R—T = F & 50mg
R— =7 fE 100mg
R— 7§ 150mg

ARG RN FE#H SN2 HRITIR DHER R ONE DO FLIT
AARA =4V Y —ESthizh v £,

M EZ L O3 EAE A ORI B LIS O BRI B B E
BHAFIHT 5 Z L3k ER AL

BEA—54 1)) —#H%A=tt
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15

LU 158 L D e OVBR 8 O et

1.5 RS EFE L ORI OBHIE DFRAE v 1
151 EJFESUTFE L DB oot 1
152 FLIEDBLIR LRI oottt 1
153  FLIFEITBIT D BHIE DI oottt 2

1531 FEBGEIRFRBR ORI .ottt ettt ettt ettt et e et et e e e et e e eeans 2
15.3.1.1 FEFRERER oottt ettt 2
15.3.1.2 B L G Y USSR TSRS 2
1.5.3.1.3 FEPERRIR oottt 3

15.3.2 BB T = 7R =30 oottt ettt 3

15.3.3 B R ZRIR OIS ..ottt ettt ettt n et n et n et en et en s 4

1.5.3.4 FRI S JEI 73 5 DB S DR ettt 4

1535 5 OO OO TSSOSO 5

154 HIZEZIRELLTR DIBHTE oottt ettt ettt ettt en et n st en s 5

15D B IR oottt ettt et et et ettt et et e e et et et et et et et e e e ee et anann 5



LY2835219 (mBC) 1.5 IR UEFE A ORE OBR%E Ok

1.5 ERXIIFROZBRUMFEOER

151 EEXIIRROEE

TRz U7 (LY2835219) X, A —FA VY — TR B R"=—C XV,
A7V NS F—E (cyclin-dependent kinases : CDK) 4 & T CDK6 (2%} L Ci®IRIy 1>
N EEREZ AT 2R A G TRRIKS FbEMThH L, TX~vv 7 V) 7040 +RiT
Cy7H3oFoNg (435 : 506.59) TH Y, TDOFA T N-{5-[4-=F /L ERT T -1-A L) A 7’“»]
Y VU2 A NYS5-T A B4 [4-T N F B 2- AT )L-1-(1- A F VT F L) IH-X U XA I X — )b
6-ANEY IV2-T IV ThD (K151 TRw 7 Y 7T OFEER)

Gl #17~6 S I~ EHIET OHIEIX, MiasHtsa s ta—L325 ETCARAIRTHD
(Sherr 1996; Ortega et al. 2002) , CDK4 } () CDK6 I%, DHH1 7 Vo L EAKREBRK L, [EE
HABZEPNH| K- Td % retinoblastoma % > /X7 & (retinoblastoma protein : Rb) % U V(b3 5 Z &
TARIEMAL L, GL #16 S Wi~ 2T S5, B FRATIE, ZORBOEFE R &N
BHECAT, 1) BRER I X7 4 v 7 RBEFIC L D CDK fHEY 7 BOREK, 2)
CDK4, CDK6 X DA 7 U o OZERE R TmFIHBL, X% 3) Rb ¥ /7 HOREMAL
DRDHOENDE, ZNHORFENEZ D&, M EEE S 7 IR TICHE T 5, Lz
735 T, CDK4 KT CDK6 PHEANLZ, Gl #1226 S HI~OHIfaE M OMEST 2 FHE L, g5 4
42 LEBZ 60D,

CDK4 }¢ ' CDK6 (%7 2RO N REFEER 2 /T2 7 X~ 27 U 7%, MilaE» o
HEC BB 2 B35 LWVEEHO S TENIETH D 2 L h, BEMEESEEZ xS E LT
~V I VT O EITO 2L Lol

Fo -~ o~

\1/;;/ “N E/ W “N 3
F N i L N CH3

N\V{:' - N~ N7 N7 ~ ~

H

"
~
N \ (

.v>14 _ N' \
/ __CH-
HaC 3

HaC

1.5-1 FARILY ) TDLEHEER

152 EFEOFIKEMER

L, RIS LETRDBEEOZVRATHY | KHEORASECREOF 5 (i ThD
(Ferlay et al. 2015) ., 2015 £ HAR AN LMEOIEIC X 20 CEE. KGR, . B, KR
FEICRNWCTHE S CTh o7z ( [RADOREH WEZES 2016)

F7o. AT ANE ZEIR (hormone receptor : HR) | & N _EFZHASEIN 521K 2 (human
epidermal growth factor receptor 2 : HER2) KON ARG (Ki67 ) 72 EDOEHRICL -
TV OPDYTH A FIT53T B DA, HTH HR k7> HER2 [2Pf (HR+/HER2-) 3k b
BEBOZNY T2 A7 ThY ., ENOIREEE DK 70%% HD T2 (Telli et al. 2011) (5
2.5 T HRARIC B 8GR 55 2.5. L1 H AL ROKFEZZM)

1



LY2835219 (mBC) 1.5 JRJFOUTIFE OB OBR%E Ok

AR MEFLIE 109 D TRIRIR IR & L THEEOFEAIDBE NN CTERRB SN TWD b DD, TR
B BRETOLEWEPNEL 2D 2L b, HHRNICT A Y b« AT 4 AN == XD EWEREER
EINTWD,

HR+HER2-E5MEFLIE T L CTld, NAIERIEIC BT 25 2 & CTREFO N IFRIE DR %
EVEDHD T EDOTE HEBIRIERIENRS EENTWD, TAUTE D | BRI fF R 0O 4t
R GO 23 A B OIER O %38 U T, ALFRIE~OBITREZEZE O 5 2 & KU
BHNCITAFOIERER b T b EN D 2 EBnMIfFs D (BF 2.5 JH ERRICET 2 26
2512 T U Ay b« AT 4 WV=—X%BH)

153 EFEICET SRRDERE

TRy U7 ORGERGEREHRTEICR D anE IR AR OERIR GHEEE) OB DR
Mz 1.5-2 7T X< 7 U7 ORIFEORMER (2R L, FERRREER & O R FBR OIS, AR Y )5
MO DEIEORRE, BRIKRT — 2 /Ny 7 —VFIZOWTRHET D,

1.5.3.1  JEERFREERDMES

FERRRFERIZ H oK EU RS FERRSH (ICH) WA T A L CEiE L,
L7z, Fio, FERZAMIF L OEMERERIL, BRSO MR 5 IR RS D E i D 5
# (GLP) (ZHEHLL THEH L7,

1.5.3.1.1  ZEEHRER

TRz ) T ORGSR K O OVERBEFF 2B 5223 2720, in vitro & T in vivo #UER
%Ki L7=, In vitro 35 CTlL CDK4 &Y CDK6 FLEMEH & OV ORME, Flia)E 51 & OV i
FHIZkT DI EEA 23l L2, In vivo SBRClX, =2 ha 7 U2 /K (ER) BIELEE &
iz Ov MESEOHEEETT L~ T A% T CDK4 & O CDK6 - — BG4 M Ol a & 1 oo fH 5=
R L721Ehy, B G KON IR (48 RrX v 22X 0 7 2 KOV LA R 2 )
& DU B ETOPUES R A2 7L L7z, £z, FFERFEBEET VT v b &2 AWT, HIEE
(kS 2 HUIES 20 R 2 R AT L 72,

ZAAMIHREER CIX, 7T~ 7 U TR OMHIZ- OV T in vitro B | ether-a-go-go B3
it (hERG) iRBRA Eh L7210, 7% 7 U 7I2O0NTA X & fAWVTDbiE Rz e
BEERBRIE N 7 > b & IO 7o AR R S ORI 2R 22 PSR BB & Ja bt L7 (5 2.4 T8 JERR
IRFERIZ B3 2 BRI 5 2.4.2 TH RBEABR 2 2 )

1.5.3.1.2 EYB)REEAER

SMBIERBRCTIL, T v FRUA T ~v 27 U 7 ERAERE L & & ORMBIEL O R+
Sk RT 4 A (TK) &M LT (3 2.4 5 FERRHRABRIC BT 2 BHERRAG 45 2.4.3 T 508
B A B |



LY2835219 (mBC) 1.5 EJFEUITE R oORSE &K OBASE Of &

1.5.31.3 HMHHER

TR 7 )T Ot TK M OEEORIEMEIL, 7> FEROA X2 Hnicikik 91 Af O
AR G-FE M ERER TR L 7=, BAngtElX. —HO in vitro XN in vivo iRBR TG L 72, A5E%
AL, Ty FEAWERR - JRIRRAICEE T 2R TR L 7o, EMEIET v b A2V CEH
Lic, 7= 27 ) 73T R AVBEDIRRZ AR E LTWDH 7o, AHGFEIZREW TR AR
BTN Lo T, TR 7 U T ORI OV T, RKEHE G HIERRICHBIT 5 TK OFF
fili 2 OV in vitro AR BEMERBR A FhE L7z (5F 2.4 TH FEERARRBRICBI T 2 UGN 25 2.4.4 TH M
R E M)

1532 BRERT—21\vr—o

ARHFE T, EELFES O FRBRTH 5 13Y-MC-JPBL (MONARCH 2) (JPBL #BR) K OY
I3Y-MC-JPBM (MONARCH 3) (JPBM #BR) %, Ak, etk OSEWEREZ M4 5 5 2
CTEERMERRER EALE ST 2, RFEFFOBKRT — % v r—iF, fHMEEEE LT 6 38R, &
EBERE LT HREBROGE 17 R TH Y | BB OMEILH 2.5 H BRICET DB £
2.5.1-11ZR"7,

ARHGETIE, LT 6 iz st Mgkt L Lz,

® HRH/HER2-O JmrfT SUTHEBMEFL I EE 20 RIS T AR T o b &OFH U7z E BRI
5 11 ARG R 3R C & 2 JPBL #kliR

® HRH/HER2-OmTi¥E (RIGHITRREAEE) UL EE 20 RICHEAT oA FHT
<% —TYFHZEA| (Non-steroidal aromatase inhibitor : NSAI) THAHT7F A bV — L Xk
Uk — L O L7 ERRIEE S [ ABERIRERER CTdh 5 JPBM kiR [ A7 A X
RN 189 1 (THIFEBIA X2 MK 80%) FRD & A7 Ip sl CEEfi U 7 My 8 A 17 111
D FERRHTIREOFE R & -]

® MEHEDRILE L THWZE T HHERRBR THD 13Y-MC-JPBA (JPBA #RER) (5L |
I3Y-JE-JPBC (JPBC # ) (EWN) KO13Y-MC-JPBH (JPBH #ER)  (VESh)

® HFEAIIREDRILE L CHWZ IS TR RER CTh 5 3Y-MC-JPCC (JPCC #5R)

Fo, LR 11 RABE2REERE LT,

® [BEHAXG L LIRS L m R A k5 & L7z 13Y-MC-JPBN (JPBN K
BR) . FROSUTEREMED~ > MV Y > REREE A RS L LT 13Y-MC-JPBB (JPBB &
BR) . RONEIES AR %5 & L7 I3Y-MC-JPBE (JPBE #tf#)

® (EEEWEERFE & kG b U7 YEs ERR SR HLEER - 13Y-MC-JPBG (JPBG #%) . I3Y-MC-JPBS
(JPBS #Bx) . 13Y-MC-JPBU (JPBU #Bx) . 13Y-MC-JPBD (JPBD #fBk) . 13Y-MC-
JPBV (JPBV ikB#) . I3Y-MC-JPBF (JPBF &%) . I3Y-MC-JPCK (JPCK #B&) KON I3Y-
MC-JPCA (JPCA #5%)

AHFEICHEOTZEARRIL, WInb~ vy X ES, BEREZHAEEHZES (Council for
International Organizations of Medical Sciences : CIOMS) 7¢ EOEERAMMGET A K7 A4 kD



LY2835219 (mBC) 1.5 EJFEUITE R ORGSR &K OBASE Of &

WTCAE SN MEA ], ICH O EIRS O KRR O hE D% (Good Clinical Practice : GCP)
DIA RTA v WO EGRER O FEHEE 2 3 Tl S VA EE L OHENC 0> THEM L7,

1.5.3.3  ERIREABRDEIRE

TR 7 ) T ORYIOERAERIL, 2009 412 K[E TR L7258 TR JPBA B TH 5,
JPBA RBRIX, HEITHRABEEZRGE LIHENN 7 = —X O8%— K A) RO UTHE < FrE
JEA SR L L2k 7 =—R (/3— | B~G) THi L7=,

JERZ7 = —AD/8— k D T, ABEFEEZXGUIT N~ 7 U 72 &5 LR, HRHEBME
HARE KT D2HEMMENREBEIN, BT a7 7 A VLR TEDL LD ThoT=, £,
MH%E%%%ﬁ%KTNV77Ufk7wNXF?VF%ﬁﬁLka7l—f@N~FGT
b, TRy ) THAIRE L U CERIR FRRE & 7 2 FE M o0 FEBUB N0 EE R A R 3ER
DO T,

FIROEERT — & OfE IS & | EERILFES AR CH 5 JPBL 5k & O JPBM Bk % &t
L7z, ENTIE, Wk IPBARBRICE S &, EITHRABE L RG L LI2E TR TH 5 JPBC
MR Z I L, BARNCBIT 2 AR ENHR S, ERNLDL S 20 OFEBILFEE 11 fHRERIC
S LTz,

JPBL #RBRIT, W iRIER ICHEE U7 HRA/HER2-OYIBRARRE 72 W FTES T 3T Hs e P R
EXGIT, TR 7 VT ETNRANT U N EFAEE LT & & O MK OV M % 7 7
oL haR 4k, BERL, “HEMR, 77 R TH o7, JPBM RERIT. RETRFEED
72N HRH/HER2-D R i3 (RIGHITRIEREE) XITEBHEAEEE 2RI, TXvv 7 U7
& NSAI Z L L7z & & O R OV eE 25 4 5 sk LR, BIEAL, —HEER,
T eARRERBR TH T,

WTFNORBR TS, FEFHMBEE Th 5 EEAGFHRIC O W T IR LI L TT R~ v
7V 7 CREFFIICABRIEENEO vz, TOMORIKRE A IMERMEEE & LT, 2%
BmETH, 7°*7Jzﬂ‘f&tt$5€ L CHEH#RIcaE B EZrRmo o, 24&F8mc-on s, |1l
_ih TRYL IV THTVRA T
R0 NSAL & L7ZBRICRR O DN A EFERITIETH Y . @Rt =4Y 72XV R
322 & T, IRESUIHER I LD FERNLOREIENFAIRE TH - 7=,

INHDORERMNS, TR 7 U T ETRA T2 T NSAI OFFFAZEEICOW TR
RRT 4y b VR T T 7 ARSI,

1.5.3.4 HHZBEH,LDHE DR
HARDHELT - FZERRE (WO RIGR E OOHH) gl LieT X~ 27 U 7 OBR%E TIE
ISEATEOE N RIS R A1  (Pharmaceuticals and Medical Devices Agency : PMDA) &
st & LcEg - cll =1 oz D . =20
# =1 Wz ) & 25 5 BRcBET 2 HERMm 8 2.5.1.5 EREY R
NCVIET S s e GENen Bl Bl EESN e AR




LY2835219 (mBC) 1.5 IR OUEIFE OB OBR%E O

1.5.3.5 FEH

JPBL B KO8 JPBM FRBRICEIT D A K OV M 2 5l L7=fE 8. 7~ 7 U 7 OBEAF
DN WIEE & OPFRES CITEEBEIUEEE IS L TRGR_REX T 4y b VA7 a7 7 A
AR ENT-T20, LLFORNEE - b, HiE - AEICOKERGE T2 L& L,

CIUEERNIES |
RV VS AR DD HER2 BEM: O FAHTARGE T R LI
(% &)
AT & ORI W T, @, RACIE T X~ 27 )7L LTl H150 mg% 1 H 2 [H
ARG T 5, b, BEOREICIVETRET D,

154 EFEVEELIN ORI
HR+/HER2-O F LI BT 2t G & Lo N iniib 2 B & U7 [ERRSLE 11 A 3ER
(I3Y-MC-JPCF &) . FE/ Nl o 2 et 5 & U7 BRI RS 11 AH508R (I3Y-MC-JPBK)
e iRt & R & LTSGR TR (I3Y-MC-JPC)) 72 &2 EfiH Th D,

155 SEXH
Ferlay J, Soerjomataram I, Dikshit R, Eser S, Mathers C, Rebelo M, Parkin DM, Forman D, Bray F.
Cancer incidence and mortality worldwide: Sources, methods and major patterns in GLOBOCAN
2012. Int J Cancer. 2015;136(5):E359-E386.
Ortega S, Malumbres M, Barbacid M. Cyclin D-dependent kinases, INK4 inhibitors and cancer.
Biochim Biophys Acta. 2002;1602(1):73-87.
Sherr CJ. Cancer cell cycles. Science. 1996;274(5293):1672-1677.
Telli ML, Chang ET, Kurian AW, Keegan THM, McClure LA, Lichtensztajn D, Ford JM, Gomez SL.
Asian ethnicity and breast cancer subtypes: a study from the California Cancer Registry. Breast
Cancer Res Treat. 2011;127(2):471-478.
DX A DHERET 16, Available at:
http://ganjoho.jp/reg_stat/statistics/brochure/backnumber/2016_jp.html. Accessed July 25, 2017.
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RN—Y=F§& 100mg
RN—T 4 150mg

