEPHBIIXT 2T N7 ) TROZOREM O

In vitro BEROFER, 7R~ 7 U T ROZ ORI, CYP BLESITFFEIH b ib B e
KES RN EpoREnTz, LonL, 7~y 7 U7 M2 X M20 (X% CYPIA2, CYP2B6,
CYP2C8, CYP2C9, CYP2D6 }T* CYP3A @ mRNA FEL&EH/DMNFRD L7z (55 2.7.2.2.1.3.3
H) o 77 V7L CYP3A OEETHLN, OB CHEFICERT 27X~y 27 7D
REFHRAF R 72 B RE O EFIRD T, TR~ 7 U 7 RO OB CYP3A IEHEIxT
L CRERAICHBE R B A KEI RN B BNz, LIzii>T, B T CYP &4 L7723t
HAERMAE T 5 THetE IR,

Invito Tt N N7 v AR —4%— [HHT =4 87 > AR —%— (organic anion
transporter : OAT) 1 TN OAT3] OAFAMGF LIERER, MEtLiz b7 v AR —F—% 5 LTI
W AR E C D AR MR N C e AV S ivie (55 2.7.2.2.1.4.2 TH) , Invitro iXBROAEF,
TR YT N T AR =% —P-gp KUY BCRP OHLEHTHY, 7T X~ 7 U7, M2
KON M20 13 k7 AR —4%—O0CT2, multidrug and toxin extrusion protein (MATE) 1 & ¥
multidrug and toxin extrusion protein 2-K (MATE2-K) OHEA TH L Z Enrmasnz (G
2722142 ) . 245 invito BT — X OFIRED . B PN TT X7 VT L b0
T U AR=Z—DIEEZ T 5 LB AR EC S RN B 2 beled, BikT 5
BRIRFER (JPCA #BR K& O JPCK #BR) CThat L7z, 723, OCT2 KUY MATE k7 U AR—H —

DHEBEELTANRIAVIVEORRTZ7 =T Y RRHBH, NEHEOZ LT F=0b 06D T R
W= —OREETHY, T3 7 U TORKABR TG LT F=MERN—ZAT A b
15%~40% A5 2L ARBOLNTNWD, —F, YAZF 2 CIERN—AT A b BH LR
ST &Nk, 7«7/7J7&5%_%b%th@7v7% B D B FITR BRI
(glomerular filtration rate : GFR) O/ & 1FBHE T2 < B¥EOKTICL 2D Tide 7
VT F = ORMEDWOMEICERNT 2 B2 o607 (52723424 H)

JPCA BERICH W T, EREEBREICT X~ 27 U7 400 mg % P-gp DREETHHRRT I KL
PEHLCHERE LZE X, BXT7 I FEZEOHY N-desmethyl loperamide DWREE 2T 7

PNTHIN U722, BRRIOICRIBE L 722 X5 RIGINTIE e nole, o BRI IRET R 7 T
O THEAEMICEROH HMAERITECT (TR~ 7 U 7oEYEEICHT502X7 2 Ko
WBIZOWTIARHOAIRET 2 2MR) | v XTI NET X7 V7 LRI ARETH 5
EEZ BT,

JPCK SBRIZEBNT, 727 U T A PRI VOB IRMESWEREL, 77V
7HhRE k OCT2, MATEl XU MATE-2K #[HET L2 L& —F L7z, 7327 U7 400 mg %
HERAORE L E, 7I78FREHEEL T, A MRV IVOBRFEEITHEML, A MFLI D
%27 U7 7 A (renal clearance : CLg) (FMKTF L7z, A MHRAIOFRMESWZ VT 7 A
(renal secretion clearance : CLgrg) 1% 62%J8/ 0 L. 7 X~ 7 U 7|2 X 5B IRME W EH 5 +

T UAR—=E —DESHRBEN RSN, TR 7 UV TE, A A=V T VT T A

14
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ZRWTHIE L7z GFR (T L TREZ RIFS ehote, TNHORENS, T 7 U T#H
BR/RICHEOLNT-ME Y V7 F = oing, SEBEEXIX GFR IKFIZX 5 b0 TlER <,
7 LT F = O RME O R E e HEERICER T 5 2 LR ST,

v MFEY AI b T o AR —% —T&H % OATPIBI, OATPIB3 }x (X OCT1 % VT L 7=
in vitro PLEFER TIL, OATP1B1, OATPIB3 }x U} OCT1 %41 L7ZERIRAIICERE D & 2 $EWHH A AF
FADMVE T B algetEI RN 2 & SRS,

FEEERGE LIRS T, VXX NT7 2~ TFHFA IRy —b LY — FE
X7 2 NI F A RZ COEYEIREICK LT, T~ 7 U TIIERRINCE RO & 52
B MIE S Ttz

HE/1REEE— UGB

B

JPBN §lBR Tl HR+72>> HER2-OHBVEFLIE A (PG & 200 mg QI2H DT~~~ 7 U7
PG L7, JPBN BB | HEHEFORBRT YA o TholeZ &b —RLy, 7w 7Y
7 M2, M20 K OSRTEMEYE DOREE & & 2803 ST BB A A I & OIS BT 5 272 B4

RO LIV o T, BEEEOFEEIZIE, minimum plasma drug concentration at Day 1 after a single
dose of drug (Cping1) WONZHERIIM 208 L7 FHHEEZ AW TR L7 Chaxsss Cmings XY
AUC, 4 & AV THEHT L 7=,

JPBL R T, 7~y 7 U7 OME, mEHREROAEOBIRZFET 5720, fHx
DOHERFE COMEWHRE., T T X~ 7V 7REOEE) JEEGT A XDOEA K O A7
W aALAAN TR & — ST T VERKE LTz, 7~ 7 U 7 OgEER & EE YA X0 N
OV A I & ORI, EOMEREEIRO LN, HEBEZEZET L L, HitHE
200 mg Q12H & BA#A & 150 mg Q12H DHERF DRI T, A 20D F M OB I 218 L 721
MEICKRE REN TR -T2 (X 2.7.23-8) ,

JPBM B Cld. JPBL iRBRIZ 51T 2 G A A M MBS F I O Z LI IS W TR L 72
BEE - SUSET VLAY TIDz, 7FHA MYy =L gr ba Yy — Ve LT X~y 2 )
7 BAtAH & 150 mg Q12H O#EERE T, MIEH 7 X~ 7 U TP L JEEY A R O/ OV
IR & ORI ED B EMENFRD b v,

gre =i

TR U T OMER, FTRORBEER K OFEER E TORMICEE ST L2 EHERRKF L LTRES
niz,

JPBA ik, JPBB #Bk, JPBC iR K& OV JPBN iBA CTO NHIDOT — & % T JPBN IR & — X
AT 2 S L2, TR, HEXIIREE L OO BRI - DR EFRL TH o1,
TR~ 7 Y7 200 mg A0 & EE LT, 200mg LA EOHE T FHRN RS BH L,

TNRZARNT > NG L7 JPBL 3Bk Cld, T & HEUTIRE S & ORI Ui/ BEMEN
RBOOLNT, TV 7 )V TORBHEIT, TRHOBBEORERELR PR Tho7z, THRHOY X

70%, BAMBHE 150mg LHEEL, IR+ TARZ T METIZEE e THY . BBHE
200 mg TIEH 45% @ -7z, S HIZ, FTHIOZ L— R, Bt E 150 mg & ik U CRItAH &
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200mg TENoTm, ZHHDRERIT, 7ARZA T MEDOPREETOT R~ 7 U 7D
M EE 150 mg & § 22U ML EAHT 72, E7o. BAsHE 150 mg TO FRIOYIEIFBL £ TOHE
ERFIOFIE (7 B (X, BIAHE 200mg (4 BRI XKV bENo72, ZNHOREEND,
FEFRE REXIIARIE) N TFRHOFHICEY CTH D B2 b,

JPBL #RERCIE, AFHPERVE & B IR & & ORI b B 7o B ﬁﬂmbantoﬁ$
BRIBMEIZ W IAE R T N~ 7 U TR & ORICBEEMENFRO biv, TR 7 U THRE RN
30%INT 5 & L RERATERA 7 — k3 B BREI R IE 9%~15% L5 L7z,

JPBM REROMENT X GERMTIX, 7 _X~ 27 U T ORREETIE L Ty 7 VT7TEER, T
FOYNEEBE TORHE LN TFHIO 7 L— R TOERER TR CThH o7z, ET AL THISL
= TRIOPEREE TORR (hfl) 1, 7RI 27 U T+ 7 F A ha Yy — A R ORT R~
7V T+ haY—=ARTERLEN 13 HEXO 23 HChoTz, —FH, 77 EHR+ENSAI [FEAT
oA T a~ 4 —FPH%EA| (non-steroidal aromatase inhibitor) THAT T A by — L Xii L
hw o —u] BEZIIT D FRIOPEIFEELE CORH (FIfE) 1, mRBlgrRr s Bz T,
TRV TE LYy e RRHRE LGS SR, TR YT TS A Y
—NVEFREG LIEGEIS THO Y 2713 34% im0 > Tc, FRIOHRIL, WIno 7 L— N2k
MT%\77?$H®Mﬁk%@b7ﬂvvﬁ)7H®Mﬁ?ﬁ#oto

JPBM #RER DTSRI BN T, RIEHEIE D Chaxdl XY Craxss (£ 8 1 ¥ A 7 VDY

B2 A 7 VO], WONTE 2 A 7 VLRI, T E VAP EREEAAR T & IE O BEEME AR
Hiv, EREICRDIFEHEORENRE S holz, 7w 7 U7 +NSAI #Ti%, EH&ES
(XD 7 L—F 3 XiE 4 DAFPERBAIER BT DRI 9% L THlshiz, ThbORiIRIT
JPBL §B& COLF FERBU/VIE DENTAE R & —F L TR0, HHERBIMEICE SN TT v 7 )
TORERE A HRT DL ORUMEEZ IR T L O ThH T,

MmEFEPRE L QT RIFR

TR SR 2 S RICE B & — ST 2T 2 A, #EREHAETHD 150mg 2 25
200 mg C QI2H X{EH G- L= & 2 I2E 6N HIBFERIZIS\V T, Fridericia 5% W - MH1E QT k&
(QTcF) DR—AFTA LD EEDT X~ 7 ) TG E 77 v Rm KGR O (AAQTCF)
OIFEHEO M 90% C1 D EfRIZ, 7~ 7 U 7N Z OIEHEREY M2 T M20 DWW Fi
EH 10msec & FlElo72, 77X~ 7 U 7L, QTcF ZEgKRMICRHIE L 72 AR F TR S 72
Mmooz,

JPBC # %, JPBS iR & Y JPBN SRERICIB W T, HARNEEE . SMNE NGB K OREEERE
(ZERIRAYICRIE & 72 5 QT MR DO ZALITFRD b o7z,

PIE. 200mg £ TOHES QI2H MiEHKE LKA T — 2 b7 X~y 7 V7 M2 O
M20 DU & — SONFEIT 21T > 7R Tl QT [k & OMICAH B2 BEMEIEER O b o7z,
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R - AEREOHE

FERE IR AR K OB ARRER OFE R0 5 . HERERE - SR, WAOWRIEA & OPFRICIB VT T~
<37 U7 150 mg QI2H ¥ 5-& L7z,

~ U A RFEEIEE T L& AT S ENRE,HE ) B ORE AL $ 51 b o0 i h — 7 o B B IR
FEEBA DB EMERT D280, FrMiE o TE LICnETH D Z ER RSN
(Tate et al. 2014) , ¥ 7 A Colo-205 EFEBHEET /LIZBNT, TXv 27 U713 ) Uik
retinoblastoma % /X7 & (phosphorylated retinoblastoma protein : pRb) M O topolla.®FEE % BHE |
FE I OMETT 245 1k, JEEH A PHE L. Z D & X D Cinss 1349 200 ng/mL TH o 72,
BAIOERRER JPBA RBR) 2B\ CTheKMif & (maximum tolerated dose : MTD) % ) L 7=
FER, 200 mg QI2H LIRE L7z, MTD TIET X~ 7 U 7D Chinss PR EEIEIX 197 ng/mL
(CV% : 82%) Th o7z, 73—k G ITHAAN BT UTEBME HRAFLERF IZB VT,
TR_w 77 200mg & 7 NARART 2B 500mg EPERBEE LIRER, 7~ 7 U T oimiE
PRET, BMRE 22T o RE 2 B 2T R T oM P RE & FRE TH -7,
JPBA B TIX, BifL7ieT RN~ 7 U7 OFTXTOME (50~200 mg) TREEMBRIKIZIET
% pRb }z T topolla D BL N BHE X 7=,

JPBN #G

TRw ) 7 RS L7z JPBN iBRIZEB VT, MTD Th 5 200 mg QI12H % Al L 7=,
Flo, BEMEROEEMEIZLY 50 mg BALTRE L, S0mg QI2H £ COHEMEL FIRE L LTz,
JPBN-PopPK fi#Hir OFER, BHAEHE 200 mg QI2H TDOT X~ 7 U 7D Cuinss PR F-HEIfEIT
253 ng/mL (CV% : 44%) &HEE S 472, JPBN R CTHE =2z Lz 26 il 5 B 17 fin
REREZITV, 1 H1X 50mg QI2H £ THEZHET 2ICE 72, BFEE—ISHTICB N T
1%, Crina1 YOS ERERIH 230 U7 E A EZ AW THEE L7 Chaxsss Cmingss XY AUC, i % 15
T REOEIZHAW T, IR & & N T AT & o MICHEHEMICH B 72 BE M 133
D ORI T E TN & B LT ERE O 5 BRI E AT > Te B2 & 2 BT
5L Al x OWRFE OBRFMEIIESWTHERELZTTS 2 &3, RAEICH L TARME RS2
WRFIZESTHRATHD LB LT,

JPBL #G

TNRA ST N EOEHESE L7z JPBL sBR Cld. JPBN 3k & AR, sBRBHAGHFIZIZ T X~
7 U7 200mg QI2H ZBAtEHE L LT\, B T T IPBLREBROL&MT — & Z 5l L 74k
R DEMEZZRE LT, SBRBHAE B ORISR OB &1 150 mg QI2ZHIZAE T 5 2 &
EL7z (55 273112 H) , EMTFTO JPBL REBOLZEMET — XM oI1X, 7w 27 U7
XX7 7R EEGICE L THEEENZERD b, TORRIITEICE | A4 7 VTR LT
FCTHDHZEBRHLMNEIRoTz, ZORRIT, T~ 7 U 7THELE FHRE OBMENEZEEOR
BRSNS AT L72fE SR (PRI U A 71X 150 mg TiX 200 mg L D KL<, T~ 7 U 7 HEDH
BIIAEFL, FRCTRIROGHERBAED Y A7 K TFEE5) L—HLT

JPBL ABRTlE, 7 X~ 7 U T OME, MAETRE. G X % QMR R 7] o B
WERE LIBREE IS ET NV TOMITICEY, TR+ T7A_RANT v ML LT
R 7 VT +TNRARNT 2 MNECOEEAGFIFOIER & g T X~ 7V 7REL D
BHNZIEDOREMENTRO bz, £z, 7N~ 7 U T OREE L IEGY A RO/ OV RE A
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I & ORI IEOMIERERIE D b vz, BtAHE 200 mg QI12H DR T O H &I
176 mg, B E 150 mg Q12H O#EERFE TOFIH &L 145mg TH Y, HEBEEZZBET L &,
W DL EICRE AT oTlz, o, ARMEORES . 2 SO EOHERE TRER
TdH o7z, JPBLRABRICEBW T, BIMAHAE 150 mg DA TO HAEREIC L 2 mA R oM
filx 0.9 » H (4.6%) & TS, FEiiSh-AEREOSRHEBIIREN THL EEZL X
7= (55 2723212 H) , ZOMIRERIZ. ZARZ T M EOHATICBT LT X271
T OHELERE « HE%Z 150mgQI2H £ 52 L2 FfT 5D ThoT,

JPBM #

NSAI THLHTFA hu ' — L iFL ha ) — L xff#& 5 Lz JPBM B Cld, 7~ 7
V7 OMGHEZ 150 mg QI12H & L7, MiEH 7T X~ 7 U 7PREE L HE A XD/ o O
HALFHIM & OMICEDOBEMENTRD Hivlz, #BRE I HE 150 mg QI2H TH%A L7223
44% TIEMTOiL, RERWIMZ @ L7 &R 132mg ThoTo, HEREIC X 5 A
FHIMOERL 1 » ATh 2 & Pllan (BF 2723213 H) . HEHEEZBETLI L, TN
~ 7 U ZIEHEMEO MR RENMENGSICBWTYL, I ERET A MR Y =L X
7 7ERE v ey =L OO G A ERIDZIRE R L, MRSUIAFFERBAMED K 5 e &
BEIZORNDOIHEFRERBIEDLZ LRSS, LEER->T, NSAL O FTo7 <
<~ 7 ) T ORI - AEE 150mgQI2H L5 Z LIRS ThHhEH EEZ LN,

TR YT M2, MN&U@@@% FOREE — S RIZFRAK T - 72 (55
2723211 ) . LEER->T, EHEOITHERERES AT 5 HEE > CYP3A BEAZ T 54
BN G 5 BH 72 ETCORERTH OGN, @@@% T EHRIE R R D AUC (23S T EiE
LTW5,

HARNESMNEACBE LT, & T HRBROEONTEYERE T v 7 7 A )V lEEEFTRE
IRIEWTREO iR dr o 7o, JPBL-PopPK fEMT M HHEE SN2 7 VA N v MEH T TOT7 X
~ 7 U T OgGERE, KO JIPBM-PopPK fi#T 7 HHEE S V- N WEIESIDFH FCo 7R~
U 7 OgEGERIC, WEEEM TRE2EWVTED LR -7, £7-, JPBL B &Y JPBM &
BROFERD G, AARNEN & REEHE TOR M FEROBEM AR Hiv, ZEMICKE g
WIER SN h o7 (55 2734 ) . LLEXY, BARANEE TOHLSERE - HEIX, AEANE
FLRICETHZENRYTHDL BB,

2722 fAROBRBEROEN
2.7.2.2.1 In vitro 5%

EERIEMA AAERRBRIZ NI D, 7T~ 7 U7 D invitro B = EM L7-, & hTOT X~
D7 )T O~ ANT o AR (JPBD iRBR) OFIR KLV | 2 SO FE MR IEERHY (M2 &
O M20) BENEIVRIETEED 10%LL EL 725 2 EAVRENTZT20, %O D invitro 75k Tl
M2 Je O M20 & VT, BRIRIEMA BAERBR 2 343 2 BRDfaét & Lz, 7T X~ 27 U 7KW
ZDRHN CYP BEE RN TV AR—Z —DIE L2570, £ YO K OBIHEE TR 5
T 5 CYPEER LN k7 v AR —H —OAEXITFHEFESE invitro THRET L7, Ehi L= BRro—
AR 2.72.1-1 1R L, flx ORBRIZH 2.7.2.2.1.1 T, 5 272212, 5 272213 HEUHE
2722 14T THEE LT,

18



LY2835219 (mBC) 2,72 FEPRIEREEAER

272211 MPEFUNIEE

N0574 3B : Invitro [IZBIT A~ T A, T v b, 4 XKVt MBI RO MNFI 78 Y —2A
ZNET X7 U T OMES R0 iSSR0

LY2835219-Metab-prelim-pb 388 : Invitro IZBITA~ TV A, v b, 4 X, VLKL Mg
ARELL O MTF 7 v Y — 2% AW REY M2 O M20 O 1t & o8 7 fEA RO KRG
TRz U7 (N05S74 #BR) KOV O mAEH AR M2 KO M20 (LY2835219-Metab-
prelim-pb &) DOIMHES 7 FEERIZONWT, b MSEEZ AW EEETEIC LY invito T
P L7z, TR U T ORI FEESR CEEE) 138 96%~98% & miro T, 03 uM
(152 ng/mL) ~10 uM (5066 ng/mL) DR EFIFH T ¥ > 7 fEARIXREIEKAETIRE—ET
HHEEZLNTZ, 1.0uM OREETD M2 LT M20 DX X7 #EERIIFERETHY ., T
U 89% ] U 94% (CE¥IE) Th 7=,

150188-EIIDPB-PB-SR & : JPBV iABRIS 1T 5 & MHEHY v 37 FEA D ex vivo i
JPBV sABRIZI VT, MEFRGERE R OWEEE, A, B DOITHRRERE 2 AT 2 RE 17~
~ 7 U7 EEER 6 RRICERMm L s FHvT, 77X~ 7 U T ROZE ORI M2,
M20 } Y M18 D IHE S > /37 G2 EHHBATIEIZ LV ex vivo TR L7z, 7 X~ 27 U 7%
TEFRAERE M O, WA, HE OITHEREREE 24 DB A ([T W\ T, IS 17 e R
CEIME) A3 92%~96% & . S o X0 ~OFEEEITE - 72, Y M2, M20 KO M18
DIES 37 FEEFR CELE) 13T X TOHBREIZE W TENENK 88%~93%., I 93%~
98% M O 90%~97% Chh>7=, 7 X~ 7 U T ROZEDORH M2, M20 L O M18 DIt » >
R FEG L, R L i LT IFREREREE & A T DR 0 5 MR ME A R B ATz,

N1297 3Bk : Invitro [ZBIT Db FMET VT 2 KO b o -BathE 2 > 227 & (alpha-1-
acid-glycoprotein : AGP) |ZxF4 544 o N7 5B RO RE

b MIET LT 2 (40mg/mL) K OE b AGP [IE# 72 AEFRZA0EEE (0.5 mg/mL) K OMELT
AT =V OEEBETORERE (20mg/mL) (Bruno et al. 2003) | IZxt+ 27X~ 7 U7
(0.1 uyM, 1.0 uM KT 10 uM) D IHE S > 37 FEGR 2 SPHRBITIEIC L 0 Rl L7z, & OfE R,
WFTHICK L THE T X7 U TERREOR &R Z /" Lz [B MLET7 VT I 0 K 53%~
82%. AGP (IEW 72 /ERL20MREE) K 52%~79%. AGP (HEfTAT — YV OFEE TORE)
1 67%~73%]

LY2835219 in vitro b/p 3E : Invitro TOT X~ 27 U7 | yM KO 3 uM TO Mg i/ i
SEhRE (B/P) LRt

t MZBIFAT X7 U7 OB/ E [14C] - T~ 27 U 7% T invitro TR L 72,
1uM K 3uM @ [14C] -7 X~ 27 U 72 KIS L, 37°C T O, 1, 2, 4 KO 6 IKfil A >~
FaX—hL7, A rFaX—a VIRBOK TRETHRIKS v FL—ra v Z2—2Hn
T M O Re 2R IE L. B/P AR L7z, B/P HITAsHlike A Cliieda 1 K
ThHO ., RMERSENZH DRRESAATH 2 ENRE STz, BP LOFHEIT, 1uM T 0.82
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(0.78~0.88) ., 3uM T 0.86 (0.82~0.89) THH ., 1uM KT 3uM ORE TIZZFRBE TH -
776

272212 In vitro

2835219ME #ER : In vitro X W in vivo TO T X< 27 U 7 O O iRk
Ty b, AX, E PO Y — L RO RAF LIIFIaZ HIWT, 7 X327 U 70
in vitro fUEFABRZ KM L7z, 60BN E, TN TOEMPREICENT, 7w 7T 0 4
DO E W ERM Lz, ik~ 777 0 —"E&E5H (liquid chromatography-mass
spectrophotometry : LC-MS) {EIZ XV | 4 SO D 5 6 3 D% M1, M2 LT M20 & [FE S 4
oo 4 DODORFMLT N~ 27 )V T O—f k& UTRE I N, LR E TE 72 )

ST,

272213 Invitro IZH 1T 5 RBRUEMHEEEA DS
2722131 CYPEBZROEBLLTOTARILY ) IRVUZORSEY

110941 3Bk : 7 X~ 7 V) 7K@+ CYPDORIEK NI 70 —LD CYP N L2 VT
7 VAR D% 50T

130964 & : A M2 ZR@T 5 CYP OFEE KR OO CYP 24 LicZ VT 7 AT
55O FH

121068 BB : RE M20 #1935 CYP DORIEK DI CYP #0 L2z U T 7 v ATkt
T5HGOTH

130683 BB : R M18 #{i#lf95 CYP DORIEK OIgd CYP #0 L2 U T 7 v ATkt
T5HGOTH

t ML Z CYP BEEZHWTT N~ 7 U7 (110941 38 WONZZOREH Y M2 (130964
RER) . MI8 (130683 #ER) & M20 (121068 #5k) ORI G-35 CYP #FRE LT, F7-,
INDH CYPTOIZaY—ACYPEN LY VT T AT X2 % 52 THT 5729
2, FEEROEEHOCTRE Le, ZAb0REBRTIE, b MEKLX CYP 1%, CYP1A2, CYP2B6,
CYP2C8. CYP2C9, CYP2C19, CYP2D6, CYP2EI, CYP2I2, CYP3A4 KT} CYP3A5 %M\ /-,
ZORER, TR VT ROZEONRHY M2, M18 KT M20 @ CYP 25T 527 V7 7 A
21, CYP3A4 3 9%LL L% 5T 5 LB b,

2722132 TFARIVHOYIRUVZOREMIZL S CYPHEE

.:1106 RE TN~ 7 U Tl MIFR 2 v Y —AIZBIF5 CYP3A4, CYP2D6, CYP2C19,
CYP2C9, CYP2C8, CYP2B6 &) CYPIA2 & O HAEH &Mt L7z in vitro sBR

.125052 B RE M2 L MFI 7 e Y —AIZKIT5 CYP3A4, CYP2D6, CYP2CI19,
CYP2C9, CYP2C8, CYP2B6 &) CYPIA2 & O HAEH &Mt L7z in vitro :BR

130257/130258 3R&k : i M20 (2 XD CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2CI9,
CYP2D6 K2 O} CYP3A DL E DG,

EMFI7eY—L2HNWT, 7327 U7 M2 KT M20 D CYPIA2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 & UF CYP3A {EMEIZ%4 2 BLEVEM 2 7t L 7=,
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TR 7 7E 125uM (6333 ng/mL) £ TOREFI T CYP [HENED LT, 50%FHE
#FE  (half maximal inhibitory concentration : ICso) [FEH TE o Tz, TR_X< 7 U 7 ORI
TFHIBLE 2 B L2fE %, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K O}
CYP3A4 (R XY T LEEELE) 2HELRWVWI ENRBINTE, LL, TA AT O Y
Op-KIRLAFRIE L LT, 7T_X~3 7 U 72k D CYP3A4 DORFEMRAEHIBLE 2 T L 7=/l 5.
4uM (2026 ng/mL) LA LEOPEE TiX CYP3A4 OIFHATFRIBLEICOWTHEE TE oo T2,

R M2 1% 20 uM (9572 ng/mL) & T O EHIPH T CYP FHEDGRO HAL T, ICso (TR TE
oz, R L2 _To CYP B T M2 (2 X B RHEFAILE TR O b7,

R M20 13 100 pM F TOPREEHPE T CYP2B6, CYP2C8 KT CYP2D6 DBHENGRD &1,
ICso lTH I T& 7oz, LirL, M20 1% CYP1A2, CYP2C9, CYP2C19 KUY CYP3A IZxf9 %
PR A H4v, FHEE%L (inhibition constant : K;) (XZAVE4UK) 37 uM (19340 ng/mL) . 64 uM

(33446 ng/mL) . 17 uM (8884 ng/mL) J (% 86 uM (44944 ng/mL) T 7=, M20 [ THHI L 7=
CYP BEF T L CHRARAFRIBL S 2 R S 2200 T,

LIk, BEHER 72 invitro SEBROFE RN S, TR 7 U T ROZ OREITEREICRD 5
DIREIZHWNT, Ei CYP OFEFEA I L7 C 2 ARt IRV 2 &R S h
72

2722133 TAIIYYITRUZOREMICKS CYPFE

.:1158 RER ;e MFIIE A2 V72 CYPIA2, CYP2B6 MO8 CYP3A IZHkT 57 R~y
U 7 DR

.133052 HRER - B e MM EZ Wz CYPIZHT 27 N~ 7 U 7 OO in vitro ¥l

.133051 RER - B v MM A W2 CYP T 23 M2 OS2 in vitro 7

.133108 FHER B MR Z W7z CYP ST DG M20 DF2ZEED in vitro 7

ek e Mz Ao 2 wse (s s s #) csvc TRes sy
7'® CYPIA2, CYP2B6 & TF CYP3A @ mRNA |([ZXf T 2iFE I EA MG Lz, 72, M2 KO
M20 © CYPIA2, CYP2B6 UK CYP3A @ mRNA (zxtd 2k bt Lo (33051 &
Lo Jissi0s s . s stseo [Jis30s2 stsrcirssg e MiFERIC T Rv s 2 U S
Z 0.1 uM, 1pM KO 10 uM (5066 ng/mL) DB TEHRANMLEL L 7=, mRNA FEBl & 2 HIE L7 hb
R TR 7 U 7 WRAER THRE L2 Tl CYPIA2, CYP2B6 M T} CYP3A @
mRNA FEHLOFFE(IFRD LR Do 72,

Bli33051 stsrci, e MATMIIRIC M2 % 0.05~25 uM OISR THLEE L7, mRNA %
B2 E LR R, M2 13 2.5 uM (1197 ng/mL) & CTOHRET CYP1A2, CYP2B6 & OF CYP3A
® mRNA FEELOFFEITE D LR -T2, 2.5 uM 2 2 5 EiRE CIIMREENZR D bivlz,

33108 e, iﬁ%t N FAIRRLZ M20 % 0.1~10 uM ORI T 1 B 18] 2 A HABE L
72, mRNA FEH &% H7E L7Z#ER, M20 X 2.5uM (1307 ng/mL) F TOHRE T CYPIA2,
CYP2B6 } OF CYP3A ® mRNA FELOFHEITFED Heh o7, 2.5 uM &2 5 @i Tl

FENE D BTz,
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T2 V) T ROZOREWIC L D CYP mRNA FEHBD

W02 atrciz, 7= 7 U713 0.1~10 uM DREEERIPE T CYPIA2, CYP2B6, CYP2D6,
CYP3A4 K& TF CYP3AS @ mRNA RHEZBA SH, ZOBDICIFRERFES RO,
33051 st o 33108 iz, M2 LB CYPIA2, CYP2B6, CYP2CY % UF CYP3A4
7 mRNA FEHL &, M20 WLHEFRF D CYP1A2, CYP2B6, CYP2C8, CYP2C9. CYP3A4 }UF CYP3AS
> mRNA FEBLREDFEEICED Lz, %< 0 CYPIZBI L C mRNA FE B &3 L7 IC oV C
W CIEMOBE AT Do 1203 HFkD L IAOTIE L ONIEE N7 A Fd— B 7
{5 mRNA FEHLENZ S MRBFEIEO IR & 13— Lo 7e, BEXD, T_wv s
U 7 RO CYP O mRNA JEBLE O/ BRI SUTREAN AR 3 % FTREME D R S h
DM, BRIESE (invitro 205 in vivo ~DO THI) [ZOWTIIARPTH 5,

272214 b+ URKR—E2—LOHEEBEERRE
2.7.2.2.1.41 FSURKR—E—DREELELTOTRITY ) TRUZFOREY

13ELIP4R3 35 : MDRI-MDCK il gt s -\ e 7R~ 7 U 78 P-gp HHE & 72 5 gtk
O FFA

14ELIP3 38k : MDR1-MDCK #ll i B @ 5 2 F N 7= A3 M2 23 P-gp JRE & 72 2 RTREME O FTAT

t I multi-drug resistance 1 (MDR1) i&{x¥ % A L 72 Madin-Darby canine kidney (MDCK)
fIDO BB Z HWT, 7_X~ 27 U 70 Pgp ODIEE & 725 AHEME A invitro 3B TREAT L 7=

(13ELIP4R3 #BR) , 7 X~ 7 U7 % 5uM OFEERETHRM L7 L D flux ratio (P-gp &5
HERE D FEJEEARI 20> & TESmMEAR -~ D s 5 TESG BRI 2> & R~ Ddgik D) 134 7 Th o7,
P-gp BHEHITH H LSN335984, > 27 ARV > A MORTRIVDOIFHERT, T2 U7
OEIFITIZIEZRICLEEINT-ZE LD, 77 V7T P-gp OB THD Z ENRES T,

M2 (ZIRHHFOERFH TH Y, P-gp OILEIC LY M2 OmSEFRE N 5 ATREMENH 5,
14ELIP3 #%x ClX, B F MDRI1 #E{& 7% & A L7- madin-darby canine kidney (MDCK) #HHfE o H
JENE % VN2 in vitro 3R C M2 @ P-gp (23 2 8FME A MiEt Lo, M2 % 5 uM O TR L
T 2 [EIE L7z flux ratio 1% 265 Y 97 Tl -7z, P-gp [HEHITH 5 LSN335984, 7 1 AR Y
VA KORTNIVOLAE T T flux ratio [EBHE KT L, M2 1E P-gp DIEE TH DH Z L AARER
ST,

