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1. 53

FRAR AAAAR S At FESIE gsle] Azt stuAige st
GA olBl =S AAAIAE 2ATFORA AFAYARY T AL 9% UEH
22l Hrld e ARS FTheT B PR AHAHA 292 7] 9t v

2. ¥ A
1998 m| =, YA drE oz FAFE [CHYA ICH E5 7lol=gkelo] A=
H ol% fgyste ool drE Aok A T AdAARE WolEd o

WEH 80g weisl HATh. Seluetd e 19997 FuAEE S
gov Ak e AHT P AFYYAR ol9o] AFAL YPFOE Aol
Azsh ABNE AZHEZ Hu AP

ARAE B 2716t oJobE AW w6l Felstt A7} Aol uAw
A42 g5 BN WFoR T YINFL FARE A9} 2lo] gFuG

THE AF =Y A7V A-IIEE) =oAE #A7F A2 Al 2d

H, 20024 $-2Uebrt GAA A G5 H(IND) S F55] 7114 (NDA) T #

ol weh f-2uerh e

HAole AL 27 dA9 ¢

BABAA Aol =9l ARE o] 83t TtuARE ZEsta o
ey, dAZEA NEA 29

AFAIE A e ol 53 Aol

1) ICH B5 7lel=ehele] maw, M2 g9 4 I3 =59 YHARE MEZL A
ot & JeEAE Gristed ad FUF ARvE 27 e Jddva v«
o, e7HE F7t 1} o F& JtAl FEA BeetE AR 7lEstn ok

2) 7huAE E=olF viEE Jhoj=el ¢ VtuARA S WAARAM AAHLT, THaAEAEA
Bad YA, IYAAE Frh stuAs Frh 2 uAd 23 98 sfel=ael
(2000%), ZhAAIE Ao 2 SR (20064), ‘7tEAEH 7 o] =kl (2008'd)
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=AdFARE I AR A AR DAA FHrtE USRS 3
524 Z}o](ethnic difference)E H718l7] #3+ =< A5 959 /Hd @A
WA} FAEE A 2 AIF

=

o
SGEAAGAE ARAA BT F Ak

QA aAastel Aug AN s @ AT AAE APA G
FAMR AAR FRE AP, GANGORA ARe] f4e BEND 5 Aol
S S 950 GAANFANN AR GANE ARUFE AGFORA AF

A 7 AYAA Bobd A, HAT oFHstA 4 IH S (pharmadynamic
endpoint)4 o) 2] 4 ZH 5= (surrogate marker)E Al-&-3t A@UdA 5 TAF
o7 ou] J=E AT F Jvk EFF o3 AP S WEF 8]l BUtE
93l =Y dAEte NS AAZ e Aolmz, JdFYdAR M sbE
afjoF gt

gt 524 29s HIbetaA sk= A5 WSt Ao
& O AEFS Bl F Ae FTEIF 7Y AR 2o ok ot vt
SAA HHEC AAlFHer Fol JfEHo A F7] Wi TxIIEZAA

BF7ksl7] 9k AFAE A digt o7t F53 AA o]

3) 7Hﬂz}§ D - gl AFsE RS e
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Py h
A, % W}XHZFH%%OH ek Aok Zhaatg AAtdE RS :
2009 o] % 5 FF IUollM s|7kE AeFe) FEFE <E 1>3 2T 2009
d 2478, 20101 3970, 2011 257, 2012 1770, 2013 22

A
sk SR GEA Gl HAE FRE AGoE AYPOR Ao} FE5o)

<E 1, Mot It ESF JtAXE HE Y HA ESH>
Aok FHIF EEZF ‘09 ‘10 ‘11 ‘12 ‘13
» 24 39 25 17 22
(23) (37) 1) (13) (16)
JIDAER NS 16 28 18 8 15
Z=T (15) (26) (14) (5) (11)
JIDXE XN ESHHA 8 11 7 9 7
ZEE5F 8) (11) (7) 8) (5)