1.6 SNEICHETHERAKRREICRET IEH
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LY2835219 (mBC) 1.6 SMENCRT 2HEARREICET 25

B
1.6 AMENZIS T DM ARILFITBET DB o 1
1.6.1  SMENZET D HGEH « FKGEIRDL o 1

1.6.2  AMENTISIT DURIT SUTE o 1



LY2835219 (mBC) 1.6 SMENZISUT A EHREICE 3 2 &k

1.6 SNEICEFSEAKREICEATIEN
1.6.1 HSNEIZEITHHEE - KEIKR

20184 4 HRBUETT X~ 7 U7 (LLF, AA) 1TKETEREINL TS, AEIZEBITHH
oh M OVERGRIR I 2 £ 1.6-1 127”77,

K161 NEBIZEFETRTLY ) TORGE - ABIKR

AR0EE - HIRITBIT L HFR

L (BN ABE 254 | IUE (28O 72\ HR+/HER2-
L L72#kBR &% O HRHHER2-" DY) | O BFT 5 (IRIGHIBFERRE) i3
ESEAR A Ee: 527 BRANHE 72 R T AT SUTHRRE MR | BRI BB 2 RIZIEAT v A Nk
FEREEMBICTNARANT v | TusZ—PHER L FHT2H-BRT

k& 09 2 58 TREAM) il
K[E 35 H 201745 H 5 H 201748 H 15 H
AR H 201749 H 28 H 201842 H 26 H
EUT CETEEPN B R [
CLRLE VRRIEEME O b EERE R E A 2 Bt

UEREES 55 EC

162 SEIZETLHIRHAXE
KANDARZENET — % v — MO ZIRMANT 5,
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R—T =7 & 100mg
R—TZ# 8 150mg

1.7 FERM&Z—ERF

BEA—54 1)) —#HkA4t
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LY2835219 (mBC) 1.7 FIFERZh ML —EE

1.7 FERMAE—ER

AARIZEN T, FIRARRUIFRIEORE - IREHGTD SRy r V7 | [=xm)
LA RO RN X7 (B Z) | OZhEE - 28, HE - HER O LoiEg s
. ARRIDFRLIICHE 1.7-1 LOFE 1721”8 T,



LY2835219 (mBC)

1.7 [RIFE[RI & —

x1.7-1 AERMA—ER

LS

— 4 B TRe VT PNVRY 7 VT

N— U = A §E 50mg - o

. S AT T AT IV 25mg

5E4 AR— = 2§ 100mg N .

N U= 150mg AT T AT TV 125mg
St HARA—F4 U ) —#katt 7 7 A =ikt
AN H — 201749 A 27 H
ABAHmEA B _ —
HEEFANR

EIES EIES
BRI X 5y AT ZE I T VAlyE Ve U

(EE-—EMEOLTECIVEMTLI L) ) EE-EMEOLSFEICLVEHRTLZ L
F
Za\| = N N
F X J\ /E\/A /\N CH, ‘
= N u N ST K\
N
Lt N .
>A_N‘ 11.\&
HsC }""CH3
H3C

FEA 7 7w Al

NR— U= 50mg : AT T UAHT'I25mg 1 I T RAF LRSS U T 25.000mg

1EEF TR~ 27 U7 50mg AT T AR T/ 125mg 1 1 BT BAH 2ULERT 7 YT 125.000mg
I - &

AN— ¥ = F$E 100mg :
1EEh T X~ 7 Y7 100 mg

N— Y = F$E 150mg :
g7 X~ 27 Y7 150 mg

RIRE - BR

RILE U ZBAREED D HER2 RIED F M T RER (X BEHELE

FMTREX TEHELE
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1.7 [FEFEFER) Bk

—RAIA R

TRy )T

VIR VT

ZhAE « ZhARIC B~ B4k
A Lo

AFIOWAT - i gL & LT ORIER LML LT
A

1. KHNOFHOMBIEIE L L TORENMER LML L TR
A

2. KRROEEETIHEIIE, BT UZEEEME. HER2 2R &
FaRBpLEIHI L,

ik - &

R BEER EDBAIZENT, BE. BAICRTARATLS)TELTH
E150mg # 1 B2 EEAKET 5, 4H. BEEOKEICIYEEREY
®o

RS BEERI E DFRIZEWVWT, &8, RAICF/ LRIy TELT
H 1@ 125mg # 3 BfEHKE L CRZICEORE L., 0% 1 BRKRE
T35, CNE1HYAINLELTEHREERYIET, 4. EFDOREICK
YUEERET 5,

A - AEICBhET 248
A Lo

1. BT 2 NWIREAIEIC OV T, THRRAGRE] DO WA 2 20
L. AANOFIER O a2 o0 ZBiff L7 1T, @R&21T5 2
o [ THRRAGRE) omHZM]

2. RIERDRH L DONIEEIT, DITORELEE LT, IREXIRE
T5HZ L,

1. BT 2 NWIREAIEIC OV T, THRRAGRE) OO WA 2 20
L. AANOFIER O a2 o0 ZBiff L7 1T, @IR&21T5 2
Lo

2. FRAIOMAREN EFT 2L 0REND D7D, EEOIFHERES
BETIE, WEREBETL L LbIC, BEOREL L EEICHILE
L. AFFEROEBUHDEET L2 &, [ MEERE) kO THE

AR D HE YEhne) DESMR]
YBZ% L ~L & 3. BERARH b= IE. UTFTOEMEEZE L T, KRE, JREX
I £ ik 1 E[150mg 18 2 I G EHIET S 2 &, Zad, AANE 75 mg/ B ARMICHE Lan S
1 B el 1 100mg 1 H 2[A] p
2 B s 18] 50mg 1 H 2 °
NS E=NR GG H_/\ =N
B PR 56 500 00 B S (1) Y@Z\ibﬁﬁg%#ﬁfﬁm’fé%ug&gi
- PR L ~L b
Al B ARE R 125 me/ 1
T J1L—FR1 R OIHRIITRETH 5, ey 100 me/ H
71— FK2 24 IFRILANIZEITE L2 WG &, L P> %D
JL—F1UTIRET 5% T — SR L
B L, . ., - .
HET A AT, R (2) A T ERIBE K O/ NI E (%3 % B
Thb, Rl VEH L
VB L THIERD M | ZL— FI1IUTICEETSET Grade 1 X 1% 2 Al —ix b Eafkked 5,
BT D AT EE T | (RS H L, Grade 3 WIL, 1 EBLNICIERE (MEREHEE) 21T
ICHBRRICEIR L. | BT STk EE 1 B 9, Grade2 LATICIHIER., F—H&5 & TR %
V) IS5 Z L, B9 2,
NS R
L—FR38 L <4 Grade 3 DAFFERBAD ORI H A2 BT 256
kT e JL—R1X%2 REUTBEIIAETH D, (1 MLLE) WY+ 27 LT Grade 3 D& HERTE
JU—FK3 (FEFE | Zr—F2UFIEETHET VRFERT HEGEL, BEESBSETH L,
Bl) REF B L, Grade 3 Grade 2 LA FICRIfE 9 % & TIRIES 5, BEIEEZ, 1
T 285BI EITISE LT IFHRERBAICABEL T | L~V LI 52 ET 5,
Bh5EEY 1 BEBRETHZ L, 38.5CLL LD IEB 1T
JL—FR3 (2HH JU—R2UTFICEETHET JEYEN D DG
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1.7 [FEFEFER) Bk

— A4 FR TR YT NIRRT )T
PIBEDIEHL) x4 | REFTDHZ &, Grade 4 Grade 2 LA FICRIfE9 % & TIRIES 5, BEIEEZ, 1
BT AGAICIIRGEE 1B VAUV LIRS A ERT 5,
R D 2 L, Grade % CTCAE ver. 4.0 |[2¥E3 %
G-CSF #5245 L | G-CSF H| D FHfkd% 5% 72 <
=55 EH 48 IFEELI ERB L, oS S5 7 Y E -1 B
D 2 BRI PR @) éMmﬁgbmW%uJ$¢éﬁiﬁal -
Ik, = =
HET BT, R 1 Grade 1 X2 Fl— G &E ki 5,
YRR B = &, Grade 3 UL | Grade 1 LA F X% Grade 2 TZ2MIZRE 72V ik
FROAOREIEN | Z7U—F10i2 | X ERRIAE b 5, T L CHIERAEE | RIS S 2 THET D,
TRHEL CBAERARE | ~— AT A XET L—F 11T ERCL L e, 1 VoSV LS E R S,
GF A AR Y | FET B E TUHEICE U THRE Grade |3 CTCAE ver. 4.0 (ZH9° %,
L—FR27T, THL THIE,
PIZR—2F A X | BT 2HEIELEIE LT
7 L— R 1ETH | #B5RE BRERT 2 2L,
HLRWIES
JL—R3Xix4 ReATA N FTL—F 11T
[FEE3 5 ETIRESTLHZ L,
BTG EICIIR G &4 1 B,
RS L,
1) 27 L — FIZ NCI-CTCAE ver. 4.0 IZ# U 2,
3. EEONFREREEDH L BE TIX, AFlomPEER LRI L0
WENDH LD, BEEBEETLEELIZ, BEORES L EE
WCBRL, FEFLORBUCTOEET S Z &, [ MEERY ) &
O TERYEhRE ] OIESBR]
(& (&
AFE, BEBCHARMICTEIERERICHLT, BEARICHHIEH | AFIEZ. BEBICHHIXMSTEIERBRICENT., NALREREIC+
i B BBREBOEMODL LT, AFOBENBEY L HIEINLEFIZD | HDEHNE - BREF OEMDE LT, AEDOBZENEY LHIHEINDE
WTOAERETEH L, T, AEBKRICKIL. BEXIZFOREIZ |FIZOWTOIRMEETEIE, -, ABRBBICEILIL, BEXEZED
AUERUVEREEZTHHBAL, AEZBTHORET S L, RIEICEDOMRUVRKREZTSHBAL, AEZETHLOHRETHI L,
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(85.9%) IZHbHivlz, E2BIWEMIX. DK (DEENERSEL S
To) 4761 (60.3%) . RRYWE 23 61 (29.5%) Z&ETH-7=,

eI R D — B AGREF £ TOER)
BIER OBEEIZ DWW TIE, AAGREIRE - ZhFITHR D B RN Z S TR
B HEASXTH L2, F2. ZNUOOERRBRTH Sbihu T
WRITERIZ W CIIBEEE R & LTz,

R ForE
BIVEH
ERAREIER

EXGEIMER

MEMMEE (15.1%) : MEMMEE (hiEx. MEEmE. i
=i, Rk, MELm. MENEFEZE0) B"HobhdZEnbH
D, REEOEFHCIZESFIBRE SN TS, &EHRZIT
B2 o0 IATV ., REDRO S alcid, JERITE U TREE

BEXAEIER

AV TFI45F— (18%) :¥avy,. FFHI7245F%Y
— - infusion reaction (EFPE. TR, OFFE. HEZES)
BHLONDZ ERHDLDOT, BIEE+HS5ITTV., RENPBOHLN
T=5Aa1E, |52k L, @WORLEERITO 2 L,
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1.7 [FEFEFER) Bk

—RAIA R

NN X7 (BB A Z)

ha 5N w i) VNG S
TR L 7 EWEU R AEETO 28, ([EE] . HEERD
MEICEET DM borg) (T EERS) (20 JERK

AREE ] OHESMR)

REEGE (21.8%) : M., HE., VAL ABHDLIWIRBICL HEE
TREYE (22 —F VAT AMREF0RME, 7 AVVF IV RAE,
TV AE, BUMES) <0 B F1 B RBBSUIE LT 5 2 L3
D, TICESTERIPRESN WD, £/, BEFR VA LA
OFEMAICE Y . IFREICEY . BT LIEFINSHRE ST
Do TS DEYHEDZWIN SNT-EBE. B HICHRF 2R T
IEL, #U2RAEZITH Z &, REEOLCEERRYODWTN S
NEGE. EbiCAFloR 529k L, WY EEFIZRS T2
., ZOHAE, ARIOBSITE L2V b, ([

2. EIELEARNER] OHESR)

BXRE (1.0%) : BELRBEENRSHLDND I ENHD ., BAREN
SOEICEMAL L A SN TWDH DT, BIgE ooy, By
RO SN T ARSI 52 1k U, EUR0E 2175 2
Lo (2. EEARARNER] OHEZMR)

= (10.1%) . HEREOFREXILEE (2.7%) @ HIMFEO3R
Bl OBEPRIR ASIIE TS 5 Z L N B DO T, EHAIC ZEE i
PHEORIE 21T 9 72 EBIL A +012AT0, BENRD LA
IR T 5 728 Y A& 21T o 2k, (T2, EEARME
AHEE OHESMR)

gl (168%) . NESFOEVED (23%) . BmBkED
(5.5%) . U UREKED (4.6%) . FHREKGED (5.5%) . M/MVR
W (10.6%) : &, ~FEZ v erEd. [AfmERED . U oo%Ek
B FHERBY . NI N B S s Z RN DO TIEM
(IR (MERERES) 2 Ehid 57 CEEE iy, i
TR BB AIIIREE TR T 5 7 S e B AT D
Lo el MM A U fE R, IR i o HIflic £ - 72
FEB B E STV, (2. \EALKNEE] OEBMR)
AORE (61.0%) : ONE, AOVEREERE K RNOENERZERH 5P
NHEZENHDHDOT, BEE DTV, BENRD LN HEI
VARSI T % 70 Sl A LB 21T Z L,
TFHI745F%>— BEEFBR) : 7F7 1 7% — (FPRREE, A
TR, R, MERIES) ANHObhDZENHDHDT, BlEE
FHTATV, BERRO SN ARG A IR U, ) e AL E
A

SHIEBEZTL (0.9%) :HIEEZEARH LN Z ENHY ., DI
FELHHIMHE ST D, HEEZRLE BB S5 E1E, A4l
BhHEEZHIEL, WYRAEEZITY Z L, EERMEEERILAERT
LBEENRHLOT, AFEZHRG LRV &,

E7L (0.3%) :HILEE BFEREE. HFEE. REBEES) X
ILEEEUNDET (REXMIRE. WREHERE. BEES »
HOEDbNDZENHY ., HIEICELFINRE SN TWD, BEANE
O ONTEGEIIAR OB 21k L, @R EE21TH5 28, F
- KRB R SUTEEOBEILN D bbb B TR, AR
HLARAWZ &, FESEELEZNSRE L NGERRR T, MbEE
B (EGEES)  (83%) . HLEE (EFE) (0.5%) . WHLE
DS o (S (1.8%) BROLNTEY ., ERBFO
% 1%, BRI~ OB IGERE D H D BETH 722 L AL &S
TN,

BUSARELE  BUSARICHELRIZTTAGRENEZ SN, BliEA
FEEICKSBILE (0.5%) RUMEHMm (0.4%) FOEHHEN
bbb END D, AUGIREIEEIEIC X 25 0HER S b b -%
B, AUEM BT 2 £ CARIOR G 29 IE L, #WY 0 E 21T 5
&,

Hin (19.4%) : EFEEELmMZSE., HEEHMmM (b, Fm)
(2.0%) . B (M - BEm) (1.2%) . Em (0.1%) &2
bbbz bbb, -, BHIM (15.3%) . WM
(1.4%) . [EHm (0.1%%K#) FOfEHOLLASHDNLE Z N
b5, BEOHMICBWNTIIETICELFNRESNLTNDTD,
i (i) XIFEEOHMLRS Sbhi-5aid,. Klo#ks %
ik L, #URMEEITH L, £, ZO XS RHLAHHbh
7BRE T, BEEOHMAHERT H2E8ZNNH DD T, RHI%
HLZnwZ &,

MEEERSIE : NOEFRME GEEFREES ) | —BMRKEDRE
(0.1%) . DEHEE (0.1%KHH) . FME (0.1%) . BEm (38
ERREED ) | NEE (0.2%) FOHIRMISESRE. K CREBEIR
MERE (0.2%) . FHERE (0.1%) ZOERIRMBRERENH HD
NEZZERHY, HTICEDLFPME SN TWDOT, BIEE
ATV, BERZRD SNEHBAITIE. AFROBSE2hIE L, A
WEEITH Z L, Fio. BIRMRIERIENR S S b - B8 Tk, B
FRIFICHTICELREM L H A DT, AR ZFHRE LRV &,
EMEERE GEERRES ) | slmEHY ) —F EERRE
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—RAIA R

ha 5N w i) VNG S

NN X7 (BB A Z)

10)

11)

12)

13)

14)

15)

16)

SHITEIRESEEIERE (0.2%) : AVEMERESEEEREN D bbb 2
ERHHDOT, BEEHITITV, BRICHETT T 5 MR R #E, (KR
SRAE, WM OVE AR R % o0 JH X AR S 03580 b4
Al zdik L, mURREEZIT 2 &,