I3ELIP5R1 38k : BCRP-MDCK M @& FIV 27~~~ 7 U 775 BCRP HH & 72 5 wlhE
M REAL

15ELIP1 3X8% : BCRP-MDCK #ifi /e 55 4 FH U 7= ARG M2 23 BCRP JEH & 72 2 AT REME 0O FFAT

BCRP #1574 A L7~ MDCK Hifam¥@s v, 7~ 27 U ~7® BCRP #£E & LT
DATREMEZ in vitro ER CREAT L 7= (13ELIPSRI #ER) , 7N~ 27 U 7% 5uM OILERE THR
MUz & & O flux ratio 13F) 6 Th o7, KA BCRP [LEHITH S Kold3 L7 2 hLE/LF
Y COFETFTT R~y 7 ) TORMEIME SN2 b, T~ 2 U 713 BCRP OB T
HDHENREBEI N,

M2 (FAE O ERF# TH Y . BCRP OFEEC &0 M2 O MU PRI 5 ATREME R & 5.
ISELIP1 7 Cid, BCRP-MDCK il HiEME & 1\ C in vitro T M2 @ BCRP (254~ % BRI &
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et L7z, M2 % SuM OREE TR L= & & O flux ratio (X 122 Th 7=, KA BCRP [LEHA
THD Kold3 LY 7 FLEAF Y COIFEF T, flux ratio [ZFNE4L 5.51 KON 14.1 [TIKF
L. M2IXBCRP DIETH D Z L H/RIB I N,

LY2835219-2016TP-SLC-Sub Bk : Invitro TO, 7 X~ 7 U 7W NN Z O M2 LY
M20 7% OATP1B1, OATPIB3 U} OCT1 D IE & 72 % Al HEME DR

TR U7 M2 KON M20 (T FEIZAET A~ OPRIC K - THERT 5720 (JPBD #iR) |
OATP1B1, OATPIB3 X% OCTI1 Zi#F|FEH X t7= human embryonic kidney (HEK) #fifdz v
T, T2 U7 M2 KONM20 DIFER Y iAF N T v AR—2 —DFEE & 72 5 Al RgtE % in vitro

TiHli L7z, ZORER, T A THDLT X7 U7, M2 KT M20 OFIlaN~DHLY iAA L

(8T v AR —2 —BRIFEBHINE & IR BAAIZIT 2BV AH D) AR pH FC 2 A
Thol-Z &b, KEEMEIEME (Food and Drug Administration : FDA) D5 A X A%

(FDA 2012) KM OVEA 5784 (ministry of health labour and welfare : MHLW) DOH A K7 A 3

(MHLW 2014) (ZH3&, 7=4> b7 AKR—H—"Tbh 5 OATPIB1 & ) OATPIB3 D FEE T
TN LR E T, REM 2GR REE OV AL OFEEIX, OATPIB1 OE Th
DT NAKTF T 81 (3.5~13.2) . OATPIB3 OFE T % cholecystokinin octapeptide (CCK-
8) T 79.7 (43.8~191.5) L@V MEA /R LIz, [FERIZ, 7= 7 U7 M2 KT M20 Offifai
SOV IARIIE 2 R Tho72Z LD, OCTI OIETIERNT LRSIz, OCTI DX
RIN72GERTRILE CTH D A R I OB IAZLEOFELEIX 11.0 (4.8~20.4) Thoiz,

2722142 S URKR—E—DEEFFIELTOTRILY ) TRVZORED
L.Y2835219 Pgp Inh & : In vitro TDO, 7 X~ 7 U 773 P-gp & [HET 5 n[REME DR
MDR1 B A& A L7-t MEIEHKEE (human embryonic kidney : HEK) s> & 5% L
TR NMaZE W T, 7T_X~vv 27 V70 P-gp FAEIEMEZFEHI L=, 7 X~ 27 U 7L, P-gp
DIETHDHE LT T AT Ok aE L, 1Cso OHEEFHIEIL 0.57 uM (0.49~0.64 uM) T
boleZ Lo b, P-gp DIEFEAITH D Z & HBRE STz,

LY2835219-2016TP-BCRP-Inhib &% : In vitro TO, 77X~ 7 U7 H BCRP % [HET 5 A[hE
PED R

t ~ BCRP Zi@RIFEEL L 7= SO B i) b3 Uc Sl a2z v T, 77X~ 7 U 7D
BCRP PHETEMEZ G L7z, 7~ 27 U 7%, BCRP JEE TH D0 A NRA X F o Ok % [HLE
L. ICso OHEE FHMEIZ 0.32uM (0.22~0.43 M) THo7=Z L5, BCRP OEERITH D Z &
DR I T,

LY2835219-2015TP-SLC-Inh 3E& : In vitro THO, 7 X~ 7 U 7 W NZZORFHY M2 K
M20 2% OCT1, OCT2, OATI, OAT3, OATPIB1 } (X OATPIB3 % [HE 3 % Al HEME DR

LT OBIE T ZZEMICHEBET % HEK fMildz HWC, 77X~ 7 U7 M2 KO M20 D &
O N7 v AR — 2 —HEIEM AT L7,

« iF h 7 > AR —%— : OATPIBI, OATPIB3 K (O} OCT1
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c B KT AR—Z— : OCT2, OATI K TN OAT3

JFhZ7 o AR—=2—OfEREF 2722112, B N7 UV AR—Z —OfREHK 272221077,

7 v AR—4%—To D OATPIBI, OATPIB3 LT OCT1 DIE LT X~ 7 V7 L &4
WH LR, 7~ 7 U7 M2 KO M20 OHEE R EIZ T 1.25 Riii ThH-7=, FDA O
AKX A% (FDA 2012) QY MHLW OH A K7 A % (MHLW 2014) (ZHE-5%, invivo T
SR EAE A U 5 ATREMEITR W & B 2 BTz,

F®27221T7RIVUVT. M2RUM20IZEBF SV RAR—2—DEE

Transporter  Substrate . 1Cso M R-valueab DDI,
Abemaciclib M2 M20 Potential
OATP1BI Pravastatin 82.3 50.5 58.1 <1.25 Unlikely
OATP1B3 CCK-8 8.6 14.5 16.2 <1.25 Unlikely
OCT1 Metformin 1.0 1.0 0.5 <1.25 Unlikely

Abbreviations: CCK-8 = cholecystokinin octapeptide; DDI = drug-drug interaction; ICs( = half maximal

inhibitory concentration; OATP1B1 = organic anion transporting polypeptide 1B1; OATP1B3 = organic anion
transporting polypeptide 1B3; OCT1 = organic cation transporter 1.

a R-value = 1 + (Fy X Ljp max/ICs0), where Iiy max = the estimated maximum inhibitor concentration at the inlet to
the liver and is equal to Cpyax + (ky * Dose X F, Fg/Qp). Where Cppx = the maximum steady state systemic
plasma concentration of inhibitor (abemaciclib); Dose = the inhibitor dose; F, Fg = the fraction of the dose of
inhibitor which is absorbed; k, = the absorption rate constant of the inhibitor; and Qy, = the estimated hepatic
blood flow.

b The following values were used to determine the R-value: Cy, = 0.588 uM for abemaciclib; Dose = 200 mg;
F, Fg =1 (default); k, = 0.95 hr-l (5 x estimated k, by population PK from Study JPBA); f, = 0.031 for
abemaciclib; and Qn = 1500 mL/min (default). The R-value reported above includes addition of unbound

Cinax/ICso for M2 (0.03) and M20 (0.05) to account for circulating metabolites as suggested by Lutz and
Isoherranen 2012.

BRI UAR=Z—=TH5D OCT2 (ZHOWVWT, TR 7 U7 M2 KO M20 ZHFH THEE &
NI EFIRRE TOIFEAT Crna/ICso DERHE 0.02 2B 272 (3 2.722-2) , OATI LT¥ OAT3
[ZOWTIE, IC50 2% 100 uM ZH#E 2, 7<= 7 U7 M2 O M20 TNZEH CTHEE S - EH
IRIETOIERE G Crax/ICs0 DEFHE 0.2 KiiiCTH -7 (K 2.7.2.2-2) . 25D invitro T —#
WK BN L RO A X AR OH A RZ A (FDA 2012 ; EMA 2012) ([ZHSX 7TXvw v
7 U7 & OATI KN OAT3 OIE & invivo TEMMHAAFERNAE LT 5 Atk &3 2 i,
—F5., T 7 U7 E OCT2 HEOHEA| L Z0tHEE L2561, BRINEZEST (European
Medicines Agency : EMA) A K74 > (EMA 2012) KO O#sE (Dong et al. 2016) (2355
. invivo CHEMMHAEMEHNAEC D ATREMENE 2 bivle (552.7.23.4243H)
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F272227RIVUVT. M2RUM0IZLEHBERMYAH b TV RKR—2—DHEE

IC59 pM Unbound

Unbound DDI
Transporter  Substrate Cmax/ICsq .
Abemaciclib M2 M20 Cimax/1Cs0 '(sum) Potential
OCT2 Metformin 1.5 3.8 1.1 <0.02, <0.02, 0.02a 0.04 Likely
OAT1 PAH NI >100 NI  <0.02,<0.02, <0.022 <0.02 Unlikely
OAT3 E3S NI NI NI  <0.02,<0.02, <0.02a <0.02 Unlikely

Abbreviations: C,,x = mean steady state plasma concentration at abemaciclib dose of 200 mg Q12H;
DDI = drug-drug interaction; E3S = estrone-3-sulfate; ICsq = half maximal inhibitory concentration;
NI = no inhibition observed up to 100 uM; OCT2 = organic cation transporter 2; OAT1 = organic anion
transporter 1; OAT3 = organic anion transporter 3; PAH = p-aminohippuric acid; Q12H = every 12 hours.
a  Values for abemaciclib, M2 and M20, respectively.
Notes: Cpax values used in the calculations were 0.588 uM (unbound C,,x = 0.018 uM) for abemaciclib,
0.267 uM (unbound Cy,x = 0.029 uM) for M2, and 0.377 uM (unbound C,5x = 0.024 uM) for M20.
Unbound Cy,4/ICs¢ (sum) = combined unbound Cy,,,/ICs( value of abemaciclib + M2 + M20.

LY2835219 MATEI and 2K Inh 8{8% : Invitro TO, 77X~ 7 U 7WNZZ ORI M2 LT
M20 73 MATE1 &% O MATE2-K % BRE$ % AT REM: D 3T

TR 7 U7 M2 LK M20 23 MATEL &Y MATE2-K OFEHRITH S5, & b MATEL X
% MATE2-K Z—PEE A L7z b MER B RE AL 2 F TRl L7z, #R AR 2.7.2.2-3 ITR
L7,

B o7z 1Cso DFEERN D, invitro IZBWTT X~ 7 )7 M2 KO M20 X MATElL KO0
MATE2-K Oi G5 HET 5 Z EB/RS Nz, £, invitro IZBWTT X< 7 U7 M2 KDY
M20 ZNEITHEE SN EFHRBETOIR AT Chay/ICso LLDEDEFHIWT I L TH
0.02 B2 7-Z b, EMA A RZ74 2 (EMA 2012) K UMD (Dong et al. 2016) I
EoE, TR 7 U T M2 O M20 1T MATEL &Y MATE2-K O J7 12588 % K 139~ & HEH
S,

F27223T7RIV YT, M2RUM20 IZKBHEHH bS5V RAR—2—0 invitro fAE

a bound”
Transporter Substrate [Csort Unbound (ITJ . O/lil(lTso DDI
Abemaciclib M2 M20 Cmax/IC50 n;::m) Potential
MATEL1 Metformin 0.52 0.40 0.46 0.04, 0.07, 0.05¢ 0.16 Likely
MATE2K Metformin 0.75 2.40 0.65  0.02,<0.02, 0.04¢ 0.07 Likely

Abbreviations: C,,x = mean steady state plasma concentration at abemaciclib dose of 200 mg Q12H;
DDI = drug-drug interaction; ICso = half maximal inhibitory concentration; MATE1 = multidrug and toxin

extrusion protein 1; MATE2-K = multidrug and toxin extrusion protein 2-K; Q12H = every 12 hours.

a Cpax values used in the calculations were 0.588 pM (unbound Cy,,x = 0.018 uM) for abemaciclib, 0.267 uM
(unbound Cy5x = 0.029 uM) for M2, and 0.377 uM (unbound C,5x = 0.024 uM) for M20.

b Unbound Cy,,x/IC50 (sum) = combined unbound C,,,5/ICsq value of abemaciclib + M2 + M20.

¢ Values for abemaciclib, M2 and M20, respectively.
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27222 EREKRHER

KRIENZNTT X~ v 7 ) 7 OFEENRE k OFE S 72 et LT R O R R 2 5ol 775, Rk
Ot D—Ra 2 2.7.2.1-2 1”7, MRAYZRRERITES 2.7.2.5 BHITRT, BARRERDD D222t
T HFIXEH 2.7 4RO 2.7.6 T, AMET — 2138 273 HIZREHEH L, £V 2—/L 5D 53
HIZT X T ORISR EH 2 A L,

272221 REEREEZXREL-EVBERUCRBIEER

2722211 JPBDHE : BEBBREEZXNRLE LEBOKREZDMC-TAIL VY ITDIR
NS R

BRI

JPBD iR Cid, fREEHERE 1C[14C]- T X~ 27 U 7 150 mg (K9 5 pCi) Zf 0iEAlE L CHia|
B LTz & & ORIEEHRE, 7T~ 7 U 7 RO ORFHORYEhRE, & OHE 2 3774 L 7=,
WhEE, 7~ 7 UV T ROEORFH O MBEFREZPET 5720, EEALOEL% 0.5,
1. 2, 3. 4, 6, 8, 10, 12, 24, 48, 72, 96, 120, 144, 168, 192, 216, 240, 264, 288, 312
0N 336 RERNCFRIRMARIA Z ERIR L 7, £, R 07 7 A VEET 5720, FERIED)
Bebt% 2, 3. 4, 6, 8, 24, 48 KN 72 Wil E TOFMRMAMRMAKZ LRI L 7=, IR & OFEAH 2 P
SINTZ[UCI-T X~ 7 VT EORIE (%) ZHET D20, &H% 336 FFH £ TRLOFEE L
REFAICER I L7z, I, REOEFETOT R~ 7 ) T oXERAEWERE L,

FER

TRREHEERE 6 1 (B 3 Bl J Otk 3 451, AFfln 28~59 75%) AAHAAIL, [4C)-T X~V U7
150 mg (F9 5 pCi) ZHERO&RE L,

#5-1% 336 IRl £ TORMK OFEEPITIT DG EEEIN R 84.4%., #BRF B DEIIRIX
75.2%~91.1% CTh > 7=, FEEH L ORI PEM S AL 72 AU BB O BN EEEI L E 2K 81%
KOK) 3% Tholz, 73~ 7 V7 OFERPEIRIIEERHRMCTH Y | KD IIREm & L
THEME S 7,

BOEG%, 727 U ZIIRRICRIN S 4L, 5% 8 K] (WPIE) 1T tpax (T2 L 722,
THVEDOWE R AR L.ty ORTEHMET 29 B TH o 72, MAEHRIKETREIT I 5% 8 R (
) 1T tyax (CFE LT, ZHMEDOHERZR L, typ ORI FEEIL 108 FE TH o722 LD,
TR )T X ORRICHRT 2 REM O EDNRE Sz,

F7o, MBETRBEEEICKTT 2T R~ 7 U 7D 0 K7 B BRI % T oD i b i g — e
4 NiEfd (area under the plasma concentration versus time curve from time zero to infinity : AUCq.,,)
3K 34% T o722 b, T 7 U T ORBMOFAEIN R S Nz, M2 E &SI L7
FE, MR BRI 3T A B LA M20, M2 TN M18 @ AUCqold. I ZEIHT 26%.
) 13% MO 5% Th oz, S HIT, 2 DO M1 KT M22 (N-Jiil A ¥ 71 E/LK) 73
MAFRICHER SN, Ty 7 U7 gL, M2, MI18 KUY M20 OHETE t), D EEIfEIX
EL. ZNER 104, 56 LN 43 I CH - 72,

BEFTE, 77 V7RO 6 >OGMY (M1, M2, M18, M20, M21 (M20 DOtk
AR B M22] BRESNTZ, BEENT <27 U 70O 75%NFEME IR S, 3EE
FCIEEGEOR 1% N REIERE LT, 2%03 e LTHE L, LIER-T, &okh
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%, TR~ U TR EICBIEAREHC Lo TR L, RWNTEEREREELE LT, N-iloT
MM ENT=RE N EAFPICHE S N7, B R TOT R 27 U 7 OMRFHREOME X
2.7.22-1 \TRT,

F f N N
N L
TN ! “\')\ " N
N —N N / A\ H
N —
o YO/H )\ <,N
Ho M1 (LSN2878851) N*7 W22
[7.82%] ~ [1.05%]
./ :
] F \ F F
N N
N AR * N\ OH
N/ N ! »\ N =N /N»\ N —N N»\/
=N 1 R N )\ N '?/ )\
et ol QEE S O
= N N
N
( ) M2 (LSN2839567) g j LY2835219 q j M20 (LSN3106726)
N [32.30%] _J [6.76%] J [3.88%]
H

*Denotes radiolabel position

N Y

N\ J R‘)\/OH N YN N
N
—N N I NN )\
HCTT A ({Qﬁ
H ( ,7 + Sulfate
N
-

N
Z;j M18 (LSN3106729) M21
H [4.22%] [2.87%]

Note: Abemaciclib and metabolites eliminated in feces [as percentage of dose administered] following a
single oral 150 mg dose of abemaciclib in healthy subjects (Study JPBD).

X 2.7.2.2-1 BEHERFEIC[14CI- 7RI Y1) T 150mg ($95uCi) %
HERZOHRS L1z & E0RBHREE (JPBD HER)

272222 EEERVEBEEREZNRE L-EYERE - EHFERAR

2722221 BEEERRELELER

27222211 JPBC Bk : BAANETEBEEZRRELIEZTATLY ) TOFE | HHRAR
R

JPBC #BRIL, AARNETEEE 2R E LIIERIEA{L, AL, FEEMR. FEWHE, 28 1M
HERTH Y . JPBA B CIRE S 72 MTD (200mg QI2H) £ TV RN~y 7 U 7 agb L&
DEEMEROBDENEHERT D L2 HINE L,

1261 (BHESHIROEETH) 23 250ak—rDH b0 1 DIClHAEAN, TR 7Y T %
LELL RS L7z [28—11:100mg QI2H (3#1) . =2A—h2:150mg QI2H (341) . =7k
— R 3:200mg QI2H (66 1., H1H A7 LD3HENL-1 HE (507, #5% 1. 2, 4,
6. 8. 10, 24 KU 48 1Ff#]) . 1 HHA (&5AD) . 15 HH (R5A1, &5% 1. 2 LU 4FRH) |
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22 HH (5AD . 28 HEZG 29 HH (GA1 &E5% 1. 2, 4, 6. 8, 10 KT 24 FFf#]) (2
IR IR Z BRI L, 7 X~ o7 U7 RO OIEMERHY (M2 KO M20) O M 4 JE
L7ce BWERZH 1| 4 7 L TORERT 15 B HOKRERTRO 15 A BRGZICHEm L, Eh
FHIFEEE & LT pRb K& O topollad ¥ B & 2 M| 7E L 7=,

FER

TRy Y THERARGROT N~ ) T OIYERET — Z 13 100~200 mg O ] i
THEE L 261065010, RERNKRGZOEFIREBIZE T 2EWERET — 21358 | 17
L 28 HEIZEWT 96 (100 mg QI2H & 150 mg QI2H 2345 2 {5, 200 mg Q12H 728 5 61) 7>
bELIL. ThHDT —Z TR L Lz,

TR_v vy ) THERRORGROEWERE T v 7 7 A )E, WINDBEIRTH D |ty O T RAE
TR EHR S~6 i CTh o7 (X 2.7.2.2-2) o tipld 142~275 Kl TH 72, FPBREDE A
FIZEENTIRE <. Chax XY 0 K2 & A& E B ATRER AL (tlast) S T MR EE — IFRE i T
fif# (area under the plasma concentration versus time curve from time zero to time t, where t is the last
time point with a measurable concentration : AUCq_ast) @ CV%IEZIE IR K T 87% & N 94% TH
o7, tip OEE) (12%~18%) (I, MOIKMENTE T A =2 [Cpaxe AUC, ANTOZ VT Z
> A (apparent oral clearance : CL/F) 72 & ] ([ZHA_T/REIro7cZ Lk, B O EIRRHZ
EIIHR K D WINEDOEIEN T 5 Z PRSIz, 7~ 7 U7 100, 150 & TF 200 mg
ZHEREOREG Lo & ORI AT X =2 2K 2.722-4 1577,

=5 1000 - = 10000 -
E —e— 100 mg, Day-3(N=3) £ —e— 100 mg Q12H, Day 28 (N = 2)
=4 —w— 150 mg, Day-3 (N=3) ? —w— 150 mg Q12H, Day 28 (N = 2)
= —&— 200 mg, Day-3 (N=6) ~ —a— 200 mg Q12H, Day 28 (N = 5)
9 §
B T
& 100 4 $ 1000
o 2 m
c
o o
(5] o
@ o
= S WH—‘*.\.
v w
[ «©
[==] 3
o~ o~
> 10 > 100
O '}
©

. g
© ]
= =
[— c
g g
= 1] = 10

0 12 24 36 48 60 72 0 6 12 18 24

Time (hr) Time (hr)

Abbreviations: LY2835219 = abemaciclib; Q12H = every 12 hours.

27222F 1 YAV ILD-3HBIZCTATLY1) T 100, 150 BT 200 mg ZHAA
ETEBEICEREORSLI-EE (B) RUVE1HC4 )LD 28BBIZTATL YY) T 100,
150 XU 200 mg & QI2HBAKE L& E () OT7AIIY ) TOMBEHREHERS
(RYBEMRTHRES) (UPBC &E)

28



LY2835219 (mBC)

2,72  [RRIRPRER

R27224FE 1 YAV ILD-3HBICTARTSY 1) T 100, 150 KU 200 mg &

BARAETEEFCHERRORSELELEZEOTARIS V) TOEYERENT A —4
(RYBEMRITHRER) (PBC HE)
JPBC study
Geometric Mean (CV%)
100 mg 150 mg 200 mg
N 3 3 6
Crnax 127 167 214
(ng/mL) (51 (40) (87)
tmax?® 5.93 5.95 4.97
(hr) (5.92 - 7.98) (3.95-6.05) (3.95-5.95)
AUC(0-tlast) 3880 3960 5170
(ngehr/mL) (71) (39) (94)
AUC(0-0) 4450 5480
6970, 64500
(ngehr/mL) (39) (95)
CL/F 33.7 36.5
b
(L/hr) 14.3,15.5 (39) (95)
V/F
ss 637, 577 1120 947
@©) (41 (90)
t1nc 21.9 16.3
12 27.5.24.1b
(hr) (19.3 - 24.6) (14.2 - 22.6)

Abbreviations: AUC g_ast) = area under the plasma concentration versus time curve from
time zero to time ty,q, Where ti,g is the last time point with a measurable concentration;
AUC(0-) = area under the plasma concentration versus time curve from time zero to
infinity; CL/F = apparent oral clearance; C,,,x = maximum observed plasma concentration;
CV = coefficient of variation; hr = hour; N = number of patients; t;, = half-life associated
with the terminal rate constant (lambda z) in non-compartmental analysis; ty,,x = time of
maximum observed plasma concentration; V/F = apparent volume of distribution at steady

a

state.

Median (range).

b Individual values are reported when patient numbers are <3.

C

Geometric mean (range).

TR ) T AERE Lz 100 mg QI12H MO8 150 mg Q12H D45 =tk — M IR E %03
RN, HEYERE N T A — X IZOWTIRERE EEEH L2772, 100 mg Q12H KT
150 mg QI2H D4 1 B THEMNEWT X~ 7 U T OBBEBENBRD LTz, £D7H, 200 mg
QI2H (21} % M i BE O BT EHME L, 100 mg QI12H KT 150 mg QI2H & b~ T - 7=

(X 2.7222) , T_X~7 17 200mg QI2H DR N 5% OIMpERe 7 0 7 7 A L1, W
INDFEARTH D . EFIRBICIT D tax (T EGHEK 4 K TH o 7o, FEWEREOERHI A B)ITK
Z <. Chaxss KOV AUC s D CV%IE, THZI 64% KDY 73% T olz, T~ 7 U7 100,
150 e Y 200mg # K EHR G LI EOEYEHENRT A — X 2R 27225 ITR-T,

29



LY2835219 (mBC) 2,72  [RRIRPRER

£27225F 1947 ILD28BBIZTATLS 1 T 100, 150 BV 200 mg &
BAANETEZEZFIZQIZHBOBRELE-EEDTARILVY ) TOEYFE/INS A—4
(EYENEFETRER) (JPBC HER)

JPBC study
Geometric Mean (CV%)
100 mg Q12H 150 mg Q12H 200 mg Q12H
N 2 2 5
C .
in.ss 132.56, 1044.12a 1176.16, 102.652 210
(ng/mL) (89)
C 298
ax.ss 231.58, 1379.20a 1381.46, 148.862
(ng/mL) (64)
t b .
Hax.ss 3.95, 6.03a 3.98,3.98a 402
(hr) (2.05 - 6.00)
AUC, 3020
UCess 2070, 14100a 15500, 1460a
(ngehr/mL) (73)
R
AAUC 332, 8.88 18.1,1.33a 1.74
(33)
R
A Cmax 3.14,7.33 11.7, 0.966a 1.43
(40)
LI 0.576
2.18a 4.09, 0.432a
(29)

Abbreviations: AUC, g, = area under the plasma concentration versus time curve during
a dosing interval at steady state; CLs/F = apparent oral clearance at steady state;
Chax,ss = maximum observed plasma drug concentration at steady state; Cpyjp ¢ = minimum
observed plasma drug concentration at steady state; CV = coefficient of variation; hr = hour;
LI = linearity index; N = number of patients; Q12H = every 12 hours; Ry auc =
accumulation ratio for AUC; R cmax = accumulation ratio for Cp,y; tmax ss = time of
maximum observed plasma drug concentration at steady state.

a Individual values are reported when patient numbers are <3.

b Median (range).

TRy ) THERARGHEOEYERE T 1 T 7 A VI M2 T tgax BT X7 U7 8
FRETHY, ROLBEENSVREH THD M20 TIE tyax D GHK 6~16 FEH & B> T2,
WRHE L b T _R~v 7 U7 200 mg #HHED t), DEMFEHEIZT N~ 7 V7T E0EL, M2
2% 23.6 REfH] (20.9~25.3 KEfH]) . M20 2% 23.5 Iff#] (19.8~29.2 Fffli]) Toh o7z, 200 mg QI12H T
PAERE OG- Lz L &, M20 I3 bIRBEENZ VB TH D | EHIREBIZE T 2 KRBTSR
T 5 LEORNTFEIMEIL, Crhaxss LY AUCrss BENTI 86.4% KN 93.1%TH V. M2 Tik
68.5% &% N 67.7% CdhoT=, TXv 7 U7 150 KON 200 mg % H[E K ONEHR G- Lzt &0 M2
DIMBNAE/ T A — X %3 2.7.2.52 e O\F 2.7.2.5-712, M20 DIRMBNRE X T A —H % # 2.7.2.5-3
KO 2.7.2.5-8 12 NIRRT,

R—ATA L, TR 7 VT OHGIZLY pRb OFRBFENRD L2 (K 2.72.2-3) .
topollalZ DV T, N—Z T A TOREHMLF AR BLUTIZ & A EOBERFE TR bz h
ST, TR V7 U T OMmFEFERE L pRb KON topolladDFEH & & ORIC, BIEMEILR® S
Mol (X2.7.22-4)
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JPBC #BRCld., HEARAETRABEIKH LTI X~ 27 U 7% 200mg £ T QI2H TROKEE L
- & X DLW R OBFENHER SN,

25
—&— 100 mg BID, Day 15
—w»— 150 mg BID, Day 15
20 4 —&— 200 mg BID, Day 15
o
=
S 15
o
o
o
w
L 10 -
e}
(14
[}
5 —
0 =
Baseline Day 15 Predose = Day 15 Postdose
25
—&— 100 mg BID, Day 15
—w»— 150 mg BID, Day 15
20 4 —&— 200 mg BID, Day 15
)
=
©
>
) 15
o
o
w
=5
= 10 +
o
o
O
|_
5 —
0 L

Baseline Day 15 Predose = Day 15 Postdose

Baseline= at baseline pretreatment, Day 15 predose=predose on Cycle 1 Day 15,
Day 15 postdose=at 4 hours postdose on Cycle 1 Day 15

27223 ARAETERECHTIREERTOPRD (HRX27 : £R) KU
topolla. (H X337 : TH) DREMEBILFHFEIR
(EMEREFETERER) (JPBC HER)
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25 25
® 100 mg BID, Day 15 ® 100 mg BID, Day 15
v 150 mg BID, Day 15 v 150 mg BID, Day 15
20 4 W 200 mg BID, Day 15 20 4 W 200 mg BID, Day 15

Predose pRb (H Score Value)
Postdose pRb (H Score Value)

5 v ov 5 u v
0 L T = L] T v 0 L] T » L T T
0 200 400 600 800 1000 0 200 400 600 800 1000
LY2835219 Cmin (ng/mL) LY2835219 Cmin (ng/mL)
25 25
® 100 mg BID, Day 15 ® 100 mg BID, Day 15

s v 150 mg BID, Day 15 T v 150 mg BID, Day 15
3 204 B 200 mg BID, Day 15 S 204 ® 200 mg BID, Day 15
G <
g >
g g
S o
@ 154 v » 154
T z
5 5
Q d
o 1047 O 10+
= =
3
3 s
© 5 @ 54
= o
o a

0 L] T » L] T v 0 L T » L] T v

0 200 400 600 800 1000 0 200 400 600 800 1000
LY2835219 Cmin (ng/mL) LY2835219 Cmin (ng/mL)

Abbreviations: Cpin gs; trough plasma concentration at steady state.

Note: Upper left panel: H-Score values for pRb expression measured predose on Cycle 1 Day 15 versus LY2835219
Cmin,ss- Upper right panel: H-Score values for pRb expression measured 4 hours postdose on Cycle 1 Day 15 versus

LY2835219 Cin,ss- Lower left panel: H-Score values for topolla expression measured predose on Cycle 1 Day 15
versus LY2835219 Cryjn,ss. Lower right panel: H-Score values for topolla expression measured 4 hours postdose on
Cycle 1 Day 15 versus LY2835219 Cpyip ss-

27224 BRNETRBEICETET7RIL VY TD Chinss EF 194 V)L 15 HEIZHRE
LI-REEETO pRb R U topolloDHIRE & DEER (EMEEMETFRER) (IPBC KHER)

27222212 JPBAER : ETRBZEXRRELEZTAILY ) IDE | HHHER
R

JPBA RERIL, EITEAE 2R L LS, FEMIEA(L, JEEMR. MY, 25 14
R CTh o7z, WBRT A L 343 TCOHEBIE 7 = —X (=1 A) ROFRFERELZ R E L
TYER 7 =—AX (V3= K B, C, D, E, F XU G) MoK LI, GFF 225 flziA A, 7
~> 7 V7% VAL ERE Le, 2S— b ATIiE, 3361 (Zotk 22 BIROBYE 11 6, Filin 44~73
%) [T~ 7 U7 50, 100, 150 X% 225mg Q24H X% 75, 100, 150, 200 X% 275 mg
QI2H THE LTz, /= b AITHAAN LN REDOWRENE | A 7 VA2 FETH, FrEE
RIG L LTeER 7 = — Xz Bha L, 192 6 (i 128 B e OVEME 64 B, 4l 24~85 %) (2
QI2H TMTD ##8z2 72 WHE (150 XX 200 mg QI12H) TV X~y 7V 7 &b LT,

F1HA 2703 BENG 1 HBE (&E5HT &5% 1, 2, 4, 6, 8, 10, 24 KU 48 IFffH)) | 1
HE (580 . 15HHE 5R1, &5% 1, 2 RO 4EE/]) ( 22HE &5R1D . 28 HEMS
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29 HE (51, #&5% 1. 2, 4. 6, 8, 10 KT 24 F§fH]) ITHIRIMARIKABRIL, 7 X~ 7
U7, M2, MI8 T M20 D IHEFHE 2 |E LT, KEAEREZS 1| A 7 L TORGRILO 15
HHEIZEM L., FEOFRFERE E LT pRb & topolla® ¥ B & % HIE L 7=,

FER

224 B D R EE T — & 2 AT ISV 2, Q24H OG- R /7 ¥ 2 — /LTl MTD 3R E T& 77,
QI2H D H- A ¥ =2 — 2 KL W MTD 13 200 mg QI12H & RE S 72,

TR/ )T 50~275mg O EHIE CHERAKLG LI EDT X~ 7 ) 7 omiEh
BREHBENS, T2 7 U T ORIUTFER T, tnax (PR 1T8EHH 4~6 R TH Y |
200mg ZFHEEOBG L2 DT X7 U T Dty ORACEHEITH 21 B TH-72 (K
2.7.2.2-5) o WEHENTRER D . FEANSHGHEITEHEE CTHE Lo Y —E 7 LI X 5 & p
PEOYEIRMEE - S o2 b OO, BEEIXIFIEAEICHH L THMT 5 2 L ARBE Nz

(¥ 2.7.2.3-3) , EYEREOLENTIRE <. CV%IE Cpax THA 117%. AUCq.gast THEK 96% T
bole, 77 U7 150 Y 200mg ZHEIREOFKE Lz & & OEYERE T A —F 2 &K
2.7.2.5-1 1T~ T,

TRy T % 50~225 mg Q24H TR N B HHOEFIRREIZI T DIRFEEIT, HERE
FEICHERThInicEmnoTz, 727 U 7 QI2H (75~200 mg) DOIAE#E H$5H-TiX, Q24H
DGR A G TEFIREBIZHIT 5 0 K225 24 e £ T oA — REHE #h# T
f& (area under the plasma concentration versus time curve from time zero to 24 hours at steady state :
AUCgo45s) DSHIIM L. # AT FHfE X 150mg QI2H T 4280 ng-hr/mL., 200 mg QI2H T
5520 ng'hr/mL T > 72, Chaxss S Q24H HHATHARTE N -T2, EHEREDEARMAEIZS
W, CV%IE Chaxss © 37%~86%., AUC g C 43%~90% T o7z, 7T~ 7 U7 150 KO
200 mg & JAERE O E- LTc & & OIEWERE T A —F 23 2.7.2.5-6 (TR T,

1000

1000

= —8— 50mg — —8— 75mg Q12hr
£ —v— 75mg g —v— 100mg Q12hr
> —=— 100mg > —&— 150mg Q12hr
£ —O— 150mg £ —&— 200mg Q12hr
5 —4A— 200mg c —0— 50mg Q24hr
= —O— 225mg 2 —v— 100mg Q24hr
£ 100y —e— 275mg £ 100 —0— 150mg Q24hr
151 S —O— 225mg Q24hr
2 g
3 3
o o
©
£ £
3 3
a 10 a 104
g )
8 8
] ]
@ @
al N
- 5
1 1
" T T T ! " T T T T |
0 20 40 60 80 0 5 10 15 20 25
Nominal Time (hr) Nominal Time (hr)

Abbreviations: Q12hr = every 12 hours; Q24hr = every 24 hours.