FZERIE (0.6%) . REEFARMAZE (0.2%) : MiZERRE. BHEH
WRILASFED B B D Z &R 5 DT, Blga 431247V, B M
O LNFEHAICIE, RE T E 2 P 1k9 5 e Sy 7 v E & 17
S5k,

BMEE (ZREE) (01%) : BEYEY oRE, U TR
BOEMEE (FRCEE) BRSNS ZERHDHDOT, BlsE
ATV, BE RO SN HAICE S 2 IR L, WY A AuE &
17952 &,

BUSHAEARR  AIETREAER (02%) CAMGIRE AR RIZ L D AIERK
e (0.1%) . R~V =T (BERE) | BIEERE (BEARH) Eo
EOHENRH SN DZ ERHDHD T, BENED LN HEIT T
HA2FIET 57 EHU R AEEIT Y I &
ETHSEMEERE (PML) GEEARBE) : #EITES M AE M
JE (PML) & 5o Z ERH DD T, AFIOIRFRYIF ROV
WAE T RITBE ORIBA 0B U, EalkbesE . RAREE . BRI
SER OB, TAE) | SREREEEOIERN S L b i%hE
X, MRUZ X A& ZH K OIERIRMRAZ1TH & & blo, 5%
kL, EOIRLEEIT) 2L,

BKOAMILABIE BEETBEH) BKUYANLVABERH HbLDZ &
NHDHOT, ZOL D RLGAITIIRE X TG 2L L, @Y7
EE{THZ &,
miztERuMnEREE GEERR) . Bl RFEEGERE (HUS @ i
ABRD . IR L, BAEE B E T 5) | A MEE
PEERBE (TTP)  ABRIERR (M MBGE i M i i, &
FERERE S, FEMIER A T L 79 5) Foferiv g REENH
PRDZENRHDLOT, 2O L RGAITIEEE TR E Pk
L., #WYRLEZITY Z &,

flRERE EESH) MREAESDLDLNDIZERHDLD
T, BBRE STV, BEARD NS AIIFEEETIET S
7o EEE) R VE AT 2k

DERITE (02%) : LERITEILLDONDLZERHLDT, ff
AL TR OER, LD a—, WHXEMmEZITI e E, BED
RHEZ o IcBIsR L, AR oy aliidksaehik+ 57

10)

11)

12)

13)

14)

5) ar hrO—)LFEEOEME. SMEEBIE. SmEES ) —
ERDH SN EEICIE. ARG 421 L, @Y E 41T 5
Zb, Fie, EIMEMERE, @ifEES U —ERERT I RBENN
HDHOT, ZOX I IMBEIIAREHERE LN L,

AR A G NEAEIREE (0.1%KE) : ATt O EINEEIRE
GEK : ERRME, EE. FaRETt,. fEEE. REF%) »
HEbNDZ ENRH Y EIEEED Bl & bR WFIRHRE ST
W5, BEE STV, AR EREE RS N5 S
. AFIOBE AR L, MEDOI Y ha—/, Pk b.as
DY 2B EITH Z &,

X7 O—EEEEE (0.1%KFE)  F7O0—CEEERERXNHLDILD Z
EMBHDOT, BEEHIITV, BEOCEARSORFENRD L
NEEAITIE, EAEPILL, WORREZITH Z &,
BRSO PTEMAEEREA & OFHICB W CRIOBGEAE (0.1%
i) . FHERED (24.7%) . AmERED (24.5%) . B
(8.8%) . M/MMREAD (104%) BHLPONDLZERHDLDOT, &
RN MRIRTE 21T 0 72 EBIEZ 01TV, BEPIRD LN
BITITHEE 2B 21T D 2 & 2B, BRRER T o EMIE A
WARKIZGEA LRV T, LT VLR i L ¢, BE
DIFHBRHAE, BT hBRRAME DORBUEE N & £ D 2 L 23H
HEaInTnd,

BEAE (10.0%) : AP ERBD OB IIZ 0 b 5T (0.6%) .
BUMAE (0.2%) . HEFMHIER GEERETY ) ZOBRPENDH S
b, EICEDBRRE SN TWD, 7285, EEEMEFER IOV
TIE, AIETEEERIE, T L2, ALK LBl sE & C
W5, AAMEGSHITEEE IO, BRESRO LNEHAIC
1T, WYIRAEEITY 2L,

S oMELARE (0.1%KiEm) : S MELLRERHLbNLLZ LN
bBHDOT, BEE AT, BEDED LA I3l Y] 72
BEITY 2L, AR L LIVEARRRBRTIZ, ZL—R3L
LD ERERER R 22%DMEETHRO 5N TEY . £-RBIHFOE
<, 7Y b IH A7 U U RIER OGN, FEMRE~D HURRREH
REDOHALIBETHAT-Z ENMEEIN TV,

MIEM% (04%) :BEBEERERH ORI ENHLOT, #
LhE STV, BENRD NG EIITEEERIE L, #Y)72
Mg EITH Z &,

Mgt/ MERE GEEREES ) . e/ B,

21




LY2835219 (mBC)

1.7 [FEFEFER) Bk

— R4 R e Y AR NN AT (Bin AR Z)
CU2E 1T D &, B RSEERFEEOMBRMEMINOEELH LN LRHD
DT, EMRNTRAEZAT 9 72 EBEZ 04TV, R ER 2
D&M, MR BEEREEEE RO b el 5%
ik L, UL E AT 2 &,
TE4) EWNERKRBR ) & BUEIR 5% O RS 6 R A IS AT L7z 22 41
DERERN =B OAEF
1 S) MM OA FEFR M OB FRE I CRE SN HEA R T
ZRVEWERICOWTIBEARR L LT,
(2 ZntoaER (2) ZzotozlER
SEEARE 10%L4 1 1 %~ 10%A i 1 %A LT X 5 REWERANED S -HE121%.
@‘f R _ _ U v SERIBDIE — JERICHDE TlEEIRLEZITO 2 &,
T ) 5 LN | AR, f = L B ) S BRI, W |BcZ. B et 1~ 5k 19k
AF 10— L ! iE, (ELLE Y A = __ e
N o A ol et O S FRRETRTE CRIERTL= VWA 0. IR |WEom. TR E 1.
5 % 0 R g B g | TP ST KRR i R 0 g2, WAL, Sk,
oo " TN g = —m s sk, GIR, AEFEREE
AREEES)  (159%)
— R T e T FRAMGR (148%) . B W, WA, NIk, |[ham. HERE, f
B _ R " S s B (42%) | OAE | ERHS S, LR, O,
BoE R ’ Wooqp m| (118%) . AL IR FkkL e, M, 1
B - - — TR Tlok, A, HRgREESO Wi, W W
— S . A% k. M
T - _ _ e L PR 1K s A
. A — W, BT I R W . WSRO Z woOR = REAGE (10.4%) JR 2 A B BUN\iWJﬂ\ i 2 L
B LOTER R T, B, WG | 0N, R, |FZ ‘ _ 7= m
BIEH - VLR, W PR e (AST L E UL E S B
Z DM OFIER " - B, R, P g (GO LR, ALT
A% (GPT) ESt. y- GTP
AST (GOT) . |mm eV EH S, LDH M%) i i _
e ALT (GPT) . y- |/ U L SEREOA . 7 4 7 |INRESIL, T4 7Y
i Mz - - GTP. ALP D4/ U v DZA~—HIN AN, mEREEIN,
i - 3 APTTAER: . f+FERECH
FMESRRERE NS [85 (OBE. £ [foSste. FRE | N R il
% B, BERERE |1EBE SHEL IO &
B s B RS, |WE, SHERIE b - i g PIUE (80%) L= BhiE, RS
BERIS) | 25 |% T bR o
S BAEHE (109%) . %  |BRUE. INOFEE,. T AL A5, KWK
i B # % — — B — s 5. BONEREO | i | R, B, R, 2
T _ _ s L7 =2 |BRSER e 76 O IV PN 7 e e
wR N, EER sk
T IE THAN 6, S B N VTR . A REBEIE,
R . . i I EE 3 P A R, R

W%, ARREBIL,
FAENE IR RE(R T

) BT SRS
e
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T [RIREFRh S —

T

—E 4 R =~_al AR NNV AT (BIETHELZ)
(FARZRTFO Y wom o= Wit e g TR O Loo< 0, FFREE |k, IR 5‘?
Wb, TR " WHSAEEE . ShR ek, IEmE
JUE RN, SRR R IR O [T «f«wmn\ i
%H‘Ji‘?—fmyvje Y ML 2Fa—ag [P YA,
. SREgEr I, HURT AT S R | U e, RSN,
P _ R WIIE. F |gem oo gore |0, SHRIRTE, B U N, SR
A E [ 2 R b, GIE, L
0 LDHEIN P CREINBE HE VAN TN LA S
s AL, LR #* i B, s AU,
SN L Koty - B2 APTT LR, i m— L, i,
7 s fpr 7 7S i 770 U, i
a PRV ) R ineZ s
E2) HIoO% FL0RBUEE T 1% Chb - 1o, S NE, &Y % A
i
Wy - B FROEmR GRUAER |k, WK, 1EC
(155%) . %ﬁ\ﬁ% sy REW. AP |0 (KESN. K. i
%ﬁ@\%¢%ﬁﬂﬁ L RRYMERAE, W SRR, M. A,
SIEAKERE R4 (4 KL, CRP L5 FEAHAL | B0, 7 —7 L Bds
i) O it |FUS GERE) DHiE (R, 2O
’ HE) AR R
DV, BE%, B
TENE, B, ﬁ%*
z o m BRI . RO 4
THLAA %, Ermm
VENR . IRIEER
TE 6) WM IR D A E TG, OV R 1T C s & NI BT & O 22 W AERTIC S0
TSR & LT,
5. *#%«@h% 4. BRHE~DES
(i CITAEFRERENME T L CWA Z 2%V T, BED WMNIEARRERIZ IV T, 65 AR OB L i L, 65 Ll B
%ﬁi@ﬁﬁ ﬁ %ﬁ LN BEEICEG T2 L, TARFIBEAC L HIMMAE TN, — BRI E, O FEIES DB
G ~ OB G- %mﬁﬁﬁr@%ﬁémiﬂﬁw@%ﬂtomW%Ti i AN
TERMR S Hbned 0z, BEOREL I8 LN HIEE
K&ﬁﬁé:&(rikﬁﬁﬁﬁJ®@§%)o
B LTS 6. WEim. ER. BILBE~DRS 5 iR, EiR. RILBE~OERS
iR Eﬁuﬁﬁﬁ%« (1) A SUFIER L CW D AIHEEO & 2 I N3 G- Lisn 2 & (1) B SOTENRE LTV 2 ATREME O $ 2 B IR L O AL Gk
) ’ BTN ATRE 72 i N AT IR, ASHIR -3 R FP  ONBIERE T 2 B I K8 B i 1 a2 EED S SN D GHICOREEET D2 &, RS 2 RTHEME

D

ORI A WD KO FRES 5 2 b,

(EWER (7 v PERY

D HBAEIL, AFIEE R, WU elHEE WD X 5835
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1.7 [FEFEFER) Bk

— B4 R =~ LR NNV R T (BISTFHEEZ)
) T - BRI EEE A E T AT A R B LT & Ot &, T, FRABEGETHR SR 6 I HBITRETEEZ WD X9
BobH, ) BT AL [(RAIERG SN BETHEEEET 2 W OHENH
(2) AFPFeGF I EZRT T2, @EYER (F > ) 2B» HINTWD, £, AFEZUIX EEEREH) g5 LZEZD
THAHPIBITT D Z EnHESN TN D, ) AL - BRIREEE OMESEEARD be]  ( [Z0MmoEE ]
DHEBH)
(2) BIBcEET LG ETIESEL 2 L, o, RAIEE
BTHOLRIK 6 DHMITRAL LRV ENEELWY [ b IgG I3
HHIZBATT 20T, AT ORI R KIFT RN H
5] (TZ2ofhoEE] OEBM) |
7. IMNREADERES 6. /NMNEE~ADES
BRI, SRR WA, FLE . AT LR IR S B AE AR | (1) RHEAEMER, FAR, IR, SRS B e e xS
W FORE WilEBE B\ T, ARHAREENL, FrAER, 2L, SR LTWRW ( TZofoiE] oEsR) |
SN S By 5 *9 % RIS LT e (fERRER Y 22y (2) /NRFETHHEIE GHISOEN) bbb & OmERH L,
FETITEATCAE (2 £E 5 R T Bt 2 aE R s, e
R, BB SOIFLIRIC R AT LTy (AR
BRI
R EoEE
BRI AR R R O35 — —
AR
8. BERS 7. BERS
M EoEE EATVE BT B (S i R T0mg AN [ 3 5 S LT 528, lEIC Xk D b OHR SN RS RETH S 20mgkg FHIRPIESE) 1230
G- EEZZ DNDIERITFHCRO e hr o T, T, EEDFFRNIRD b,
W EEGPHAE LTESAIE. —RIIRALE L EEIE AT ),
9. HEALOIEE 8. HEALOIEE
EHIZZTHF - PTP ALEOIEHKI PTP > — bWV H L TIRATS | (1) FER
XofREdoz L, (PTP U — hOFAEIC LD, SEWVEIAHAEIE | 1) AFOEGERHIIINEREZ IR E CHREEY . HRABREERICHR
FEEA~HIAN L, BRI ZE 2 L CHERIRAR ZE D EE R A IHEE AL THI 100mL &35,
T A ENBRESINLTND) (B & B B EHE D)
R PR BRI B by~ () < - )
B EOEE
1 [l 5 & VP ETY & (mL) FHHE
Smg/kg P & B Y Bi(mL)= (K E (kg)*x0.2(mL/kg)
7.5mg/kg | k& HUY H(mL)={KH (kg)*0.3(mL/kg)
10mg/kg P& B Y Br(mL)= (K& (kg)x0.4(mL/kg)
15mg/kg P& B Y Br(mL)= (K E (kg)*x0.6(mL/kg)
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NN X7 (BB A Z)

BRAEFAHERLIMIBEH LanwZ &,

FIRFREL L, PRBR IO T2 2 &, . FRRIIFERET
5Tk,

B 50

AH &7 RUPRREZIRS LI2GE .~ X~ 7 Ol OREI A
ELBBENRG LT, 7 RUBRRK & OIRAZRET, AAlE T
R HRRTE DR Al 7 A > & AV RIE&R 513 Thenz &y
ARANIEREEH & LCoHHV, 2T ThRenwz & ([H
% - ] oEBR)

flEH EoEE
ZOMOIEE

10. ZOMDFEE
7 v bR REERR

DA BT,

RHERER CTIE, 0.5mg/kg L EDHETHIEO
TEREIZR BN B2 IED, Sme/kg FE (JREEOFFEN) Tk
FIEIIRE, R OMER T A AT a2 RENED L, 2
o CHEOIRIRREAME T Lz, 235 OFT RITARIEIC X 2 [RIE )

)
)

(4)

®)

ZOHDEE

7YX - BIEEER (10~100mg/kg & S ERHTHRE) 1B
T, BREEORD ., WO, IV - BREFEEET B
DOEEMMBFED BTz,

Hilin ) =7 A PO TIIARFORER S (2~50mg/kg, 1 1[5 3LAE
2EFE) 1Tk Y ., REBRERCTEMRICE BIAIGED b,
WS R BRI IV TARH & FiE & OFF L 7= PR ot iR
X, ALBEIEO A% Ei Uiz BE &g L, INEERER S (B
HCG (TR C 3 4 A UL _LkeE 3 2 % A #%>> FSH=
30MIU/mL) DOIEBLRNEm N E OWENRH Y | MK T O AR
NRBENTZ, 7B, AAIPIEZITIZE A EDBRE TINEHEREDR]
ERRDENTNDH, ABIDOITZME~ORN 2 BT AR TH
2o

AFBE GBI B EN I L2 EORERDH Y, ZIFEAKRRA
Fr— NREAFN LG FH DR ERBRBHDBETH -T2, F
7o AR Z G TeMEHAMER L AR A KRR — b REK 2 O EE
(BRSO R AENINT B ATREME DS RIR Stz & OBAER D D,
WISIMEBIZRTT AT RN (L - A8 B5HIcBsWT, #
BERIEE, ARPNZE, AT, M EOREERS Hbitd Z
ERHEIN TN D, KEIEHTFERNEEGT HICHTz>T, KFlD
AU 72 MM E N CO/NPFIT LY | EERIREYYERH &b
. KRICE ST FIN THlE STV D, £72, Tk
T, DHFEZE, MAETENH 5D Z ERHEINTWD,

WA D
TERAEA A

2018 4F 6 HUGET (55 13 W)

2017 4F 11 HGET (BB 18 [l
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R—T =7 & 100mg
R—TZ# 8 150mg

1.8 FAXE (F)

BEA—54 1)) —#HkX4t



LY2835219 (mBC) 1.8 WfIE (B)

B >
(T = =3 TN 1
O I R = € =3 IR 1
182  ZhEE « ZWE () KONFDFRIEARIL ..ottt 7
1.8.2.1 B e I (B2 oot ettt ettt ettt rains 7
1.8.2.2 TSI - TR 7
183 i HE () BHOZDFRTIML ..cooooeoeeeeeeeeeeeeeeee ettt 10
1.8.3.1 JITE © FHEE (Z2) oottt 10
1.8.3.2 FRTEAR AL ..ottt ettt ettt ettt ettt 10
1.8.3.2.1 R HESE FHEE « B i D FBAE oo 10
1.8.3.2.2 HARNBE TOHETETE « FIEODRET oot 11

1.84  fHH FEDOEE (82) KOZFDFRTEARIIL ..ooooeoeeeeeeeeeeeeeeeeeeee e 14



LY2835219 (mBC) 1.8 HAE ()

1.8 FRXE ()
181 &HfEAXE ()

N—V=FFE 50mg, N— Y =FFE 100mg, N— T =FFE 150mg DIRFLE () 2L TIZ
GNE RS



ZRAL . AR OHDMER O REMRZ 51
BRZITO 2 L,
2. BIWEAID S o lcmaid, BITOEEEZEE L T, AKHEX

[ THRPRpRAE) OS]

Pfig L7z LT,

DT L— K2 T,
7 BHEWIZAN— R
FA XN T —

T 5 F CTHEIDIGL
CTIRIES 5 2
&,

LY2835219 (mBC) 1.8 WfF3CE ()
20xx A xx HERR (55 1 i) A AKEEPS S oy FE
87 4291
REMEES CDK® 4RV 6HEEH
N ss‘
U3 N—* —7_|_ ﬁi 50mg
UL 5 2 > =
(R — EAT S D75 o)
(RO AT DY) /\_ —T ﬁi 1 OOmg ERE
©) SEAIHR
e gk A _7'|_ ﬁ 1 50mg SR RS
/ET {f : {rm.ﬁéﬁ Verzenlo — -
i FAIARR « AN S o Foom ) B s
FTARIIY ) TE
#£) CDK : Cyclin-Dependent Kinase (¥ 1 7 U MKFMEX T —18)
[Ex ¢ 2F S :
AEE, RABICHANGETE HERERICHT, BARIC ; W%V“g 55 ;
TN BREROERDL LT AMOREHED LY D LI 150mg 1A 200 ;
%énérm1ourwa&5¢é-a Eto. AEBIAI ; | BeEipl it 1[5 100mg 1 H 2 ;
L. BEXEZOREICHEMERCRRIEE+H5TIL. m ; 2 BBk L S0mg 1 H 20 ;
azr STHABEET S &, ! !
= : I T3 505 o0 JF B e :
(ROBEIZFFELAEVLIE) ] E BLfFF B o E
:'Rn:.\ (4 FLNE i = T e Rarer= |
i JL—FK1 REUT R A
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182 ZhEE - R (B) RUZORERL
1821 e - R (R)
| A VE A RBE D> HER2 B O TR AE UL PR FLAE

1.8.2.2 & EIRHL

KRN DOENEE « IR (52) I XEBRH[R GRS & OEPN A C 0 S 2072 B R e ARG SR LD & %
ELTz, TDO 55, HmIVEUCZEIREME (hormone receptor positive : HR+) 7» o b~ ERpRE K
25K 2 2 (human epidermal growth factor receptor 2 negative : HER2-) DH#RFEVEFLIE 2 XI5
& Lz 2 DOEBEHFE S MRS T 5 13Y-MC-JPBL (MONARCH 2) (JPBL #Bt) & OV I3Y-
MC-JPBM (MONARCH3) (JPBM #kBR) % F72E@ARFBRME & LTz,

MONARCH 2 DEZEHIL, 7T~ 7 U T ETNARANT» ORAEKRS (T 2707
+INANRZANT M) B, TIERETARZNT U FOJAEE (FFER+TARZ NS
vORNEE) & EREAGHMICOWTHEKRT S Z ETho T,

IV A7 0% 28 AIE LT, I~28HEBETTA RN~ 27 U7 150mg XiZ7 78R % 12 B 2
& (QI2H) TRAEL, ZARZXAKMT U F500mgZEHE 1A 27D 1T HAEKWISHE, 62
A7 VU 1 B RICHRNEES L, B, IBRBABRO T X~ 7 U 7OE - IR,
200 mg % QI2H TOE L ThH o723, HHMMUDED TV =B FREMRHMEOR S, #5541k
IR (FEIZHB 1A 7L TOFRICED bD) DEHERDLN-Z LD, BRMEAM EE
5 HBTIRRIEMFRELZE L, RBREMGEEEE (a) LR TITH 72 I BRISHEZA AN
ONLBEOT R~ 7 )V TOREHES 150mg QI2H (ZEF L7z, 77X~ 7 U 7% 200 mg
QI2H THEFZA L TV R T OB X, 150 mg QIR2HIZHET 52 L & LT,

AR COFHIE L L7277 /L_" X FZ > MZ, European Society for Medical Oncology (ESMO) }
Y European School of Oncology (ESO) D& [ # A R A . National Comprehensive Cancer
Network (NCCN) DA A RT7A > W AR FEZDOHA T4 K0 KRBRO XS
Th D, WHWFIERIZHE L HRAFUBEF ST 2IEERE L ST D (AR TS
2013; Cardoso et al. 2014; NCCN 2014) Z &b, T~ 7 U 7O ERERR 20N 5 OFHEE
ELTHEUIThHD EB T,

ARRBOMER, FEFMEE CTh 2 BEEAGFTHRICOWT, NOERIEREROH %
(endocrine therapy pretreated : EP) #8725 72 2 BAsAH & 200 mg Y 150 mg Wb &
TR EEM (intent-to-treat : ITT #[) 669 FlIIZHBWT, T_Xv 7 U T L TILRA N v
FOPEREES (446 ) 2LV, TIERETANRZ FT o FOPRRESE (223 #]) & HE LT,
AR H B R EE RO 57z (p<0.0000001, 777 > 7HE)

WAL O P REIL, TR 7 U T+ TARZX T M (164 2 A) T IR+
TNRARNT L ME 935 H) 2 TT72 0 AR ST,

TReIYTETARZRNT L hOJFABREGICLEY . FEREOMBE IO 271X
44.7%380 LTz (N — REE @ 0.553, 95% CI : 0.449~0.681) ,



LY2835219 (mBC) 1.8 HAE ()

F 7o, FENZEHE L7 Gatekeeping {E% FWTC, ITT £ D 5 HEAEH & 150 mg QI2H (T4
HINTRITEER L SN T X CTOMEERE D572 24H] (ITT 150 mg M) 491 Flizik T
ST fF I OfRAT 2 6 L 72, ZORER, 7T~ 27 U7 150mg QI2H & 7 /L_XA K7 |k
OPFREEE 3256 1I2LV, 778K 150 mg QI2H & 7L h T > FOPFHES (166 )
& Hel U CREEH P RIS A B A IR OB R 2358 0 41 (p=0.000023, = 27T JIRIE) |
7= 7 U7 150 mg QI2H DAMMENKRFE S iz, EEEAFHH O P RER, 7T R_wv 7Y
7 150 mg+ 7 NARA T > M (153 5 A) TF78A 150 mg+ 7 _A 7> REE (105 %
H) IZl_T47 s HEN- T2,

TR_Rw 7 U7 150mg QI2H & 7 AR T v FOPEREREIC XV | JFEEBOHE I O
URAZIE M 2%0 Lz (O — RE 2 0.588, 95% CI : 0.458~0.754)

HEAELAALSNTZTRTO EP A DI B, TR~ 7 V7 TITRRULTARZA R T2k
DOWFTNNED7e b 1 BRI NIHRE DB D5 (R 54EH]) 664 filiCis
WT, AFFRIT X7 VU T+ TR LT MEE 441 il 435 61 (98.6%) . 77 &AR+
TR N T NEE223 B 199 B (89.2%) IZRRD BTz,

TR YT+ TNRART Y MEHIBWT, ZL— R 3 OFEHRGIL 241 i (54.6%) I
WBOBIL, ZD ) BLRBAEEN 10%LL L TH o 7= HGUIH P ERIE EERE)  (23.6%) &Y
TH (13.4%) Thote, ZL—K 413 2641 (5.9%) IZiRDHIL, BHEIEN 1%L ETH -7
FRITLFHPERBE (FEAEE)  (2.9%) EROU/IMEBAE GiasE)  (14%) Thotz, 7L—
R 513961 (2.0%) 12D B, 2 FILL EIZRS b FUIIUNAE (0.7%) DR TH -7z,

TIER+TARZA T MECBWT, 7 L— R 3OEELRIT 46 6] (20.6%) (5RO B,
FEBLEIG DY 10%L EOFEG IR0 oTz, 7 L— R 41356 (22%) 12, ZL—FR 50241 (0.9%)
IZRBO BTZA, 26ILL EIZRO b T=FLIT 0o T,

JL—R3UETTReT T YT+ TR LT MNEORBREIGN T TR+ T AR T
¥ NEEL D 10%LL B o T G L TR R QA ek E (EEGE) Th o7,

F72. MONARCH 2 (28T, ZaMMHTxE 150 mg M (7 X~ 7 U7 150 mg+ 7 /L
A RT M) TRODONELZENT 07 7 A VTR EMBIT R RER DR 2N T a7 7 A JL[FE
FRChO, HilcEER ) A7 LRESN D FGUI R0 T,

MONARCH 3 O EEHMIL, 7T X~ 7 VT LI ERT oA MET v~ % —EHEHR (Non-
steroidal aromatase inhibitor : NSAI) OB E (7 X~ 7 U T +NSAL #) #. 7R &
NSAI OO #E (7T R +NSALRE) &, EMEAGHICOWTHEKT 52 L ThoTz,

1V A7 V%28 HIIE LT, 1~28HHE TV X~ 7 UV 7 I 7 TR % 150 mg Q12H THE

A5 L, LhaYy—125mg XIE7FA Moy —/L Img % 24 Bl 2 & (Q24H) TR OKS
L7,

AR COFHZEE & L7- NSALIX, ESMO K ONESO OARAA K74 v WONT H ARFLE
ﬁ4h74/LiD\Kﬁ%®ﬁ%T&é\%ﬁ%@Hk@ﬁﬂﬁ%ﬁuﬁﬁé*&ﬁ%®@
WL & STV D (HARFESS 2013; Cardoso et al, 2014) Z &b, TRV U 70 L3
R EZFHET A0 L LTl TH D B 272,



LY2835219 (mBC) 1.8 HAE ()

ARBROFER, FEFME A Ch o EHEAFHIMIC oW T, ITT M 493 filicksvT, 7
~T 7 U7 L NSAIOPFREE 328 41)) 12XV, 77K E NSAIOJFHEG (165 61) Ltk
LT, MEFUICHBERIEENRD bz (p=0.000021, 77 7 7 BE)

ﬁ%%éﬁ%%@¢%ﬁi\7«vy7)7+N&uﬁiﬂéﬁf\f?tﬁ+mmﬁﬁim7
H HTh-oT,

TR U7 E NSAL OFFRGIZ LY | JFREOHEESUIFET D U 2 71% 45.7%D L7z
[HF— R 0.543, 95% CI : 0.409~0.723] ,

HEFRRIIT R~ 7 U7 +NSALEE 327 il 322 5] (98.5%) . 77 &R +NSAI £ 161 fi+
1456511 (90.1%) IZ78® BTz,

TR_= 7 ) T HENSAIRECBW T, 7' L— K 3OFEEGL 159 6 (48.6%) TR HIL, JE
BEIGD 10%U ETH o727 L— R 3 OFFFERRIIGFTERBAIE FAE)  (19.6%) OHATH
ol 7L — R 4AOHEEFEFELRIT21H] (64%) ITRDHIL, HEEIEN 1%L, ETH o 7mF5T4t
HERBME (FEARE)  (1.5%) OATH -7z, ZL— R 5OEEFRIT 8B (24%) ITRD LI,
2BILL BIZRR O BT FRITMEY: (FEEFE)  (0.9%) KOZERIE (0.6%) ThH-oTl,

7T ERENSALBECBWT, 7 L—F 3 OfFFFRRIT 3261 (19.9%) ([ZRD L, FHEIE
D 10%LL LD 7 L— R 3OFERLRI -T2, T L—R4OFEFZIIHM (1.9%) &, 7L
— FSOEFEFRGII 26 (1.2%) IZFBD LN, 2610 BRSO bz HRI1T 7o T,

7L —R3LETT X~ 7 U7 +NSALHEDOFBLEIG 77 AR +NSATFEL D 10%2L By
S TZFGUILF P ERE (FEAFE) OHThoTz,

MONARCH 2 }T" MONARCH 3 TR bl Z &7 n 7 7 A VITIRR EFFRTE 55 DT
bol, 77— R 3ILULOFERGORBENGITT 7R +NOWEIEREE i LT, 7 X<
7V T +NPWFRIERE TR To b DD, G R ILICE > T AEFZORIEGITE -7,

TRy )T ENGWEEZ IR LTEBRICRO b AFELZIIIETHY | @Rt =
ZY TR BEET 52 & T IREITRER EIC LV FRNLDREIENRAIRETH -7, PFH
L7eBROEER Y A7 & LT, 7 L— 8 3 L LEOMFHERBAE, FTHEAOT 7=07 I/ h 7
A7 = 7 —F (alanine aminotransferase : ALT) /7 AT XTI ) T A7 =27 —8
(aspartate aminotransferase : AST) Hihn, WONCHEMMEERH T NN, ZnblIckbdHE
RIERIFITIZ & A E < IFFEKEE, THRIICOW TR, FROEHERZIC, BET L2 E LT

iy DHERE THEGEI B3 ATRE T o 72, £72. ALT/AST HIMNZHSWTH, 5 IRA]E 7
blebDD, E=F U U7 K HBHIERRETREIC L 56021795 2 & T, 20%OKS
HRGE DS FTRE 22 B D358 8D AT,

LI > MONARCH 2 % U MONARCH 3 Of R A B E 2. AANX, HR+2>D HER2- DML
FERE KT DRI T 4 b e VA TR T 7 A AIRENTZZ ENDE, 26 OBRIC
MMAANDONTZBEEREFLBE L TAAOREE - DR () & RV CZRIEGEND
HER?2 [2MEDFIARE U R I LR E LT,
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183 Rt A2 () RUZOHRERN

1.8.3.1 H&* - Bz ()

WO WRIER & OPFFICB W T, @, RAIZIET X~y 27 )7L LT 1E 150 mg %
1 H2EEO#HRET S, 2B, BEOREBICIVEEEET D,

1.8.3.2  ERTEIRH
1.8.3.21 ERRERERZE - AERTOKRE

TR~ 7 ) T O KME (maximum tolerated dose : MTD) (%, HEFTH AEE 2 58I FEhE L
TR, WESVE AR CTH D 13Y-MC-JPBA (JPBA #kB) TiRE L7z, JPBA iBR Tl
AR 7 = —XTT X~ 7 7?50, 100, 150, XX 225 mg Q24H % gt L7=25, MTD %
RETET . £72 Q4H &5 TOIEMENREMRHTHE R GIRFEEOHINIA &L FIML THE S Z &
PRENTZ, TDI, T~ 27 U7 D75 100, 150, 200, K275 mg QI12H Z##at L7=,
ZORER, TR~ 7 U7 275mg QI2H G Iz 3 FilT 2 flT, HAEHIBRENME (dose-
limiting toxicity : DLT) (Zf%34 3527 L— K 3 OEHRHEI L, MID 2Bz 7z LSz, 1
E¥ME T D 200 mg QI12H O HETOH DLTREMN 7HIH 14 (F'L— R 30¥gT) Thol=7=,
QI2H #5-T? MTD 1% 200 mg & R E S,

JPBA RBRCIL, 7~ 27 U7 OFEMEZ, ApEratRiesd S S0EELExgl Lz 6 20
JER 7 = A THRAETH T, TR 7 VT ICEELEAREEOS DH8EFHZO I B, H
BIRIGS @ o o HRIT, MR L, RS R O R ERBAE CTh o 72,

JPBARBRTIE, 73~ 7 U 713 150 mg QI12H K& TF 200 mg QI2H D4 T b i FLifE
FAZx U CHIUEBIE S 2R Lz, T UIXBBHIEERE 47 flaxtgicr X~y 77
(200 mg Q12H XI¥ 150 mg QI12H) Z BBt 5 L7y k7 = — XD 3— L D (47 %) TIiX, @
BEEZNBICT RN~ 7 ) T a5 Uk, HRHRBMIUEES 36 #) OFRMFEIT 33.3%T
&V, HRHGZBMEFLIE RS (X 28N R Sz, £/, HRAFUEBE Z G T N~ v
VT ETNRANT v MBS LTEER 7 = — X0/ — K G (194]) TiXk, 7Xvv 27V
7200mgQI2H & 7R A T2 b EHHAKEG LEEEAEL, T~y U THAIRE L LT
Bk ERIRE & 70 2 Bt oo J8 BUAE FE B N0 BE JE O AL 1IR30 b9, HIE rRERA 2 A3 5 B
(11 6)) OFEHFIL455% Th o7z,