27225 EITRBEICTATLY ) T# 50~275mg DAEHE THEROKRE LI-LZD
TARAILY ) TOMERRERRE () ZUITTFRIL Y1) TE 50~225 mg Q24H
R 75~200 mg Q12H TRIEROEZS LE- L 2O EEREIZE TS
TR ) JOMERREHY () (EMBEEIAKRER) (UPBARER)

33



LY2835219 (mBC) 2,72 FEPRIEREEAER

TR )T 50~275 mg O EFFH THERRAK G LICEED M2 Dty i&, T
7 U7 LRk TH T, ROBEMICEZWIIERRHED TH D M20 Dt (FRAE) X, 150 XY
200 mg $EHRFTHR 10 R & 7 X~ 7 U 7 X DN 7=, WIEEREYM O 41 1XT7 X~ 27 U
7 L0 E<, 200 mg BEHRFICISVT, M2 1K) 36 B, M20 1X 32 BEfl TH - 72, M2 KT M20
D tip ITHEIZEVEL Lo Te, REHRGREOEFRREICBWNTE, M20 13Kk b &EHIZZ W
MERRBH TH Y | EFIRIBIZIT 2 RERIT T D RO BT FAIMEIE Cpaxss T 54.6%~
77.83%. AUCqss T 60.2%~96.76% Cd > 7=, M2 DEFIRABIZIIT 5 REMRICH T D HREOH
WEFEEIMEIE Craxss C 31.9%~50.1%. AUCss T 36.3%~48.5% CTdh o7z, M2 LTI M20 & &, K
ZALRIC KT HREOHBRITHEIC L VB L0 oT (R 2.7259) . 7Xv 27 U7 150
J Y 200 mg & B[R GAF NS E#R S L& &0 M2 LT M20 OFEWBHEE T X — X &5
2.7.2.5-2, #£2.7253, 27257 K0 2.72.5-8 ICFNEIRT,

FHE K OWRSE & — ROSBIRIL, BEARMRIRIZIE-S Tl L7z, CDK4/6 OFHE, +70bbH Gl
H O I R .00 T T ORI E B OHEITFIE L ICHOW TR, R—Z2F A LUWICE 1 A 71D 15
HHOEGHI&R O L% TO pRb Y topollad FHL & A HIET 5 2 &2 X 0 BRBHIZHHE L 7=

(¥ 2.722-6) , 7X~+7 Y7 150 mg Q12H Xi% 200 mg QI12H TH 5 L7=HA . KEABTO
pRb &N topolla®FEHl & (H A= 7 TR X, X"—RXJ7 4Lkl H 1427115 HH
OEEHI RO G4, D Lz, 15 HHOESGINZBW THED BRI T2 &
D, FIVFHERD 12 R OG- MIRZ 8 U TR T 5 2 LA RB S N7z, HEO KX X3,
150 2 Y 200 mg D FHER TRRE TH o7z, T2 7 ) TOEFIREIZBITS b7 7REEZK
200 ng/mL (ZHERF L7235A . pRb OFLE, 372205 Gl HIDHI R Ao Lk T o fMia & M odk 1 45 1k
MEVHEEE LI b D225 Z &1, Colo-205 HEFEMNEE C 325 L 7= 3K Bhie /37757 0¥
L b —%T % (Tateetal 2014) .
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8] 2
¢ %
— ° - o
: 8 <
§ ° e T .
§ o ;-- §
E Q 1 : W ’ . @ :
g "l T 8 ° : 2 ’ o o .
d ¢ 53 T T > e g ° B3
o 3 3 2
g EEEE Tesgs 1 5F
- —— —— —l— — 8 o = —— ——
n=70 n=65 n=12 n=62 n=56

150mg Q12H  150mg Q12H  150mg Q12H  200mg Q12H 200mg Q12H  200mg Q12H
R POS’ ST

150mg Q12H  150mg Q12H  150mg Q12H  200mg Q12H 200mg Q12H  200mg Q12H o BASELIE PRE PO
ST POST

BASELINE PRE PO! BASELINE PRE
n=76 -68

BASELINE PRE
-74
ne65 neT3 n=61 "

Abbreviations: P-Rb = pRb = phosphorylated retinoblastoma; Q12H = every 12 hours; topolla = topoisomerase
IT alpha.

Note: Decreases postdose and remains decreased predose, indicating sustained pharmacodynamic effect over
the entire 12-hour dosing interval. The magnitude of pharmacodynamic inhibition is similar for the 150 mg
and 200 mg dose groups.

27.22-6 ETREBHEICTRTLY ) TH 150 R 200mg QI2HFEES LIz ED
R—RXSAVERUVEI YAV 15BEICHEITIREELERTD
pRb R U topolla HIRE (JPBA FHER)

BT A xS L UCEM L2 EFRREIC ST 2 BB OFHEiN G, 7~ 7 U 7 OimkE
REZHRRETLHOIIE QIZH HEN L VLI TH YV | 200 mg QI12H H 5 TIHEFIREEIZI 1T
ZHMSEF N T 7T 197 ng/mL £ 705 2 EAURE N, ORI, EAER K ONER R
T IZ3N T CDK4/6 OFHE K OHIaE M OMEATEILIZ NI & ST R~ v 7 U 7 Ol
FELFJE LR,

27222213 JPBH i{8& : HR+/HER2-DIsF M B E ZXRIC. BRAOHAEFETT
FARIDY ) TEBOKE L5 b HER

R

JPBH iR, B EEE 28 e LSk dtR, FEmEA, IEER. & b fHRERT
&, HRH/HER2-O#BMEFEAEICL hr Yy —L, TFHAbpYy—)L FEFT 7z IT
XVARL VEFRHLIZEEDT R 7 ) TORENER OEFEEWERTDHZ L, WITT X
~3 7 U7 ROGHHRORYERE A5 2 L2 I E L, &t 67 BlOMERE L/ S— K A
MNH/3— R DICHAANONTZ, 28 HlZ 1A 270 L, 1 HHG 28 HEE T X~ 7
U7 200mg QI2H (Zh1 % CTOFAM#EIE Q4H A5 L7z, /S—hK A2 20 ] (L ey —1
25mgQ24H) |, /S—h BIZ 166 (FFAbrY—/L I mg Q24H) . /X—hk ClZ 16 (¥EF
72 20mg Q24H) K UVR— K DIZ 156 (=¥ ARZ 2 25mg Q24H) fHAAEIL, D
L Eh 1 ODORBRIGEELZ T, 1V A 2701 HEOELR, &E5% 1, 2. 4. 6. 8 K10
Kefdl, 25 1A 7 1S HEO® R, H 242701 HEORSRI, &5% 1, 2, 4, 6, 8 &
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O 10 BN RMRIAZ BRI, 7T~ 7 U 7 ROZORHW, Ly hay—i, 77
Abay =) BEXFV T 2 FORTHE A AL OMmEEREEZRIE L,
FER

TR 7 YT RO OEYBET — 2 1% 67 FlnbEoh (L ka Yy — A ppH#
B 20 i, 7R by —APEHEE 16 Bl ZEF T = &G 16 il KO FE A
2B ARG 1561

TR ) TR S & ICHEERGRL DY QI2H KIE#S 28 A BT D E IR
TOMAERRERER 2% 2.7.2.2-7 127 T,

ERr
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Mean Plasma Abemaciclib
Concentration (ng/mL)

w N

o o

o o
I |

200

100

Mean Plasma Abemacicli
Concentration (ng/mL)

1 "L 3 Lt
4 6 8 10 12

Time (hr)

—e— Abemaciclib (200 mg) + Anastrozole
—=— Abemaciclib (200 mg) + Exemestane
—a— Abemaciclib (200 mg) + Letrozole
—+— Abemaciclib (200 mg) + Tamoxifen

Abbreviation: hr = hour.

500

H
o
o

2.7.2 FEEREEEEER

AL B R
2 4 6 8 10 12

Time (hr)

—&— Abemaciclib (100 mg) + Letrozole
+ - Abemaciclib (150 mg) + Anastrozole
« Abemaciclib (150 mg) + Exemestane
4 Abemaciclib (150 mg) + Letrozole
+ - Abemaciclib (150 mg) + Tamoxifen
~e— Abemaciclib (200 mg) + Anastrozole
—«— Abemaciclib (200 mg) + Exemestane
—a— Abemaciclib (200 mg) + Letrozole
—+— Abemaciclib (200 mg) + Tamoxifen

2722-7TsMIEREICHBAEFETTIATLY ) JEERFEAKRE (EX : 200 mg) BV
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OFRREL L BIZT X277 U7 200mg ZHER G L7zl &, T Xv 37 U T D Chax DA
EEIEIE 129~147 ng/mL, AUCq a5t D2 EEIEIL 608~770 ng-hr/mL (£ 2.7.2.5-22) Th o7,
DFREEE EBICT =7 U 7 150 T 200 mg 2 EHG- Lz & &, EFIREBICBIT S Chax
DRATVIIEIL 185~332 ng/mL, AUCq.q1a5t P AT FIIMEIT 1280~2520 ng-hr/mL T~ 72 (F
2.7.2.5-23) , TR 7 U T ROEORB OGEREEIIZHERIHAIEOFE T CTHLRETH Y |
IR TH D IPBARBRTT R~ 27 U 7 150 KT} 200 mg % HIM T 54 OIRE & L [FFRE
Thotz, £, 7X~v 7 U7 150mg % QI2H T, 200mg % QI2H CTEH LG L& ZDE
FOIREBIZ BT 2IRETE EIXFRE TH o7,

N—F AIZBWT, 7TXv 7 7L buay— Dt &G ZLE LIEBREICBIT 5
Q24H MIE#HGHDOEFRETOL ha Yy — Lo METEE T, L by — Lo 5EHENE R
ARERERE I BNWTT RNy 7 U7 H LG L&D 1 HHOLV by — Lot
LRRETH-72 (K 2.722-8) , L b — L EREEOFERN, X—F B~D OT7F A bV
— FEF VT 2 RO FEARZ BN THELNE (K 2.7.22-9, X 2.72.2-10 KT
2722-11) , 72, LV hrY— THFA MY = FEFT TN FXEBARL
OB EAMEN EBARERWBREICB N T RN~y 7 VT ARG L&D 1| HEOZAZH
D Cax XY AUCq_glast 13 7T X~ 7 U 7% QI2H KiE# 5 L= & d 28 HHDEFIRETO
EERBRETHoT= (F£2.72524) ,

U EDFERNS, TR 27 V7L brYy— (¥ 27228) . 7TFHA ey —1 (¥
27229) [\ FEXT Ty (¥ 2722-10) XiF=FEARHZ L (K 2.722-11) L ORT, &
RIIZERO S 2 W EAERIZA U e B2 bivlz, RIS, b OPFRFRIEANT,
TR 7T OIEPEREIC K LT BB R RIES W E B 2 b,
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Mean Plasma Letrozole Concentration (ng/mL)
=
o
| I ) ;
1’ |
; I
t

T T T T T T T T T |

Time (hr)

Single, Without Detectable Multiple, Without Detectable
Predose Concentrations Predose Concentrations

Single, With Detectable Predose Multiple, With Detectable

Concentrations Predose Concentrations

+

Abbreviations: hr = hour.

27228 L rAY—IL25mg QUAHFEEEHALTTATLY )T QI2HT
ERMEEREICERRURERS LZEEDOL FOY—)LONEFEEHD
(EMEYEHREREZ. AxER) (PBHEER)
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= 10

T
0 1 2 3 4 5 6 7 8 9 10 11
Time (hr)

Single, Without Detectable Multiple, Without Detectable
Predose Concentrations Predose Concentrations
Single, With Detectable Predose Multiple, With Detectable
Concentrations Predose Concentrations

Abbreviations: hr = hour.

272297FA+AYV—)L1mgQUHBEEEHRALTTATLI YT QI2HT
ERMIAERECERRUREBERE LEZLEEDOT7FRA OV —IILOMBEFREEHERE
(BT EHE+HRERE. FXRBRE) (JPBHRER)
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-
(=
(=
J

[ 11

Mean Plasma Tamoxifen Concentration (ng/mL)

10 —
1
0T
0 1 2 3 4 5 6 7 8 9 10 11
Time (hr)
Single, Without Detectable Multiple, Without Detectable
Predose Concentrations Predose Concentrations
Single, With Detectable Predose Multiple, With Detectable
Concentrations Predose Concentrations

Abbreviations: hr = hour.

2722103 FF27x22020mg QUAH FEEEHALTTZATLY 1) T QI2H T
ERMFHERECHERRURERS L-EEDFEX L T v OMmMBERREKR
(BT EHE+HRERE. FXRBER) (UPBHEER)
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0 1 2 3 4 5 6 7 8 9 10 11
Single, Without Detectable Single, With Detectable Predose

Predose Concentrations Concentrations
Multiple, Without Detectable o Multiple, With Detectable
Predose Concentrations Predose Concentrations

Abbreviations: hr = hour.

2722-MIFXFEARZ25mg QUH S EFHRALTTZATL Y1) T QI2HT
ERMIABRBREICEHRRURERELIZEEDI X AR D OMBTEEHTE
(EMEYEHREREZ. AxER) (PBHEER)

2722222 BEEREEZNRELEZHR

27222221 JPCA B : BEHBREZNRIZ. 7RIV ) JEAEHEIC LY EERE
AKELEZEEDTAT LYY TRUZTORBYOMFEFRE LS QT HiRE
DBEEHE, RUTARTS ) TEORS I FOEYBEERZIMEL 5|
R

R

JPCA FRBRI, RIS 2 xR & L2 EBER b, BER, 77 R, HEEHCL D2

0 AA— = IR GRBETHY, TR U T EHEROBE LI EDOT Ry

7 V7, M2 KON M20 O SEFRE & QT Mk & ORENE, T~ 7 U 7% B el 5 L7

& X OREM KR OERMET NCIEYEIRE, XTI K (P-gp DIE) OERWENREICKT 5T X~

I VT OB KOT R s )T OERWEBREICKT 5 e T I RORBEIN LT, R

Brt 354 (BME 7B ROt 28 48]) %2 2 oD ak— D5 b0 1 DICHBEANT-, adm— b 1

TliX, 7<= 7 U7 200, 300 %0400 mg % FHEMIHIC L 0 RO &G L7-E EOBgERE L
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QT Mk & OBIHMEAZFEM L7, 2R — b 2 T, TR~ 7 V7T I REDEYMAE
HAROT R~ 7 )7 600mg #HARRO#KEG Lz EOBGERELE QT Mg L o B 2 37 L
Too AAR— B 1IZ 2061, =dR—k 202 15 BIOEERE 2 5NEF 0 5 H O 1 DIZEAERIZEN D AF
. 1R A 1R B LT,

TRy )T ROEORBEO MR & QT Mg & ORISRt 5 7-0I, FKEh
RERTAM R OB B ] & — B S W 722 7 U 2 — L TLERZWIE L7 (MHLW 2009 ; Darpo et
al. 2015) , 7X~=7 U =7 200, 300, 400 KX 600 mg % H[alfE #5 L, 24 FF O ARV Z —i»
BEEEREE =2 Y 7, #ERT BH% 2, 4, 6, 8, 10, 12, 14 TN 24 BERIZ AL & —i0
BHG 12 FEOEX AL T2 L L6z, FIRMAEZHRLTT X~ 7 U7 M2 KD
M20 DOIHEFREZRE Uiz, FA¥ —LEROERGE=4 1 7 THb ., &5% 48, 72,
96 KON 120 M) (mAv— b 1 ROV 2) WONT 144, 168 TN 192 Bl (22— b 2 OA) (i
BB L 72,

TR_w 7 )7L Pgp ODRROFE (FDA 2012 ; MHLW 2014) & O3EMWEhAE200F ALAER % 5T
T 270, ak—h 208 4EEHO3 HEICERT I F 8mg#HERAHFEE L, 1 HHIZT
N2y 7 )7 400mg EOFHLTERT 2 R 8mg ZHERE DL Lz, -3 B AL, &5%
1. 2, 4, 6, 8, 12, 14, 24 J O 48 FFEICEIRMEE 2L, =T I FEROZE O N-
desmethyl loperamide D MAEHFIREZHIE L7z, 1| HH CII&GHI, &5% 1. 2, 4, 6. 8, 10,
12, 14, 24, 48 KON 72 FEICERIRIM AR ZEREL L, ©XF I K, N-desmethyl loperamide, 7 X
~ V7 VT M2 KON M20 O MR A RIE Lz, Be5% 96, 120, 144, 168 KLY 192 KEHIC
b5 X FARMAE 2 BB L, 7T X~ 7 U7 M2 LN M20 O IR 2 e LT,
FER

T~z U7 200, 300, 400 XY 600 mg A HEROKEG LI EDT X7 ) T O
HFIREHE D, T2 U 7 ORIUIFER T (tnax O FRALITH 8~10 i) | 7~ 7
U7 200mg #HERAFKGHOT X~ 7 U T D tyy ORMAEHEIZK 22 B TH-72 (K
2.7.2.2-12) ,
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Semi-logarithmic scale

1000 4
© 4 D2gSe
E S 100
o €
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0.1+

0 24 48 72 % 120 144 168 192
Time postdose (h)

® Abemaciclib 200 mg (N=20) © Abemaciclib 300 mg (N=20)
® Abemaciclib 400 mg (N=35) O Abemaciclib 600 mg (N=15)

400 mg treatment has data present from both cohorts 1 and 2

2.7.2.2-12 REEHEREIZT AT L4 1) J 200, 300, 400 RV 600 mg % EEZEOES
LEzEZ2DT7ARTLY) JOMBHREEHE (EMTFHE. Fx#B %)
(YN EFETRER) (JPCA BHER)

TRy YT e BN GO AUC)tast. AUC) o0k T Cpaye D787 —EFUZ LV HEE
L7285 95% CL 2% 1.0 28T 2 & 025, 200~600 mg O JFEHiH CHE LA TR ST

(£ 2.7.2.3-5, 27234 KO 2.723-5) . £z, HE TEEEERO KM FEHMEE CHE
200 mg (Zxt 3 B AR L, 200 mg % 5-8F & i U7z, HE CTEEHE(L L 72 Copax DRMTEXED
TR 90% CLIZ 0.892 (0.696~1.14) 75 0.959 (0.875~1.05) . HETEME(L L72 AUC),, D%
fAEEMED KT 90% CLIE 1.06 (0.987~1.14) 76 1.17 (0.965~1.42) TH Y, D 95% CIix
1.0 85 ATWe (£ 2.723-5) . X 27234 KK 2.7.2.3-5 #lHE 2 72 T 200~600 mg O H
BEHIPH CHELBIEDRH D LB 2 bz, BERA&KE L7z 200~600 mg O I &HH T, WO
fAFIRR O b notz, T_X<2 7 U7 200mg ZHEEEOBEG LIZLEDT X< 7 JT0
BN RET — & A3 2.7.2.5-1 ITRT,

TR Y7200, 300, 400 & TN 600 mg A HFEFE OG- L72 & D tpa OFREIX, M2 T
) 6~10 K[, M20 TR 9~24 IRt #IEMHEME (7 X~ 7 U 7 +M2+M20) TIEK 8~10
REH CTdr o720 Cax W IE LT, 8l 2 OBERE O MR I L C—HPEICEAD L.ty D%
{AEMEIE M2 TR 47~53 B, M20 TH 31~35 Bl Ch o7z, T~ 7 U 7 200 mg % H
FREO#G Lz & &0 M2, M20 L OIS E OSEWEhET — & 23 27252, £ 27253 &
W 2.7.2.5-4 1R T,

AR TR L7 Em HE (600 mg) TiE, 7X<3 7 U 7D Chax DHTEEIE 308 ng/mL

(CV% : 45%) 1. JPBA R CHHRE 1T X~ 27 U 7 200mg QI12H TREH G L= & & Dff
ERIFEETH 572 [Craxss P BITEHEIL 298 ngmL (CV% : 72%) 1 . 7 X~¥ 7 U7 ¢
CYP3A [HESZ OF G- & FIFREORE L5 572O121E, 600mg LV mWHENLETH
Z05, AR T 600 mg % 5-RFIZER D Hivio &R # M (dose-limiting toxicity : DLT) (2 & ¥ ¥
EAHIE L7272, CYP3A HEAIDFHAE SR TRl SN D @ OIREREITFHM CE o7z,
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7«7/7)7&U%®££ﬁﬁﬁﬁﬁ%®mk$ﬁﬁkAmnﬁmﬁki% FRIBIR G 2D R
ETAEHWCHEHM L, 77X~ 7 U7 M2, M20 XIEARIEMEY'E O o H g g2 o
AAQTCF ~DEFEMMOMEZ (FITEAE 0 THo7= (3 2.7.2.5-26) , it\mmnF%m1@ﬁ
M 90% CI D EfRIZ, 7<=+ 27 U7 (K2722-13) . M2 (X2.7.2.5-2) . M20 (X 2.7.2.5-3)

XITHRTEEDE (M 2.7.2.2-14) Ofc b @O FERMEE R T 10 msec Kifi Ch o7, L7z -> T,
TR~ ) TR & 7 A RRE £ T QT MR A IER SRV 2 L 0VRENT,

40

Double Delta QTcF (msec)

-40 7 T T T T T T
0 100 200 300 400 500
LY2835219 Concentration (ng/mL)
e Abemaciclib 200 mg o Abemaciclib 300 mg
= Abemaciclib 400 mg o Abemaciclib 600 mg

Abbreviations: BLQ = below the limit of quantification; CI = confidence interval; C,,x = maximum observed
plasma drug concentration; QTcF = Fridericia’s corrected QT interval.
Double delta QTcF = 0.86 -0.005*LY 2835219 Conc + Subject, where Subject is fitted as a random effect.

P-value for slope = 0.2017; 90% CI for slope =-0.012, 0.001.
Double delta change (90% CI) at C,,« at dose: 200 mg = 0.36 (-0.95, 1.68);

300 mg =0.21 (-1.08, 1.50); 400 mg = -0.08 (-1.40, 1.24); 600 mg = -0.63 (-2.27, 1.00).
Dashed lines represent the 90% Cls.
Double delta changes are based on an individual subjects baseline and placebo data.
Baseline is defined as the mean of the predose measurements.
BLQ plasma concentrations were set to missing.

X 2.722-13 @EHBREICHITS QTcF DR—XSA UNLDLTLEND TS ERBESH LD
£ (AAQTcF) EMm#ER7ATL YY) TREEDREE (JPCAEER)
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Double Delta QTcF (msec)

-40 -
T T T T T T T T T
0 200 400 600 800 1000 1200 1400 1600
Total analytes concentration (nM)
e Abemaciclib 200 mg o Abemaciclib 300 mg
= Abemaciclib 400 mg o Abemaciclib 600 mg

Abbreviations: BLQ = below the limit of quantification; CI = confidence interval; C,,,x = maximum observed
plasma drug concentration; QTcF = Fridericia’s corrected QT interval.
Double delta QTcF = 1.00 -0.002*Total analytes Conc + Subject, where Subject is fitted as a random effect.

P-value for slope = 0.1612; 90% CI for slope = -0.004, 0.000.
Double delta change (90% CI) at Cp,ox at dose: 200 mg = 0.40 (-0.92, 1.72);

300 mg =0.22 (-1.07, 1.51); 400 mg =-0.11 (-1.43, 1.22); 600 mg = -0.70 (-2.34, 0.93).
Dashed lines represent the 90% confidence intervals.
Double delta changes are based on an individual subjects baseline and placebo data.
Baseline is defined as the mean of the predose measurements.
BLQ plasma concentrations were set to missing.

X 2.7.22-14 REHBREIZHITS QTcF DR—XSA UNLDLTLEND TS ERBESH LD
= (AAQTcF) EMmEEhRFEEYERE & OBER (JPCARER)

BT IR 8mg 7 XV Z U7 400mg EOFHEG L&, BT I RO AUC) asts
AUC)oo X Cpax (X 2.7.2.2-15, & 2.7.2.2-6, % 2.7.2.5-17 KUK 2.7.2.5-18) 1ZHOTThH Db
DOFEHFRNCHEITHM L7z, XTI ROHRMEZHEEG L&, 37 I FORHMEZH
EFTLHEANOFETF TrALT I ROBBERENNZ VML TH, PHARRRME SUIA EA A R
ZRERRBEENCE 23 EF A4 FEEOBKREREFAELZ2NWZ EPRRINTNDZ END
(Vandenbossche et al. 2010) . 2Z-X7 I ROBEREXDLT NN L7200, a7 I ROk
WEIREIZXIT 27 X~ 7 U 7 OREITRIRR BRI W EZ X b,
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Semi-logarithmic scale
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0 12 24 36 48 60 72
Time postdose (h)

® | operamide 8 mg/Loperamide 8 mg + Placebo (N=22)
O Loperamide 8 mg + Abemaciclib 400 mg (N=8)

B 2722-15 BEMWBREICART I F8mg /x5 LIzLE (BBRUTSEREDHA)
XIFARSIKF8mMg 7RIS 1) T400mg ZHAL TEERAKREL-LEZD
ARSI FOmMBFFREHEE (EMESE. AXBER) EYEEEmIRER)

(JPCA HE&)

+®27.22-6 BEWMEREICHITLHART I FOEYHEICHT S
TRIDY ) TOEZEOFEFER (JPCARER)

Ratio of Geometric LS

z’;:;:)leter Treatment N (];Jeso nl\:[?::lc Means
Test: Reference (90% CI)
Cmax Loperamide 8 mg 15 1.78
(ng/mL) Loperamide 8 mg + Abemaciclib 400 mg 7 2.41 1.35 (115, 1.59)
AUC_tlast Loperamide 8 mg 15 44.5 113 (1.03, 1.25)
(ngehr/mL)  Loperamide 8 mg + Abemaciclib 400 mg 7 50.5 ' R
AUCp.c0 Loperam}de 8 mg o 15 50.3 109 (1.01, 1.18)
(ngehr/mL)  Loperamide 8 mg + Abemaciclib 400 mg 7 55.1
Median of Differences
Parameter . Test-Reference
(units) Treatment N Medians (approximate 90% CI)
[p-Value]
Loperamide 8 mg 7 8.0
t hr)a - - =
max (hr) Loperamide 8 mg + Abemaciclib 400 mg 7 4.2 1.8(-5.8,2.2) [p=0.156]
Loperamide 8 mg + placebo 7 6.2
t hr)b - - =
max (hr) Loperamide 8 mg + Abemaciclib 400 mg 7 4.2 2.0(-4.1,1.0) [p=0.157]

47



LY2835219 (mBC) 2,72 FEPRIEREEAER

Abbreviations: AUCy_,, = area under the concentration versus time curve from time zero to infinity;
AUC_gast = area under the concentration versus time curve from time zero to time t, where t is the last time
point with a measurable concentration; CI = confidence interval; C,,x = maximum observed plasma drug
concentration; LS = least squares; N = number of subjects; tox = time of Cpax.

References = loperamide 8 mg, loperamide 8 mg + placebo; Test = loperamide 8 mg + abemaciclib 400 mg.

Model: Log(PK) = treatment + subject + random error, where subject was fitted as a random effect. Adjusted
PK parameters were used for the loperamide 8 mg + placebo and loperamide 8 mg + abemaciclib 400 mg

treatments due to carry-over.
a tax Was analyzed using the SAS procedure PROC UNVARIATE. P-values were calculated using the

Wilcoxon signed rank test.
b t.x Was analyzed using the SAS procedure PROC NPARIWAY. P-values were calculated using the Wilcoxon

rank sum test.

BT I RETR2 7 YT EHKEELEEE, BT I FOERHY N-desmethyl
loperamide @ AUC(_jastv AUCo 02 ¥ Crppax 1 IR E SHIM L7 (3R 2.7.2.5-17 Ok 2.7.2.5-18)
N-desmethyl loperamide D ZFEhiE a7 I ROK 1/3~1/2 TH5H Z 25 (Vandenbossche et al.
2010) . N-desmethyl loperamide DUEFEE EDOHINNIEFRAIZIZEZE TRV EEZ X LN,

Invitro AR TIL, 77X~ 27 U 7L Pgp ZHET LT LRI TS (B 2.7.2.2.14.2
H) , KB CiEe <7 I R N-desmethyl loperamide DOIEFEENEEIN L7122 D, 7T~
7Tl MZBWT P-gp ZLETHZ N R I, LoLans, o7 3 ROBRE
BEOWEIITEROICE®RDO S H2ETIERNnWEE 2 b,

—F. BT IRET AR U T OERMEERICR S B2 RIE SR LB EXED
ToHE, BRI INET RN Y TIZRHHKETE DL Z ENREMT LN,

272223 TFTARIVY)IOENBEICHT INERERFOZE
2722231 JPBVEER : FALEEEDOEEEE L ET I BBREERARLELIZTATY
1) T EEREEYEEHER

BRI

JPBV #ABRIT, H[EIE, Zhusxttln, FFEMR. 5 [THERBRCTH Y | B, PHEEIEED
FFRRER = 2 AT 2 HBRE 2 RICT X~ 7 U7 200mg ZHERAKG L&D T vy
7 U 7 Je O OIEHERGH O BB REIZ DT, REREIERE 2 5T & U CRFl L 72, #EBRE 35
B (B 22 B R Otk 13 6) % Child-Pugh 5331 CEF S AUV D AFHEREREE 2SS 4D S H D
1 DIZHAAI, TR~ 7 VT % 1 L ERE L, TONERIL, 70— 1 (SRS,
10 1) . Zv—7" 2 [HREDOFHEREREE (Child-Pugh A) 2F3588r&E. 9 Bl] . Z—7 3
(S OTHERERESE (Child-Pugh B) A3 2#8E . 10 ] KO7V—7" 4 [EEDOITHRE
[E% (Child-Pugh C) ZH T 248rE. 661] Tho7z, 5 1 HH (FGa1. H£5% 1, 2, 3,
4, 6, 8, 10, 24, 48, 72, 96, 120, 144, 168 KO 192 K¢fH) (ZFFIRIMARIKZERINL . 7 X~
7 U7 M2, M18 KT M20 oD if #E i Ji 2 I & L 7=,
FER

ARRERICHAAI DIV 3561 (FEREWBRA 10 B, 8 OIFFSRERE S 243 2980 9l
S ONTHEREREE 2 AT 298 10 B OEE OFEREREZ AT 288 E 6 ) T3 TEK
WIENREMRAT R SRR & Ui, BE I EE O E L /T 2 E TCOT X~ 7 VT D
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AUC 1%, fEFefERE L RRE ThoT-, REDOIEEEL AT LHBRETOT X~ 7 U 7
D AUCq.oD fie/N TSI L, REREHER T & Hhilit LT 2.09 f5 (90% CI : 1.33~3.28) &<,
t1n D/ T RGMEIEIL 2.30 2 (90% CI : 1.78~2.98) Ero7= (K 2.7.2.2-16, F 2.7.2.2-7
JOF 2.7.2.5-10) , (EEEBERE & ik L CHEEDOIFSEREZ AT 2R E ToT X~ 7Y

7D AUC). DI/ N Z I FEIMEN E 0y o To DI, Y% @ CL/F (& F¥IE : 21.5L/h)
N, BEEEWERE O CL/F G F4ME : 448 LMh) LEHEUEN-72Z tickbEZBNT,

1000 1000
—o— Contral —a— Control

—o— Mild hepstic impairment —&— Mild hepsticimpeir ment
—&— Moderste hepatic impairment
—8— Severe hepsticimpairment

—m— Moder ste hepatic impairment
—8— Severe hepstic imparment

=)
=)

LY2835219 plasma
concentration (nM)

=)
L

Total analyte plasma
concentration (nM)

1

0 24 48 7;"9 pO:dose (:12)0 144 168 192 0 24 48 7TZime pO:dose (:12)0 144 168 192
272216 REBEBRERUVHERES BE. hHFEXEER) Z2HY 2HREIC
TARILY )T 200mg ZHEREARE LIZEEDTAILI YT (E) RU
BREY (B) omiEPEEORRNEL (BfFHE)
(RYMBEETHRER) (PBV )
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+2.7.22-7 BEMBRERVIFHKERE (BE, PEFEEXIER) 257 5BBREIC
TARILD)T200mg ZHEREARESLI-EEDTATL Y TOEDHE/NSA—5D
MEHRTRER (RDBEEMTARER) (UPBVRER)

Ratio of Geometric LS Means

Parancleter H.e patic Geometr:c LS (hepatic impairment group : normal
(Units) Function Group mean (90% CI) hepatic function) (90% CI)

AUCo.tlast Normal 10 4412 (3364, 5787)

(ngehr/mL) Mild 9 4181 (3141, 5565) 0.948 (0.639, 1.41)
Moderate 10 4761 (3630, 6245) 1.08 (0.735, 1.58)
Severe 6 8255 (5816, 11717) 1.87 (1.20, 2.91)

AUC) Normal 10 4463 (3383, 58806)

(ngehr/mL) Mild 9 4275 (3193, 5724) 0.958 (0.641, 1.43)
Moderate 10 4939 (3744, 6514) 1.11 (0.748, 1.64)
Severe 6 9307 (6509, 13306) 2.09 (1.33, 3.28)

Crnax Normal 10 133 (100, 176)

(ng/mL) Mild 9 109 (80.7, 146) 0.818 (0.543, 1.23)
Moderate 10 83.9(63.3,111) 0.632 (0.425, 0.940)
Severe 6 156 (109, 225) 1.18 (0.744, 1.86)

t1/2 (hr) Normal 10 23.9 (20.4, 27.9)
Mild 9 33.1(28.1,39.1) 1.39 (1.10, 1.74)
Moderate 10 38.0(32.4,44.4) 1.59 (1.27, 1.99)
Severe 6 55.0 (44.9, 67.4) 2.30 (1.78, 2.98)

Median of Differences
Parameter Hepatic . . (hepatic impairment group —
(Units) Function Group N Median (min, max) normal hepatic function)
(approximate 90% CI) [p-Value]

tmax (hr) Normal 10 7.0 (3.0, 8.0)
Mild 9 8.0 (6.0, 10.0) 0.1 (0, 2.0) [p=0.1724]
Moderate 10 9.0 (3.0, 24.0) 2.0 (0, 4.0) [p=0.0985]
Severe 6 24.0 (3.0, 24.1) 16.0 (-2.0, 18.0) [p=0.2206]

Abbreviations: AUC 1,5t = area under the concentration versus time curve (AUC) from time zero to time t,
where t is the last time point with a measurable concentration; AUC_,, = AUC from time zero to infinity;
CI = confidence interval; C,,,x = maximum observed plasma drug concentration; LS = least squares; max =
maximum; min = minimum; N = number of subjects; t;» = half-life associated with the terminal rate constant
in noncompartmental analysis; t;,,x = time of maximum observed plasma drug concentration.

Model: Log(PK) = group + random error. t;,x was analyzed using Wilcoxon rank sum test.

BIRERT G (TR~ 7 U 7+M2+MIS+M20) (IZOWT, fEEEMERE & e L, 8 3
W ORI S A2 A 3 D HRE TD AUC)D /N “FEMEIEITN 20%K< . EE D
FEREFEE 2 A 3 D HRE TITHK 20% 0 o 7o, BREE, A ST E B DTS REIEE 2 A 7 2 fkBR
FHTD Cax DF/N ZFRBMPPAMEIL, RS & i LR o 72, BETES R D tmax 13,
FFRSRERT S 2 A 3 D B & IR & O CTREGHEMZR BT R o 72 (R 2.7.2.2-8 L UVE
2.7.2.5-11) .
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+ 2.7.2.2-8 BEMEBRERVIFHERE (BE, PEFEEXIER) 2H57 5BBREIC
TARILY )T 200mg ZEEEAKRS L& EORAENRYOENEE/ NS A —2D
MEHRTRER (RDBEEMTARER) (UPBVRER)

Ratio of geometric LS means
Parameter Hepatic Geometric LS mean .l . g. !
N (hepatic impairment group : normal

(Units) Function Group (90% CI) hepatic function) (90% CI)

AUCo.tlast ~ Normal 10 18421 (14705, 23077)

(nMehr) Mild 9 14810 (11679, 18781) 0.804 (0.579, 1.12)
Moderate 10 14574 (11633, 18257) 0.791 (0.575, 1.09)
Severe 6 19766 (14777, 26439) 1.07 (0.743, 1.55)

AUCp.0 Normal 10 18683 (14795, 23592)

(nMehr) Mild 9 15301 (11965, 19567) 0.819 (0.583, 1.15)
Moderate 10 15306 (12121, 19328) 0.819 (0.589, 1.14)
Severe 5 22399 (16104, 31154) 1.20 (0.800, 1.80)

Crnax Normal 10 444 (347, 569)

(nM) Mild 9 350 (270, 454) 0.787 (0.550, 1.13)
Moderate 10 241 (188, 308) 0.541 (0.382, 0.768)
Severe 6 363 (264, 500) 0.818 (0.546, 1.22)

Median of differences
Parameter Hepatic . . (hepatic impairment group —
(Units) Function Group N Median (min, max) normal hepatic function)
(approximate 90% CI) [p-Value]

tmax (hr) Normal 10 7.0 (6.0, 8.0)
Mild 9 10.0 (6.0, 24.0) 2.0 (0, 4.0) [p=0.2039]
Moderate 10 8.0 (3.0, 24.0) 2.0 (0, 16.0) [p=0.1736]
Severe 6 24.0 (3.0, 24.1) 16.0 (-3.0, 18.0) [p=0.2867]

Abbreviations: AUC 1,5t = area under the concentration versus time curve (AUC) from time zero to time t,
where t is the last time point with a measurable concentration; AUC_,, = AUC from time zero to infinity;
CI = confidence interval; C,,,x = maximum observed plasma drug concentration; LS = least squares; max =
maximum; min = minimum; N = number of subjects; ty,,x = time of maximum observed plasma drug

concentration.
Model: Log(PK) = group + random error. t;,x was analyzed using Wilcoxon rank sum test.

IR RERE E O BRE L DFAGI RN Z 37 G SRITART U, BEE DI RERRE 2 A3 2 g
TOT7 X~ 7 V7 OMmEERIER AR 573 (unbound fraction of drug in plasma : f,) D/ sk
(AR, R & LB LT 2,14 % (90% CI : 1.64~2.79) | 0 KEfH]7)> & BRIFR] £ T
FERE BT M i B — BER AR i FE (area under the plasma concentration versus time curve from
time zero to infinity at unbound : AUC(oup) 1 4.46 fi5 (90% CI : 2.91~6.82) K OIS & fe i il
B R (maximum observed plasma drug concentration at unbound : Ciaxup) 13 2.52 fi% (90% CI :
1.61~3.92) HM UL 7=, MHEENZY D £, bIEFFEERE &g L, IEREREE 2 A7 o s <
mnoTlo, FEREGIURINE SR DR EOEGI, IR T X~ 7 U 7 OlggEEDO 2 &
DINSrodz, BEEOIHERERES 243 2 #ERE T O ETRRRAIER ZH D AUC)o0 4 KT
Crnaxub V3. BEREHERSE & B L CZNEN 2.69 5RO 178 5 TH o (F 27229 LU
2.7.25-12) .
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+® 2.7.2.2-9 BEBEBRERVIFHERS (BE, PFEXEER) A7 5HBREIC
TARILY)T200mg ZHEEAKRS LI E0MBHIFFERTRATLI Y ITRY
WRERZRYOEDEE/ NS A — 2 RUFBERSROMABITRER (EDBREETARER

(JPBV E&)
Ratio of geometric LS means
Parameter Hepatic Geometric LS Mean (hepatic impairment group : normal
(Units) Function Group N (90% CI) hepatic function) (90% CI)
Abemaciclib
AUCp-0,ub Normal 10 163 (126, 212)
(ngehr/mL) Mild 9 223 (169, 293) 1.37 (0.935, 2.00)
Moderate 10 243 (187, 315) 1.49 (1.03, 2.15)
Severe 6 727 (519, 1018) 4.46 (2.91, 6.82)
Crnax,ub Normal 10 4.86 (3.70, 6.37)
(ng/mL) Mild 9 5.66 (4.25,7.53) 1.17 (0.785, 1.73)
Moderate 10 4.13 (3.14,5.41) 0.850 (0.579, 1.25)
Severe 6 12.2 (8.60, 17.3) 2.52(1.61,3.92)
fu (%) Normal 10 3.66 (3.11, 4.30)
Mild 9 5.21(4.39,6.19) 1.43 (1.12, 1.81)
Moderate 10 4.92 (4.18,5.79) 1.35(1.07, 1.69)
Severe 6 7.81 (6.33,9.64) 2.14 (1.64, 2.79)
Total Analytes
AUCq-0,ub Normal 10 671 (551, 816)
(nMehr) Mild 9 778 (633, 957) 1.16 (0.872, 1.54)
Moderate 10 764 (628, 929) 1.14 (0.862, 1.50)
Severe 5 1805 (1367, 2382) 2.69 (1.91, 3.78)
Crnax.ub Normal 10 16.4 (13.0, 20.6)
(nM) Mild 9 18.3 (14.4,23.3) 1.12 (0.803, 1.56)
Moderate 10 12.0 (9.58, 15.2) 0.736 (0.532, 1.02)
Severe 6 29.2 (21.7,39.3) 1.78 (1.23,2.59)
fu (%) Normal 10 3.68 (3.14, 4.32)
Mild 9 5.24 (4.43, 6.20) 1.42 (1.13, 1.79)
Moderate 10 5.01(4.27,5.87) 1.36 (1.09, 1.70)
Severe 6 8.04 (6.55, 9.86) 2.18 (1.68, 2.83)

Abbreviations: AUC(_, yp, = area under the unbound concentration versus time curve from time zero to infinity;
CI = confidence interval; Cp,x, yb = maximum observed unbound drug concentration; f, = fraction unbound;

LS = least squares; N = number of subjects.
Model: Log(PK) = group + random error.

HE OFTHEREREE 2 79 2458 Tl AT N~ 27 U 7 SUTKRBE & S8 DUREE 575
BN 5 Z e, HREAEENTIE QM4H OB GHEIHO T Z LREE L EEX b,
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272224 TFTARIVY)IOEMBEICHT INEAEERDOZE
2722241 TFARILYYTIZHT B CYPIAREDEE
27222411 JPBEiE& : BBEICHITEITAIL V) TRUZTOREVMOEMBNREIZR
XFH5)ROTA LIS CYPIAREDEE

BRI

JPBE #BRI%, 4T T BE 2515 & L72IEER. BEIE/FZED- 28558 1
R ChHY, TR 7 UV TORBIIBITH 7TV Aa~vA 0l 8 b CYP3A BAEDOFESL
BEtl7e, B IITIET X~ 7 U7 50 mg ZHEHEO#E L, i TR 7 B EORIEHIH &
L7, 2T 7V A~ 500mg% QI2ZH TS HiEG L, SHEICT X~y 27 U7
S0mg%x27 7 U ARYA VB E®ZRI0FIROKE Lz, TO%, 51&Hxr 7 Aa~vAf v
%Z QI2H T 7 HIM#E Uiz, #BRE 26 1 (BAE 7 6L OetE 19 1) 2SAAN DL, 1RBRIEE
LEPL RS L, #1801 BE &G &5% 1, 2, 4, 6, 8, 10, 24, 48, 72, 96, 120,
144 KON 168 IefH]) KO%E 2 #loo S HE (51, #&514% 1. 2, 4. 6, 8, 10, 24, 48, 72, 96,
120, 144, 168, 192, 216 XU 240 [¢f) (CHMIRMILBIAZERILL ., 7N~ 7 U7 M2, MI8 &
OYM20 O i i B8 2 E L7z,
FER

AW (TR U THMEE) Tl 26 Bleflo, FH2l (TRv sV TE T Y Anm
~A UBHRERE) TIE 19 GO MR T — & & S ERE AR AT R & LTz,

1000 1 1000 1

100 100

>
Total Analyte Plasma

Abemaciclib Plasma
concentration (nM)
Concentration (nM)

—e— 50 mg abemaciclib

—e— 50 mg abemaciclib + clarithromycin 50 mg abemaciclib

—@— 50 mg abemaciclib + clarithromycin

T T T T T T T T T T 1 T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 0 24 48 72 96 120 144 168 192 216 240
Time Post Dose (h) Time Post Dose (h)

1

272217 BBEICTATL YY) T 50mg #8HMX(EY 5 ZAA7 42 500mg Q12H &
HATHERBEARELI-EEDTATIY )T () RUKRAERRY (B) OmMEFREHER
(BT FifiE) (EVBEETSREHR) (UPBEHER)

JPBE #ERCTlL, 7\ CYPZAFHERITHL 7 7V 2~ A v G LIz E, TRvY
7 ) 7T OBEENEM L (¥ 2.7.22-17, & 2.7.2.2-10, * 2.7.2.5-13 LU 2.7.2.5-14) , T
~ 7 U T7OHEMEG LKL, 77 2a~vA OB GIZE D AUC)LITH 3.4 1%,
Crnax [TH) LI FEHINU . t1p GRATEEE) (1359 29 RF#I 2 B 64 BefICIER LTz,
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% 272210 BBEICTAILY ) T 50mg ZHEMRIETY 5 ROTA 2> 500 mg Q12H &
HRATHRRRAORELZELZDTRIIY ) TOEYEFRE/NS A —2 DHEHEFTER
(M EFETHARER) (JPBE iER)

Parameter Geometric LS Ratio of Geometric LS Means
(units) Treatment N Mean Abemaciclib + Clarithromycin :
(90% CI) Abemaciclib (90% CI)
Cmax Abemaciclib 26 70 (56.9, 86.2)
(ng/mL) Abemaciclib + Clarithromycin 19 90.9 (72.8, 113) 1.30 (1.10, 1.52)
AUC(-tlast Abemaciclib 26 2116 (1640, 2731)
(ngrhr/mL)  Abemaciclib + Clarithromycin 19 6758 (5173, 8828) 3.19 (2.70, 3.78)
AUC)-0 Abemaciclib 26 2234 (1722, 2897)
(ngehr/mL)  Abemaciclib + Clarithromycin 19 7526 (5734, 9877) 3.37 (2.85,3.99)
Median Difference
Parameter . Abemaciclib + Clarithromycin —
(units) Treatment N Median (Range) Abemaciclib (approximately
90% CI) [p-Value]
ey (1) Abemaciclib 19 6.0 (2.0, 23.8)
Abemaciclib + Clarithromycin 19 8.0 (4.0, 24.0) 1.9 (1.0, 2.2) [p=0.0020]

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity;
AUC_gast = area under the concentration versus time curve from time zero to time t, where t is the last time
point with a measurable concentration; CI = confidence interval; C,,x = maximum observed plasma drug
concentration; LS = least squares; N = number of patients; Q12H = once every 12 hours; ty,x = time of Cpp,y.
Model: Log(PK) = subject + treatment + random error. t,,x Was analyzed using the Wilcoxon signed-rank test.

TRev 7 YT T ) AnvA ORI Y RESRMO AUC), b 2.2 i
L (K 2.7.22-17, 3 2.7.22-11, 3 2.7.2.5-15 KOV 2.7.2.5-16) , FERERNAHY TH
% M2 KON M20 1% CYP3A 4T L TAERR LIHAT 5 Z L h | IREEEICKT 5 CYP3A FHEDR
B, TR U7 (K 3.4 5N L, REERS (K 2.2 FEMN) TS o,
BIES R ORMES 32 L 0vh, CYP3A BLEAIE OFANMLERGAITT X~ 7
V7 ORMEOHEZBET L Ll s,
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£ 2722-11BEEIZTAILY )T 50mg ZHMRIETY 5 ROTA 2> 500 mg Q12H &
HERATCHEERAOKRSE L& TORATEXRYDEMEIRR/ NS A — 2 OFEHRITHER
(M EFETHARER) (JPBE iER)

Ratio of Geometric LS Means

Parameter Treatment N Geometric LS Mean Abemaciclib +
(units) (90% CI) Clarithromycin : Abemaciclib
(90% CI)
Abemaciclib 26 202 (167, 244)
C nM ,
max ("M) Abemaciclib + Clarithromycin 19 187 (153, 229) 0.927(0.799, 1.09)
AUC,. icli
0-tlast Abemaqcl?b . . 26 7347 (5870, 9197) 2.05 (1.76, 2.39)
(nM-hr) Abemaciclib + Clarithromycin 19 15059 (11897, 19063)
AUCy_o icli
0 Abemac¥cl¥b . . 26 7844 (6213, 9904) 2.19 (1.87,2.56)
(nM-hr) Abemaciclib + Clarithromycin 19 17148 (13428, 21898)
Median Difference
Parameter . Abemaciclib + Clarithromycin
(units) Treatment N Median (Range) —Abemaciclib (approximately
90% CI) [p-Value]
Abemaciclib 19 4.1(2.0,23.8)
t hr ’ -
max (BF) Abemaciclib + Clarithromycin 19 8.0 (4.0, 24.0) 2.0 (1.0, 3.0) [p=0.0143]

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity;
AUC_ast = area under the concentration versus time curve from time zero to time t, where t is the last time
point with a measurable concentration; CI = confidence interval; C,,x = maximum observed plasma drug
concentration; LS = least squares; N = number of patients; Q12H = once every 12 hours; ty,x = time of Cppay.
Model: Log(PK) = subject + treatment + random error. t,,,x was analyzed using the Wilcoxon signed-rank test.

27222412 LY2835219 MM INH PBPK 50 mg : PBPK ETILZ AL \=, EEEIZTAT
D9 1)T50mg EROBELIZEEDTAT LY TRUVZFDFERBEDO
BIEZEEICxT 5 CYPATRERIDEED T
R
PBPK £ /LIL. invitro X N insilico T —# ., b b~ A7 2R BR (JPBD iRBR) . b MaxS
BINAFT AT YT 3B UPBS #Br) . 77U Ru~ A v U HHAEHRER (PBE #HR)
KON 77 vy AARAEAEARER OPBF #BR) 7226 O #H A W T SimCYP IZ X D EE LT,
T NATRNCHCTAREREANL, X4V 7 L5085 REZMEORE CYP3A FEEIZXH H1EH
IZHS< FDA RIS THFEL, F haty—n A b T7aFy—A kO T ) 2Aa~vA v
ITHEV CYP3A BHEA], AT TR AR ORI VIO CYP3A FEAI L LT,
V3al—val ot LT, FhaFrY XA b7 aF V=i, CYP3A4 R &
LEF7 VT T R EZZEIL 100% 0% 90%FHET 2 SE LTc, £7o, Z0ft 3 FIZ-HOWT
X, 77V Aa~<A3 2 500mg QI2H, P/LF 7 ¥ A 120 mg QI2H iF~_F /83 /L 120 mg % 8
R &2 1 HEMS 12 HREIKE®REG L, 77X~ 27V 7 50mg % 7 HEICHEEEGTZ &
L7,
FER
77 ) A~ Y AFETICBT 57 R~ 7 U 7 ROKRIBIEREY D AUC & Cpax 1220
T, JPBE #BROFER KL OET NV TRIOFRERZR 2.7.2.2-12 1277, PBPK I 2 b— a3 vnb,
rhary—n, A TaFry =LAk T AavA DX ) RIED CYP3A LERICE D,
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KHIER G D AUCIXZIEIL 613 ff5, 3455 KON 249 58I L, UV TF T E L KRR T R
VD XD IR EERE D CYP3A FHLEATITHHIER S D AUC 1XZ 1 H0 1.95 15 KO8 1.48 {5380
THETFHEINZ (FF2.722-13)

F2722129FVRATA D UFEAETTTIRIL ) T50mg #1H/E5L1I-&ED
TARILY ) TRUBAERZYO TR R TER Stz AUC) LR T Crax LED
EfFTHfE (90% CI)

Observed Predicted
Compound Parameter Geometric Mean Geometric Mean Observed/Predicted
(90% CI) (90% CI)
L AUC o ratio 3.37(2.85,3.99) 3.89 (3.59,4.22) 0.87
Abemaciclib ]
Crnax ratio 1.30 (1.10, 1.52) 1.64 (1.58,1.69) 0.79
Total Analytesa AUCy. ratio 2.19(1.87,2.56)b 2.49 (NC) 0.9

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity; CI =
confidence interval; Cy,,x = maximal concentration observed; NC = not calculated.

a Total analytes include abemaciclib, M2, M18, and M20.

b The AUC ratio did not include M 18 due to plasma concentrations below the limit of quantitation.

F272213CYP3AHERIGFETTTIRIL Y1) T50mg /5 LI-LED
TARILD ) TRUBAERRYD TR E 1= AUC)otE BT Crax LED
EfFTHfE (90% CI)

CYP3A Inhibitor
Compound Parameter . .
Ketoconazole Itraconazole Diltiazem Verapamil
Abemaciclib AUCoy.o ratio  12.12(10.93,23.05) 5.68 (5.48,5.89) 2.67(2.52,2.83) 1.81(1.67, 1.96)
Cmax ratio 1.91(1.83,3.74) 1.74 (1.68,1.79) 147 (1.43,1.51) 1.29(1.25,1.34)
Total AUCo.0 rati 6.13 (NC) 3.45 (NC) 1.95 (NC) 1.48 (NC)
Analytes? -0 ratio . . . .

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity; CI =
confidence interval; Cy,,x = maximal concentration observed; CYP = cytochrome P450; NC = not calculated.
a Total analytes include abemaciclib, M2, M18, and M20.

27222413 LY2835219 MM CYP3A4 Inh 200 mg : PBPK ETIILZRAL\f=, E FZIF7ARYT
D91)7200mg #ROFBELEZEEDTARAILY ) TRUZOEEREY
DIRTZEEIZR T 5 CYPIAEEFDEZED T

R

FiR L7222 b—23 > (LY2835219 MM INH PBPK 50 mg) T, PBPK €T /LiX T X~
7V 7 50 mg B HZ IS W THEE Lz, WLE Collali@imgh Rz VT, 50 mg & 200 mg #%5-

MCTENRHDLZEEZEBRBL, 727 U7 200mg #5112 HASNTHIOET VAL LT,

fi R
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ETADLDL PR ENT-AFE CYP3A FHEANFE T TOT X< 7 U7 D AUC KT Chax W TNT
IESZ O AUC K OFEREGT AUC [TEMEREHY (M2, M18 &KUY M20) TldAHxHIBHEE
PEIZED EHHIE] 25 2.7.2.2-14 1277,

PBPK ¥ ab—varyhb, Fhatry—n A 73— RO/ 7)) 20,00
£ 9 7288\ CYP3A FLEHRITIE, REIEXNRM O AUC 1ZZNTH 6.87 15, 3.78 5 L N 2.76 i1
L, PVFTELRONTSIND XS IRPEEO CYP3A BHERTIX, HAESSRY D AUC
ITENEN 241 fFLO 1.63 5N+ 2 & Pllah, £/, Fhaty—n A+ T7a)ty—
NV, 7 Z7 VARV UNVFTEBLARORT RV EPFHEGT 2 & I OFE )
PRAETEMEIZEED A IE L 72 E R R D IERE G AUC IZZ L84 7.15 £, 3.78 5. 2.75 i,
237 KON 162 5N 5 L FPHIENTZ, TR 7 U T D Cpax 1F. 7 h 3T — 2 8ok
D FR CYP3A FHEHIZ O L2 B a8, R 25MBIC LRI 5 & Pllsn (£2722-14) .
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LY2835219 (mBC)

R 27.22-14CYPAHERIFELETTTIARITL Y1) T 200mg %5 LI-EZ2D
TARITUY ) TRUVEBAERRMO T B Stz AUC) b BT Crax LD #MITEHE (90% CI)

2.7.2  FRARSKPRER

CYP3A Inhibitor

Compound Parameter . . . .

Ketoconazole Itraconazole Clarithromycin Diltiazem Verapamil
Abemaciclib AUC-» ratio 15.73 (14.16, 17.31) 7.15 (6.86, 7.45) 4.95 (4.54, 5.39) 3.95(3.71,4.20) 2.28 (2.10, 2.48)
Cmax ratio 2.50(2.37, 2.60) 2.19(2.11,2.27) 2.09 (2.01, 2.17) 1.92 (1.85, 1.98) 1.64 (1.57, 1.70)

AUC-» ratio 6.87 (NC) 3.78 (NC) 2.76 (NC) 2.41 (NC) 1.63 (NC)

Unbound AUC i
Total Analytesa 0-o0 Tat10
Y adjusted for relative 7.15(NC) 3.78 (NC) 2.75 (NC) 2.37 (NC) 1.62 (NC)
potency

Abbreviations: AUC ., = area under the concentration versus time curve from time zero to infinity; CI = confidence interval; Cp,,x = maximal concentration observed;

CYP = cytochrome P450; NC = not calculated.
a Total analytes include abemaciclib, M2, M18, and M20.

58



LY2835219 (mBC) 2,72  [RRIRPRER

2722242 TFARIVYYTIIHT B CYPIAFEDEE
2.7.22.2.4.2.1 JPBF iER : BEHEREICHTEITAILY ) TRUZOREYMOEMEIE
[CRIFTVI7UESUIZED CYPAFZENDTE

BRI

JPBF #BRIE, BERRMRE 2R & LIcEER, BT EDZ 2 M6 58 BTHY |
TRey 7V TORBICBIT DY 77 BNk D CYPIA FEOREERG Lz, T_~v Y
707 200mg & 2 W TENENHEBROZKLLE Lz, H 1T 1 BEICT X7 U 72 Hl
BHEL, B2HTIXY 77 B2 600mg % Q24H T 6 HfE& G- Li-tk, THHIZT X~ 27 U
TEV 7y o EOFRBE L, #2461 (B 3HIROLM 21 6) (27X~ 7 U7
Z 1B RS L, 2360 77 E 1 RIBLERE L, TRy 27 U7 M2, MIS &
O M20 OIMAEPREZNET 5720, 1HE GE1#) KO7HE (GF2#) ofkR (FEHI,
BeH5#% 1, 2, 4. 6, 8, 10, 24, 48, 72, 96, 120, 144, 168 KO* 192 FEfH]) CTHEARMAMIARZ £
B,
FER

AW (TR~ 7 U THMEE) Tl 24 pleflo, FH2l (TRXv 27787708
VUPEFREE) T 21 Bl MR T — & A KB RE AT R & LT,

1000 4 1000

N
o
]
N
o
]

N
o
L

Total Analyte Plasma
5

Abemaciclib Plasma
Concentration (nM)
Concentration (nM)

—&— 200 mg abemaciclib
—8— 200 mg abemaciclib —®— 200 mg abemaciclib + rifampin
—@— 200 mg abemaciclib + rifampin

1 T T T T T T T 1 1 T T T T T T T T
0 24 48 72 96 120 144 168 192 0 24 48 72 9 120 144 168 192

Time Post Dose (h) Time Post Dose (h)

2.722-18 BEWBREICTATLY 1) T 200mg ZEMRIEY 77 2 ES > 600mg Q24H &
HRATHERAOKRELEZDOTRIIYV )T () RUKBAEREY (B) OMmMEFEEHE
(BT EHE) (EYERBHETIRER) (UPBF iHER)

JPBF#ABATIE, V77 BV I LD CYPIAGHEICL D, 77X~ 7 U 7T OBRFEENMET L
7= (X 2.722-18, 3 2.722-15 LOF 2.725-14) , TX~v 7 VT OHMEL G L gL, 7
~ VTV Ty OHFHEGIZE YD AUC)o TN Chax (ZENZE KT 95% (AUC
b1 0.0467) J U 92% (Cax FE : 0.0771) J UL tiax O HRAEIEAYD 2 FRERELHE L 72,
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% 272215 BEHBREICTRTH 1) T 200mg £EMIIE T77 2 ESL S 600 mg Q24H &
HRACTHRRRAORELZELZDTRILY ) TOEYEFRE/NT A —2 DHEHEFTER
(YN EMETFARER) (JPBF 3HER)

Geometric LS Ratio of Geometric LS Means

Parameter 200 mg Abemaciclib + 600 mg
. Treatment N Mean . . . e
(units) (90% CI) Rifampin : 200 mg Abemaciclib
’ (90% CI)
C (ng/mL) Abemaciclib 24 134 (113, 158)
max {18 Abemaciclib + Rifampin =~ 21 10.3 (8.68, 12.3) 0.0771 (0.0671, 0.0886)
AUC(-tlast Abemaciclib 23 4413 (3643, 5345)
(ngehr/mL) Abemaciclib + Rifampin =~ 21 156 (128, 190) 0.0353 (0.0294, 0.0424)
AUC(-o0 Abemaciclib 24 4569 (3855, 5416)
(ngehr/mL) Abemaciclib + Rifampin 14 213 (173, 264) 0.0467 (0.0376, 0.0581)
Median Difference
Parameter . 200 mg Abemaciclib + 600 mg
(units) Treatment N Median (Range) Rifampin — 200 mg Abemaciclib
(90% CI) [p-Value]
tmax (hr) Abemaciclib 21 8.0 (4.0, 24.0) 2.0 (-3.0, -1.0) [p<0.0001]

Abemaciclib + Rifampin 21 6.0 (2.0, 10.0)

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity;
AUC_ast = area under the concentration versus time curve from time zero to time t, where t is the last time
point with a measurable concentration; CI = confidence interval; C,,x = maximum observed plasma drug
concentration; LS = least squares; N = number of subjects; t,x = time of Cpax.

Model: Log(PK) = subject + treatment + random error. t,,x Was analyzed using the Wilcoxon signed-rank test.

TR Y THEMBE LB L, TR YT LY Ty Y ORI &0 REIE S
WD AUC)ooMX TN Cpax 1EEIVEIUR T7% M O 45% 0 L7z (X 2.7.2.2-18, % 2.7.2.2-16, &
2.7.2.5-15 J O 2.7.2.5-16) . #RIES Y OGEEEEORA L, EIZ CYP3A FFEICELEF LW
TR ) TIRERORBICERK L TWD,
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% 272216 BEHBREICTRTH 1) T 200mg £EMIIE) 77 2 ESL S 600 mg Q24H &
HHRATCHERERAOKRSE L& TORATEXRYMDEMEIRR/ NS A — 2 OFEHRITHER
(EMENEEMRER) (JPBF &HER)

Ratio of Geometric LS Means

Parameter Treatment N Geometric LS Mean 200 mg Abemaciclib + 600 mg
(units) (90% CI) Rifampin : 200 mg Abemaciclib
(90% CI)

Abemaciclib 24 479 (420, 546)

Comax (M) e maciclib + Rifampin 21 262 (229, 301) 0.548 (0.492, 0.610)

AUC_tlast Abemaciclib 23 20367 (18069, 22958)

(nM+hr)  Abemaciclib+ Rifampin 21 4692 (4154, 5300) 0.230(0.211,0.251)

AUC.o0 Abemaciclib 24 21464 (19057, 24175)

(nM+hr)  Abemaciclib+ Rifampin 21 4924 (4358, 5563) 0.229(0.210, 0.250)

Median Difference

Parameter . 200 mg Abemaciclib + 600 mg
(units) Treatment N Median (Range) Rifampin — 200 mg Abemaciclib
(90% CI) [p-Value]
Abemaciclib 21 8.0 (4.0, 24.0)
tmax (A0 e maciclib + Rifampin 21 4.0 (2.0, 10.0) -4.0(-6.0,-3.0) [p<0.0001]

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity;
AUC_ast = area under the concentration versus time curve from time zero to time t, where t is the last time
point with a measurable concentration; CI = confidence interval; Cp,,x = maximum observed plasma drug
concentration; LS = least squares; N = number of subjects; t,x = time of Cpax.

Model: Log(PK) = subject + treatment + random error. t,,, Was analyzed using the Wilcoxon signed-rank test.