B DR D HRHOEFT UTEEB A B 2 RICT X~ 7 VT ETNVRZX T~
NOPFREG ERETT 5 2 E R FRE Lz,

MONARCH 2 1%, 7R=Y 7 U T DT NRA KT > ha~D EJfEFRGOFE2BRGF LI25F 1T
B TdH 5, MONARCH 2 TOT R~ 7 U7 ORE - AR, RS EEYR CIE
JPBA RER D /— | G OFEFRICHEIE 200mg QI2H & L7z, JPBAFRBRD/X— |k G Tlx, AEH
BN LD EGH 1T, F7 L — R4 EOFEHRLBD LR -7,

I3Y-MC-JPBH (JPBH #B#) (X, M EE 23R, Fx OFHEFE T T~
U7 ERORE Lz E b MR TH 5, JPBH iBRO/X— Kk A &} B TiX HR+/HER2-D5
BB E 2RI T X~ 7 1 7 200 mg QI12H & NSAI #fffl L7z, MONARCH 2 X v i#h
T%#LkﬁﬁmmmH3%#%@%ﬁf%%n1wk JPBH RO L EMET —H b, THIOD

IR &2 BB CHIET 28 BRE DR b, £727 X~ 27 U 7 200 mg Q12H TiEZ% <

10



LY2835219 (mBC) 1.8 HAE ()

DWERF DG 1 T A 7 V&5 TETITIREREZ T L3 EE LTz, Z072H, MONARCH 2
THIRBRBALERCE D T B P LRI Z Fh L7, Z OfER, 5l U EN 2EGRD
b2 &b, DBEHZICRBRICGHAAN DN D BEHEDOT X~ 7 V7 OEHE%L 150 mg
QIRHIZEW L7z,

MONARCH 2 O A ZhHEFAl OfE R I L5 1.822 H TR/ L B0 Th D,

MONARCH 2 T® 50~200 mg QI12H #ZATHEHHTOY I =2 L — a3 VORERIT, 70
RZARNZ N EPFAROT X~ 7 ) 7 ORGHAEL 150mg QI2H &5 2 L 2 FT 56 DT
Holz (2535411

MONARCH 3 1%, 77X~ 7 U7 ® NSAl ~O FREEGOHFEREFT L72E N AHRBRTH
Do BHNTWHEIE b HRBRTH D JIPBH RBROLRMET — 4 b, TR~ 7 U7
200 mg QI2H & NSAI ZfffH L7 & EDHEEFL T 07 7 A /LiL, JPBA iR T T XL
ARG E R BT R 7 ) TR MBS Lim & X EFABETH 10, 7 L—F 3 O FHO%
BIEIGIXIPBARBR LY oo (BNEN 257%., 13.6%) . L72Ai-> T, ZaubH o JPBHR
Bz ateT — 4 WONS JPBA #BROD 22 2 OPUBEBHEME DR RS MONARCH 3 TO7
Rv s )T OME - T 150 mg QIH AR Y TH D LEZ BT,

MONARCH 3 O 20 R OFERITE 1.822 TR/ B0 TH D,

MONARCH 3 T® 50~150 mg QI2H ZZ A ZHEH#HE TOY I a2 b—3 2 OFRERIZ, NSAI
EPDFREED T R~ 7 U T OB EL 150 mg QI2H L35 2 L2560 ThHo72 (0F
2.53.54.11H) ,

MONARCH 2 &% T MONARCH 3 TR LN ZeMET 1 7 7 A VTR FFFARTE 5 H DT
Holz, Z7L—FK3ULOFERZORBERILT TR +NOWHEREL IR L T, 7w
7 U7 +WHFRIERECRN 272 b D0, BHEHILICE > - GEEROBBEGIHK o7, T
Ry 7 VT ENSWEIEZ D L7ZBRICRO b A EFRIIAHETH Y | @Rt =4 Y

ZTICEVRBRET 5 2 & T, REUIRER EIC LV FLENLORIENATGETH o712,

PLE, "7 4w b URTZOBENS, WRWERIERIEFRHT2BOT7 X~ 7 U 70O
5 - HEIX 150 mg QI2H A %Y TH D &Il <7,

1.8.322 BARAZETOHERL - AEDKRE
[ENTiX, MONARCH 2 &% T" MONARCH 3 ~DOZNNOZ LM% FRNHRE Lic, T OREE,
SMEPEBER (LS O3 K OERERED) W ONC 7R Z b5 > kKO NSAL PR G0 7 ~~<
7Y T OEPEEE T 1 T 7 A I KRERERERZERITEC RN EEZLNZZ LG, EE
26 M AHRRBRA~SINT 5 2 &3 LT Uie, ERERIEFES T AMRBRA~SMT 5I2H7-0 | 1
S TARRBR CTH D JPBA BBR CIRIE LT T R~ 7 U 7 OHELEME - & (200 mg QI12H) %
TORRMELMERTHZ L2 FEAME LT, ENTEITAAVBEZRLRE LI2H 1 HEEARTH

11
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% 13Y-JE-JPBC  (JPBC i) % %h L7=, JPBC kB Clk, ETHRAREZXIGE L TEANTT
N~ 7 U 70100, 150 X% 200 mg QI2H Z ket L7z, £ D#EHE, 200 mg Q12H @ 141 (16.7%)
MNE 1Y A7V TDLT E LT L—R2OELEHRIL, TEINEGED 25%LL EOKRE
WMEL Uiz, £OMIZ DLT OFRBUIERD 5417, 200 mg Q12H F TOIEMEDE N THEHi L
72 JPBC iR CH RS S 7,

MONARCH 2 O ZEFEOER, ITT £ (669 #) @56, ENNLZIM LT X TOH
BREN O L% (AN ITT £H) (95 #) TIXEREAFHF O RELT X~ 7 U7
+ I NRARNT U NEE (64 45) (212 # A) T 7R+ T7AXRZX T ME 31 6] (143
BH) XV 69 v AEL, TRV YT+ INRZA NGV MNETTITERFTARART o b
BEL D FRBOMESUIFEC DY 27 5 32.8% Lz (AYF—REE:0.672) . ZHHOREHEIT,
ITT £MOFEFR (P — R @ 0553, BEHEEFHIRORRE . 7 X< 7 UV T+ TR T
VMR TER+TANRA ST U METENEI 164 5 AKX 93 5 A, LIEEFRIE) & [FEk
DEM T o7, Fz, ITTI50 mg E£HD 5 6. ERNNLZIN LT T X TOYRE )6 72 5 5

(AANITT 150 mg 2£H1) (65 f5l) DR (EEHEAFHEOTRAE - 172 5 A K 143 5 H)
1% ITT 150 mg ZEMHI DGR (HEEEAFHIM O R IRfE : 153 » H RO 105 5 A) L IREEEOMERP T
Holz, ITT 150 mg M (491 1)) L [EERIZ, HARANITT 150 mg R C & Mep A {7 o Hh g
EIZHEEGREHTENRD LIV, 2K E L THARAN ITT 150 mg £ TT7 X~ 7 U 7 150 mg
QI2H DA EMEN R BTz,

EAEFHMBICONWTIE, T—% 0y MATRERT ITTER L FERICHEARN ITTEF T N~ v
JYVTETNRANT Y OS2 7T 8RE TNV NT 2 FOOFHES & blg U= 5,
. - /EfFIM o BARA ITT 150 mg £ &k H
1, 7rer s 07 1s0mgr 7z h 7 ki e s < [
B . TT EFORGRL, TR YT+ T AR T M 3TS% RO
TER+TNRARNT U ME 129%THY, T_Xwv 7 U T+ TNARRA N7 METH 25%8E0
o7, HARN ITT 150 mg £FTH ., BHIRIZT X~ 27 U7 150 mg+ 7V~ A N7 > M
34.1% % DT 7R 150 mg+ 7R A h T2 REE QLA 143%THY, 73w 7 U7 150 mg
+ T NVRA KT METH 20%E 0 o7, LEDOZ b BRNEFICRILTH, ITT £H K
OITT 150 mg M EFREOT R~ 7 ) 7 & TR T v b OPFAE G X 5 H 00N
TELHEEZD,

MONARCH 2 O ZEMMHTRIGER O 5 B EWNBSI LT3 X TOHRE 6 72 55 H
(A ANV G EM) 94 Bl T R~ 7 U 7T 7 7 7RO dose intensity ¢ FF S 1L,
TReL )T+ TARR T T 2312 mg/day, 7R_X<2 27 U7 150 mg+ 7 ARA T
NEET 218.1 mg/day, 7T BR+ TR A N MEET 2983 mg/day TH V| VRIS
@ dose intensity D HJAEIX, 7T X~ 7 U T+ TR KT MET 273.1 mg/day, 7 X~
7 U7 150mg+ 7 VXA KT MNEET 2724 mg/day, TR+ TR AKNT Y MFET
2982 mg/day Th o7z, ARNZEMMI R ZEROT N~ 7 )V T XIIT TR K5OV A 7
NEOHRAEIX, TR T VT +TARANT 2 MEROT X< 7 U7 150 mg+ 7 /LA
N7V RETISYA IV, TT7ERBETI6 A 7V THY | BEMMHTRIGHER (T X~
VT +TNRARNT U RERORT X7 U7 150mg+ 7 V_RA N MEC 13 YA 70, 7

12
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TRRBET OV A7) L0 RN, BEMENTRIREM & B RNV R TR
ODONTEHEEFR T 7 7 A NVIRBETHY . EPNRE=4) U 7ICIVEHETETH -T2
(% 2.5.5.2.6.1 1) .

MONARCH 3 @ FEfEHTRE DT — 2\ ZHD < HMERHBOFE R, BAN ITT £H (53 ) T
X7 =% By b TR OFURBOHEE IR, 7~ 27 U7 +NSAL £ 38 o5 H 10
Bl (26.3%) . 77 EAR+NSAIEE 15B1D 5 6 841 (53.3%) Tholz, MEAFGFHIM O N —
REEIE 0417 (95% CI: 0.152~1.146) | MEETEAFHIM OHPRAEIL, 7~ 27 U 7 +NSAI #f
TEFEET, 7T 'R +NSALI BET 149 » A THoT-, ZHHOFERIL, ITT EHOFER (A
— REb 20543, BEEEAFHIMO R IRAE . 7 X<v 7 U 7 +NSAL LT T AR +NSAL # T
FNENEFEETRN14T 5 A) ERBROBEMTH -7,

EAEFHBICONWT, T—F By M TREETE, ITT £ ERBERICH AN ITT £HTT X~
27 Y7L NSAI O 5% 75 vR L NSAI opF#ES &g U455, |
. <=5t 7S~ o7 U 7+ NSAL BE 44.7% K% OV T & R +NSAI B
40.0%CTH VY, 7w 7 UTHNSAI BETH 5%mnotz, bz Ent, BARANBEICH L
TH, ITT EF L RO T X~ 27 U7 & NSAI OB GIC L 268N G TE 5525,

MONARCH 3 OEEZL SN T X TOHERE D H> B, T_Xv 7 V7 7T AL NSAI
DWTNDOIEERIEZ D7 &b 1 BIRG SN BRE D7 DHEM (REMEMAITcg4E:H) o
I, EALLBMLICT RTOWERE N O 5HEH (AARNLZ ST RERM) o7 X~
7 U7 NET 7 EARD dose intensity DHFRABIL, 7 X~ 7 U7 +NSAI #£ T 208.1 mg/day, 7
7 &R +NSAI #£ T 295.7 mg/day TH Y . 2FREM D dose intensity DHFRAEIX, T X~w 7 U7
+NSAIB£ T 257.0 mg/day . 77 2R +NSAIEE T 294.3 mg/day Th o7z, HARNZ EPEMAT XS
LHOT X~ 7 VT IIT T vRELEOY A 7 NV EOPRAEIX, 7 X~ 27 U 7 +NSAI B ;&
VT ZER+NSAL BHEOWTNE 17 A 7V ThH Y, BEMEMITIREN (TR~ 27 )7+
NSAIRET 16 A 7L, FTERANSAIRET 15V A 7 L) LV bEN-oT-, REMEMIT5E
& AR NZ MR REF CRO ONICAEER T 0 7 7 A VTR TH Y . EHRIRE =
AV I K VERAETH -T2 (552552621

F72. MONARCH 2 } " MONARCH 3 ORMEMIEMENEMIT ORE KNS, T X~ 7 V7D
HENREIC HARN EAME N & TREIREWVITERD bR o T2,

U EOFERNG, BARNBEIZKH L TEH, NOWEERE AT 2807 X~ 27 U 7O
% - HEIX 150 mg QI12H 23 %4 Th 5 & ¥ iz,

13
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1.84 FALOEE () RUZTOHRERNL
R EoFEE () 13, AAIOEBRILFES I FEREREGE. /b T S 7z BB 7 5 O
\ZAZEFE;T— & > — k [Company Core Data Sheet (CCDS) | #&EI1Z L CHE LT,

A EOEE (R) A EAR AL

(2s
AL, RABICHHNGTEZERERICSNT, B| | BHORLHRECHEGHOBAN S, 10
RRISHH A - BREFOEMOL & T, AROR | | FUBMLIEHA O CEOLHESEICRIE L
EAGEY L HI S BERIONTOBEETEL, | | 7,

Fho, ABBMAISKIL. BEXIETORKISANMLR
URRIEEHHBBEL. AEEBTHORETHI L.

(EZ (ROFJBAHEICERS LGNNI E) ]
FEORD I LEEGBBEDCRTENHHEE

WA SCECTHEERE I & R0 eEEHE LT
FE LT,

<ZhEE - HRICEAET SEALOEE>
AEIOUTHT - WRIEFRIE L L TOFIMER O3
AL TR,

FLAE DRI K O 1R O FEMIIEZ I 1T D AFH| O
AN B OV MR B4 % R R AU R 1345 &
NTWRNZ ENLRIE LT,

<R - ARICEAEY 5EALOEE>
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WHO Drug Information, Vol. 29, No. 3, 2015 Recommended INN: List 74

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 74

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection
of Recommended International Nonproprietary Names for Pharmaceutical Substances [Off.
Rec. WId Health Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9);
Resolution EB115.R4 (EB115/2005/REC/1)], the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of
Recommended International Nonproprietary Names does not imply any recommendation of
the use of the substance in medicine or pharmacy.

Lists of Proposed (1-109) and Recommended (1-70) International Nonproprietary Names can
be found in Cumulative List No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 74

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en
vue du choix de Dénominations communes internationales recommandées pour les
Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7);
1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)] les
dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que
dénominations communes internationales recommandées. L’inclusion d’'une dénomination
dans les listes de DCI recommandées n’impligue aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-109) et
recommandées (1-70) dans la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM
seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 74

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de
Denominaciones Comunes Internacionales Recomendadas para las Sustancias
Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién EB15.R7); 1969, 173, 10
(Resolucién EB43.R9); Résolution EB115.R4  (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a
continuacién se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominacion en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del
empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) vy
Recomendadas (1-70) se encuentran reunidas en Cumulative List No. 15, 2013 (disponible
so6lo en CD-ROM).
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Recommended INN: List 74 WHO Drug Information, Vol. 29, No. 3, 2015
Latin, English, French, Spanish: Chemical name or description; Molecular formula;
Recommended INN Graphic formula
DCI| Recommandée Nom chimique ou description; Formule brute; Formule
développée
DCI| Recomendada

Nombre quimico o descripcion; Formula molecular;
Foérmula desarrollada

abemaciclibum

abemaciclib N-{5-[(4-ethylpiperazin-1-yl)methyl]pyridin-2-yl}-5-fluoro-
4-[4-fluoro-2-methyl-1-(propan-2-yl)-1H-benzimidazol-
6-yl]pyrimidin-2-amine

abémaciclib N-{5-[(4-éthylpipérazin-1-yl)méthyl]pyridin-2-yl}-5-fluoro-
4-[4-fluoro-2-méthyl-1-(propan-2-yl)-1H-benzimidazol-
6-yllpyrimidin-2-amine

abemaciclib N-{5-[(4-etilpiperazin-1-il)metil]piridin-2-il}-5-fluoro-
4-[4-fluoro-2-metil-1-(propan-2-il)-1H-benzoimidazol-
6-il]pirimidin-2-amina

CZ7H32F2N8

N

>\/ NG ch

HaC \7/ 3
HaC

amiselimodum
amiselimod 2-amino-2-{2-[4-(heptyloxy)-
3-(trifluoromethyl)phenyl]lethyl}propane-1,3-diol

amisélimod 2-amino-2-{2-[4-(heptyloxy)-
3-(trifluorométhyl)phényl]éthyl}propane-1,3-diol

amiselimod 2-amino-2-{2-[4-(heptiloxi)-
3-(trifluorometil)fenil]etil}propano-1,3-diol

Ci19H30F3NO3
OH
NH,
OH

HiCao o~
° O
CF;