EXY, 7R 7 U7 ERAIEM G ORGFEENE LK TT 5720, 77 U 7iE
V77 B DX 97500 CYPIA FBEHIE OIFHOBRIZITEFEENLE L E 2 b,

27222422 LY2835219 PBPK IND CYP3A : PBPK ETIILEAL\=, E MZHIFTETAT
D) TEZOEERBMOBRBREEICKTT 5 CYPIAFERDEZEDFAI

R

V778 L0 CYP3A #BEAI I NN~ B O EE2 THT 5720, 7227
7 R O E )T S 0 S Ehfe |12 %4+ % PBPK ¥ =2 L—3 a »%4T-7-, PBPK E5 /LT,
in vitro 7 — % K O\ERARFER (JPBD 7Bk, JPBE #kBk. JPBF Bk & O IPBS ikh) 7 — % & T,
FHEAITOET V& FEROFIETHEL 72,

Va2 lb—a OGS, IR E L 400mg 2 QI2H T 1 HA XY 24 AMIE
BHEL, 7~ 27 U720 mgx 7 HABICHREESTDLZ L LT,

7«\7 27U T R OKEIER G DOET VTR LTZ AUC b E Cpax SLOFERE TR 2.7.2.2-17 12
AT,

TR 7 VT RORBEX G OWREE &Ik 2 I\~ B U ORELE TRl LR R.
JPBF FRBRICEBNWTY 77 B B HWTEII L7/ R (R 2.7.2.2-16) K0 FEXHIICEENT
INE o T,
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: 272217 AILNAREEVHFEETODT7ATUY ) JRUVKBAEREYMDETILFRIL 1=
AUC o LE B U Crax EED AT EHE (90% CI)

Compound Parameter Predicted Geometric Mean (90% CI)
AUC_, ratio 0.20 (0.18, 0.22)
Abemaciclib ]
Crnax ratio 0.28 (0.25, 0.30)
Total Analytes?2 AUC_, ratio 0.48 (NC)

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity; CI =
confidence interval; Cy,,x = maximal concentration observed; NC = not calculated.
a Total analytes include abemaciclib, M2, M18, and M20.

272225 BrFIURR—E—DMOEBICHTEITRATISY ) TOEE
2722251 JPCKEHER : A FRILI DOEYEBERTAAAFY—ILDOY YT 5V RITH
TETRILY ) TOEE

BRI

JPCK #ERIL, MEFEHSRE 2505 & Lo Hiiak . HEMR., BEAL, 77 B R, 4 #i7 o
AF—N—_ FHITHRBRTHY, A NRALIVOEYBELVFELIZE RN TV AKR—4—Th
% OCT2, MATEI } " MATE2-K (Z#]F 257X~ 7 U7 400 mg DB, M OFIRNE 512 X
HAFANX =7 )T T ATEAM L2 GFRIZKHT 57 X~ 27 U 7 400 mg DA it L
7o WRBRE 40 ] (CBME 4 61, 1otk 36 ) % 4 SOWGNEFO 5 H 1 DITEEZICE Y 1), 4
B (A AL R 2 81 O A F Y — LRI 2 #1) ORICT R~ ) TS
TEREEE Lz, A ML CRHEIR CIE, #RE ST X~ 27 U7 400 mg UET T &R
ZHEREOEE L, £ SKEERE#ZICA PR/ 2 1000 mg &2 HERE A& G Lz, A 4~F Y —L
R T, WEBREIC T X~ 7 U 7 400 mg T TR EHRBROKLS L, £ 8 K%
(CA DL=/%—=27 300 7E SmL (f A~F Y —)L 3235 mg G F) %K 15 250 TEIRNES L=,
A RV VEHMER, 1 BHO A FAERL UG BEH# 05, 1. 1.5, 2, 2.5, 3. 3.5, 4,
5. 6. 8, 10, 12, 24 XU 36 RN MIKEEF 2 BRI L . A R AL 2 o iR EE 2 IE LTz,
F7o. A MRV UEERT, BH5H% 0~6. 6~12, 12~18, 18~24 L} 24~36 Ff]O7— /LR
DA RNFRVI REEZE LZ, A A~F Y — il F, 1 BHHOA F~F Y — L5050,
ERARPN B 5-BAAT: 0.25 BRI (B GRTHE) | 0.5, 1, 1.5, 2, 2.5, 3. 3.5, 4 JX O 6 BRI MK
B ZERIL, A AT Y =V OMEPREZRE L7z, A FARAL IV ROA A~F Y —/LaFf
HEOWTIZEBNTY, BhF, &5% 2. 4. 6, 8, 10, 12, 24, 36, 48, 72, 96 LT 120
R 7 N~ 7 U 7 o fi s e 2 01E L7-,
FER

FFGNEFE D A DN MAEFRE T — % [30 6] (FT7BR+A MK Iy) | 28 fi (7
I UTHARKAVIV) 026 (FTTERFAFAFTY—) KR 30F (TRv 7 VT
+A ATV =) ] BB R L LT,
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Semi-logarithmic scale
10000 1

N

o

o

o
|

100 1

Metformin Plasma
Concentration (ng/mL)

10+ ‘ ‘ ‘ ‘ ‘ ‘
0 6 12 18 24 30 36
Time postdose (h)

O Placebo + 1000 mg metformin
® 400 mg abemaciclib + 1000 mg metformin

2722-19BEHBREICTSEARRIEZTARAT LS ) 7400 mg QERBOFHAKS T T.
A RARILS 1000 mg ZEERORE LI-EED A FRILS D OMEREERDS
(BT EHE. Axs%BE®) (EYSHEEFILIRER) (UPCKHEER)

TR ) TEAEG LIEE, T ERFAREICHSTA MRV COREENAE
ML (X 2.7.2.2-19) | AUCo 2 O Cppax 1EZZ VI 37% KON 2% L7z, A bR/l v
® CLF IFAEIZIKT L, CLg ¥ CLgs IZZME4L 45% (CLg k1 0.550) JTOF 62% (CLgg bt :
0381) KT L7z A FARLI D tpex 1IF 0.5 BEEER L2 (¥ 2.7.2.2-19, F 2.7.2.2-18, %
2.7.2.5-19 KO 2.7.2.5-20) . ZHAUHDOPFTRIE, A MARAI LV RONRMED 7 LT F =2 O R
BHWIIEEG L TWEE T U AR—F—ThH% OCT2, MATEl XX MATE2K % 7 X~ 7
TBREESFTLZEE—EK LT,
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R 272218 BEWRE(ICT I EARRIETRT LY 1) T 400 mg DEEREAFAKS T T,
A FRILT 1000 mg ZEEREARES LI-EEDMEBER A FRILI D OEYBE/NASA—52D
MEtMER (EVIERTARER) (UPCKEHE)

Ratio of Geometric

Parameter Treatment N Geometric LS Means
(units) LS Means Test: Reference
(90% CI)
Crnax Placebo + 1000 mg metformin (Reference) 30 1586 122 (1.13, 1.30)
(ng/mL) 400 mg abemaciclib + 1000 mg metformin (Test) 28 1930 ' B
AUCq_o0 Placebo + 1000 mg metformin (Reference) 30 12245 137 (1.28, 1.46)
(ng-hr/mL) 400 mg abemaciclib + 1000 mg metformin (Test) 28 16718 ' R
CLr Placebo + 1000 mg metformin (Reference) 30 21.5
(L/hr) 400 mg abemaciclib + 1000 mg metformin (Test) 28 11.8 0.550 (0504, 0.600)
CLRrs Placebo + 1000 mg metformin (Reference) 29 16.0
(L/hr) 400 mg abemaciclib + 1000 mg metformin (Test) o5 6.08 0.381 (0.323, 0.450)
Median of
Par.ameter Treatment N Medians Differences
(units) Test-Reference
(90% CI) [p-Value]
Placebo + 1000 mg metformin (Reference) 24 3.0 _
tmax (hr) 400 mg abemaciclib + 1000 mg metformin (Test) 24 38 0.5 (0, 1.0) [p=0.070]

Abbreviations: AUC_,, = area under the concentration versus time curve from time zero to infinity;
CI = confidence interval; CLr = renal clearance; CLgg = renal secretion clearance; Cy,x = maximum
observed plasma drug concentration; LS = least squares; N = number of subjects; ty,,x = time of maximum

observed plasma drug concentration.
Model: Log(PK) = Sequence + Period + Treatment + Subject + Random Error, where Subject was fitted as a
random effect. t;,,x Was analyzed using a Wilcoxon signed rank test.

TR V7 400mg ZHEIREAREGLTH, 78R EBLT, A4~V —L7 VT
T oA (F 272521) ZHWTHIE L7 GFR ICHEIIRD Lo 7- (X 2.7.2.2-20,
2.7.2.2-19) .
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Semi-logarithmic scale
1000

100 1

lohexol Plasma
Concentration (ug/mL)

10+

Time postdose (h)

O Placebo + 5 mL iohexol
® 400 mg abemaciclib + 5 mL iohexol

X 2.7.2.2-20 BEHEBREIC TS EARRIETARAT LS 1) 7400 mg DEEREAFAKRS T T,
AAA~AFY—)L5mL (3235 mg) ZEHEFIKNIZELI-LEDIANTY—ILD
mFhREHS (EMFYE. FX%ER) (EYEEMaaREd) (PCKHER)

K272219BBEHEREBICT I ARRIITART L) T 400 mg OEEFEAFAKET T,
AAANFY—)L5mL (3235 mg) ZEMEFRAKS LEzLEDMmMBEHRAFAFY—ILD
RYMBE/NS A -2 OMABITER (EVBREEMARER) (UPCKEHER)

Ratio of Geometric LS

Ej:;;l)leter Treatment N (];Jeso II:I/I?;:IC Means Test:Reference
(90% CI)

GFR Placebo + 5 mL iohexol (Reference) 32 88.8

(mL/min) 400 mg abemaciclib + 5 mL iohexol (Test) 30 87.2 0.982 (0.958, 1.01)

Abbreviations: CI = confidence interval; GFR = glomerular filtration rate; LS = least squares; N = number of
subjects.

Model: Log(PK) = Sequence + Period + Treatment + Subject + Random Error, where Subject is fitted as a
random effect.

Note: 5 mL of 647 mg/mL iohexol is equivalent to 3235 mg.
LEDZ &b, BARRBRTT N~ 7 U 7HRERISGEO DG s LT F= a0 LRI,

BHSEEDIK FIC LD b D TIER<, BTV AKR—F—TdH 5 OCT2, MATEL } X MATE2-K @
WEREICERT S EEX N (8 2.722.1.4271H)
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272226 PopPK@ETICAW:=. TOMDEEEZMRE LI-EHKHAR
2722261  JPBNRE: : AEEEH I 5 HR+HER2-ELBMIEEEENRELETATY
21) TOE | HEER

JPBN #BRIL, Him X b o7 U RE T SURIERICHE L. HRYHER2-FUEEE 255 & Lz,
28 HIEHA 7D 1~28 HHIZT X~ 27 U7 200mg % QI2H TRIO& G LIzt &nD, 7~
7 U 7 OFNEGN R A I D 2 ak IR, IFEER L. FER, B L HERBRCTh o7, FF
132 Bl AL, TR~ 7 V7% LR RS L, 142700 1 HE (58D KO
15 HH (5% 4L TERRE) WONCE 2942700 1 HE BEERIROE %K 3K &
OHE3IVA 7D 1 HE &ERD ICHIRLBAZERIRL, 7~ 27 U7 M2 KT M20 Ol
HEHREE 2 E L7, JPBN iBR) D15 D - BB AE T — & 1% PopPK fiET (55 2.7.2.3 1) IZHHE
NI, WEER B & M R OVE M & D BEEE 2 54T L 72,

2722262 JPBLEER : A2 EEEZEY 5 HRH/HER2-DBFATET R IXErB M LEEE
ERRIC, PRIV Y TRV IR S Y FOHAKREETSEREV D
IWRR LSV FOBRABEEHER L-8BEAL. —E5HR. To R RAER. £
I +8ELER
JPBL #Bii%. HRHHER2-O RTlAT T BB 2R L L, 7Xx v 7 V7RO
TNRANT v bEAEEGXIEIT TR R TNARZ N b2 G L&D, 7<=
7 ) 7 OHERE DR AT D ik AL, BRIk, ZEHER, 7 AR $ AR
BCholz, it 664 Bl AL, RERIE (T X~ 7 VT E7T78AR) &= 1L EERE LT,
F1HA 7001 HE (ZARZART 2 ROEBRIESNTIRRIEOHR 5% 2~4 i) KN 15
HE [RBREREEBIKEEERE, 7227 VR NT v MEGaT (BERIL SN IRBRIEO & 55 4 REHE)
Je O 2 % H O EhRE T AR AR EUE 3405 BRI (BRL SN RBREO# 5% 7+0.5 FE
M) 1. &2V 4271001 HE (ZARR T2 N ROERIL SN IRBRIR O G/ K OTRERIR
Beh4% 3205 Kf#]) L B3IV A 70D 1 HE (ZARX T M ROERLSNTIRBREDORE
A 1, FRIRMAR A Z BRI, 7N~ 27 U7 M2, MI8 KUY M20 W TNZ 7 /LR A R F 2 D
MAEHFPREE 2 HE L7z, JPBL RBR B 15 6N 7= W EHRET — & 1% PopPK fifhT (55 2.7.2.3 1) I
ANV, DR L MR O L OBEMSZFHE Lz, 77 v RO, 7 X~ 7 VT
150 X% 200 mg ZPFHEED 7 LR N Z > FOMEFREO NS (& 2.7.2.2-20) | 7
ARNT U NOEYBREICH L TT vy 7 U TIERE B L RIES RN EB 2 L,
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R272220FBEBEIZEFETRAILVHYITOREND IILAR SV bOMmESRRERE (JPBL :RER)

Fulvestrant Concentration (ng/mL)

Geometric Mean (CV%)

Cycle/Day Sampling Time Abemaciclib 150 mg Abemaciclib 200 mg Biroaie
+Fulvestrant 500 mg +Fulvestrant 500 mg +Fulvestrant 500 mg
Cycle 1/Day 1 %111:/(; :t-rl;?lltlrdSoI;ESt 1ii 1(é(S)O) 1.8119:(71512) 1.31]5:%1 7()5)
CokeDuy 15| (R e e 7 s
Cycle 2/Day 1 Pre fulvestrant dose 1i12(6369) liil(()389) 1i21(3421)
Cycle 3/Day 1 Pre fulvestrant dose 1121:22(2334 ) llni% 3) 1%131(13 45)

Abbreviations: CV% = percentage coefficient of variation; n = number of observations.
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2722263 JPBMRE : £BABEEDL L HRH/HER2-O BFTHHE X (LEEBHAEEE &t
RIZ, TRY LYY ITRUNSAI OHAESE & T 2HRRUNSAl OftAKRE %
B L-EEAL. —FER. TR, £ I EHER
JPBM ilBR %, EHIEEED 22\ P O HR+/HER2-O JR TR T IEILIE B E & i g &
Lz, 7= 27 U7 (150 mg QI2H) KONNSAI (7 F A hu Y —b ImgHXIEL by —L
25 mg/H) OPFAEL LT 7 2R & NSAL OOF A5 2 5Hl3 5 ZhisxdtE, BIEAb, —
B, 7R M AERBRTH o7z, G 488 Bl A, RBRE (T X~ 27 U7
XIE778R) 2 1 EUEES L, B 1342700 1 BEH (NSAI L OVERI(L SN 7-TE8RED
5% 2~4 W) | 2V A 20D 1 HE (NSAI XKOVERIL SN IRBREEDOE 544 4 O 7 I
M) . FE3IFA 701 BHE (50D ICEIRLBAEZERIRL, 77X~ 7 U7 ROZEORHY
(M2, M18 KT} M20) ONCTF A by — 3L b a Yy — Lo 2 e L,
JPBM B> 515 D - W EEE T — % & Y JPBL-PopPK f#HTIC TIEE LT L% W T,
JPBM BR DEMT I REMNC BT 22 DT X~ 7 U T OIRMENEE R T A — & K OBRTE & A HE
ETDHE L BT, BREEE S TR OENE L OREMEZFHMI L. (552723 H) |

2722264 JPBBER : BREXIFHAM Y ML UNEEEEXR E LT- CDK4/6
FHEFIDE || HHELER

JPBB #lBRi%, MR SUTEHAMED~ » MUY > /N (Mantle cell lymphoma : MCL) fE# %
KR E Ui, TR~ 7 VT OFEINEEZTAMT 5 S haax e, FEMEAL, JEER. &6 AR
Thotz, 2861 (B 170 KO 11 6]) ZAAN, T~ 27 U7 200mg QI12H % 28 H
WOHA 7V TI~28 HEHET 1 HLLEROEE L, 147100 1 HAKRISHE (&

G, &E5#% 1, 2, 4, 6. 8 KU* 10 FffH]) (CFRARMARIKRZERILL, 7 X~ 7 U7 M2, MI8
o O M20 o i Thi s 2 J7E L7-, JPBB iBR)N B 15 5 - ysihie s — % 13, PopPK fi#tr (5
2.7.2.3 1) [THAANT,

2723 £2HRBREEL TCORBRDOLLE LB

TRy )T OIERYEEET — ¥ OB A 8 U7 EiE, PopPK fEAT A& AV CEE L7,
PopPK fi##r Cix, (1) FEHEE K EFBWBRE TOT X~ 7 ) 7 ORYBREOFM, (2) FKi
FREOWEBREMAB O, 3) 7~ 7 U7 ORYEREIC T e 8 E KIF I IR MEEN
R OSRMEZER OFHG,  (4) BREEE—OSHITIC AW 2865 2 L o@EEoHE., (5) AR
A OSNENERE BT DT R~ 7 U 7 ORBREOLE, 232 LT,

AT, JIPBN Bz 5T 9 3R [HEFRAIRE 2 k15 & U7 BRPRSEHEER 4 35 (JPBD 3R,
JPBF 3B, JPBG 7l & (Y JPBS #klR) | #8451 L7 B R SEEEEAER 1 36k (JPBE #BR) |
ﬁi@‘ ML, MCL, FE/NlBETE  (non-small cell lung cancer : NSCLC) % & do4k % 728l & xf 5

T U7 ERARER 4 3Bk (JPBA 3Bk, JPBB B, JPBC 7R K O JPBN #ER) 1 @ 482 5] (fEHenk
%ﬁ% 65l & &Te) OF —2 % T, PopPK fi#fr (JPBN-PopPK fif#fT) %M L7-, F7=. HZ
PR OVEE M B U OV R & — SO PIMR 2 bt L 7= (JPBN MRFE & — SUGH#NT) . JPBN MRZE & —
BSHRHTC O SRR 21322503, IEH AT I 72 &, RatREE I IR, 449
ERBAIEZR & & e, BRER RO, H2 OfRE CRBRIIM 28 L 72 F RIS <
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EFRE G6 AR 3V A 71 HH) BTV RE (Chaxss) POHEEME LT 7
FE (Crings) OHEEME. N 200 mg JHREDHIFHRGHZD N7 7IE (Ching1) OHEEE &%
Mz, £, THOYIEIFEB E TORE & GG E & ORR%EZ . 75~275mg QI12H KTt 50~
225 mg Q24H O EHFH T, 7 X~ 7 U 72 KERA#EE L 4 OB w5 (JPBA B,
JPBB &%, JPBC #Bi & OV IPBN #lR) OF — & & W TRkl L 7=,

RIZ, JPBN-PopPK £7 /L% JPBL iR % & ol Kakit 3 3Bk (PBL 3Bk, JPBU #Bi & Y
JPBV ilR) OF — X &Mz CTHEH L. PopPK f#4T (JPBL-PopPK fi##T) % FZfii L 7=, JPBL-
PopPK fi##T Tl FEEEMERE 104 5] (150~200 mg DHEFE ) K OWEHRZE 890 5] (75~275 mg
QI2H KT 50~225 mg Q24H DHFEI L OKEHEG) OF — X BHWLITZ, KN Tk, 7~
7 VT M2 KO M20 OFEYEREORME A R L, B A @ L CRpENE IS A 5 2 5 BN
ALz, Zhn 12 BBRIE, T SEMRE S COT — % & > b OFIH ATRENE & OMi#HT o B 1%
ERTHIOOT — X OWMBIEICESERIR L, 72, 2 b 12 BBRiCiE, KB EE LA H
BRIENDEDO LD EZEOLOOWGTNREEN T, X 5HIT, JPBL RER ORI x5 4E M % xf
& LC, EEEEAHIM L, TR AR ERIUE e IOV TR ER & — SO ENT (JPBL WREE &
— BUSTRMT) 7% 505 L7z,

S B2, JPBL-PopPK E7 /L%, JPBM R TR ONIZT N~ 7 U 7 kO ORI DY)
BRET — X I2Y Tz, JPBM-PopPK fEHTIZIZ, 77X~ 7 U 7 +NSAI 35 S 7= 326 f
DOHET—4, KO 326 BlH 196 Fil LN A=A F T Y 7 X HIEHRET — 4
Z Mz, JPBM sBROMEAT X REM 2 5t g L U, MEAFHIM, TR & O P ERBE LS
DUV THREE B — SUSHENT (JPBM BREE B — SUSHRNT) % ke L7-,

JPBN-PopPK fifttfT Mo NG R 2 — SOSRMT O FI35 5.3.3.5.1 THIT, JPBL-PopPK fiftfr Jx UM
T B — RUGRMT OS2 5.3.3.5.2 THIC, JPBM-PopPK g M OV 5 £ — SORRHT O s #1%
55 5.3.3.53 HITIRfT L7z,

27231 —BRALGENEEOEHY
272311 RBEREBRERVEBREICESTOIEMEEDLE

TR VT M2 KO M20 O3EMENREIE, B0 O I~ D 0 R ORI 8RN 23 & 5
ORI Yy barR_X—=h A bEMEHY 2 22 78%—F A2 E2vB 725 Mechanistic €7 /L C
Bificitibcx 7z (¥ 2.7.2.3-1) . 7R 2Z7 VT Or7 VT 7 A%, FE2MEHFREFYWTH
D M2 HOYM20 ~DIF AN LT b D Th D, TEET /WTFR > oM RIS A B2 A B
WHITH Y WADOEEITRINT 7 A LR OB RKBIGEE EE (Kymax) (SR BV, RFH
ISR FRNCA B R IEETH o 7203, AR T AUC, Cpax KO tyax (CERARANC EEE 2 721378
Do oT (527133 1H)

£ PopPK fI#ATIZ L B 7~~~ 7 U 7 e O ORI O IEWENRE X T A — & D post-hoc #EENE %
#2723-1IRT, Jrar_—h AU MENIZCE VRN LT X~y 7 U 7 O3EYEhie T A
— B HEFRK 2723287, TR~ 7 VT M2 LU M20 OIRYEhREIX, R K OEREg RS
CBWTHERTH Y, SRS, EREERE &k L, BEE TRE o7,

FEREICT X~ 7 ) 7% QI2H TREHKRG Lzt &, BE5%K 5 HEICEFIREICEEL -
(% 2.7.2.3-2) o K 25 FEH D typ 235, QI2H TREHE G TORFEMEN TR S 472, Chpax KLY
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AUC O BFEREITZNZIK 3.7 LN 5.8 Th Y, HEERER DT — & )b A B 5RO 3K H)
R THIFEECTH - 72,

JPBL-PopPK it FLicH-3< . 7~ 27 U 7% 50, 100, 150 }O* 200 mg Q12H T/ E#
H Lz &xomiEh T R~ 7 U 7HEOHEEMO F B &Y 90% CI @%H%%?E%% %] 2.7.2.3-2
T, TR Y TG EEICIIETIZHBLL . £ 6.5 FFHEIZ Chax (ZEE LT,
24 8 I D 1y TIHA LT (F2.723-1) o

JPBN iRBR COBHMA & 200 mg QI12H &5 CTORFERIL., FEESh-HEBHELEZE L. A
W 2@ L7 EHE (190 mg) 1ZHSW TR L=, JPBN-PopPK fEMTHE RIZEES< | E%%
IZBAfA & 200 mg QI2H THREHE G L7 L &EDT X< 27 U7 D Chaxsss Cmingss X
AUC, s OHEEM O KMMELIMEIL, ZNZH 305ngmL (CV% : 37%) . 253ng/mL (CV% :

44%) . 3313 nghr/mL (CV% : 39%) Th o7z,

JPBL RBR CORMAE 150 mg QI2H &5 CTORFERIL., FEish-HEHELEE L. R
B 2 L 7= & (145 mg) ([ZHESWTHEIH L7z, JPBL-PopPK fEATHE B Ko<, EHEE
[T NRART > b EGHH L TEBIMHE 150 mg QI2H TREHRG L= &DT X~ 7 V7D
Cmaxsss Cmings XY AUC s DHEEE DO KATERIMEIL, T Zh 249 ng/mL (CV% : 35%)
177 ng/mL (CV% : 39%) . 2520 ng'hr/mL (CV% : 35%) ToH -7,

JPBM RER COBMAHE 150 mg QI2H &5 CTORFERIL., FEeSh-HEHELZEE L. RBx
ﬂ;ﬁF‘% L7 PR E (132mg) (2HESWCTHEE L7, JPBM-PopPK fi#dTiG Rz 3-S5 < | ﬁ-%%

TS IMIRIEA & OF L CRRAAH B 150 mg QI2H TREH G LI E DT X~ 7 ) 7D
cmax,ss\ Cminss X AUC, ¢ DHEEME DAL EIL, £ 1 249 ng/mL (CV% : 42%)
181 ng/mL (CV% : 47%) . 2540 ng'hr /mL (CV% : 42%) Th 7=,

FERFICT X v 7 VT EHEE LT2 L & D Chppy KON AUC OEBHIRE holz (K 2.7.23-1) .

Ko maxs “FRI@EEEH, KOV 0 RIIHIF OMEARIZAENTZ £ 61.0%., 76.9%., 391%TdH 5
ZEMD, Cpax PEBIEICRINDOIELDEXIZE DD EEZ Bz, 12, AUC OEB)L
TR VTOEGZ YT T A (ERFZE) : 445%) OIX6-XCRKT D EEZx b,
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R 27231 BEFRBREIZTATLY ) T200mg RWEEEIZTAILY ) T 150mg XIF 200 mg ZEEZELI-EEDTATLH ) T,
M2 U M20 DEYEIRE/ND A — 2 DHTEE [ FEHE (CV%) 1 DOLE (JPBN-PopPK fi##r. JPBL-PopPK f##T. JPBM-PopPK £#4T)

JPBN (MONARCH 1) Meta-Analysis JPBL (MONARCH 2) Meta-Analysis JPBM (MONARCH 3)
(200 mg) (200 mg and 150 mg) Analysis (150 mg)
Parameter (Units . a Health . JPBL Patients JPBL Patients JPBM Patients
( ) P;gzrzltls Suf)?etct)s"’ JPBII\\II:IIz;tzlents 200 mg 150 mg 150 mg
N=65 N=142 N=326 N=322
Abemaciclib
Bioavailability (F) 0.482 (20.1) 0.462 (17.9) 0.426 (15.3) 0.466 (16.8) 0.494 (14.5) 0.516 (12.9)
Hepatic clearance (L/hr) 21.8 (39.8) 23.8 (30.3) 24.3 (24.9) 26 (25.7) 25.1(21.0) 23(26.7)
Half-life (hr)® 24.8 (52.1) 25.5(25.8) 25.8 (55.4) 17.7 (54.0) 17.5 (46.0) 20.3 (43)
AUCy.(ng-hr/mL) 4420 (58.6) 3890 (47.1) 3510 (38.0) 3580 (39.5) 2960 (32.2) 3360 (36.6)
Cinax (ng/mL) 123 (77.1) 113 (48.4) 86.9 (59.4) 141 (67.5) 123 (59.9) 125 (54.6)
M2
Apparent hepatic clearance (L/hr) 21.5(54.3) 22.9 (28.4) 23.9 (35.3) 20.9 (48.1) 18.3 (49.9) 21.6 (50.4)
Half-life (hr) 19.3 (65.4) 21.2 (25.8) 21.3 (73.5) 16 (73.6) 17.2 (65.1) 16 (68.9)
AUCy., (ng-hr/mL) 1790 (71.6) 1690 (39.9) 1620 (55.0) 1820 (72.0) 1640 (70.2) 1290 (75.8)
Cinax (ng/mL) 30.3 (75.7) 28.8 (36.1) 26.9 (54.7) 40.2 (73.9) 33.6 (70.4) 26.8 (68)
M20
Apparent hepatic clearance (L/hr) 23.7 (52.1) 23.9 (23.7) 26.2 (33.5) 25.8 (43.3) 22.5 (44.3) 26 (46.4)
Half-life (hr) 17.5 (62.5) 20.3 (21.3) 19.4 (72.7) 13 (70.1) 14.0 (62.5) 13.3 (65.6)
AUCy., (ng-hr/mL) 3240 (74.7) 3450 (34.4) 2750 (55.0) 3020 (72.8) 2870 (69.6) 2300 (74.4)
Cinax (ng/mL) 48.8 (83.0) 49.1 (32.5) 39.4 (56.0) 66.1 (82.8) 59.3 (78.7) 45.7(72)

Abbreviations: AUC(_., = area under the concentration versus time curve from time zero to infinity, assumed to equal AUC during a dosing interval at steady state;

Cmax = maximum plasma concentration; CV = coefficient of variation; N = number of patients/subjects.
a Studies JPBA, JPBB, JPBC, JPBE, and JPBN (MONARCH 1).
b Studies JPBD, JPBF, JPBG, and JPBS.
¢ Approximated as 0.693*(Vc+Vp)/CL where Vc is the central volume, Vp is peripheral volume and CL is the total hepatic clearance.
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£27232720a08— AV MEMICEZBEERVBEREBREIZCZATLS ) J 200 mg
ZHEBELI-EEODTATUY ) TOEYERE/INT A —4

Stud HS/Patient Geometric Mean (CV%)
udy i
ID ™) Cmax tmax ? AUC CL/F Vss/F tip b
(ng/mL) (hr) (nghr/mL) (L/hr) (L) (hr)
JPBA P (117) 158 (92) (2.06_'702.5) 5220 (105) 38.3 (105) 1300 (96) (11.261-.633.0)
JPBC P (6) 214 (87) (4.(5);(6).0) 5480 (95) 36.5 (95) 947 (90) (14.126_'232_6)
8.0 26.0
JPBGC HS (23) 111 (61) (6.0-12.0) 4230 (65) 47.3 (65) 1870 (55) (17.6-39.3)
8.0 25.2
JPBFd HS (24) 134 (45) (4.0-24.0) 4570 (53) 43.8 (53) 1590 (44) (17.6-42.7)
JPBS HS (8) 114 (32) (6.2;2.3) 3730 (31) 53.6 (31) 2080 (27) (20.259-535.8)
JPBV HS (10) 133 (63) @3 (7)2 0) 4460 (61) 44.8 (61) 1550 (58) (18223-591 H
JPCA HS (19) 102 (31) G 18_'124 1 3680 (38) 54.4 (38) 1930 (33) (14221_'360 0)

Abbreviations: AUCy_,, = area under the concentration versus time curve from zero to infinity; CL/F = apparent
oral clearance; Cy,x = maximum observed plasma drug concentration; CV = coefficient of variation; HS =
healthy subject; N = number of patients/subjects; P = patient; t;,, = half-life associated with the terminal rate
constant; t;,,x = time of maximum observed plasma drug concentration; V/F = apparent volume of
distribution at steady state.

Median (range).

Geometric mean (range).

Fasted state.

Abemaciclib alone.

a0 o o
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Oral

Dosing

Transit

12

Transit Transit

13 14

Transit

15

Zero Order
Absorption

v
infusion

Abbreviations: A(15)=amount in last transit compartment; E}; = extraction ratio of formation of metabolite; Fy;,\, = fraction of parent or metabolite presented to the liver that
escapes hepatic metabolism; IV = intravenous; K, m.x = maximum absorption rate constant; Ky, s = saturable absorption rate constant; Kyy = the first order rate constant from
compartment N to compartment Y; Kg, = rate constant from compartment 8 to compartment 2; Kr= Transit rate constant; LY = abemaciclib; M2 = metabolite LSN2839567;

- *
K89_QH EH,form,MZ/VLIV

Ka,max/(Km,abs +A( 15))

<

LIV KZ

8= Qu/V4

Central
LY
2

K24 K42

Peripheral
LY
4

K90= QH * EH,MZ/VLIV

Kform,MZ,GUT

M20 = metabolite LSN3106726; Qy = hepatic blood flow; V| = volume of the central compartment; Vy= liver volume.
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Kform,MZO,GUT

K10_7=QH*
FH,MZO/ Vi

K7_10=QH/ Vi
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Abemaciclib PK profile Abemaciclib PK profile
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The bold lines are the medians whilst the shaded areas are the 90% prediction interval.