386
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3282 |Manufacture T WY [ciciyand | EF | A8 [FmER] -
Company
3283  |Characterisation CHlF) [Elitillyand | A% | (LB |aFmARH -
Company
3.2.8.4 Control of Drug Substance (2ﬁH ) |Eli Lilly and Esh | AR |REAEE R -
Company
3.2.8.5 Reference Standards or (2ﬁﬂ ) Eli Lilly and E4 | RN | RIS R -
Materials Company
3286  |Container Closure System Cif) |EiiLillyand | EAF | (EAE |GMmEF| -
Company
3287 |Stability CJlFlD  [EliCillyand | A | FEVE |REAZORH| -
Company
3.2.p  HF|
- B =p WA sy, | AR BT
BB e AR S f 391 ) AR - AT | o
. A4 Fv = i Ay (EAN, | fBikEE i, | T XD
i (RS EAGBLER) ESEZh [E54) BEEE P
3.2.P.1 Description and Composition _ (Z(ﬁﬂ ) Eli Lilly and 5L AL [REIE R -
of the Drug Product Company
3.2.P2 Pharmaceutical Development _ (2‘5_!5')% ) Eli Lilly and ESL | AR | EE R
Company
3.2.p3 Manufacture _ (2(ﬁﬂ ) |Eli Lilly and ESh | AR | AR -
Company
32.P4 Control of Excipients _ (ZWH ) Eli Lilly and ES | AL SR R -
Company
3.2.P5 Control of Drug Product _ (2ﬁﬂ ) Eli Lilly and Es+ RN | FEAmE R -
Company
32.P6 Reference Standards or _ (2(I’E!_iIH ) |EliLillyand | [E4 | #hP9# |GEAGE R -
Materials Company
3.2.P.7 Container Closure System _ (ZWH ) Eli Lilly and E4 | RN | R R -
Company
32.P.8 Stabilit (2 H)  |EliLillyand | 4 | #EAWR [FHEER] -
y
Company
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R f S e =y WA sy, | AR BT
R e AR 5 i 391 ) ABR - AT | o
= e B ammrmen) | osmemm | 50| B S | 2070
32A.1 [Facilities and Equipment || ClF)  [EiCilyand | EDBF | S |TmER| -
Company
32A2  |Adventitious Agents Safety [N | COFND  [EliLillyand | ESF | (LR |GFmGR
Evaluation Company
32A3  [Novel Excipients T || CWY [Eiciyand | B | FERR [FFmER] -
Company
32R FIBDNERERN
W . ARSI sgp | AEEUL | e [T
5 s B ek | om0 | R S | 2020
32.R Regional Information
FAR (EDa1—4) : FERRHARBEE
42 FHEBRBEE
421 ZFEHER
4211 MHEZAFF LA
IR " AR H T S B I 2o Bt
55 s B sk | om0 | B S | 2070
42.1.1.1  [Preclinical characterization of _ - Eli Lilly and ES | AL [REREORr -
the CDK4/6 inhibitor Company
LY2835219: in-vivo cell
cycle-dependent/independent
anti-tumor activities alone/in
combination with gemcitabine
42112 |QSB4O: CliFl)  [EliLilyand | ESF | FERT [FEMGER| -
In Vitro Kinetic Assessment o Company
Inhibition Binding Constants
(K; *™P) for Abemaciclib
LY2835219 in Complexes of
CDK4/CyclinD1,
CDK6/CyclinD1, and
CDK6/CyclinD3
42113 |CCGS293: T CHlFl) |EliLilyand | EPAF | HERW [REERH] -
Mechanistic Characterization Company
of the Major Human
Metabolites of Abemaciclib
(LY2835219) in Cell-Free
Kinase Assays and in Human
Cancer Cell Lines In Vitro
42114 |CCGS3II: ClliEN)  [EliLilyand | EAF | AN [EMARH -
In Vitro LY2835219 Inhibits Company
CDK4 and CDK®6, but not
CDK9 in Human Cancer Cell
Lines
42115 |CCGS302: CHlFl) |EiLillyand | ESF | FENE |aMmE R -
In Vitro Characterization of Company
Transcriptional Changes in
Human Breast Cancer Cell
Lines Resulting from
Treatment with the
CDK4/CDKG6 Inhibitor
LY2835219 (Abemaciclib)
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4.2.1.1.6

CCGSI15:

In Vitro Cell Cycle Analysis of]
LY2835219 (LSN2813542) in
Rb1-Positive and Negative
Human Breast Cancer Cell
Lines

&0 E D

Eli Lilly and
Company

=4t

(AL

FER] -

42.1.1.7

CCGS292:

Determinants of Sensitivity to
the Anti-proliferative Effects
of Abemaciclib Mesylate
(LSN2813542) Across a Panel
of Human Cancer Cell Lines
In Vitro

Eli Lilly and
Company

[t

FEN

AR -

42.1.1.8

CCGS294:

In Vitro Generation and
Characterization of Human
Cancer Cells Resistant to the
CDK4 and CDKG6 Inhibitors
Abemaciclib Mesylate
(LSN2813542) and
Palbociclib Mesylate

il

Eli Lilly and
Company

ESpA>

PR

ER| -

42.1.1.9

CCGS291:

In Vitro Growth Inhibition
Studies in Human Breast
Cancer Cell Lines Identify
Biomarkers that Predict
Response to LY2835219
(Abemaciclib)

5 E )

Eli Lilly and
Company

ESpax

PR

FEER| -

42.1.1.10

CCGS304:

LY2835219 (Abemaciclib)
Induces Senescence, Inhibits
Cell Cycle Reentry, and
Reduces Expression of ERa. in
Estrogen Receptor Positive
Breast Cancer Cell Lines

& B )

Eli Lilly and
Company

[ 4

FEN

ER -

4.2.1.1.11

QSB35:

In Vitro Mechanism of Single
Agent Activity in Breast
Cancer Cell Line: Senescence,
Apoptosis, and Effects on
Metabolism

60 EE B

Eli Lilly and
Company

ESp4

FEPN

AR -

4.2.1.1.12

IMC38:

LY2835219 Inhibits In Vitro
Endothelial Cell Sprouting and
Tumor Driven Cord Formation
in Endothelial Cell Co-Culture
Angiogenesis Assays

60 E B

Eli Lilly and
Company

ESpAN

KRN

R -

42.1.1.13

CCGS320:

Combination Therapy In Vitro
with Abemaciclib and
Fulvestrant Enhances the
Inhibition of Growth and the
Suppression of Cell Cycle-
Dependent Gene Expression
Compared to Monotherapy in
Human Breast Cancer Cell
Lines

Eli Lilly and
Company

=5t

FEPN

TR -
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4.2.1.1.14

CCGS14:

Murine In Vivo Target
Inhibition in Human
Colorectal Cancer Xenograft
Tumors with LY2835219
(LSN2813542)

42.1.1.15

CCGS185:

Evaluation of the In Vivo
Efficacy of LY2835219ina
Mouse Xenograft Model for
Mantle Cell Lymphoma

&0 E D

Eli Lilly and
Company

=4t

(AL

FER] -

Eli Lilly and
Company

[t

FEN

ER -

42.1.1.16

CCGS303:

Evaluation of the In Vivo
Efficacy of LY2835219
(Abemaciclib) in a Mouse
Xenograft Model for Human
Breast Cancer

Eli Lilly and
Company

ESpAS

PR

ER| -

42.1.1.17

CCGS314:

Evaluation of the In Vivo
Efficacy of LY2835219 Alone
or in Combination with
Tamoxifen or Fulvestrant in
the MCF-7 Mouse Xenograft
Model for ER+ Human Breast
Cancer

5 E )

Eli Lilly and
Company

ESpax

PR

AR -

42.1.1.18

CCGS321:

Evaluation of the In Vivo
Efficacy of Abemaciclib
(LY2835219) Alone or In
Combination with Fulvestrant
in ST941/HI, a Mouse Patient-
Derived Xenograft (PDX)
Model for Human Estrogen
Receptor-Positive (ER+)
Breast Cancer with an ESR-1
Mutation

& EE )

Eli Lilly and
Company

[ 44

FEN R

FEMER| -

42.1.1.19

CCGS295:

Evaluation of the In Vivo
Efficacy of LY2835219 in
Mouse a Xenograft Model for
Human Gastric Cancer

42.1.1.20

CCGS296:

Evaluation of the In Vivo
Efficacy of LY2835219 in
Mouse a Xenograft Model for
Human Small Cell Lung
Cancer (SCLC)

60 E I

Eli Lilly and
Company

FEPNE

FaCT —

60 E B

Eli Lilly and
Company

ESp

KRN

AR | -

42.1.1.21

CCGS328:

Evaluation of the In Vivo
Efficacy of Abemaciclib
(L'Y2835219) in Mice Bearing
Human MDA-MB-453 Tumor
Xenografts, an Estrogen
Receptor Negative (ER-)
Breast Cancer Model with an
Activating Mutation in the
Cyclin D1 (CCND1) Gene

42.1.1.22

CCGS19:

In Vivo Efficacy of
LY2835219 (LSN2813542) in
a Rat Orthotopic Brain Tumor
Model

Eli Lilly and
Company

EEP4S

FEA

REME R -

Eli Lilly and
Company

[t

FEN

AR -




LY2835219

(mBC)

L12 IRfHER—%

4.2.1.1.23

CCGS319:

Evaluation of the In Vivo
Efficacy of Abemaciclib
(LY2835219) Alone or in
Combination with 4-
Hydroxytamoxifen or
Fulvestrant in the T-47D
Mouse Xenograft Model for
ER+ Human Breast Cancer

&0 E D

Eli Lilly and
Company

=4t

(AR

FMER] -

4.2.1.2 Fl

KRR

SRR-E

HA R~V

R 5 it 440 ]
(s HAGBAE )

EhimET

RAEIH
(=R,
=41

FEA

BEH

4213 &

&1 EHERE

SRR-E

#A RV

4.2.13.1

090210.FMD:

Effects of LY2835219
(Compound 2835219) on
Cloned hERG Potassium
Channels Expressed in Human
Embryonic Kidney Cells

42132

140516.FMD:

Effects of 2839543, 3151113
and 3151114 on Cloned hERG
Potassium Channels Expressed|
in Human Embryonic Kidney
Cells (HEK293)

42.133

692944:

A Cardiovascular Telemetry
Study in the Unrestrained
Conscious Beagle Dog Given
LY2835219 (Compound
2835219) by Oral Gavage

42134

692942:

A Pharmacological Safety
Assessment on the Central
Nervous System of the
Sprague-Dawley Rat Given
LY2835219 by Oral Gavage

42135

692943:

A Pharmacological Safety
Assessment on the Respiratory
System of the Sprague-Dawley
Rat Given LY2835219 by Oral|
Gavage

R 5 it 44 ]
(s HAGBAE )

2 ] ~2
]

ES R

ARSI
(=R,
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arfzer |

4t

LR

MR -
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ESpY>
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FARAE:

ER| -

ESpax

[ARAE

TR -

ESPAS

AR -
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4.2.2 EWEREHER

4221 SERVNIT—LavlE

L12 IRfHER—%

SRR-g

HA R~V

4.22.1.1

101474:

Long-term Matrix Stability
Assessment of LY2835219 in
Rat Plasma (EDTA) using
Liquid Chromatography-
tandem Mass Spectrometry
(LC-MS/MS)

IR 52 it 4 )
(s HAGBAE )

II |oht
i
i

42212

102013:

Partial Validation of a Method
for the Determination of
LY2835219 in Gravid Rat
Plasma (EDTA) by Liquid

Spectrometry (LC-MS/MS)

Chromatography-tandem Mass

42213

130662VRLC_EII:

Method Validation for the
Quantitation of LY2835219,
LSN2839567, LSN3106726
and LSN3106729 in Sprague
Dawley Rat Plasma by Turbo
Ion Spray LC/MS/MS

422.1.4

101475:

Partial Validation of a Method
for the Determination of
LY2835219 in Dog Plasma
(EDTA) by Liquid
Chromatography-Tandem
Mass Spectrometry (LC-
MS/MS)

42215

130661 VRLC _EII:

Method Validation for the
Quantitation of LY2835219,
LSN2839567, LSN3106726
and LSN3106729 in Beagle
Dog Plasma by Turbo Ion
Spray LC/MS/MS

422.1.6

2835219syn01:

Synthesis of N-[5-[(4-ethyl-1-
piperazinyl)methyl]-2-
pyridinyl]-5-fluoro-4-[4-
fluoro-2-methyl-2-("*C)-1-(1-
methylethyl)-1H-
benzimidazol-6-yl]-2-
pyrimidinamine, LY2835219-

[14C]

ES R

2 [ ~2
]

2 U] ~2
|

RAESH
(A,
[=4h)

AFATZEEY
B 5V

T
F— 5D
B LA

4t

FERR

e

PR

T 2T

5+

FEN

A &

[ 4

FEN

A &

ESpax

PR

FAERY

Eli Lilly and
Company

=4+

FEA

TR
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4.2.2.2 TRIR

SRR-E

42221  [8221544PK: T ol

Pharmacokinetics,
Distribution, Metabolism, and
Elimination of

[CILY2835219 in Male
Sprague Dawley and Male and
Female Long Evans Rats
Following a Single 10-mg/kg
Oral Dose of [14C]LY2835219
(PK/Excretion/QWBA
Section)

42222 |8243-263: I ol S| FENE [REERT| -

Dose-Exposure Relationship
of LY2835219 in Male
Sprague Dawley Rats
Following a Single Oral Dose
of 5, 15, 40, or 80 mg/kg of
LY2835219 and
Pharmacokinetics Following a
Single Intravenous Infusion
Dose of 5 mg/kg LY2835219

42223 |8246-574TK: [ | E ES | FENER [REZRH -

Pharmacokinetics of
LY2835219 in Male Sprague
Dawley Rats Following a
Single Intravenous Infusion
Dose of 5, 15, 40, or 80 mg/kg
or a Single Oral Dose of 80
mg/kg LY2835219

42224 |8221545PK: T &0 B BB EA | HEAT [FEmRR] -
Pharmacokinetics,
Metabolism, and Elimination
of [*CILY2835219 in Male
Beagle Dogs Following a
Single 3-mg/kg (50-uCi/kg)
Oral Dose or a Single 1-mg/kg
(15-pCi/kg) Intravenous Dose
of [*C]LY2835219
(PK/excretion section)

S N

st | s |G| g | S|
aEEREE) | e | e 1

ESL [ FERHE [REmER] -

N B
al

A4 ~v ®E D

&
=

4223 S ——
e 1R SHEA SR aeies . SPAHE R T
5 1 4. |
42231  [8240798: I oW S | RN PR -
Distribution of Radioactivity
in Selected Tissues of the
Male Long-Evans Rat
Following a Single Oral
Administration of 10 mg/kg
(659 pCi/kg) [*CILY2835219
Using Microautoradiography
(MARG) Techniques
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42232 |RAUROSLO: T | CWY) [ciciyaend | EF | (A8 [FmER] -
Preliminary Evaluation of Company
Brain Exposure of
LY2835219 in Male Sprague
Dawley Rats Following a
Single Oral Dose of 30 mg/kg
LY2835219 as the Mesylate
Salt (Compound 2813542)

42233  [N0O574: ESL |t | REmE R -
In vitro investigation of
LY2835219 binding to mouse,
rat, dog, and human plasma
proteins and human liver
microsomes using equilibrium

dialysis

42234 |LY2835219-Metab-prelim-pb: EA | #hER [FEAmE R -
In Vitro Protein Binding of
LY2835219 Metabolites
LSN2839567, LSN3106726,
and LSN3106729 in Mouse,
Rat, Dog, Monkey, and
Human Plasma and Human

Liver Microsomes

4224 H
- I R o | R T
W EER \ . SRR KR o o | e | R
BB il ol aiEREE) | sedesm | (S0 | R S | 7070
42241 [2835219ME: T ClF)  [EiCilyand | EDBF | S |PmER| -
Preliminary Identification of Company

In Vitro and In Vivo
Metabolites of LY2835219

42242  |8221544ME: [ | il ERNEREE
Metabolism of LY2835219 in
Biliary Cannulated and Intact
Male Sprague Dawley Rats

Following a Single 10 mg/kg

Oral Dose of [14C]LY2835219

42243 [8221545ME: [ | ES | FENE [FEMRECRH -
Metabolism of LY2835219 in
Male Beagle Dogs Following
Single 3 mg/kg (50 pCi/kg)

Oral Dose or a Single 1 mg/kg
(15 pCi/kg) Intravenous Dose

of [*CILY2835219
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4.2.2.5 it
AR S =y WA ey, | AR AT
R e FRBR S f 391 ) AR - AT | o
- ZA b e P g (W, | fB#Es e | 7 —H D
EE ’ aiEREE) | e | S0 | B S | 7070
4.22.6 FWTHEES EEIEE E
SR f S e =y WA ey, | AR AT
R e AR S fi 191 ) AR - ATAT TR | =
- ZA b e P g (W, | B#lEs s | 7 —H D
&5 ’ aiEREE) | sedesmm | S0 | R S | 7070
4.2.2.7 ZDHDEYEEEKER
SR f g e =y WA ey, | AR AT
R e FRBR S f 191 ) AR - ATAT TR | =
- ZA b e P g (W, | fB#Es e | 7 —H D
EE ’ aiEREE) | e | S0 | B e | 7070
423 HEHAR
4.2.3.1 HplEE5SHHER
AR S =y WA sy, | AR AT
R e AR S f 391 ) ABR - AT | o
. A A Fv = i Ay (EWA., | EHEE i, | T —H D
i (RS EAGBLER) ES Rz LS BEGE PR A
4232 REHESEHHE
R g e =y WA sy, | AR BT
R e AR S i 391 ) AR - AT | o
o A4 Fv EH i Ay (B, | ElEE i, | T XD
i (RS ERGBLER) ES iRz [E44) BEGEE Py
42321 [803871: ] 2 A ~2 BEEN RIS
A Repeat Dose Toxicity and K|
Toxicokinetic Study in
Sprague-Dawley Rats Given
LY2835219 (Compound
2835219) by Oral Gavage for
28 Days Followed by a
Recovery Period of 28 Days
42322 [8000444: T 2 1 ~2 ES | FLAE [REEER] -
A Repeat-Dose Toxicity and ]
Toxicokinetic Study in Rats
Given LY2835219
(Compound 2835219) by Oral
Gavage for 91 days

42323 [803872: T e E R ES | KA [FEmER] -
A Repeat-Dose Toxicity and B

Toxicokinetic Study in Beagle
Dogs Given LY2835219
(Compound 2835219) by Oral
Gavage for 28 Days Followed
by a Recovery Period of 28
Days

42324 8000445 || 2 ] ~2 ES | AERE [FEEERH -
A Repeat Dose Toxicity and A

Toxicokinetic Study in the
Beagle Dog Given
LY2835219 by Oral Gavage
for 3 Months

42325 [5100-006: T &5 E ) S | (AR (BEAR| -
A Pilot Toxicity Study in
Sprague-Dawley CD/IGS Rats
Given Daily or Every Other
Day Gavage Doses of
Compound 2835219 for
Fourteen Days
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42326 [5100-019: 60 E N EA [ FENH [ BERR] -
A Pilot Toxicity Study in
Beagle Dogs Given Daily Oral
Gavage Doses of Compound
2835219 for 7 Days
4.2.3.3 EnEMEHR
4.2.3.3.1 In VitroFtE&
S fep Tl S b =2 TRTEAH s v, | P B BT
AT R ar IR 5 it 191 ) AR AHEE AL | o
o ZA hv EH prigraping e b 1 (EW, | HElEE v | T — 2D
F5 (G EAGRFER) e/~ 54 SEEE A
4233.1.1 [962562: T 2 H~2 O [ FLNR [FFME R -
LY2835219 (Compound B
2835219) Bacterial Mutation
Test
423312 [962563: | BRE ] ~2 EA | FLAE [FEER] -
LY2835219 (Compound H
2835219) Chromosome
Aberration Test
4.2.3.3.2 In VivoitE&
e o . TR sy vy | TR AH BT
AT - AR T i 1 ) AR ooy | RPAIER | T
55 pA v il asmrmr) | s | (0O | R S | 2020
423321 [962564: ] 2 T~2 5L | LN [fPmBR -
LY2835219 (Compound H
2835219) Rat Micronucleus
Test
4.2.3.4 PARMEFER
4.23.4.1 REMNARERR
e o . TR sy sy | R AH BT
N - AR T i 1 ) AR ooy | RPAIER | T
55 pA v il asmrer) | e | (00 | R S | 2020
4.2.3.4.2 SEHAFE 3D EINA RIERER
S fep Tl S b =2 ERTEAH s frves, | P AB BT
AR ar IR 5 it 191 ) AR AHEE AL | o
o ZA bV EH prigraping Ao (Er, | #BEs i, | T XD
Lies (i EBAGRFER) ES/ it 154 SEGE LA
4.2.3.4.3 ZOHDORER
e o . TR sy sy | R AH BT
AT - AR T i 1 ) AR oy | RPAIER | T
E5 pA v il GpEEREn) | smger | G| BEES | gy (720
E4t) 2 LA A
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4.23.5 EEFRESMRR
4.2.3.5.1 ZHEERVERFTOHMAMREE SRS HEAER

e | N WA | AT
VTR \ - SRR S i1 R N
5 g4 b A C s e D S I Il = Al
4.2.352 [F-RRIRFAICEEY HELER
R e AR g, | PIEET
VTR \ - SRR S i R N
e g4 b A aiEREE) | e | S0 | B e | 7070
423521 8299046 2 H~2 ESF | fERW |AHmE R -
Oral Gavage Embryo-fetal [
Development and
Toxicokinetic Study for
Effects with LY2835219 in
Rats
423522 [902075: . B E B EA | FENE (BEER| -
A Pilot Embryo-fetal
Development Study in
Sprague-Dawley Rats of
LY2835219 (Compound
2835219) Administered Orally
(Gavage)
42353 HARIRUHAEEORE WIS BRADEEEI Y 2R
RAGE s R | mEET
VAT EE " AR 2 Ht 13 B | armR | S
F g4 v HH asmrge) | e | (0O | R S | 2020
4.2.3.5.4 FHAEREFRALV-RER
e e ARk o | AR T
VAR " AR 2 M 3 B | ERamR [ DT
F g4 v HAH asmrer) | s | (00 | R S | 2020
4.2.3.6 BRI
e e AR g, | PEEET
VTR \ - SRR S R oy | BT | LT
e g4 b il aiEREEn) | sedesmm | S0 | R S | 7070
4237 TOOHMHAER
4.2.3.7.1 ERMHER
e e ARk e | AT
VAR " AR 2 i 3 B | ERamR [ D
F g4 v HH asmrr) | e | (00 | R S | 2020
4.2.3.7.2 RESHHER
e N AR e, | PEEET
VTR \ - SRR S R oy | BT | LT
e g4 b il aiEREEn) | sedesm | S0 | R e | 7070
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4.2.37.3 SHEBROKEFICEHY HHER

ek ytn v BRI s | MU | | DT
&5 sk | e | G0 SR~
4.2.3.7.4 {REFMHEAER
- - P e | T
IR " BB i | s |
B5 e B sk | om0 | R S | 2020
4.2.3.7.5 K#EYDEIEHER
- I R e | AT
WRAHE R e BN i [ N - FEE R .
= € L1H W%
423751 [8324137: ] 2 H~2 O [ FLNR [FFME R -

LSN2839543 (Metabolite
M2): Bacterial Reverse
Mutation Assay

4.2.3.7.5.2 |8323847:

LSN3151113 (Metabolite
M?20): Bacterial Reverse
Mutation Assay

423.7.5.3 |8323848:

LSN2839543 (Metabolite
M2): Chromosomal
Aberrations in Chinese
Hamster Ovary (CHO) Cells

ESh | AR (RHEER -

E4h | AR (RHEER -

[

_
144

423754 8323846 | B | dEATR [FEHERH -
LSN3151113 (Metabolite
M20): Chromosomal
Aberrations in Chinese

Hamster Ovary (CHO) Cells

4.2.3.7.6 T EEGER

SRR-E

b o B = i&%éiﬁ = R EEE%’%: T
S o e

= = e A=A W\ EA’JL: - i —FD

asmrme) | e | (IO | R S | 2020

ESL [ FERHE [REmER] -

HA RV

4.2.3.7.6.1 |8308027:
LSN2918846: Bacterial
Reverse Mutation Assay

EH
LI
423762 |8316499: [ |
[
[
L

ESh | AR | IR -
LSN3327633 (2,3-
Dibromopyridine — 97%):
Bacterial Reverse Mutation
Assay

42.3.7.63 [8320167: ESh | | RS R -
LSN22574 (2-Bromopyridine,
99%): Bacterial Reverse

Mutation Assay

42.3.7.64 (8320168: E5h | v |REEER -
LSN42122 (2-Amino-5-
bromopyridine, 97%):
Bacterial Reverse Mutation
Assay

4.2.3.7.6.5 [8293205:

LSN2800269: Bacterial

Reverse Mutation Assay

E4h | R (FHEER -
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4.2.3.7.6.6

8308026:
LSN2918845: Bacterial
Reverse Mutation Assay

42.3.7.6.7

8308029:
LSN3228930: Bacterial
Reverse Mutation Assay

20

20

|5 ~20

4.2.3.7.6.8

8320171:

LSN3329368 (3-Bromo-2,6-
difluroraniline): Bacterial
Reverse Mutation Assay

ke

4.2.3.7.6.9

8320170:

LSN2496899 (4-Bromo-2-
fluoroaniline, 98%): Bacterial
Reverse Mutation Assay

ok

4.2.3.7.6.10

8322057:

LSN2451486 (4-Bromo-2-
chloro-6-fluoroaniline):
Bacterial Reverse Mutation
Assay

423.7.6.11

8308012:
LSN2431768: Bacterial
Reverse Mutation Assay

2 ] ~20
A

20

[H ~20
9A

42.3.7.6.12

8322780:

LSN3332419 (2-Chloro-5-
fluoropyrimidin-4(3H)-one):
Bacterial Reverse Mutation
Assay

423.7.6.13

8308015:
LSN2812839: Bacterial
Reverse Mutation Assay

423.7.6.14

8308011:
LSN548020: Bacterial
Reverse Mutation Assay

200 FRA ~20
H

20

20

4.2.3.7.6.15

8320642:
LSN3331451: Bacterial
Reverse Mutation Assay

42.3.7.6.16

8308013:
LSN3306480: Bacterial
Reverse Mutation Assay

4.23.7.6.17

8308030:
LSN3297162: Bacterial
Reverse Mutation Assay

"y

20

20

|5 ~20

42.3.7.6.18

8322607:
LSN3333012: Bacterial
Reverse Mutation Assay

4.23.7.6.19

8309753:
LSN3304336: Bacterial
Reverse Mutation Assay

200 FRLA ~20
H

20

|4 ~20

4.2.3.7.6.20

8322608:
LSN3333015: Bacterial
Reverse Mutation Assay

4.2.3.7.6.21

8308014:
LSN2807573: Bacterial
Reverse Mutation Assay

BLELLELLELEEERLL

ok

20

L12 IRfHER—%

i L | FENE [P -
ES | LW |FEECRH -
EENE AR S
W5 | FEAW |FRECRH -
i ST | AL |GFMER| -
i ST | KL |APMER| -
i | T [P -
AL | FLPE |REAER| -
EA | LW |FEIGECRH -
S | P |SPAR| -
5 | FEAW |FRIRECRH -
i S | P |SPER| -
¥ WA | LW || -
i ST | RV |PER| -
3% | LA PR -
EE T FE T
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2 H ~ 200+ Egh | b |REmER -
91

4.2.3.7.6.22 |18308028:
LSN3041593: Bacterial
Reverse Mutation Assay

4.2.3.7.6.23 |AD28VA.501028 BTL- & & D EAF | (LNH (2B RR| -
2945971:
Bacterial Reverse Mutation
Assay

4.2.3.7.6.24 |ACI18BR.501.BTL-2833975: B | N (BB ER -
Salmonella Plate
Incorporation Mutagenicity

Assay

4.2.3.7.6.25 |AB38RD.501.BTL-2112864:
Salmonella Plate
Incorporation Mutagenicity
Assay

4.2.3.7.6.26 |AC24NA.501.BTL-2929813:

Salmonella Plate
Incorporation Mutagenicity

Esh | R | 2EER] -

E5 | (R (Z2EER -

& )

EERNEE
:

Assay
423.7.6.27 |AD0O9EN.501028 BTL- ol EENELEREE S
2929027:
Bacterial Reverse Mutation
Assay

4.2.3.7.7 ZTDMDEER

ek ytn BRI s | e | A | DEET
&7 aEEREE) | e | 0 SlE

4.2.3.7.7.1 ]20063965:

A Multiple Dose Phototoxicity
Study to Determine the Effects
of Oral Administration of
LY2835219 on Eyes and Skin
in Pigmented Rats

B
o

20.aﬂ~20.7-=9$ AR [FmEr] -
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4.3 &3k

-y ShaE 7
SR o e PRSI R e | e | s | 2o o
Sk (s EAGEAER ) ESRZ 5 ELS) P
4.3.1 PD 0332991, a selective cyclin|R.S. Finn, et - - - Breast 2 Xk -
D kinase 4/6 inhibitor, al. Cancer
preferentially inhibits Res.
proliferation of luminal 2009;11:
estrogen receptor-positive R77.
human breast cancer cell lines
in vitro.
432 Emergence of constitutively |R. Jeselsohn, - - - |Clin 2 30k -
active estrogen receptor-o.  |et al. Cancer
mutations in pretreated Res.
advanced estrogen receptor- 2014;20:
positive breast cancer. 1757-67.
433 Control of glutamine M.R. - - - Oncogen | 2% 3k -
metabolism by the tumor Reynolds, et e.
suppressor Rb. al. 2014;33:
556-66.
434 ESR1 ligand-binding W. Toy, et al. - - - [Nat 2 30k -
domain mutations in Genet.
hormone-resistant breast 2013;45:
cancer. 1439-45.
5580 (E2a—)L5) : BRRBBREEE
5.2 2EKRHER—E
IR v B e I o | ey | 2R S
55 pA v il asmker) | s | (00 | R S | 2020
52 I - - - - - - -
5.3 BRREHEBRIRESE
531 4EMEAPFHBRKREE
5311 NAAFRLSEYT 4 (BA) RERpEE
W "y s | g | s | BT | e | TR 505,
Sk (e EAGEAE R ) FEhamET ELS) BB P
53111 [IABRAIGEHE B3Y-MC-  |Eli Lillyand | 20154 1A ESF [ AR [ZEER] -
JPBS7#R : An Absolute Company ~
Bioavailability Study of 2015420
LY2835219 in Healthy
Subjects Using the Intravenous|
Tracer Method
5312 HEBARBRUAYFHESEYE (BE) HERRESE
ek " BRI e | SO | e | ZED S
= e B ammrmen) | osmemmr | 0| B S | 2070
53121 |IBBORIEE G HI3Y-MC-  [Eli Lillyand | 201642110 B [ AL [REMETR] -
JPCC7% : A Bioequivalence |Company ~
Study Comparing Abemaciclib 20164£10 H . H
Capsule
and Tablet Formulations and
Effect of Food on
Abemaciclib
Tablet Pharmacokinetics in
Healthy Subjects
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5.3.1.3 InVitro-In VivoDBEE Z1&Et L - SHAERIREE
%H%ﬂ 24 hv EH PRSI Hﬁéﬁ‘%ﬁ” f%? £ T ;H[fmgﬂ igﬁfg)
ik (s EAGREN) ESRZT @%)‘ BEER A I
5314 AWFHR IS
IR ot n s | st | L e | 2RO
ik (s EAGREN) ESRZT E44) BEER T I
53.14.1 [141609: (Original: 2 ESL | AR BB -
Validation of a Method for the H, Revision: 2
Determination of LY2835219 )
and Metabolites LSN2839567
and LSN2878851 in Human
Plasma (EDTA) by Liquid
Chromatography-tandem Mass
Spectrometry (LC-MS/MS)
53.1.42 |142981: (Original: 2 B | N (BB ER -
Validation of a Method for the H, Revisionl: 2
Determination of LY2835219 A, Revision2:
and Metabolites LSN2839567, 2 )
LSN3106726 and
LSN3106729 in Human
Plasma (EDTA) by Liquid
Chromatography-tandem Mass
Spectrometry (LC-MS/MS)
53.143  |130663VRLC-EIL: (Original: 26.1# |- E4 | N | BEEER -
Method Validation for the -], Revisionl:
Quantitation of LY2835219, 204
LSN2839567, LSN3106726, Revision2: 2
LSN3106729, and V)
LSN2878851 in Human
Plasma by Turbo lon Spray
LC/MS/MS
53.1.4.4 |141337PVCD _EII: (Original: 2 B | N (ZEER -
Partial Method Validation for H, Revisionl: 2
the Quantitation of EIH )
LY2835219,
LSN2839567, LSN3106726,
and LSN3106729 in Human
Plasma by Turbo Ion Spray
LC/MS/MS
53.14.5 |140149VRLC EII: (Original: 2 BN | N (BB ER -
Method Validation for the H, Revisionl: 2
Quantitation of LSN3241916 )
in Human Plasma by Turbo
Ion Spray LC/MS/MS
53146 |120489-EII-DBA3: ] ClY T 5k | fENH | B EER -

Determination of LY2835219,
LSN2839567, and
LSN3106726 in Human
Cerebrospinal Fluid by Turbo
Ion Spray LC-MS/MS
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53.14.7

143002, LY2835219 Cross- |

Val-CRM:

Cross Validation of Two
Methods for the Determination|
of LY2835219 and Metabolite
LSN2839567 in Human
Plasma (EDTA) by Liquid
Chromatography-tandem Mass
Spectrometry (LC-MS/MS)