27232F7~"TL% )T 50, 100, 150 R 200 mg & QI2HFEE L& ED
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272312 R

TR~ 7 U7 200mg HRRAEEG LIZE &ML AT AT EUT 21% 45% (90%
CI : 40%~51%) Tod-7= (JPBS #br) . 7 X~ 7 U 7 OHA| K OER O B55% OWIITE
BT, BHEK 8 HF T tyax (CBIE L 72 (JPCC #RBR)

EENT - E e ) —EEEIC LY . RISHERE (T~ 27 U7 +M2+M20) @ AUCe &
Cimax DFe/N " RGEMNEEEIZZNZI 9% K TN 26%EE L7223, tmax O HFRAEIZZEAL LA~ 72
(JPCC #ABR) (55 2.7.121H) , RIEMEME D AUC).o & O Crax D/ “RE(TEHME O LT %
ALEA 1.09 (90% CI : 1.04~1.15) KTV 1.26 (90% CI : 1.19~1.34) Tholz, BFIIT v 7
U7 OIFEREICKR L CHRRMICEEREEEZ B2 W eBx ol LER->T, 7w 7 U
TIEEFOFEICEDL L TEEGARETHD Z L BRE S,

WTALD PopPK FEMTIZI W T S IO EIFI K O BARA T NSA AT XA TV T 1 & fF
IETNANT —HIZERS Y TEEST,

272313 Hf

TR YT Oe MuES oo FEG R GETEEE K 96%~98%) 1TE <, 152~
5066 ng/mL DY LI Tl ERITREITKFETIE—EThH o7, 7Xv 7 U7, i
TOT IR AGP EFEET 5, EMEMRE M2, M20 &Y MI8 OIfiE4 v 37 fEERITHK
89%~94% T~ 7=,

CSFH TR~y 7 U7 M2 O M20 ORI AEH OIEFESTIRE S IZIERBETH DL Z &
MmH, TR 7 )7 M2 RO M20 I MEIFT & @il 42 = & 23VREB X iz,

JPBL-PopPK fi##fr DFER, FEETOT RN~ 7 ) T ONMERE (FREOKRR) OHEEMIX
# 723L (CV% : 68%) T&H Y . JPBS BRICI 1T 2 H R 5-14 O & IR BE I BT D 43 Ai 58
(724L) LRBETH T,

TR2v 7 VTR NOMBEAZ @RS 50, Xde hORILFICHER SN NI A TH D,
R M ST AT 2 R A3~ 5 FEERARARBR 1T FEHE L T2y, L LR S, 7 v hORER
IZBWT, 77 U T OEGIZ XV EGFEENED Do To, dEiRT O Lotk 332 LI
FOLME~DOEEDBRITIT A RIEERLELE I DD,

272314 &#

TR 7Y 7FFEE LT CYP3AS IZ KV RIS S v, FEARRBRIKIL M2 24/ T 5
BRI THD, CYPIAG ICE VRSN T X~ 7 ) 7 OEIEITHK 89% & #HiE STz, Mg T
X, TR~ 7 U7 (34%) . M2 (13%) . MI8 (5%) KN M20 (26%) N7 X~ 27 U 7H
KR FE BEO K% Hd D, Invitro RERTIL, M2, MI8, M20 (Z7 X~ 7 U 7 LFEIRREDIE
MEET S, b RNEERLSEEINET X7 U 7 OREITT LT, FHERBRICH NS
v FEROA XD S BB EL 1 SOEBMREICBWCRESNZLDOTHS (5 2659B) , b
FTOT X~ 7 U7 OHEERBREE 2K 2.7.2.2-1 1TRT,
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272315  HEt

TRy 7 U ZEECHREIC LV HERT 5, v AT U ARBRTHREGRED 84.4%MB LS,
#) 81% AT, K9 3.4% 03 RIS S 72 OPBD #klR) . #EEHICHEE SN B 5E2OK
oIt ch ol

JPBN-PopPK Tk IS | WBRETOT X~ 27 U 7R CL OHEEE o L EH %
21.8 Lhr, ZOEIRMZES) (CV%) 1X39.8%ThH Y (£ 2.7.2.3-1) | MEHEHEERF OIF CL 23.8 L/hr
L [FFLHE T - 7=, JPBN-PopPK fIEHT#E RACHES S ERE TOT R= 27 U Tty OHEEHEO%
(AL 24.8 BE (CV% : 52.1%) T, (EHERERE O ) 25.5 B (CV% : 25.8%) & [FIFLE
TH Y., JPBLRBROFEEE D t1, K9 18 KifE] (CV% : 46%) M OV JPBM iREROFEEE D 1, £ 20
IKFfH] (CV% : 43%) L b REEDRD ST,

F 72, JPBN-PopPK FEHTHEFUZ IS < M2 TN M20 O ty, OHEEB O, yEEE T
ZIVEI 19.3 BEFE L O 17.5 W5, fEREHEBRE T2 EH 21 2 BRI L OV 203 B T 0 . 7~
V7 VTD by (BREAE @ 24.8 KEfH, @E@z‘%ﬂz%ﬁ% :25.5 BEf) LRIFLE CThH o7z, RIEMEWE X
TRy ) TERGRIA%K S BURNICERRBICEIET 2 L 525605,

272316 FRELHIHE

FEPEEAER 2 3Bk (JPBA #kBR )2 0N JPCA #BR) 1B\ C, HEGIMEZ 5N L7z, 2 3BROFE R
N, LTI N~ 7 ) TORERITITIEM I L TNt 5 L E2 60T,

JPBA B CIEBRE 2R RICT X~ 7 ) 7% 50~275 mg O CHER ARG L= &7
NI VT D Chpax LN AUC ool E. FRNCHUE L72/NT —F 7 /W L D B BIE )& H e
i Te SR o 7oy, HE TEREL L2 Chpax OB(MTEEEO T 90% CI 1% 1.02 (0.93~1.11)
15 111 (0.64~1.91) | HETEALE(L L7z AUCQ-00D &M EHMED L L TN 90% CLIiL 1.08 (0.97
~1.20) 725 1.61 (0.85~3.05) Th o7z (F2.7.23-3) ., K27233 bkE 272 LT, HERE
TOBRZEITZZHEIHF L THMT S B2 bR,

JEBAEIZ 75~200 mg QI2H OFiPH TG G LIm L E DT X< 27 U 7 D Chayx s XV AUC, g
X, FRNCHUE L2/ ST —F 7 U K 2 A& BIEOHERER - S /2o o 7oy, & I
b L72 Chax.ss D M EEIE O LY 90% CLi% 0.84 (0.38~1.83) 75 0.97 (0.85~1.11) . H&
THEME(L L 72 AUC, 55 DR FEHEIE D H L TN 90% CI 1% 0.96 (0.43~2.13) 235 0.99 (0.87~1.13)
Thote (27234 , X27233 bEx7z LT, KERS TOBREEIIZIEARICHAIL
TIN5 EB 2 6z,

JPBA iRBRIZH T 5 FHELLBIME DT T 90% CI DIEM LN 724, BRI AN K& o722
L FA—EERNTHE L2 VWRBRT VA o ThoTe 2 &L ROT — X OAREMHD 3 DOERKNE
Z BV, JPBA #ER TlX Chpax @ CV%IE 117%, AUCq.qast T 96% CToH - 72, JPBARERIT, H=
M Z BT 2 2 E 2 BT A v an T3, HEL A0V B A4 — — (TR E S
NCWrhoTe, £7o, JPBA BT 150 mg (n=85) & T 200 mg (n=117) @ 2 & CHERA
BRZ D3, 50, 75, 100, 225 KON 275 mg D& B CIIHERE LN 3~7 fil & b7 <. HEMT
BERFF D2 0 Bde 5 TN,

JPBA SBRICHN 2 T, QT MHikRDONEEE — SUGBIFR 2 574 L 72 JPCA 3R C & H B BiIME A ET L
72o IPBAREBROT A o L IIxHRIVIZ, JPCA BRI 2 DD a7k — N OREFEHEBRFICT N~
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U7® 100 mg B 7 /LE] (C3 8A]) % VT 200~600 mg % %542 HEIMWiEE 5, 7 0 A4
— =B TH o7z, AF—F 1 TE HHERE (0=20) 27 X2 U7 200, 300 KT
400mg 5 L7z, ad— b 2 TIEAHEHRE (0=15) (27 _X~<7 U7 400 mg & O 600 mg % %
L, BWBREICIT 400 mg D &% 2 [EF S LT,

AUC (AUCq.last XY AUC)0) KN Cpax & HHEDBRZ NT —ET /LY TID TT RXv v
7 ) 7 OREEIMEZ G Lz, FAELFIMEOHEREIL, BRI T —ET VX 0HEE LT
FEED 95% CLAN 1 & Z e 2 & EEFR LT, AUCoplasts AUC) o0 TN Cpax DTV E & 95% CI A3
1 ZEATWEZ EE, TR 27 U 70 200~600 mg O &P CHRELFIMENHER S

(£ 2.723-5) , F7=. HETEHEL LT Cpax DRAEEMEO &Y 95% CI i 0.892 (0.696~
1.14) 725 0.959 (0.875~1.05) . HE TIEHE(L L7z AUC)ooDATEEMED L T 95% CI 1%
1.06 (0.987~1.14) 725 1.17 (0.965~1.42) TH V. D 95% CLITT T 1 25 ATV,

2.7.2.3-4 FOK 2.7.2.3-5 b E 272 BT, 200~600 mg O E#HH THELFMERSH D & &
BN, ZNDORERNG, IREHEZEZ 5 200~600 mg O HE#PFH T, AUC).& ' Chax
IRFIEHEICHS L TIN5 BN,
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Abbreviations: AUCq.inf) = area under the concentration versus time curve from time zero to infinity; AUC(g.tay) = area under the concentration versus time curve within the
dosing interval; CLM = confidence limit of the mean; C,,x = maximum observed plasma drug concentration.

27233 FBEBICTAIIV Y INEERE (L) RURERE (F) %D AUC (£ : Bfing-hr/mL) RU Chax (£ : Bfing/mL) @
RELLFIMEDRE (EMBREEMARER) UPBARER)
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£ 27233 BBEICTRIIY ) TH50~275mg DAEHFE CHERORE LI ETOENEFENSA—20D
FAELAIEOBTER (EDNBBHBTTRER) (UPBAKER)

Ratio of Dose

PK Slope Ratio Normalized 90% Confidence
Day Parameter (90% CI)* of Doses Means Interval
1 AUC (0-inf) 1.28 ( 0.90, 1.65) 1.33 1.08 ( 0.97, 1.20)
1.67 1.15 ( 0.95, 1.40)
2 1.21 ( 0.93, 1.57)
4 1.47 ( 0.87, 2.48)
5.5 1.61 ( 0.85, 3.05)
AUC (0-last) 1.15 ( 0.83, 1.48) 1.33 1.04 ( 0.95, 1.15)
1.67 1.08 ( 0.92, 1.28)
2 1.11 ( 0.89, 1.39)
4 1.24 (0.79, 1.94)
5.5 1.30 ( 0.75, 2.26)
Cmax 1.06 ( 0.74, 1.38) 1.33 1.02 (0.93, 1.11)
1.67 1.03 ( 0.87, 1.22)
2 1.04 ( 0.83, 1.30)
4 1.09 ( 0.70, 1.69)
5.5 1.11 (0.64, 1.91)

* From fitting a power model.
Note : Analysis of Day 28 parameters includes only those patients dosed at QI12H.

These PK parameters were analysed using a power model on the log scale. A linear regression was fitted between the log of the PK parameter and the log of the dose.
For example, for AUC(0-0), the model was:

MAUCmﬂ»=p+BMMWqﬁwm

where p is the overall mean, B is the slope, k denotes the dose level, i denotes the subjects within dose level, and the residual errors €ik follow independent central normal distributions with the same variance.
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£ 27234 FBEEIZTARILY ) T 75~200mg DHEEHFET1H 2E (Q12H) REFRORELI-LEEDEYEFRENNSA—2D
FAELLHIEO@ETER (EVBEETHRER) (UPBAKRE)

Ratio of Dose

PK Slope Ratio Normalized 90% Confidence
Day Parameter (90% CI)* of Doses Means Interval
28 AUC (0-tau) 0.97 ( 0.50, 1.44) 1.33 0.99 (0.87, 1.13)
1.67 0.99 (0.78, 1.26)
2 0.98 (0.71, 1.36)
4 0.96 ( 0.50, 1.85)
5.5 0.96 ( 0.43, 2.13)
Cmax 0.89 ( 0.44, 1.35) 1.33 0.97 ( 0.85, 1.11)
1.67 0.95 ( 0.75, 1.20)
2 0.93 ( 0.68, 1.28)
4 0.86 ( 0.46, 1.63)
5.5 0.84 ( 0.38, 1.83)

* From fitting a power model
Note : Analysis of Day 28 parameters includes only those patients dosed at QI12H.

These PK parameters were analysed using a power model on the log scale. A linear regression was fitted between the log of the PK parameter and the log of the dose.
For example, for AUC(0-0), the model was:

MAUCmﬂ»=p+BMMWqﬁwm

where p is the overall mean, f is the slope, k denotes the dose level, i denotes the subjects within dose level, and the residual errors eik follow independent central normal distributions with the same variance.
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R 27235 BEHBEICTAT Y1) T 200, 300, 400 U600 mg #EHEEFEOKRE L& EDORAELLAIEDBETIER
(JPCA :RER)

(RYBREET A RER)

Predicted Dose

Ratio of Dose

Power Model 95% CI of Abemaciclib Normalised Normalised Geometric Means
Parameter Equation Exponent Dose (mg) Geometric Means (vs 200 mg) (95% CI
AUC (0-tlast) (ng.hr/mL) (e”2.15) * (Dose”1.13) (0.960, 1.31) 200 mg 17.5
300 mg 18.5 1.06 (0.984, 1.13)
400 mg 19.2 1.10 (0.972, 1.24)
600 mg 20.3 1.16 (0.957, 1.41)
AUC (0-) (ng.hr/mL) (e”2.13) * (Dose”1.14) (0.968, 1.32) 200 mg 17.9
300 mg 19.0 1.06 (0.987, 1.14)
400 mg 19.8 1.10 (0.978, 1.25)
600 mg 20.9 1.17 (0.965, 1.42)
Cmax (ng/mL) (e”=-0.162) * (Dose”0.896) (0.670, 1.12) 200 mg 0.491
300 mg 0.471 0.959 (0.875, 1.05)
400 mg 0.457 0.931 (0.796, 1.09)
600 mg 0.438 0.892 (0.696, 1.14)

Model: Log(Parameter) = Log(Dose) + Subject + Random Error, where Subject is fitted as a random effect.
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LY2835219 Plasma AUC(0-inf) (ng.h/mL)

200 300 400 500 600
Dose (mg)

® ® O Observed Values Power Model Curve

95% Cl

Equation of power model: AUC(0-inf) (ng.h/mL) = (€"2.13)*(Dose™1.14)
Abbreviations: AUC(0-inf) = AUC_,, = area under the concentration versus time curve from zero to
infinity; CI = confidence interval.

2.7.2.3-4 REWEBREIZT T4 1) T 200, 300, 400 RV 600 mg FHEEEROEZS
LIz ZEDREIZHTETARATLI Y TD AUC)..DEFRE
(IND—ETILHETIIOHERE 95% Cl)  (EMEREHEHFNRER) (JPCARER)
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Power Model Curve

Equation of power model: Cmax (ng/mL) = (e”-0.162)*(Dose”0.896)
Abbreviations: Cp,,x = maximum observed plasma drug concentration; CI = confidence interval.

2.7.2.3-5 BEMEREZIZT AT 4 1) T 200, 300, 400 RV 600 mg ZEEFEOEE
LEEZDOAEIZRHTETRILY 1 TD Chrax DEHE
(IRNTD—EFILYTITOERE 95% Cl)  (EMEIREEANRER) (JPCARER)

272317 EEIEKREFHE

JPBN-PopPK fif#T DFER, 7T~ 7 VU 7% KEREG SN EF BV T, Rz o g
BEOETORDREO b, ZORMKGFMEX. THIZEK > TolEE Z S oMaxti A 4
TRAZEVT 4D 3%DWHZL > THIFETHY, TOREIT/NS L, BEMICEE 2N
EEZ BN,

CYP3A mRNA BHEDOWDZN L7mT7 X~ 7 V7 OBE A ENLZ 5 &, BREEE
WEIFRICIEIN T 2 Z LN TS5 A3, TJPBN-PopPK AT Ol B ClI K FAI 2 IR B R o1y
IMFFBH N7z, L7z - T, invitro iR TR H 1172 CYP3A mRNA FEL & DO 13
BRIRBICER D H 2 T B 25| S Z S hnweEZX D,

27232 BREE—-RECERK

JPBN #%, JPBL 3k} OY IPBM #RBR DA 2hth: e OV PR R VT, IR & — RSBfR %
FEA L 72,

JPBN MR & — UGN TlE, 7T~ 7 U7, M2, M20 K ONRIETEHE IO\, IREED
FEHRIC 200 mg ANIEI# 5% DR AR M T IR (Crin,a1) « WONZARERIIH Z2 18 L 72 grE o &
FEEIZH1T D Crmaxsss Cringss XY AUC g & FIVVTHENT L7z, $£72, HBEE TORERG-HR
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(JPBA A8k, JPBB 7Bk, JPBC B &} JPBN i) 7 — % %A\ T, FHIOFEFEH £ TO
IR & P B TR & & O BIfR & FAM L 7=,

JPBL W& & — RULENT CTIL, 7~ 27 U7 M2, M20 K OMRIGHEMEIZOWT, 6 FEfE D
W B OFEIE [Chaxdls Cmindl~ MEHE % OB 5-HWIC IS 1T 2 M b i B — iRy i s T i
(area under the plasma concentration versus time curve during a dosing interval after a single dose :
AUCrq1) « Craxsss Cmings 2T AUCqrse] ZHWWTHAT L7c, BUSPEDOFHBFEERIC T, B EA
IR, TR AP EREAEZR S 2 AW, el IREBEROHEE K VR EMEOMITIZ, N
IR O 70 PR 25 TR L 72,

JPBM IR B — SUGHNT T, JPBL BRER & — SUCHIT ORI ST, TR~y 7 U 7RO
HIEEEIZ DWW T, IREEDIIE L Chax.dl KT Craxss (ZFRE L THET L 72,

DERICE LTI, @EEREIC T X~ 7 ) 72 HEEEIC L BERO#&E L, EyHhhe
A EUBHER BRIRF ] & — B0 S W7 DB E R U INAE ST DR T — & DBRER & — PUGHEHT
ZAWT (PCA BB | TR~ 7 V7RO O EERRH M2 K OY M20 O i &
QTﬁ@@%@ T L7, TR 7 U7 M2 RO M20 OIUEFIE & AAQTCF (A%
OREMET, BUBIRERE T V2 VTR L7z,

2.7.2.3.21 BEELAUMEORAR
2.7.2.3.21.1 JPBN 5%

JPBN SRERIZFWN T, WA IEDS T R O e P 2T 1w 7 [l o3 A & AT T & & 2850
R LOEBRETMEL7-, BEEDONUSALTHITT 4 DOHGEMT X TTRIDHER SN, T
N7 U7 M2, M20 M OSNRIETEWE OIREE & L 2887 & OFNICBEEMEITER D bR o 7,

R L 72 9T O ER R N OYIE X SR\ T, U5 LAI D Kaplan-Meier #£7E & Y Cox
[ 2 Gk U 7o R . MRER & & SEVE S A (I ] & OIS BIEMEI IR e o 72, Coinar P

TILThr T T2 4 D OE R T O M EE A f7 ] O Kaplan-Meier &G R 41X 2.7.2.3-6 127797,
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Progression Free Survival

Progression Free Survival
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LY2835219
Cmin <= Q1 (0-0.107, n=33)
— e QI < Cmin <= Med (0.107-0.142, n=33)
‘_1 Med < Cmin <= Q3 (0.142-0.199, n=33)
- ——— Cmin > Q3 (0.199-0.379, n=33)
L
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Time (Months)

C I3Y-MC-JPBN

Kaplan Meier Analysis of Progress Free Survival by Quartiles of Cmin, Day 1
LSN2839567

Crmin <= Q1 (0-0.038, n=33)

------- Q1 < Cmin <= Med (0.038-0.051, n=33)
Med < Cmin <= Q3 (0.051-0.074, n=33)

———- Cmin > Q3 (0.074-0.135, n=33)

Time (Months)

13Y-MC-JPBN
Kaplan Meier Analysis of Progress Free Survival by Quartiles of Cmin, Day 1
1.Y2835219 TOTAL

09 ~ ———- Cmin > Q3 (0.36-0.692, n=33)

Progression Free Survival
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Kaplan Meier Analysis of Progress Free Survival by Quartiles of Cmin, Day 1

LSN3106726
Cmin <= Q1 (0-0.05, n=33)
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08+
E
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Abbreviations: Cp,j, = trough abemaciclib concentration; Med = median; Q1 = first quartile; Q3 = third quartile.

2.7.2.3-6 EIBEAFHIMD

Ml Kaplan-Meier #5E (Cpin g1 7 EEICE D<)

[A: FTATLH )T, B: #BFMEME (FRIUH 1) T+M2+M20) . C: M2, D: M20] (JPBN &%)
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2723212  JPBLHE

JPBL BRI 1T 2 A 20D FEFHME B X EA A Ch o 7o, T~ 7 U T DY)
s, S A XAOE R OV A A A HERESi2 B8 L mEE - RILET L
(dynamic €7 /L) (2 TIEH T, BER L GRIMEOBEMEA M Lz, HERHE (RES) »
fToNRN TR, FRFICBVWCEYHEBICESW - —EOREELY A5 Tk (static ©F
) 0y, HEEFESEZMAIAAT dynamic ET LV Z WD MR, L0 IEMEISRY 72 <, Ik
MENKMTELLEZOND, o, HEBELOMKREOREBEL ST T X~ 7 U 7RIk
HINCEE T 272, IRE—RILBRN O HE—OCBERE TRIT 52 L B E LTRET L& H
W, AEEEEZR L, BEAERE o7 2 EITA MR IC T L TRB L2 E O
RED F T, 50~200mg QI2H HHEHDL I 2L —1a v &afToz, ZTOFEICLD ., 441 Flo
JPBL AT RENNCEBNT, BAELI D TR TOBRBEELZIEHT L ENTED, 2B, K&
FCix 6561 (14.7%) 232 B OHAEREZIT>7,

KRETICESS VI ab— a3 b5 Kaplan-Meier BifRD 95% CI & EHMETD
Kaplan-Meier fifg & —3 L7=Z &b (X 2.7.23-7) . RET /LY T —F Z#EYitah T
&7z, F72. Kaplan-Meier Hi#R1Z. 7T R+ TN _RRA TV MELHBELTCT RX~vv 7 U7
+TNNRARNT 2 MECOEMEAFHBSAER T 2L bR LTWD, KETVE AW fF
B RISV T, HEETIC—EHES QI2H THRE L EOHE—NCBEFREY I 2 L
—ya LR EX 272381087, ZOYIab—va i, 150mg QI2H Bt E &
THZE, FES0mgETHERREETAZEEXFTHLOTHST=,

SIHIZ, TRV 7 Y T ERE, TV A KT 2 N OIRIENE LK ONES A XDOE{b %
FLAGA AT R B — SOSTET /L (dynamic E7 /L) IZHES R EERE S XRE<S —% L, 7
Ny ) TR & BRI & ORICITIEO BRSO b7,

FEENS T EA IR RIET RS, ETLICLD VI ab—va VKV RE LT,
BAAG & 150 mg OHERE CORBBIM 28 L7 P HE 136 mg THoT2n, TN ERBEETH
% 140 mg Z Bt E L LAREEEAR & LA 0 M AR 187 » A (bl &7
WEH, 150 mg 2R E LABREATE L2SEAIE 196 » A (PFRE) ETPllshr,
L7z T, HpEie, AR OEREDOIZ S & 25835 & IPBL il CEE S/ A
B E ORI E 150 mg [Zx3 2 2R EIIREN THDH LEZ b,
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Abbreviations: PFS = progression-free survival; VPC = visual predictive check.
Note: The solid black and red lines are Kaplan-Meier curves of the observed data for the abemaciclib

and control arms, respectively, while the purple and yellow shaded areas are the 95% confidence

intervals from the model simulation for the same arms. The VPC is for all the patients in the study,
with and without measurable disease.

27237 IIRA KRS U RETRI U IRIETSERE=HRAKZEELI-EED
EMBEAEFHRICOVTOREKRETILORENER T AIMEEEM (JPBL X8R
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Abemaciclib dose-response relationship
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Abbreviations: CI = confidence interval; n = number of patients; PFS = progression-free survival.

The continuous line is the simulated median progression-free survival time (in short, survival time)
and the shaded area is the 95% confidence interval around the simulated median. The points and
error bars are the observed median survival time and 95% confidence intervals, respectively, for the
MONARCH 2 control arm (red, fulvestrant + placebo, n=223), the 150 mg starting dose population
(blue, n=320), and the 200 mg starting dose population (green, n=121). The 150 mg observed data
are positioned at 136 mg on the x-axis because it has been adjusted for the average dose intensity in
that group of patients which reflects the dose reductions. For the same reason, the 200 mg observed
data is positioned at 160 mg.

27238 TFTAILYYIORELREELFLHROREEZ (JPBLHER)
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2723213  JPBM&E

JPBM #BR Ci, JPBL iR & [Flkk, A EBEK OMRIROEBL T 7 X~ 7 U 7R Tk
HINCEB T 272, T~ 27 U7 O3YERE, EEY A XOZE (R O EA A2 HE
P 2 B LR B — FUSTE T L (dynamic B /L) 2% Tk T, R & Ak B
R L7z, eds. SEHEAFHIN & OBRIIHIEET AL T — X IR bIEE LT Epx £7
JMCEETHZ LICX VLT, BEE (5 2.72321H) LB A RO O AT
HATE & o> B 2 GEA L 72,

KRETNMIHESL VI 2 b—ra U bE 57z Kaplan-Meier BifRD 95% CI & FEHRIETO
Kaplan-Meier fifg L —3L7=Z &b (X 2.7.23-9) . KRET /I LY T —X Y itah T
72 F7-. Kaplan-Meier fi#IZ, 77 AR +NSAI BEL LB L CT7 X~ 7 U 7 +NSAI # CTO M
WA IMER 5 2 8 bR LTWD, KET L2 AW TTRE SIC RSN T, BEEPIC
—EMEL QI2H TRE L EOME SR E Y I 2 b—a U LEERIREK 2.7.2.3-10
IR d, 2OV Ialb—a0E, 150 mg QI2H #BHEET52 &, F72 50 mg & ClE
BETHILEXFFTHHLDTHST,

EFETMIED VI ab—va yEERUZER, 150mg ZBGHES LHERERTE L
LA OMMEALFRIT 355 » B (FRfE) & RIS . BIssAE 150 mg O#ERE CTO JPBM
PRI 208 L 72 & 132 mg TIEAEMFEIRIE 345 » A (95% CI: 28.0, 41.1) & FHISH
7oo L7edo T, BAGHE 150 mg DA TO M EREIC K 2 B A LF IR O T S 45 RE
F1w A (28%) ThHY., Eii SN/ HEHEDORENEEIIREN THL LB LN,
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Survival (%)

T T T

20 40 60 80 100
Time (weeks)

Abbreviation: PFS = progression-free survival, VPC = visual predictive check.

Note: The solid gray and red lines are Kaplan-Meier curves of the observed data for the abemaciclib
and control arms respectively, whilst the purple and yellow shaded areas are the 95% confidence
intervals from the model simulation for the same arms. The VPC is for all the patients in the study,
with and without measurable disease.

27239, FFARARAY—=LXIEL b AY—ILETRILY ) ITRIF TS RZHARS
L= ZNBBELAFHRBICOVTORBRETILOREMER T RIMRETEE (UPBM HER)
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Abemaciclib dose-response relationship E Abemaciclib dose-response relationship
2 | m— Simulated median (95% CI) g & | m— Simulated median {95% Cl)
E
T g 7 E |
z ///////////////,, : :
Z & ’ / / i é T |
° _I 1 1 ! T § 7 1 T T T
0 50 100 150 £ 0 50 100 150
Abemaciclib dose(mg) Abemaciclib dose(mg)

Abbreviations: CI = confidence interval; PFS = progression-free survival.

The continuous line is the simulated median PFS, whilst the shaded area is the 95% CI around that
simulated median. The point and error bars are the observed median PFS time and 95% ClIs, respectively
for the placebo arm (red). The upper error bar for the placebo arm observed data could not be calculated
and was assumed to be equidistant from the median as the lower 95% CI. The vertical blue dotted line is
positioned at 132 mg on the x-axis, representing the average dose of abemaciclib in MONARCH 3
(Study JPBM). The corresponding horizontal blue lines are the simulated 95% CI of the median PFS of
the abemaciclib arm (28.0, 41.1 months).