53.14.38

1400528, LY2835219 Cross
Val-CRM-Q2:

Preparation and Analysis of
Cross Validation Samples for
a Cross Validation of a
Method for the Determination
of LY2835219 and
Metabolites LSN2839567,
LSN3106726, LSN3106729
and LSN2878851 in Human
Plasma (EDTA) by Liquid
Chromatography-tandem Mass
Spectrometry (LC-MS/MS)

CllER

5.3.1.49

1400348:

Partial Validation for the
Impact Assessment of Co-
administered Drug Fulvestrant
on the Method for the
Determination of LY2835219
and Metabolites LSN2839567,
LSN3106726 and
LSN3106729 in Human
Plasma (EDTA) by Liquid
Chromatography-tandem Mass
Spectrometry (LC-MS/MS)

5.3.1.4.10

1400346:

Validation of a Method for the
Determination of Fulvestrant
in Human Plasma (EDTA) by
Liquid Chromatography-
Tandem Mass Spectrometry
(LC-MS/MS)

ol

1)

5.3.14.11

130797VRLC-EII:

Method Validation for the
Quantitation of Clarithromycin
in Human Plasma by Turbo
Ion Spray LC/MS/MS

5.3.14.12

8323008:

Validation of a Method for the
Determination of Loperamide
and N-Desmethyl Loperamide
in Human Plasma by HPLC
with MS/MS Detection

L12 IRfHER—%

=4+

FEPER

ZEGR -

ESpAS

PR

ZERH -

5+

P

(Original: 2
H, Revision: 2

FEN

ZEGR -

(Original: 2('51?'-
.H , Revisionl:

2l

Revision2: 2

)

ESpaS

FEPN

ZEER -

[ 5+

HEPN
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5.3.1.4.13 [2100-814: E5h | v (BEER -
Validation of a Method for the H, Addendum1:
Determination of Metformin in| 2("EFIH ,
Human Plasma by HPLC with Addendum?2: 2
MS/MS Detection IH , Addendum3:
2 0
Addendum4: 2
| EB
53.14.14 [160867VALM_EIl_DBA3: F ClFDD | B | R [BEER] -
Non-GLP Determination of
Metformin in Human Urine
(Treated with CHAPS) by
Turbo Ion Spray LC/MS/MS
53.1.4.15 [2100-775: (Original: 2 Es | AR (2B &R -
Validation of a Method for the H, Addendum1:
Determination of Iohexol in 2('&')? ,
Human Plasma by HPLC with Addendum?2: 2
MS/MS Detection IH , Addendum3:
2 0
Addendum4: 2
Iﬂ , Addendum5:
=
Addendumé6: 2
IH , Addendum?7:
i
Addendumg: 2
.ﬁ , Addendum?9:
=)
53.14.16 [8264525: ] 60 & N B | fENW® |[BEER -
Validation of a Method for the
Determination of Letrozole in
Human Plasma by HPLC with
MS/MS
Detection
531417 [8293044: ] &0 & D B | fEN® |[BEERH -
Validation of a Method for the
Determination of Anastrozole
in Human Plasma by HPLC
with MS/MS
Detection
53.14.18 |1000-111654: T & ) ERNECEIEE I
QUANTIFICATION OF
TAMOXIFEN, 4-HYDROXY
TAMOXIFEN, AND
ENDOXIFEN IN SODIUM
HEPARINIZED HUMAN
PLASMA
BY LC-MS/MS
53.1.4.19 |1000-131797: I 60 & B ESL | FENW | BEAR -

Determination of Exemestane
in Human Plasma by Turbo-
Ion Spray LC/MS/MS
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L12 IRfHER—%

5.3.1.4.20
(42.2.1.6)

2835219syn01:

Synthesis of N-[5-[(4-ethyl-1-
piperazinyl)methyl]-2-
pyridinyl]-5-fluoro-4-[4-
fluoro-2-methyl-2-("*C)-1-(1-
methylethyl)-1H-
benzimidazol-6-yl]-2-
pyrimidinamine, L'Y2835219-
[“c)

&0 E D

Eli Lilly and
Company

4t

AR

ZE G

532 E

MEGKAMZRAV-EMBEREDRR
53.2.1 [miF

i Ail‘n &=

TR
B

BEE

SR

ZA hv

AR S At 1 [H]
(R EAGBAEA)

ES X

532.1.1
(42.2.3.3)

N0574:

In vitro investigation of
LY2835219 binding to mouse,
rat, dog, and human plasma
proteins and human liver
microsomes using equilibrium
dialysis

53.2.12
(422.3.4)

LY2835219-Metab-prelim-pb:
In Vitro Protein Binding of
LY2835219 Metabolites
LSN2839567, LSN3106726,
and LSN3106729 in Mouse,
Rat, Dog, Monkey, and
Human Plasma and Human
Liver Microsomes

ol

AR
(=,
E4t)

AP

b\ B
HOH

55N
Els

ESp2S

T

[t

FEN

SE Tk

53213

150188-EIIDPB-PB-SR:
Analysis of Ex Vivo Binding
of LY2835219 and
Metabolites LSN2839567,
LSN3106726, and
LSN3106729 in Human
Plasma for Study 13Y-MC-
JPBV

5+

FEA

ZE Gk

53214

N1297:

In vitro binding of
LY2835219 to human serum
albumin and human alpha-I1-
acid-glycoprotein

il

=4+

AR

ZE Gk

53215

LY2835219 in vitro b/p:

In Vitro Human Blood to
Plasma Ratio of LY2835219
at Concentrations of 1 and 3 p
M

Eli Lilly and
Company

[+

FEA

ZE Gk
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5322 f

e

SRR-g

2 A bV

112 IRfHE R

IR 52 fit 4 )
(s FAGBAE )

RAESH
(A,
[=4h)

AFATZEEY

HIFHE T
T—HD

BEEH |t

53221

LY2835219 MM INH PBPK
50mg:

Prediction of the Effect of
CYP3A4 Inhibitors on the
Systemic Exposure of
Abemaciclib (LY2835219)
and its Active Metabolites
LSN2839567, LSN3106726,
and LSN3106729 after a 50-
mg Oral Dose of LY2835219
in Cancer Patients Using
Physiologically-Based
Pharmacokinetic (PBPK)
Modeling

CllF D

Eli Lilly and
Company

EEEAS

FERR

SEGR] A

53222

LY2835219 MM CYP3A4 Inh
200mg;:

Prediction of the Effect of
CYP3A4 Inhibitors on the
Systemic Exposure of
Abemaciclib (LY2835219)
and its Active Metabolites
LSN2839567, LSN3106726
and LSN3106729 in Humans
After a 200mg Oral Dose of
Abemaciclib (LY2835219)
Using Physiologically-Based
Pharmacokinetic (PBPK)
Modeling

il

Eli Lilly and
Company

[+

FEA

ZEGR A

53223

LY2835219 PBPK IND
CYP3A:

Prediction of the Effect of
CYP3A Inducers on the
Systemic Exposure of
Abemaciclib (LY2835219)
and its Active Metabolites
LSN2839567, LSN3106726
and LSN3106729 in Humans
using Physiologically-based
Pharmacokinetic (PBPK)
Modeling

(Original: 2
H, Amendment: 2

= D)

Eli Lilly and
Company

[+

FE

ZEGR A

53224

2835219ME:

Preliminary Identification of
In Vitro and In Vivo
Metabolites of LY2835219

&0 B LD

Eli Lilly and
Company

[+

FEA

ZEGR -

5323 1

DE FEREMERNE

REREREE

TR
B

ZA hv

e

AR St 1 [H]
(R EAGBAEN)

ES X

RARE
(=,
E4t)

AP

b\
HOH

55N
Els

5.3.2.3.1

110941:

Identification of Human
Cytochromes P450 Metabolizing
LY2835219 with Prediction of
Contributions to Microsomal
CYP-mediated Clearance

I

EL

FEPH
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53232

130964:

Identification of Human
Cytochromes P450 Metabolizing
LSN2839567, a metabolite of
LY2835219, with Prediction of
Contributions to Hepatic CYP-
mediated Clearance

L12 IRfHER—%

53233

121068:

Identification of Human
Cytochromes P450 Metabolizing
LSN3106726, a metabolite of
LY2835219, with Prediction of
Contributions to Hepatic CYP-
mediated Clearance

5 & G

EL

FEPN R

53234

130683:

Identification of Human
Cytochromes P450 Metabolizing
LSN3106729, a metabolite of
LY2835219, with Prediction of
Contributions to Hepatic CYP-
mediated Clearance

G & I

5.3.2.35

I.l 106, 2110-1106-2300:

In Vitro Interaction of
LY2835219 with CYP3A4,
CYP2D6, CYP2C19, CYP2C9,
CYP2C8, CYP2B6, and CYP1A2
in Human Liver Microsomes

5 & ED

4+

P

Al

EL

FEN R

5.3.2.3.6

25052

In Vitro Interaction of
LSN2839567, an N-desethyl
Metabolite of LY2835219, with
CYP3A, CYP2D6, CYP2C19,
CYP2C9, CYP2C8, CYP2B6 and
CYP1A2 in Human Liver
Microsomes

5.3.2.3.7

130257/130258:

Determination of the Inhibition of
CYP1A2, CYP2B6, CYP2C8,
CYP2C9, CYP2C19, CYP2D6,
and CYP3A by LSN3106726

Al

[+

P

| 1

53238

_1 158, 3210-1158-1800:
Effects of LY2835219 on the
Activity of CYP1A2, CYP2B6,
and CYP3A in Primary Cultures
of Human Hepatocytes

G0 & I

4t

P

LR

Y

5.3.2.39

33052

In Vitro Evaluation of the Effects
of LY 2835219 on Cytochromes
P450 in Cultured Human
Hepatocytes

Ol

EL

FEPN R

5.3.2.3.10

3305t

In Vitro Evaluation of
LSN2839567, a Metabolite of
LY2835219, on Cytochrome P450,
Expression in Cultured Human
Hepatocytes

il

EL

FEN R

5.3.2.3.11

l3008:

In Vitro Evaluation of the Effects
of LSN3106726, a Metabolite of
LY2835219, on Cytochromes
P450 in Cultured Human
Hepatocytes

il

4+

P

Al

EL

FEPN R

| 1 11°F

P
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5.3.23.12 13ELIP4R3:

P-gp Substrate Assessment of
LY2835219 in MDR1-MDCK
Cell Monolayers

Al

4t i | Z2BER

5.3.23.13 14ELIP3:

P-gp Substrate Assessment of
LSN2839567, a Metabolite of
LY2835219, in MDR1-MDCK
Cell Monolayers

5 & ED

o | x| BEEE

53.2.3.14 13ELIP5R1:

BCRP Substrate Assessment of
LY2835219 in BCRP-MDCK
Cell Monolayers

il

| R | SERR

53.2.3.15 15ELIP1R3:
BCRP Substrate Assessment of
LSN2839567, a Metabolite of

G & I

# ST
LY2835219, in BCRP-MDCK R o | SEEH
Cell Monolayers

5323.16 |LY2835219-2016TP-SLC-Sub: CllFF) [EliLillyand -
In Vitro Assessment of Company
LY2835219 and its metabolites,
LSN2839567 and LSN3106726, i | i | mEae

for OATP1BI1, OATP1B3, and
OCT1 Substrate Potential

5.3.2.3.17 LY2835219 Pgp Inh:

In Vitro Assessment of
LY2835219 for P-glycoprotein
Inhibition Potential

CllFl) [EliLilly and -

Company
=4+ A | Z2EER

5.3.2.3.18 LY2835219-2015TP-SLC-Inh:

CllFl) [EliLilly and -

In Vitro Assessment of Company
LY2835219 and Its Metabolites,
LSN2839567 and LSN3106726, E4 | s

for OCT1, OCT2, OAT1, OAT3,
OATP1B1, and OATP1B3
Inhibition Potential

532319 |Lv2835219 MATEI and 2K Inh: || CllFl) Bl Lilly and =
In Vitro Assessment of Company
LY2835219 and its metabolites,
LSN2839567 and LSN3106726, E4 N | BEEE
for MATE1 and MATE2K
Inhibition Potential
532320 |Lv2835219-2016TP-BCRP- | CJFPH [EliLilly and =
Inhib: Company
In Vitro Assessment of
LY2835219 for Breast Cancer [E 4+ TN | EEE
Resistance Protein (BCRP)
Inhibition Potential
533 ERREVHE (PK) HEBRMEE
5331 EEFEREICHTLIPKERUIIADRMAERIFE
T S e g p WA =
R e AR S f 391 ) AR - AT | o
&5 sy B ke | o | (0 | R s (2020

533.1.1  |IaBR R HF13Y-MC- -
JPBG#A%# : Effect of Food on

ineti ST 2014424
the Pharmacokinetics of Eli Lilly and s
~ = N ZEEE
LY?2835219 in Company vt s | e | EER
Healthy Subjects
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533.12 |IBBRR L FIBY-MC- -
JPBU : The Effect of Food on
the Pharmacokinetics of the o 2015456
Proposed B Lilly and ~ - A | v | sEwEs
Commercial Formulation of Company 2015469 A
Abemaciclib in Healthy
Subjects
5332 BEFEIZH(FTAPKEUMEE AR £z
WL " ARSI O I I 7 1 Ll S
B5 e B sk | om0 | R S | 2020
53321 [RBRAREHEEBY-MC-  [EliLilly and 2009412 H ES | AL [REIEORr -
JPBAFR : Phase 1 Study of a|Company ~
CDK4/6 Dual Inhibitor in 2014451
Patients with (F =2k
Advanced Cancer A7)
53322 |IBBRRIEHE HFBY-JE- Eli Lilly and 20134212 A EAN | A |REEEE A
JPBC#B% : A Phase 1 Study |Company ~
of LY2835219 in Japanese 2015441
Patients with (F=2- Tk
Advanced Cancer A7)
53323 |IRBAEMEEIBY-MC-  |Eli Lilly and 2014434 B | N [FEmER] -
JPBH7%% : A Phase 1b Study |Company ~
of Abemaciclib in 20
Combination with (F =& T A7)
Therapies for Patients with
Metastatic Breast Cancer
5333
Wt p B S I I T S
B5 e B sk | om0 | RS S | 2020
5333.1 [RBRAREHEEBY-MC-  [EliLilly and 201543 A EA [ AL [2EER -
JPBV#ER: A Single-Dose ~ |Company ~
Pharmacokinetic Study of 201548 1
Abemaciclib
(LY2835219) in Subjects with
Varying Degrees of Hepatic
Impairment
5334
IR 4 SRR I R e
B5 e B sk | om0 | B S | 2070
53341 [RBRAREHEEBY-MC-  [EliLilly and 201444 A EA [ AL [BBER] A
JPBEFRHR : Effects of CYP3A |Company ~
Inhibition by Clarithromycin 20154221
on the
Pharmacokinetics of
LY2835219 and Its
Metabolites in
Cancer Patients
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53342 |[IRBRRIEHASEBY-MC-  [EliLilly and 2014410 H ESh | R | BEER F
JPBF#R : Effects of CYP3A |Company ~
Induction by Rifampin on the 2014411 H
Pharmacokinetics of
LY2835219 and its
Metabolites in
Healthy Subjects

53343 |IABRm GG #13Y-MC- _|Eli Lilly and 2016787 [ =5 | £A# [ZEER| -
JPCKF#BR : Effect of Company ~
Abemaciclib on Metformin 2016412 H
Pharmacokinetics and
Iohexol Clearance

5335 HRE1L—> 3 PKERERIRESE

wirgo st || s | s | R | 20
e (s FAGBAE ) FE it HT [E54) SE G P

53351 [I3Y-MC-JPBN Population PK CllFFD [EiLilyand =
Report : Company
Meta Population Pharmacokinetic
Analysis of Studies I3Y-MC-
JPBN; I3Y-MC-JPBA; I3Y-MC-
JPBB; I3Y-JE-JPBC; I3Y-MC-
JPBD; I3Y-MC-JPBE; I3Y-MC-
JPBF; 13Y-MC-JPBG; I3Y-MC-
JPBS; and Exposure-Response
Analysis of I3Y-MC-JPBN

ZA hv EH

Egh |t | ZEER

53352  |BY-MC-IPBL Population PK/PD |[JJJf CJliF)  [EiLilyand pa
Report: Company
Meta Population Pharmacokinetic
Analysis of Studies I3Y-MC-
JPBL, I3Y-MC-JPBN, I3Y-MC-
JPBA, 13Y-MC-JPBB, I3Y-JE-
JPBC, 13Y-MC-JPBD, I3Y-MC- mEs | e | EEe
JPBE, I3Y-MC-JPBF, I13Y-MC-
JPBG, I3Y-MC-JPBS, I3Y-MC-
JPBU, I3Y-MC-JPBV, and
Exposure-Response Analysis of
13Y-MC-JPBL

53353  |I3Y-MC-IPBM Population || CJlFF) |Eli Lilly and 5
PK/PD Report: Company
Population Pharmacokinetic
Analysis and Exposure- (=4 N (2B R
Response Analysis of Study
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