27.2310. 7RI LYY ITOREEEEELAFHAROBER (UPBM EHER)

272322 BESLREMEOBER
2723221 TH
JPBN Bk

JPBN FRER DT RAERTIE, BREE & — SOSRITIC LY . FROFBEBIZITHENEE R K1
ThodZePmanic, BEEL LT Chna AV, THEDOREGRZ R VAT ¢ v 7 BlRSHT
LR, WFho s L— Ko FTHICH L THRMEFFEMICAEBERER (p<0.05) 23 M2

(p=0.0110) KT M20 (p=0.0232) T HAL7Z, M2 TiE-28.0, M20 TlE-16.4 & mH»W TAD
HEZ2RLEZENE, RERENEL RDIFETHOBEMINZ EAVRB SN, -,
REACEDBRIFT O WL E BT C TR A2 S Z L, ZO%RARMERICBIT L TRE SR 572012,
THIORBIMEL 225 LHEE ST,

A %G & L2 JPBN il & & e i E R 53l 4 58 (OPBA Bk, JPBB ik, JPBC ik
B O JPBN R) (2B W T, NRHOMEIFEELE TORM AT LR, T X327 V70
Crax X OV AUC & FRIDOFEBLE TORFH & OMITHEH FHINC A E 22 B30 B o 723,
& & FRORBLE COREM & ORNIIHFFCAH B2 BEEERRO b, Frlo, #EELE
THRIOWEREE £ TORR (FRAE) X, 7227 U 7OHF52 200mg L EOBEET 9 H
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(EREFPH : 7~10 H) THo/mDIizxt L, 7= 7 U 7 OHFEMN 150 mg LLFOEE T 42
AR (ER&PE : 31~130 H) Th-o7z,
JPBL &5

TNNRA LT G Uiz IPBL BBROMHTIGRER TIX, 7 X~ 27 U 7 ORBHENS T
FIOBBOEE 2 THIK - CThHolz, THOY 271X, 7T~ 27 U 7BEHE 150 mg & g
Li=Ga, 778R+T70_Z2 T METIRIEE vz, 7T~ 7 U 7BMHAE 200 mg
T 45%mn e Pl s, &5, BtAH & 150 mg & el U CRHAAR A & 200 mg TR
BECoMENEN» -T2 (150mg: 7 HE, 200mg : 4 HE) . 7X~> 27 V7 OHETHEL
Teth. WIEHEME D Chaxss & FHIE ORINC S BREMEDGRD H L7203, Z DOENFEA O X IXA
AL, WBOREINShoTo, BEMICIE, BEED 25 N—k U2 AL B 1 W)
SHER LT, 75 8=k 2 A0 (5 3 WAHNE) TO FROMERITN 3%EK»o7, ZoTHE
SNR DT AL, BRI COFEHHREIZE S VI RIEHEDE D Chaxss PHEHIE L FHIC
Lo HERE L OBMRICE D TREMEAZ 2 DD, THIE, HEMELZITI E#EbBo 1 >Th
olz, AEBEZIToERE CIX, FHHEN L VIR, Lo TRIGHEME D Chaxss 2
K< ol tZ2biLD, 2D b, BEEDEVOIZ THROMERIMENE WD THIE B
EPET, BRI T ORI EIZHE S THEE SV IR EE &2 F W T fRATICBR 3 & o 72 ATREME S
B2 OND, XE, REMEMHEERFTICTRAZLGIZEZ L, 20%ITE A EDERIGERITBAT
L7=AIREMERE 2 B 5,

THRIOET VIZBITDMOERRILEREIL, A4S REWMEKETH -7z, A4 A RO
IR TR TH Y . IPBL BRI G TIL, MO Y 27 ROEEEITA EF
A4 ROFHEECE N o To, ZOBBIZIARHEN, 844 RIck v SiGEESME T L2 &gk v,
TR 7 YT KB RETRE O L7 FTREEDR B 2 b, REIZ RO U X 7 IZA D
Zhz 7, IKE 92kg ((KED 95 X=X A V) OEEL, TRE (645kg) DBEELV LT
FIDY 27D 24%K< . KE 46kg (5 R—kLFAN) ODBEFTOTHIOY 27 1%, hivE
(64.5kg) DEBHE LD H 16%EN-T2,
JPBM FE

JPBM REROMENT X GERMTIX, 7 _X~2 7 VT DORBEETIE L TR 7 UV TEER, T
FOWEREE TOHMEL R FHO I L — R TORER TR THo72, FFICT TR+
NSAI #E &L B L CT X~ 7 U7 +NASIBEC L 0 BHNC FRARB Lz, =7 406 RIS
7= FHIOFEPREBL E COREM (FRAE) (X, 77X 27 U7 +T7F A by — A LT R~
7V T+ by —ABTENEN I3HLKN 23 HThoTe, —FH, 778R+T7FHAIr Y —
AMEXIT T 78R+ U ba Y — L BRIZEB T 2 THIOPIEIZEE £ CTORFHE (R fE) 1%, Sikslgs
RERAZHE A TCWe, TX= 27 )7 b by — e 20fHEE LGS L, 7T~ 7
V77 F A2 bay =V afMEEG LGS THRO Y 2703 34%Em0 o7, RO U 271,
FEAA FOJFAEGRETHEL, 72, SAEALHBE L THARANTENTZ,
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2723222 EBLRUIER
JPBN Bk

7 L— R 3 OELBHERE D 45%IZFBO b, Zb— R 40ELNIR)>T2, 7 L— R 3
DIRMENHERE D 1.5% TRO BTN, 7 L—F 4 OIEMIER»oTz, TXTOT7L—K (7
L= R 1~7L—F 3Lk OELERNRE LIee P74 v 7 EUFESHTORIER. Chings X%
Cmaxss CIE72 <\ Cpina1 & QW THEFFHICHZRBEEMENRO b (B @ -5.68,
p=0.0392) . L/ L., HENAZRLIZZ M%H}%@EE@E%D PEWEL OB T 5 Z &
372, ZL—FR2LUEXFZ7 L — R 3 EOELTIE, 77 U 7 OgEEREE Ok
FHICHBEZBERIIRO benoi, o, IEETIE, 3 TO7L— RZBNWTTRXv Y
7 U 7 QIR & OFICHEHFIICA B R BT bz o 7,

M2, M20 K USRI MW O TR & & L X3RN & OMISHE A BB 13580 &
2otz
JPBL &5

JPBL 3R T, O L ONEM AT E CHANCHE SN K (TR~ 7 U T+ 71
N2 LT MEZBEWTZ L— R 3L EOAEFERFRRPHEERE D 10%LL L TROLND) ITEEL
ozl MR- SUGHAT IS S - 72, JPBL iBRCiEX, 7 L— K 3 OELRT
Re T VT HTNARARNT Y MED 27%ICRBD LN, 77— 4 QLT RhoT-, £
727 ZL—FK 3 DIEMHIIT X< 7 )T+ TNRART 2 MED 09%IZ38D bi=in, 7 L—
K4 OIEM-IEZ72 0> 72,
JPBM HER

JPBM B CH[AIEEIC, 7 L — R 3L LML L OMEEOFRBLEIGIE T <X~ 27 U 7 +NSALEE
D 10%ATi TV | R E— DU I E i S g > 7,

2723223 &F
JPBN Bk

DAL S FRIT R e P 2T ¢ 7 BUR BT OfE R, BEEE & &5 & oI BEME IR
LRI T,
JPBL &5

JPBL #BRCIL, 7 XM EHEE CHANCHE SN ERE (TR 7V T+ TR R T
Y MR WTZ L— R 3 U EOFEFEFZBHEIRE D 10%LL ETROOND) ITaE Lol
72, BFEE—OSITIXER S e o7, JPBL BB TIX, ZL— K 3 OFEFINT X~v 7
U7+ TNRANT 2 RED 2T%ICFEO BT, 7 Lb— R 40WEF 1370 oT,
JPBM HER

JPBM iRBR T H[FEIERIC, 7 L—F 3 BLEOETTOFBEIGIIT N~ 7 U 7 +NSAL FED 10%
KiTHY | GEEEE— SUSHITIZFER S g o7,
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2723224  WFHREEAE
JPBN Bk

S B RERTAM A FORE OB M Re ] & — B S S P ERE A fEAT L2/ R. 7 _X~v 7 U7 (f
& :0.0004, p=0.1035) LIFME, M2 (¥ :0.0017, p=0.0124) . M20 (f#HX : 0.0008, p=0.0482)
&U‘%Mﬁﬂffﬁ%ﬁ#% (fEiZ : 0.0003, p=0.0439) & 4FHERME & ORI HEFHFERICA B 72 E O BEEE

RO LN, HERDTNICIEZRLIEZ Eb, IREEOHEINIED, HFHERRED &< 72
D2 E MR S LTz, JPBN BB CREM L 72 HEHPHIC W T, 7 X~ 7 U 7 RO DG
V) O & & AR ERIBUDE & DI I8 1T 2 BRIRAIICEIR O & 5 kiR & — SOSBIFRITER O Ha7eds
STz, TOZ LiE, AR CHFERBAIED 7' L — R ORRE G PMEN - 722 LICRINT S &
Exbhb,

JPBL &5

TNRARNZ > iUz JPBL R ClX, 77X~ 7 VT +T7NA_RAKNT U METT L—
K1, 2, 3 %O 4 OEFERBMENRE T 5.2%, 14.3%, 23.6% % TN 2.9%DHERF 2R S
7o BRERE &P ERE & OBSEE L, Friberg €T NV ET X<y 7 U T+ T NRA T M
ETTRRTTNANRANT Y MO OT — 2124 T T L7z (Friberg et al. 2002)
TNRANT o N eT X7 UTOWIGH, GFPERATEEIIL 7 — 282 R LT=s, 7w
RANZV NORBOREXT X~ 7 VT X0/NSholz (ENEI 6%, 17%) . FHERIC
KT HTNRARNT U NEeT X7 U7 OEEMRORR., &EHIGE 20~35 AOMIC
R 23%DHEIRE N7 L— K 3 T 4 OAFHERBAEEZ R T 2 & PSSz, ZhHDET LT
ML, JPBL SBR CRRO LN/ L — K 3 XL 4 OFPERBAEDFHRE G L —FH Lz, Zhb

DFERIT, FHERBAMEICIES L T R= 27 ) TOHERES OHEREOZ Y42 ZHT 50 TH
ST,

AF P ERATEGHIL 7 — kS 2 T X~ v 7 U 7 OEREM iélf%%ﬂ%f‘zbof:o e i 1 2 2 H by
DEFEOFZEORRED X HIZT X~ 7 ) TIRGEED 30%HN L7256, i hEkaiEkia 7 —v
(KT D IEEH ORI, HRE D=2 T A4 L TOTXv 7Y 75%55' AT LT 9%~
15%3850 3 2% L PRIE Tz, LizRoT, TR 7 U TIREEDN 30%HE M LI=5A DK -
UAZIIRERNT, E=F VU THREETHY, £z, FEHARETHDL EEZI LN,

JPBM FE

NSAI Z{fH L7= IPBMRBRClL, 77X~ 7 U T +NSAIBETZ L— R 1, 2, 3 KO 4 D4
ERIBUEN ZNZH 4.0%, 16.2%. 19.6% % Y 1.5% DR (2780 Hiviz, JPBL RER & [FIERIC
TR )7 OMBEFRE L EREGEUDE & OBSEMEIX, Friberg E7 VA FHERE O T —
(2 TIED TR L7, Friberg BT /5, 7= 7 U7 HE 150 mg QI12H & NSAI % £ #1fH
G- Uiz & & CTCAE 7' L — K 3 XU 4 OhF REREAE 2 38 BT D MeRITBMANTIRN & T
B X4, JPBM RBROFER & —F LTz,

7" 7 & R +NSAIL BEO L FERBE DR BLEIG DN IEF 1K o 7728, AP ERATEGHL 7 — L
X9 % NSAL ORBOREIIEr LHfE SN, 77X~ 7V T ORIEMEMED Chaxa KO
Crmaxss (T B 1A Z VRO 2 A 7 VO, WONTEH 2 A 7 VLRI, F P ERPEAART &
EDOBPHPERZED b, METRENEL BRI EHEORENKRE L hol, TN L DR RIE
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JPBL #BR COMFPERBAEDOMMTHE R & —FH L TBY ., FPERBAEICE S TR 27 U7
DOAEREOWIEN L THH L 2T H LD ThH T,

2723225 MmMEFEILTF=>
JPBN Bk

S ENREFEAR A R ORI RF & — 8 Sy 7 V7 F = AEE T LT-AER, 7~
U7 (X :0.026, 90% CI : 0.019~0.033) . M2 (fHiZ :0.090, 90% CI : 0.072~0.108) . M20
(& : 0.055, 90% CI : 0.044~0.067) K& ORHIERH# Y (B Z : 0.016. 90% CI : 0.012~0.020)
LI LT F = Al L ORICHFHFICHERIEOBEMENRBO bhiz, 7w 7 U7 (X
XE O ORENRE L LD DI o TG V7 F =AM LTz, Wi S g7 L
TF = E ORISR FENICAE R R EOBEENRO b L1, 7T~y 7 U7 M2 KDY
M20 7% OCT2, MATEl & O" MATE-2K (ZfEHI L, 7 V7 F=r ORMESWETHET D2 & &
—HT 5,

JPBL &5

JPBL R TlL, G2 L7 F=1F, MENTEHEE CHEANCHE SN EE (T2 )7
+TINANRA N T RRZBWTZ L— R 3 LU EOFEFZPZEHRE O 10%LL ETRDHILD) |
BE LI oTolod, g E— ROCENTIEFEM S e o 7=, JPBL BB TiX, Z7L— R 3 ol
W7 LT F = MEDEMMNT RN~ 7 U T+ TARARNT o MED 12%ICRD BN, 7L
— R4 DOFERII o7,

JPBM FER

JPBM BR CHFRIERIC, ZL— R 3 LLEDMEY V7 F = AEOHMOREEIGILT X~ 7
U 7 +NSAIHED 10%A0 Thd 0 | WEE & — ROLRIT X I S g o7z,

JPBN #BR CHEMi SN fiF 7 VT F = DG s — MUSIT ORERIZT 22 b D THD &35
Zbilz, 7<= 7 U713 GFR [ZIFEET, B I AR—F—0HEIZLXvMEZ VT
FoUERERT DL NS AT =X LG E JPCK S BROFERIT—H L TCLTRBY, 7T~
7 ) T ORGFRELME LT F =0 L OFRERICKHET 2 UNEIXRN T &R S L,

2723226 IMERUVIRAK
JPBN Bk
TR 7T M2 O M20 OIREER & X— R T A % OPLER ST B BRI & o R
(R FH AN A B A BB D G o7, Chings & N— A 7 A U RO EE kAL & ORI
MRt B RBEENBD b [T~y 7 )7 (fHE :-12.01, p=0.0061) . M20 (i
& 1-6.25, p=0.0493) | WMILMEME (X : -3.678, p=0.0156) ] N, ADMHE TH-7=Z &»n
5. BEREOBIMIAEWVIMAEAME T 25 2 &3 RB iz,
JPBL &5
JPBL 38R Cld, WGEHIMLE, PR E R ORI EICBE L T, 7 X~ 27 U 7+ 7" |k
TFUNMEL T TR+ TNARA LT U MEEOMITEWTRRO AT, F1HA 71D 1 AER
583V A 70D 1 HEE TOMICBWTHIEWIIRO bhenoTz,
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JPBM B
ISAE A . HRARH L K OWRFAOEICEE L T, BRB R — RUSIEIT I3 S e - 7=,

272323 IDEEREBZICEITEAITRAIIY ) ITEZORBYMOFZE

AME AR R 2 %t 5e & L7z JPCA 3B O JPBS BRI ONZANE A TR RS 255 & L
72 JPBN HBRICBW T, 7R_< 227 ) 7 ROZ O O MmiEh g & LEXT — 2 2 5HE L7
AERAH 2723231 HIZFET,

T, BARANEITREE 255 L Lz JIPBC BBRICBWTC, 77X~ 7 U 7 ROZDR#H D
MAFERIRE & DEBRT — & %2 5l L 7ok R 2 56 2.7.2.3.2.3.2 HIZFL T,

2723231 SEANBEBREIZBETEZTATLI Y IRVZOREYOMEFEE L LERT
— 5 DFHHEDFER

JPCA RERTIE, AMENEREGEERE (2T <~ 27 U 7 200, 300, 400 % T* 600 mg % F B2
FOHEROKREG L, 7227 U 7RO OTERFEERBSY OMAEFRE & QT Mg Bk
Mea et Lic, BBIS RO T A 20 A R OVAR IS (MHLW 2009 ; Darpo et al. 2015)
£V ARHLE G H Sl SR IR BN RE RN B OB IR & — B S TR V2 — LT
DEMZHE LT, 24 FFO R 2 —DERERGE =2 ) o 7dis, #5871 (1025 FFH) | &
5% 2. 4, 6, 8, 10, 12, 14 }TX 24 HEREIC 12-FR30 0 X Ol M OSSR B e FTAh FH 30RE & £%
WML, 7w 7 )T ROZEOFEERIEMERHY O MR & AAQTCF OBfR%E . RS
HRETVERACCIM Lz, 7~ 7 U7 M2, M20 SUZKRIEYEYE o i 5E rh g s &
AAQTCF ~DEUFEAROMEEITIEEAE 0 THo72 (F 2.7.2.5-26) , £72. AAQTCF THMED
90%CI @ E[RIZ, 7~ 27 U7 (K 2722-13) . #iEEHE (K 2.722-14) . M2 (K
2.7.2.5-2) XUiE M20 (¥ 2.7.2.5-3) Db EWERMAETIRE T 10 msec Kiili T o7, £z,
QTc kT —% O 17 3V I NVFENT OFER, QTcF A3 480 msec % #8 X 7= #5RE XX QTcF d<X—
ATGA DD DIEED 60 msec XX T-HRE IR O bR D o7 (B 2744215 ) , L
MWoT, T_Xv 7 U 7IEERMICREE R HFEE T QT MRAIEE SERWZ L RSN,

F 72, IPBS FRERIZ IV THNE NGRS 2. JPBN 3RER I3\ THME AHET T BB & xR,
W TE R 2 — B S W7o A R R EE e OV 7 — & Z 5l L 7o S, BREE &N E S QT kG
DIER D IREITFRD e o7z (55272552 LS 2.7.2.5.5.4 IH),

27232311  JPCAHEBEROBAANDNMENR L1t
IR IR 31 5 QT/QTe BINEDIER: & (AR SENRAE M OWEAER FTAENEC B 5 B PR AOAT
DN T) OTA FTA > [HK BU EHEGHGIFIFEEZ (International Conference on
Harmonisation : ICH) %'+ K74 > E14] (MHLW 2009) TiX, [REZICOWTOT—FILR
LRTWD2, RIEMZERIE QT/QTe FHMFBRDRARICHET D5 Z LT EEZ LN TN D]
LR Eh TV o,
HME N EFERR R A KT EI2 3250 L 7= JPCA RERIZHB W T, JRWIRBREOHH TOT X~ 7Y
T DLED T BA~DOVEM 25l L7z, ICH A FZ A > E14 XU 1Q-CSRC D& (Darpo et al.
2015) ([ZEEDS T OFER, BET LIS HETH LT X7 U7 600 mg % HlE#E 05 L
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7o & & QT/QTe MRDIERIFRO b oTe, Flo, JPCARBRTOT X~ 7 U7 600 mg &
A G D Chax CRTEYIE) 1%, JPBL iBRXIE JPBM B CHANEBEICT X~ 7 U
7 150 mg QI2H TIEH G L7z & X DOHEE LTz Chaxss CRITFEIIE) O 12~13 G- T7
(362.72335.11H) |

FRARERZ B LT, 7 X~ 7 U 7 OFEYEEICH AN EANEANDM TRERIBEWVITEO B
(5 2723351 H) | Fio, DERICEE Lo AEEROBBEG L EEEICAARAN ESE
ANDOBTEITRD G hoTz (5 2.7442.11H)

PLEX Y, BARAERE TO QT/QTe HIFRIZXT 27 N~ 7 U7 OB, ME AFEFEHER
Fw RBUCFEM LT QT/QTe MR35 2L 31l L 7238k (JPCA ) 2SR nfRETH
V. JPCARBROMIRIZAARNIMTRTRE L B 2 b,

2723232 BHAANEBREBIZETZT7ATLV Y IRVZORHHYOMEFEELLDERT
— 2 OFHEDHER

HARNETREEE 2 RE LS 1HRBRTH D JPBC RBICBWNT, 7227 U7 (K
27257 . M2 (K 2.7.2.5-8) KON M20 (X 2.7.2.5-9) OHIE R &2 — XA 7= if JfE b fg &
QTcF D=2 F A »ipb D& b & OMICBEEMEITED bieotz, & L CliEE N
WS QT RIRDIER DRI L /2o 7=, £7-. QTc MlaT — & O A7 2V B VHRHT OFE R,
QTcF 73 480 msec % 8 2 7= #BRE XL QTcF D_—A T A LD DIER N 60 msec % i 2 7= W5k
FILRO BN o Tz, FEHNTE 2.7442132HASRBOZ L,

27233 HNEAMKEROEZE

TRy )T OIRYENREIZ KT D NIRMETE R O B A LU R OFEIC L0 R L7z,

o (X OERZEFMT D 7DITT VA v LI H 2 OGKIEPEASR

o {EEEHIERE K OV BE & %412 L 7= PopPK fi##r (3212 JPBL-PopPK fi##ir)
BREEEAICB T 27 X272 U 7 OERNBREOBKRNZ2EREG WA OCHABERFHCB T 55
B, Lo s v a =k A MENT RO PopPK fENT Ol 5 OFE RIS W, T_~wv 7
U7 D AUC KT Cax (KT 2 NIRMEZER (BHERE M OUITHERE) 52313 2.7.2.3-11 IZ/R L
LIFCTEZE U, i, MRl AR, (KH M OWESSERE 2 3 o304 8 00 5238 3 JPBL-PopPK fiR AT
That Lo, FERFTRZLITIZEE#E LT,
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Intrinsic Factors

Intrinsic Factor Ratio with 90% CI Dose adjustment

Mild Renal Impairment
(CGCL 60-89 mL/min)
Abemaciclib Cmax
Total Cmax
Abemaciclib AUC
Total AUC
Moderate Renal Impairment
(CGCL 30-59 mL/min)
Abemaciclib Cmax
Total Cmax
Abemaciclib AUC
Total AUC
Mild Hepatic Impairment
(Child Pugh A)
Abemaciclib Cmax
Total Cmax
Abemaciclib AUC
Total AUC
Total AUC,unbound
Moderate Hepatic Impairment
(Child Pugh B)
Abemaciclib Cmax
Total Cmax
Abemaciclib AUC
Total AUC
Total AUC,unbound
Severe Hepatic Impairment
(Child Pugh C)
Abemaciclib Cmax
Total Cmax
Abemaciclib AUC
Total AUC
Total AUC,unbound —e—

No Adjustment

$%59

No Adjustment

No Adjustment

No Adjustment

IT T$Tff T$I$I P T

Reduce frequency to once daily

Ratio Relative to Reference

Abbreviations: AUC = area under the drug plasma concentration versus time curve; CI = confidence
interval; CGCL= Cockcroft-Gault creatinine clearance; C,,x = maximum concentration;

Total = abemaciclib + M2 + M18 + M20.

K 272311 7RI H ) TRUKAIENRYDEMEIEICRT S
AREEROFZEEFRT I+ LA FTOY k

272331 TEBHEEEE

TR 7 U T RO ONRHEIEENE 51T E AP S22, JIPBL-PopPK g — % &
v MTIE, 989 ] (IEF 72 BEHERE 479 B, R DOREREREREE 383 ], 4B OB HEREREE 127 1)
DIPBREK DR —R T A VHED CrCl DT —# B & £z, CrClix, JPBL-PopPK D A&ET /L
TR FAICHBERILERTIIRL, TR~ 2 Y TORBEICHEL B2 o1z, EEOR
BERERR S A 3 2 #BRE SUTENT R ORE DT — X172\,
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272332 FTEEES

TR U ZEME R S, FERMEEARKIITZ VT T A Th D, LEEnoT, M
BRI T X~ 7 VT DI VT T U REELEE, TRV 7 ) TOBRBERLNEES &
Bz bilz, JPBV R BRIZEUN T, Child-Pugh 43%8 (Child and Turcotte 1964 ; Pugh et al. 1973) C
EFRSIVZIER, BE, PHEEROCEEOFERELZ AT OIEREICH LTI X7 V7
200 mg ZHEEE Lz, FEEEEZ T X~ 27 )V 70257 V770 A Rtk Oy o3
AR LT, EHETLORMNER R D AUC)LLIZIIT 52 %, BRI K b EE A
K- &5 270, WEROHEREDOIFEREREZ AT HHE X, M-SR ORAIEX YO
AUC 1T 116 KON 114 TH Y | 90% CLIT 1 2 FHATE (3R 2.72.3-6) ZLnn, BREE R OHEE
BEDATHERERE S X, BRI A bITe<. HEREIINERWEE X, LirL, HED
NFHSRERE S 2 3 D HBRE Clx, ER 7R NTHSRE 2 A D280 & el U, FERE ST ORI E X 52
Mo AUC T 2.69 f5 (90% CI: 1.91~3.78) ¥4I L7=, HEOIFHERERTE 24 3 2 81X
707 T AMEL, IERAHOBBEENF L t1p WERT 2720, AEOBEINLELE X
5. HEEOIERERE 2 AT H9E Tk, BE5HEZ QUH ITHLTZENEELWWEEZ D,

+& 2.7.2.3-6 ERTHEAEERERE ST DT EEERETHRBREICSL TS
RYMEBE/S A —F ORPZREFMFHEDLLDOER (JPBV iLER)

Hepatic Impairment Abemaciclib Total Analytes Total Analytes
(Child-Pugh Classification) AUC-0 AUC)-0 Unbound AUC(-0
Mild (A) 0.958 (0.641, 1.43) 0.819 (0.583, 1.15) 1.16 (0.872, 1.54)
Moderate (B) 1.11 (0.748, 1.64) 0.819 (0.589, 1.14) 1.14 (0.862, 1.50)
Severe (C) 2.09 (1.33, 3.28) 1.20 (0.800, 1.80) 2.69 (1.91, 3.78)

Abbreviations: AUC_,, = area under the plasma concentration versus time curve from time zero to infinity;
Total Analytes = abemaciclib + M2 + M18 + M20.

7e¥s. KEESLEAMZEHT (National Cancer Institute : NCI) 4348 (NCI 2014) % H T, JPBV
BRI T 5% < OB 2 FF 08 L7#E R, Child-Pugh 7784 V2 & & 10 & HE ORFHERE
PEE DA Lo, BREBHIZRIENT D . AUC)o0 D fie/ N A EMEIE, NCI 23 FHIC K 2 TR RE
EEO 7 V—TRTEFRRE TH- T,

272333 £#
JPBL-PopPK AT 1233 T 24~91 1% (334 H75 65 m%ilB) OFGPH TRAM L7251, mEEICBT
DT Ry )T OIRYEREIC L, T EE R EEE 5 X o T,

272334 %3

JPBL-PopPK FEHTIZ 3N T Al 859 il e ONBAE 135 B2 b RICHEAN L 7= K. FEE TR T 5
TR )T OEYEREICKRT LT, NI EBE R EE 5 X o T,
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272335 A&

JPBL-PopPK fEHTICEHWTARE [AAN (70%) . BAXIET 7V IR KEN (5.6%) . TV7
AN (18.1%) 1 ZxtBUTEHE L7/ R, MBEICHB T 7 Xv v 7 U 7 oEY#EICK LT, A
FITEEREEL 52207,

2.7.2.3.3.5.1 BAABELNEABEICHITLEMBEDLLE

TRy )7 a2 BEIER G L AARNEE (JPBC i) MOSMEANEE (PBA Bk
N—= b A) EXRIGITHEYENRE AT A —F Z R LT,

100~200 mg DA EFHPHTT X~ 7 V72 HEKRG L L T OFRYEENT A —2 2R
2.723-712RF, HARNEF K OSNEANBE OB IV T Chpax XY AUC_as¢ TR & 72 3KY) 8
OEBNEO bR, KL LT, BARNERE LAEANEE L ORI TT X~v 7 U 7 D3
BB T X — X (ZHHE R TR bR o T,

TRy Y THERE OB G% O AUC)qas & HARNEE EHAENEE & THELE (K
2.7.2.3-12) #5FL. 100~200 mg O EFHPHIZB W CTHARNBH EAAENES & TRE 2T )

ST,

R2723-7TEBEBICHEEZOBRERDTATLV ) TOEDEE/NZ A —2DER
(JPBA i B2 % Uf JPBC ELER)

Japanese Non-Japanese
100 mg 150 mg 200 mg 100 mg 150 mg 200 mg
Parameter (N=3) (N=3) (N=6) N=7) (N=85) (N=117)
Cmax@ 127 167 214 68.8 114 158
(ng/mL ) ShH (40) 87 (117) (83) (92)
AUC(0-tlast)? 3880 3960 5170 1690 3420 4600
(ngehr/mL ) (71) (39) (94) (95) (82) (96)
tmax? 5.93 5.95 4.97 6 6 6.02
(h) (5.92-798) (3.95-6.05) (3.95-5.95) (4-10) (2-70.53) (1.98-72.45)
t1/2¢ 27.5,24.1d 219 16.3 20.8 22.8 21.3
(h) (19.3-24.6) (14.2-22.6) (11.5-29.0) (8.92-60.8) (11.6-63.0)

Abbreviations: AUCq.¢as) = area under the plasma concentration versus time curve from time zero to time tlast,
where tlast is the last time point with a measurable concentration; Cy,,x = maximum observed plasma drug
concentration; CV = coefficient of variation; hr = hour; N = number of patients; t;,, = half-life associated with
the terminal rate constant (lambda z) in non-compartmental analysis; ty,,x = time of maximum observed
plasma concentration.

a Geometric Mean (CV%).

b Median (range).

¢ Geometric mean (range).

dIndividual values are reported when patient numbers are <3.
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50000+ @ Non-Japanese
A Japanese

400004 °
J
% 30000
£
S °
£ °
= 20000- ® °
g 9
2 ° S
&> 100004

®
ol ¢ ¢+ B I

T T T T T T T T T T T 1
25 50 75 100 125 150 175 200 225 250 275 300
Dose (mg)

Japanese; n=25 (100 mg: n=3, 150 mg: n=3, 10 mg: n=6, 200 mg: n=6)
Non-Japanese; n=209 (100 mg: n=7, 150 mg: n=85, 200 mg: n=117)

X 272312 EEBEHICTAILY ) JHEHAEROKSEZOBAAEZEELENBAEEIZHITS
AUC.tjast DELER (JPBA B2 & U JPBC i1ER)

TR )7 QI2H AEHE (HEHPH : 100~200mg) L7- & & OEFINEBICKIT 53K
WENRE/ N T A —Z 2 2.723-8 \T-T, AARNEEKRUIMNENEEDHITIZEBNT Chaxss XL
AUC, s TOIEYBREDEBIIR E 23 o72, 100 mg Xid 150 mg &G-Sz HARNBE 2 fllck
WTEWIRRESED DL, ZHUTT X~ 7 ) 7 ORyEEIZE T A EERES O K E X2l
K95 AIREME RIB STz, ke LT, HKA%%&%EA%%}: DETT =27 U 703
WENRE /N T A — Z |ZHHE R TR O b o Tz,

TNy U 7% QI2H EFE G R OEFIREICEIT 5 AUC s & AARNEH LAENEE T
g U7z (K0 2.7.2.3-13) 53R, 100~200 mg O HE&FHICIBW T, BARNEE EAAENES O
HTRERET DT,

705, JPBC &l ) OY JPBA Bk COIEMENAE D bl 1T 8A & LT C1 7 7' Al&E V765 R
TEH LN, 7 BAEE (C1~C3) IZBWTORFDE NI L DT~ 7 7D AUC,
Crax O tmax DB IEG R l}k@é@%ﬂb@f Tz e (55 271331 H) | 3 a7k
NANE TR T E TSN AEMFCRETH D Z EPREN TS (B2.7.1.241H) |
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K2723BEBBICREZEOBRERDTATLV ) TOEDEENT A —2DERN
(JPBA i B2 % U* JPBC &4ER)

) Japanese Non-Japanese
Geometric
Mean 100 mg 150 mg 200 mg 100 mg 150 mg 200 mg
(CV%) Q12H Q12H Q12H Q12H Q12H Q12H
(N=22) (N=22) (N=5) (N=8) (N=72) (N=52)
Chin,ss 132.56, 1176.16, 210 144 169 197
(ng/mL) 1044.12 102.65 (89) (61) (95) (82)
Crax.ss 231.58, 1381.46, 298 226 249 298
(ng/mL) 1379.20 148.86 (64) (51) (86) (72)
AUC 4 2070, 3020 2250 2390 3000
(nghr/mL) 14100 15500, 1460 (73) (54) (90) (69)

Abbreviations: AUC; s = area under the plasma concentration versus time curve during a dosing interval at
steady state; Cppax ¢ = maximum observed plasma drug concentration at steady state; Cpyjp ¢ = minimum
observed plasma drug concentration at steady state; CV = coefficient of variation; hr = hour; N = number of
patients; Q12H = every 12 hours.

a Individual values are reported when patient numbers are <3.

180004 @ Non-Japanese (Q12H)
® Non-Japanese (Q24H)
16000 A Japanese (Q12H) A
14000 A ‘
~ 12000+ °
£ (]
£ 10000+ °
£ 8000~ 3
% 6000- ' 3,
S . ]
L] —
< 40004 ° ° [ ] o
2000 —_ ttj
0- o ® "‘

T T T T T T T 1
0 50 100 150 200 250 300 350 400 450
Daily Dose (mg)

Non-Japanese (Q12H); n=209 (Total daily Dose: 200 mg: n=8, 300 mg: n=72, 400 mg: n=52)
Non-Japanese (Q24H); n=209 (Daily Dose: 50 mg: n=2, 100 mg: n=3, 150 mg: n=2, 225 mg: n=2)
Japanese (Q12H); n=9 (Daily Dose: 200 mg: n=2, 300 mg: n=2, 400 mg: n=5)

272313 BEBEBICTAI LY ) IREROBREEZDBARANEELNEAEZEIZSITS
AUC; s DLLE (JPBA EE R U JPBC SHER)

JPBL-PopPK fE#T#E Felz 35 < . BARNEE KOS ME N B OIREFEE D post-hoc HEEH % &
27239 127°F, BAARANBERUAEANBEICBIT D Chings PRIMEEEIT. ThZh
155ng/mL (CV% : 46%) K" 186 ng/mL (CV% : 43%) . AUC.q O 8T EHEIZZ
2340 ng-hr/mL (CV% : 37%) K% 2650 ng-hr/mL (CV% : 38%) T 7=, HAANBE KOS E
NEZETOEFEKREDOT X~ 7 U 7 OREEICKRERENLR) o7, £7-. JPBL-PopPK f#
HriZisWnW T, BARNEZT X~ 7 U T OEYBIREIZEHIT AR L L TRES RN T,
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JPBM-PopPK AT FAZ D <\ AARNEE K OSE N EH OIRFE RO post-hoc HE fiH A %
2723-10 12T, AARANBEMOHNENEFIZB T D Chings PERMFEHEIL, 0L LN
169 ng/mL (CV% : 63%) KT 183 ng/mL (CV% : 45%) . AUC., ORI EHHEIZZN TR
2430 ng-hr/mL (CV% : 55%) M O% 2550 ng-hr/mL (CV% : 41%) T -o7=, HAANBE KOS E
NEFHETOEFREDOT X~ 7 ) 7 OBFEREICKE IEWLR -7, F£72, JPBM-PopPK fi#
HriZisWnW T, BARNEZT X~ 7 U 7T OEYBIREIZHIT AR E L TRESNR)N> T,

% 2.7.2.3-9 JPBL-PopPK M RICE S BAABERUNEAREOBREED
post-hoc # E &

Japanese Non-Japanese
p D PR Geometric Mean Geometric Mean
arameter Description (CV%) (CV%)
n=65 n=402
Chnin,ss (ng/mL)b 155 (46) 186 (43)
Chnax.ss (ng/mL)b 247 (36) 260 (38)
AUC g (ng-hr/mL)b 2340 (37) 2650 (38)

Abbreviations: AUC ¢ = area under the concentration versus time curve during a dosing interval at steady state;
Cin,ss = minimum/trough concentration at steady-state (Day 56); Cppax ss = maximum concentration at
steady-state (Day 56); CV = coefficient of variation; PopPK = population pharmacokinetic.

a Values are summarized by individual post hoc estimates.

b Exposure estimates are based on BID doses normalized to 150 mg.

% 2.7.2.3-10 JPBM-PopPK B RIZE S BAABERUNEAREOREED
post-hoc # E &

Japanese Non-Japanese
Parameter Descriptiona Geometric Mean Geometric Mean
P (CV%) (CV%)
n=37 n=285
Chin,ss (ng/mL) 169 (63) 183 (45)
Chax,ss (ng/mL) 243 (54) 250 (41)
AUC s (ng-hr/mL) 2430 (55) 2550 (41)

Abbreviations: AUC g, = area under the concentration versus time curve during a dosing interval at steady state;
Cin,ss = minimum/trough concentration at steady-state (Day 56); Cp,x ss = maximum plasma concentration at
steady state (Day 56); CV = coefficient of variation; PopPK = population pharmacokinetic.

a Values are summarized by individual post hoc estimates.

272336 K&

JPBL-PopPK fiEHTIZIHWT, KEEZ T 1 A MY w7 72BfRIE %2 B [ L 7= Mechanistic PK E7 /L
(AL AIA T IO BFEIIARREE OO TFRIZ R L Lz, REOHRIEIL 67.2kg (36.0~
175.1kg) ThHotz, 7= 7 U7 M2 Xix M20 OIRFERICKH LT, REITHEERFEL L
RIpole (K2.723-14) .
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D1 SS

1L9G6E8ZNST

92/901ENST

6125€8CAT

50 75 100 125 50 75 100 125
Baseline body weight (kg)

Abbreviations: CI = confidence interval; C,,,x = maximum concentration; LY = abemaciclib; LSN2839567 =

M2; LSN3106726 = M20; D1= after a single dose; SS = after multiple doses at steady state.
Note: The solid blue line is a linear regression line and the shaded area represents the 95% CI.

272314 BERERRUVEBKRREIZETETRTILI )T M2 RV M20 D
Cmax EREDEF (JPBL 3XER)

27234 HSNEAHEROFEE

TRy )T NERICESE CYP N T UV AR—Z—OE, BLEAITFHESR TH
% Z &R LT invitro MBRCTORTRICE S &, TR~ 7 U 7Tk DM ERN O 8 %
AT o7 DR A FE M Lo, ERREWH EEHRER, WONCT X~ 7 U 7IiZx3 % CYP3A
B K OFFEDEEED PBPK 3 2 2 L—3 a3 U OFE R 2K 2.7.2.3-15 1277,

272341 EWMWEEER: TRV JITHT HthFI0FE

TR 7 U7 invivo IZB W TAFIZARH S 4L, invitto RBRT —F BT RXw v 7 U T
M2, M18 Jx T M20 DAREHNT CYP3A4 3 FIZRHE- L TWD Z EAVRS Tz, L7chi» T, ERRZE
WA BRI, HEEHORE S 2B T 5720, CYPIALEAIZ 7 An~ A1
(JPBE #%7) &Y CYP3A @AY 7 7 vy (JPBF iBR) #HWCEELEZ, Zhb ok
B RICHEAS &, TR 7 U T ROKRBIE G O S EREIT 6 D> CYP3A PHE A I
CYP3A FHEA| DB A THT 5=, PBPK ET VAR LT,

104



LY2835219 (mBC) 2,72 FEPRIEREEAER

2.7.2.3.4.1.1 TRILY ) TIZHT % CYPIATREFRIDEZE

JPBE RERICHBWT, 7w 7 U7 50mg & HM &L CYP3A [HEARIZ 7V 2Aa~A v
500 mg QI2H G-I ZNENHERR OEE L-, 7T~ 7 U7 50 mg B 5 & T,
PR GREOT X~ 7 U7 0 AUC)o & Chax DENEIR 337 5L T 1.30 538 (K
27.2.3-15 J O 2.72.2-11) | WITHRHTES R D AUC)0ld 2.19 FEHI L7228, Crax 1T1EE
IMEB Lotz (b :093) (F£2722-11)

T2 )T R ORER S O EREIZ KT S CYP3A FREXR b2y —, 4 8T
afy =, DVFTRBLARORTANINOREETNT 5720, PBPK I =alb—varz/f
WSR2 2.7.2.2-14 | TR T,

Fio, X 272315127 X7 V7 200mg G LIz L E DT R~v v U7 ROKRHIES
¥ AUC X% Cpax (292 CYP3A ZWFR HAEH OB E R,

FeRRER (JPBE ikBR) KON PBPK 22l —v g OLLEORRE LY, CYP3A [HERI D& S
DEET OB WEFIZH L, TS Z7 VU TOHERGIILNEE B2 5, -, RUEXSRY

OEMEAEHY (M2, MI8 KUY M20) CIIHx B ETEMEIC D E4E] o PRl S5 IEE S
MR EOEICESWTIRET L7/ R S, ARk Th o7 (£ 253-1) .

R — SUGRNTOFER LD, T~ 7 U7 M2, M20 K UNRIEMEME 1T R 2R OE DD
PEIZF LCRIC K D ICHET D720, HEFEITE T 5 MEHIR IR Y B SO IR I E 44 D
AUC I DWW TEME LT,

2723412 TFARILHYTIIxT B CYPIAFERIDHE

JPBF BRICBWT, U7 7 BT R 7 U 7D AUC)o T Chax & FIVZENEK 95%
R 2%B» &7 (£ 2722-15) , £z, V77 BV OFE F TRIAIES S D AUC).
J O Coax (FZIEIUR T7% M Y 45% 0 L7z (3% 2.7.2.2-16) o PBPK ¥/ = L—3 3 OfER,
CYP3A #F8AI T V3~ B E T AUC & 80%JEA, K OKRIIE XS4 D AUC % 52%Hd S5
TR (K 2.722-17) o JPBF iR TN PBPK ¥ 2 L—3 3 VOFER I, T R=
VIV TEY T BRI EBE DK S CYP3A FHEA L OOFHOBITITER N
MBETHDLEEZONT, BB, T2 U 7OBERBRTIL, 9 CYP3A BEAICTH LT
XY AL OERERDTND,
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Extrinsic Factors

Coadministered Drug Ratio with 90% ClI Dose adjustment

Ketoconazole
Abemaciclib Cmax *» 50 mg once daily
Abemaciclib AUC o
Total AUC *

ltraconazole
Abemaciclib Cmax *» 50 mg twice daily
Abemaciclib AUC *

Total AUC *

Clarithromycin
Abemaciclib Cmax g 100 mg twice daily
Total Cmax &
Abemaciclib AUC 4
Total AUC 2

Diltiazem
Abemaciclib Cmax L 2 100 mg twice daily
Abemaciclib AUC "

Total AUC *

Verapamil
Abemaciclib Cmax *» 100 mg twice daily
Abemaciclib AUC -

Total AUC

Rifampin
Abemaciclib Cmax 2l Avoid CYP3A inducers
Total Cmax ]
Abemaciclib AUC o
Total AUC o

Carbamazepine
Abemaciclib Cmax o Avoid CYP3A inducers
Abemaciclib AUC ol
Total AUC *

I I I I I I
0.05 01 05 1 5 10
Ratio Relative to Reference

Abbreviations: AUC = area under the drug plasma concentration versus time curve; CI = confidence interval;
Cmax = maximum concentration; CYP = cytochrome P450; LS = least squares.

Notes: Values are presented as the ratios of geometric LS means with 90% Cls. Total = abemaciclib + M2
+ M18 + M20. Data presented for clarithromycin is for a 50 mg dose of abemaciclib.

272315 7RI T200mg 25 LI=EEDTATLY ) TRUKRRAERRYD
AUC X% Crax [=xt9 % CYP3A EMHEERDEE

2723413 TFARIIHYTIIXT B P-gp KU BCRP HEFIDEE

In vitro |28 WT, 7X< 7 U 7% P-gp XX BCRP DXEE CTH 5, In vivo TlL, 7 Xv 7
U703 EE LTHFRENC LV IEAT D, v AT 2Bk (JPBD #BR) TIIE5EDOK 81%0
FAH & U CHEMERIC PR S, REGROFEFYER IR G EOR 7% THho7=Z &b,
P-gp X TN BCRP (X7 X~ 7 U 7 Of ORI OMFIK 7 &1L B2 N2 EDNRBEID, £,
RO VT T AT DT R~y 7 UV TORFPERO RSO N TH DL L, TRY
VI VTOEREKDT )T T AT D P-gp KON BCRP DX 2 FH TS NWEE 2 HND,
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FICHPEE SN2 3 M2 4, in vitro Tl P-gp X T BCRP DHEE TH %, 58V CYP3A [
EIno P-gp ODIEEAZATH7 70 Au~vA v OffAKS BERETHOLRDS P-gp [HE
FlolEE AL CYP3A HEAICTHH D) 12XV, CYP3A REEE O THIS - XL S i12, M2
D Cpnax 1357 68%E T L7 [JPBE #tBt (45 2.7.6.101H) 1, L L. AUCoold 50%EML7-2 &
M5, CYP3A 1T LD H 2 HREBHE XX P-gp 241 L7 BRI O BRE S B U 7= [ REMENR S 2.
bhb, M2 OIEBREOEISGIIRIEZREDK 13%THh D Z & 2EE UL, P-gp BHERIFAET T
? AUC O HEIINEREGIR F DA M T LB BERTE I L 20 EE R D,

PbEXy, e b7 v AR —%—P-gp Xix BCRP DFLEAISUIFFER N T X~ 7 U7 K
M2 OFEYENRE B IR A B 2R 5 % 5 2 % ATREMEI AR & f)lr L 7=,

2723414 TFARIDVOY)IOEYHEICHTHART I FOEE

TR 77 400mg a7 I F8mg LOfFH L CHEIRAOFG LILE, TXwv 27 U7
400 mg Z HMEFE G L2 & ZZHRTT X7 U 7O AUCq.gast PFc/D LM EHEIT 9%

(AUC_gast Ft @ 1.09, 90% CI : 0.933~1.27) ¥/, AUCq.0ol 9% (AUCo.ookt : 1.09, 90% CI :
0.929~1.27) BEAN L., Cmax 1% 1% (Chax FE 0 0.99, 90% CI : 0.813~1.20) L7z [JPCA 7{Bx

(52761410 ] . L2L, Wb 90%CLIT 1.0 2ET 2 E0vh . 2D OEETHEG 2
WITABE TR olz, LR T A 2R E LBRER T TROBRIZHN G TND
BT I RETRe U7 U7 E AL L TCHERMICERD S 2 I EAERIZA Ul e
Ezbnn (52.7234221H)

2723415 TFARIDO)ITOEYHEICHT AT BEERIOELE
2.7.2.3.4.1.5.1 TIRRES Uk

JPBA B M OV JIPBL iREBRICHWT, 77X~ 7 U7 150 mg Xid 200 mg QI2ZH 5 L7 L&D
ENREICKT LT, ZARA T b (500 mg OFRANEGZE 142710 1 HEEKO 15 H
H., ZNLIEIE28 B A 70 TE D 1 HH) ICXD2WLNREEIIR LN ST,

27234152 FFHFAEOV—=)L, LrAY—=, FEXVTIURUIFEAREY
JPBH iR T, 7 X~ 27 U7 100 mg, 150 mg 1% 200 mg % QI2H 5 L7 & & DIy HE)HE
X LT, WOWERIERITHDHTF A Ra Yy — (ImgQ24H) . L hr Y —/L (2.5mgQ24H) .
HEXT 7 (20mg Q24H) XITTF B A AKX (25mg Q24H) [Z LD BII RO
Nighhotle, £, 7FA ey —AXiFL ha Yy — Va2 fH#E 5 L7z JPBM iR CO 7 X~
7 7 OEYEREIL, T E TORFFRGHRE O TNV T o MG L7z JPBL Rk
TOT X7 V7T OEYEEL REREWTRL, 7TA MY —LEOL ha Yy —/d 7~
~ 7 U 7 OIEYEREBICK L CEEEL KT SN E W ffame —B L7z,
272342 EWHEEEAR: tF NRAMEEICHTETRAISY ) TOEE
2723421 CYPEBIZHITDEZTRILY ) ITDEE
In vitro (ZBW T, 7X= 7 U7 M2 O M20 (%, EERIICEZE/ CYP THDH CYPIA2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K (¥ CYP3A Oifik%[HEHE 9, CYPIA2,
CYP2B6 K% O* CYP3A O mRNA Z#5E L2\,
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BB RO LD IBETOE MFI 7 1 Y — 2% W R 7 in vitro i BRIZBW T, 7
N7 U7 M2 KO M20 IXEHE 72 CYP HETEEZ RS 2V, 7w 7 U7 M2 KDY
M20 % b AR ICIREER 2. CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2D6 KT CYP3A O
mRNA FBL &N DT 5, mRNA BB EDORAD D A B =X MIBRELTRATH Y | T OEGRKM
B (invitro 225 invivo ~DOFH|) HARHTH 5,

Fo, TR U7 VT RIEEG#OR K F MBI DL BNIRD DR -T2 Eh b,
TR VT HEPEERAILE LT CYP3 REAILET 2B CHE T RVWEBZ AN, 20
2L XY, TR YT CYP3A IEMEICKRTT D RRIRHNIC BB R BTN 2 & DRI ST,

Z DD CYP IZOWTIIMRET L TWZRWA, invitro sREROFT RIS & | ERARIEY M AEH
DAL D AMREMEIFIR N E B 2 D,

2723422 P-gp RUBCRP rSVRR—F—HEBIIHTET7ATLY 1) TOEE

In vitro IZH W T, 7Xv 7 U 71X P-gp KO BCRP #ET S, 7w 7 U T OREKMAE
(200 mg Q12H) &N Cpax ss P M-I (K9 0.59 uM (JPBA #BR) 1 % MV 7z static &7 /L&t
Bk (FDA 2012) OfER, 7X_~2 7 ) 7@3vaxyy, a7 I RXUIRrARZRZF O L
9 72 P-gp TN BCRP OFEIEAN L &G Lz & & invivo THEMMAEERA U 5 aTEetkEn
H5, JPCARERT, P-gp DB THAHEXTI N 8mg a7 v 7 U7 400mg & OFHEE L
7l &, BT I RO AUC)qast (AUCoqast b 113, 90%CI : 1.03~1.25) &' AUC).
(AUCq.cott : 1.09, 90% CI: 1.01~1.18) (XD TN Th D b OOFFFICHEICHM Lz, L
MU, BEWED D 90% CI 1%, 0.80~1.25 OFPHNIZINE > T2y Chax P EFH- .
HEFFMIICAE TH 72 (Cpax Hb : 135, 90%CIL: 1.15~1.59) , BT I ROBEEDDHLT )
BN FHFERICHEBE CIEH 50, uXT7 I NOHREHAEZRG Lzt &, nX7 I oM
ZRLET HEANOFAE T TrT I ROBRZEEND2 0 BN L T b PR MmE ST 4 e 4o
RO RIS S IXBIHE L2V 2 EARSILTVWAD Z &5 (Vandenbossche et al. 2010)
XTI ROFEYBREICKT 2T v 7 U 7 ORBIIBERN BRIV EEZ X DND, 7B,
AR TIIn XTI R 8mgaT7 X~ 7 U7 400mg & PG L= &, W& 2627 L —
R 1 OFEMED EVRBO NN, T2 7 U7 400 mg Z B TG S WRE s 2
L— R 1 OFEEDEVRNRO BN, LN T, TR 7 )7 u~T I REfHH#ES L
TH R EII R NE B X D,

0TI RETRe 7 VT e ARELEEE, v XTI FOEEHM TH D N-desmethyl
loperamide ® AUCq.q1asi (AUCoq_ast L& 1 1.94, 90% CI : 1.70~2.22) . AUCq.co (AUCq.cokt : 1.47,
90% CI : 1.12~1.91) & T® Cpax (Cpax Ho 1 2.33, 90% CI : 1.93~2.81) [ZR&<HEML7, N-
desmethyl loperamide D¥EZhiT a7 I KD 1/3~1/2 Th 5 Z £ 25 (Vandenbossche et al. 2010)
N-desmethyl loperamide D IEFE & OHENNLERAIITEE TRWEEB X L5,

ftthd> P-gp X2 BCRP DAEVHE & OFWMEAAEMFBRIIFEmM L TRV, I F D K5 2R75K
B P-gp ODRVEIERN & T N~ 7 ) TENHEGT D56, WA EERZ R rReMED
EZHN5, In vitro iERT —Z 725 ICsq fEIL BCRP (0.3 uM) & P-gp (0.6 uM) TRIFRE TH
0. JPCARBRTHONT P-gp WETHLHE T I NOBBEEOWINI NI Dol Z L 2BET
HE. BCRPIZHT DT RN~ 7 U TOREL/NSNWZ ENREEIND,

108



LY2835219 (mBC) 2,72  [RRIRPRER

2723423 HRUBRYRAH# S VRR—F—BEBIZHTEITRATILI ) TOEE

In vitro (2B W T, BERMICRD DNDBED T R~ 7 U7 M2 KT M20 X, FFELY iAZA b
7 AR—4—0CTl, OATPIB1 %O} OATPIB3 % [H# Lie-7= (RE<1.25) (3 2.722-1) ,
F7o. BERVIAZ N T U AKR—=H—0AT1 K OAT3 Z[HE L2 o7 (TR 7 U7 M2
Je O M20 DIEFEET Crax/ICs0 LD EFE : <0.02) 23, BEHLY A b T > AR —H —0CT2 % i
Lic (TR_=o 7 U7 M2 KO M20 DIEFERT Cray/ICso LD EFE 1 >0.02) (K 2.7.2.2-2) .
L7z o> T, T~ 27 U 7% OCTl, OATPIBI, OATPIB3, OATI1 &' OAT3 O IE & (&
HLTYH, EWHAERNE T2 TR0, OCT2 ORE LA GT 2854, A
TERMRAETC LD ReERSH 5 (552.7234241H)

2723424 BHHIFSIVRAR—EF—HEBIIHTEITRIL V) ITOEE

Invitro IZEBWT, 77X~ Z7 U7 M2 KON M20 B TEWAICH 2P b7 v AR —% —
MATE1 }x O MATE2-K ZBHE LT, 7= 7 U7 M2 KT M20 OZNENDEFIRETD
FEAE BT Coax/ICs0 LD A F23>0.02 THDH Z LD (3 2.72.2-3) | invivo IZBWT, 7_<
27U 7L b T v AR =% —MATEl KUY MATE2-K (Z8 % KIF3 & HEE Sz (Dong et al.
2016) . L7z3oT, 7= 7 U7 M2 KO M20 (FERRIVICE®D LAV A IRE T MATEL KO
MATE2-K O ili 5 Z [R5 2 FIREMEN & 5,

In vitro R CRRO HENT=T X~ 7 U7 M2 KX M20 @ MATEL, MATE2-K } Y OCT2 FH
IR SE, TRV TNE, ST F =0, AREALIY, R7=2F U ROLIR T
VAR—Z — DRI EE 2 FE & invivo CEMMHAIERNEC 28N H 5, Lo
T, JPCK RERIZBWT, B b7 v AR —H—MATEl, MATE2-K &' OCT2 DOFKIICEE /¢
FETHDHA MRV OEYEIREIZHT 2T X~ 7 U 7 OREE RS TR LT,

NERMERBE THL7 LT F=0%, REREICE Y BRIERESNDN, BTV AR—4—
OCT2 XIZ MATEL KUY MATE2-K %41 L C 10%~40% X REENAI 72 JRANE 0ilb &% 1T %5 (Arya et al.
2014) , L7285 T, OCT2 Xix MATEl %" MATE2-K OFEIL, M7 LT F = iR 4
mag, 7v7F=voB 7 V77 ZAZETIEL BN H 5, EMA ICK DRI
Mechanistic Static 7 /L (EMA 2012) K OBGEO#HE (Dong et al. 2016) 1ZHS3< &, TR~w v
707, M2 LY M20 125 % OCT2 X MATEL &Y MATE2-K ORLEIEHED =0, 7 LT F=
TR U CHEMME B ER 25 SR T AREER H D (F 2.7.2.3-11)

27231 TRIVY YT, M2RUM0IZKEY L7 F=UDRMEDBICEH D
OCT2. MATE1 R U MATE2-K MBREE 4

Transporter Unbound? Cyyax/ICsq (sum) Clinical Interaction Potential
OCT2 0.04 Likely
MATEI1 0.16 Likely
MATE2-K 0.07 Likely
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Abbreviations: C,,x = mean steady state plasma concentration at abemaciclib dose of 200 mg Q12H;
ICs¢ = half maximal inhibitory concentration; MATE1 = multiple drug and toxin extrusion protein 1;

MATE2-K = multiple drug and toxin extrusion protein 2-K; OCT2 = organic cation transporter 2.
a Plasma unbound C;,,4/IC5¢ (sum) = combined unbound C,,,,/IC5¢ value of abemaciclib + M2 + M20.

Mig7 L7 F=AME0 ERIE, T~ U7 E g ERE ~ A B 5% K OVEBE ~ QI2H
RAEHRGHZOW T TRO b (F 2743 1) , ME7 V7 F =10 EREIX—=RF A i
5K 15%~40%TH Y, T~ 7 V7 ORGHILICK Y EFEETCEET S, Y AFTPU LY
FUARNTY AEZGLESVORFHEFIZHWONIESNT, BV AXI FaxrxFur, 7/
FVy, Inrely, RAT7 TN, abyAHXy MR eV LB, FT U AR—
S —% 1 OLLEFE L, BHREICEE LY 52 TIiE 7 LT F= U flid BRI 2 RSN T
U % (Schiitzer et al. 2010 ; Lepist and Ray 2012 ; Arya et al. 2014, Tivicay PI 2015 ; Zhang et al.
2015) , Y AZ T CROMHJRFEZEF (blood urea nitrogen : BUN) @ X 9 722 BHEE D NI~
— B —OFHM & RIERIZ, A A ~F Y= A XY IO R M~ — I — &2 FHWCHlE L7z |
FLSIHSCHRELHEL D GFR 225, ZiuD O3EAZ W ipEPIcBIT 27 L7 F =0 ERIX
RO T L IIFHAICBE L2 d oz, LA, M7 LT F=ED EFIE, OCT2 Xi
MATE! } O MATE2-K Z 41 L 72 JRAIE 3 3 D BLEE & —E L Tz,

RERIRDOINZ L > TEB SN DIRNRMER Y XTF RTHDLVAXF L CIChTHT <7
T OFEL, IPBN RERIZIB W TS A~ — B — T IC_— AT A Ve e 15 B BIZERIR L 72 1ML
BRI EHNCL hr AT T ¢ T LT (8 2.742.1.64.4 TH) , AENTFERNS VA X
FU CIFERLRNWZIEIRENTZ e, TRV I U TRERZLICED ONI-MEZ LT F
=UMED EFIE. GFR O SIIBEN RN LR S, E2, JPCA RBRICEHWNT, T
Re 7 )T EREEGRZIOEHNE S VT F= B0 ERABED B, BE 24 BEE%ICR D
BEVMEZ R Lz2s, #5192 Rl £ Tl —A 7 4 VEICE TlEIE L7, JPCA B TT R~
7 U 7% 200~600 mg O EFFH THRERE ARG Lz & X LY JPCK #RBRT 400 mg % Hi[AlF
A%GLizeEx, RP 7 LT F =2, YAFF 1 C, neutrophil gelatinase-associated lipocalin

(NGAL) . kidney injury molecule-1 (KIM-1) fE72 & DOBKAE~— T —IZ, X—A T A
OB R, BET DM SUTBREEZ RS T 5 K9 e F — TR biviRinoiz,

JPCK A BRClE, 7 X~ 7 U7 400 mg Z# HFEREOHFREG Lo L&, M7 L7 F=fEITKE
< EFLU, #&5% R2MCREMEZ R LI2%, 120 R OB Ik c i L, v
v a7 7 M SULERGRE IR O TRES £ TIRX—2A T 4 UL E TR 72, MiFs v
T F = AMED EFIZHIIGE LT, OCT2, MATEl &KUY MATE2-K DB THH A FHALI VOB
VT I AN L, ZOFRIET X~y 7 ) 7 OB RME WD D T AR — 2 —~D
W7o EER E—& LTz, TR 7 VTN, A F3~FY— T VT 722 HNTHIEL
72 GFR IZHE Lol Z b, EZ L7 F=0 0 ERITAMEREEEICLZ O TEHR2N
Z DRI T,

LR oT, 7T 7 UV 7OBKRBBR TROONTZMES V7 F= 10 EHIZ, BT
AR—H—0CT2, MATEl }x " MATE2-K %4t L7227 LT F =2 ORMIESWOREIZL D H D
ThHY, BEREOKTIZCLZbOTIERNWEEZOND,
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2723425 ADMEERIOENEEICHTETATS Y TOEE

BEROT X~ 7 U 7T ORGFREIZHESS L, TR 7 VT, ZAVRARNT R, T A
ke —, LhaY =)L ZEXTT U XFTFE AR OFEYBNREIZEZ KT S 720
EEZ bz, JPBA Bk, JPBH 3Bk, JPBL s & Y JPBM RERICEBWT, 7R RT 2 b
(#2.72220) ., 7FHA ey —L (¥2723-16) . L hay—i (K2723-17) . XEF¥
7y (K2722-10) I=FEARZ 2 (¥ 2.7.22-11) OEYBREICHT LT X~ 7 VT
DEBIIA LN hoT,

125
°
£ 100+
= i JPBH LY2835219-200mg+NSAl
c e JPBM LY2835219-150mg+NSAlI
\C/ e JPBM PLACEBO+NSAI
R ° °
"(B' 754 } [ ]
= ° .
[0} ° o
e o ® o®
Q & o ° 0.. [ 1) *
O 50+ . .'. . we®™®
S o 830070 L. . ¢’
N p o .. Y .. d
_g 5‘ ® .‘.. o O, @
= o [ 4 e
© 251 ®e o%e o d
c .' o eo® ‘
< ( ] ° [ ] [ ]
° °
0_
0 3 4 7
Time (h)

Abbreviations: h=hour; NSAI = nonsteroidal aromatase inhibitor.

®2723-16 BEBEHICTTAI LY ) TeHERSEOT R bO V- LIREORRHRS
(JPBM ELER B Uf JPBH FER)
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®
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Abbreviations: h=hour; NSAI = nonsteroidal aromatase inhibitor.

2723NTBBEIZTTAI LY ) T HERSEZROL bOV—LIREORREH#RS
(JPBM ELER B Uf JPBH FER)

27235 HERL- AEZXHTHIEVHERUVEBEZE - RICEROBROERN

FERRAR B K QBRI OAERICIESE | R THOW O DHESEAE « A&, NOWRIEA
EDOPFRHIZBNWTT R~y 27 U7 150mg % QI2H THETH LU A L Uiz, BREERER D
F7-2BEMIE. e REE - SUSITICESE | RERXXT7 4y b VA7 T0 77 A V%
LT LI RT Ry 7 U7 ORE - AEZEUISRIRT 20 Wik L 7 b Z L Th D,
HELTFYE - B % R 2 KB K ONRE B — 6T — % 2 L FICERT 5,

TR T ERRMERE L L & O~ U ZABEBHET T VICIT D 3EMENRE, 3K R )
b, HEMHREEZEL T —EOREREZE 2 2B 2 2 & 3 Rreeny ek ia & B o 1T
ZILICHETH D Z EDRSLTE (Tate et al. 2014) , ~ 7 A Colo-205 EFEMAEE T /LI T,
TR ) T EBMBEE LT L EOEFIRBIZE T 57 X~ 27 U 7D Chingss 1349 200 ng/mL
TdH V., pRb KT topollaDFE 2 PRE MM EH DOHETT A4 11, EGTHESH 2 i) L 7=,

OO ERRAER (JPBA #BR) (2B T, Q24H DL - & (50~225mg) X MTD % Ci3
HEET. 225 mg Q24H &5 TP Chinss PR -EIEIL 54.7 ng/mL (CV% : 27%) Toh o7z, KV
BWT Rv 7 ) TRERZEDLT-0IC QI2H ORI - A& (75~275mg QI2H) Z it L7-fkR,
MTD I% 200 mg Q12H & #7E L7z, MTD TIET X~ 7 U 7D Chinss DT F-EIEIX 197 ng/mL
(CV% : 82%) ToH 7=, JIPBA R TIZ, 7~ 7 U T DT _XTOHAETOREERBIKRIC
BT, pRb &N topollaDFEBLANHE S 47z,
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ENE 1 MR CTH D JIPBC lBRICB W T, 7~ 7 U ZHEESL (100~200mg) &
QI2H K fE# 5 (100~200 mg QI12H) % iFfi L7=fE 58, JPBA RBRICEIT D AME AN HEE & JPBC iR
BRIZIBIT 2 BARNERE & O TEYEEICKE RBEWTERD bR o Tz,

T Rw vy ) THME S0 JPBN i ERIZEBW T, MID THDHT7 X~ 7 U7 200 mg QI12H @
MTD %l L7z, 50 mg B2 CTOHERMEIT L 2L OEFMIZ LV A8 & L7z, JPBN-PopPK
fRHTOFER, 200mg QI2H H 5 L2 & T X~ 7 U T D Cupings D KBTI IL 253 ng/mL
(CV% : 44%) EHEE Sivlz, BRER R — USRI ICI W T, Crinar W ONZRRBRIIH] 2408 L 72
PIREZHWTHEMN L7 Chaxsss Cmingss XY AUC, s & W& S OFRIEIC IV o, WREE & — RUL i
PrOFERIZT X~ 7 V7 M2, M20 R OSRIEMEWE CRERCTH 0 | IREEE & Z82h 3 LY
AT & OMNCBEEMEIX 20 o 70, FHRIZBRWTC, BRFEE L Lt & ORI IXI ke 7o Bt
X720 o7, THRTORGIBAL TR AL, BMBEEZOLOTIIRL, 7Y 7 UV T7OH&
Tholo, BERE— ST TRO DILTZHERN G, Hx OFERE OIARFMHEICEK ST HERELY
45 Z EnEAT N (K2.7.23-2)

TN NT o NS Uiz JPBL BRI W CRERBAAGIRF O 1L - &I, JPBN R
ERBE, TR~ 7 U7 200mg XL TR QI2H &% E L T\, 1BBRIRZF S S - &)
D 90 BIKBITHEDER FLEEMFEZ1T o 7ok R, BG5S FW U ENZERD b, 7
VI VT HINRARNT U METHLT RV 7 UV TOHEBEREEI RN TWS EEZz bR L
MG LIBEH - SRR ICHAAN SN D BEDT X~ 7 U 7 OREHES 150 mg QI12H IZAH
L7, £, 77X~ 27 U 7% 200 mg QI2H THE-FAA L TV 2R 13, 150 mgQI12H [Tk &
THZEELE (BB2731.121H) |

JPBL-PopPK f#MTHE LI IS & | HEWER & LB R 150 mg QI2H TV R~y 7 U7 L7
WRANT v MEPFREG LIESAE, 7327 U 70O Cungs O EFEEIEIZ 177 ng/mL
(m%:w%)k%iéhtommgmﬂK%W#%’ﬁd%%ﬁéhtaﬁkkﬂﬁk@%@

[CREZ BT o 7o, JPBL BREE & — PUSRMT ORI, 7~ 2 T o h e RE L
k%@?’f\vvﬂ U 7D Cuingss &MWL THIT T2 4 DO ERT X TUZB N T T TR+ 71
N2 LT MELY QBN RICER Lz, ZORENL, FT7'R+ TN A |
7 v MEEL g U CEIEAE IR O A B RER 257201, 7N T 2 b EJFRFCIE
EFRBIZBIT AT X~ 7 VT O T 7REEZK) 200 ng/mL ([ZHEFRFT 5 Z & T ETIE RN
EDRIE T, WRER E— RUCRNTIC & 2 AR A HIRNIC BT 2 RIE, T AR TR &
L TTY X~ 27 U7 150mg # QI2H 5+ 2 ik - HEZEM T2 DO ThHhoT-,

JPBM-PopPK AT RIC IS &, HERET & L2 E 150mg QI2H TF X~y 7 J 7L
NSAI THAH L by —AXFZ7 F A ey — L z2flh LeSGE, 73327 U 7O Cninss
OKMPFEEIEIX 181 ng/mL (CV% : 47%) & HEFE iz, JPBM-PopPK fEHTHERICE S X HEE &
T HARN ESNE N OIRER EIZ R X 2B NI o 72, JPBM MR & — OSRET ORE R, M
WO BERIER #1155 7-D12, NSAL &R CIXEFRBICBIT 2T X~ 7 V70
T 7 IREERK) 200 ng/mL ([SHEFFT D Z EIIMA TRV D EAVURB ST, BREE R — NSIRITIC
éﬁ%%&ﬁ%%ﬁ%?éﬁ%iﬁ%mkﬁ%bf?«vy&)7wm%%QuH&ﬁﬁéﬁ
- HE2EMTH O THoT,
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R U7 B R B — RUSHAT OFEHRIT, TR~ U7 M2, M20 K ORISR E O C [RIAE
Thole, Lo T, BEEOHIHEEREZ A3 248E T CYP3A [HEH OO LB E
F7p & ORRBE LR T O M SEIRETIL, BISEYE SUIRBE S O AUC (2SN TRET L
776

HAN & AME A DS EhHE 2 55 1T AHFRER I NS JPBL-PopPK f#AT & 1Y JIPBM-PopPK f##T 12 X 1
Pl U7 bR, RERBWTRD R o7 (8 2723351 1) . LEER->T, BREEOE
RN, SMEANEE TOHREME - HEZ HARANBEICBWTERETO2LET RN EEZEZ LI
776

2B, HERE OIS 2.53.542 IR LT,

2724  $AIEEER
Rl 72 ek BRI A G TIERE S L2y,
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