= 51

TAlek EUL olF ABtE 22 EE (094 4ES It F £
gl 4 | Alek 4Z=2 10 S|RASMK Al 2ES)
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41 HEALRAD Fol F2QA W&

ZhAE AES 9tk YA AARE 83 =t 3FA R g
T HES <HE o AAEAH. tuAER 283 Y
=7kl 3 A el gk k=l Al At AF BlES 15.9%°]H, pivotal 973AI
o o3 W& 10.0%, non-pivotal LAFAIF] FIF HIES 268%ATh
non-pivotal ¥ZAI P FE ofAlotoll A AAF AFAFIAT. =] Al AT
B 7 HlES N A Wi Ao, dA| rtuAs AlE Al oY

H
=
WA AT B9t 2EEH AT

Ct=71 3 A AMAIE FHod 2ol AE AR 5= 8] 8(%)" (min, max)
A 15.9% (0.6, 50.5)
pivotal Al g 10.0% (0.6, 42.3)
non-pivotal Al & 26.8% (2.3, 50.5)
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2% Fap(I g otEld
d 13] Fog
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e B9

54

Less

More likely Comments

Pharmacokinetic

Linear

- A7 AFQUEANA 6.25mgHE FHU)
100mg  ©3] Fof, A28 =y A
25mgH-El ] 400mg HHE Fof Fo] A
°kE§}(AUC 51 Cmax)oll et &F-nlg Aol

Non-linear

Pharmacodynamic

Flat

ol
et AP Atel Al &3] FoJA] 25mgH-
Hd 800mg7hA gl A2E T=w A}
| 92 =ojA] 25mgiE] Hu] 400mg7HA

shakal A3 oFdsHDPP4 JAFE

gl

Eoun (%inhibition)) &4 o] Ye

Steep

; Emax,

Therapeutic range

Wide

. ;q]z)\L 01}&/\]-340]]/\1 12_7,: Eo]- 125mg_1?1_51
100mg7]]-/’<] FE Eojd) M gao] Yokl H)
o FAT AR} GG, A2Y

1ol = Aol A 25 FeF Al 400mg 1 1
il HHE Fojalol] FaAR Aol #4ld

Narrow




Less More likely Comments
o] FEE & UAHA @om, A F4
S3HA] g2 AMA|(CYP2D6S S3l FAEH=
_ o) =] ‘6:] 3 AN
Extensive M-1 <1%, CYP3A4°] <]3j AE+= M-I
Minimal <6%)E EoFEo] HlE e okelA AL s}
Single pathway
Metabolism Multiple G Zt.
i
pathways enene - el Bl opAJoRl  EF WA CYP2D69]
polymorphism |- poor thabt wlgo] 242 of 7:10% 2 1% v
ol e weA, O B2 fH4 B4
o s FFe W isyol ok,
-2 EHE 25mge Adl AA 0] EELS A9
100%EA, ¥ESHHS T £ =2 F
Bioavailability high Low HAE 7= Aoz dEA Uk
+AES dESHY FFHAUC, Cmax)ol
YFs TA -
AN 20% H=e] wre @ dgte] &<l
Protein bindin Low High
& i 59},
A7 AN GAAA CYP 4AlA, CYP
. . . . 714, Pgp 712 % OCT2 712& X3 o &
Drug inferaction | - Litle e | aqm gsae QuARdA fU8 s
ol BEHA Fut
Non-syste
Mode of action _ Systemic - A1 A8 71-(DPP-4 A 3f Al)
micC
Little AEoekFoz 28 Ev 989 7hsAol
Inappropriate use High o
potential s
Multiple CFwgo] e BAA ThFe FEF B8
Little High I .
co-mediciation st FAE Thso] B

2-2. =1 Fo JAAAIF

T TU GAAIE (18 FF-4ET A2 FE)
pivotal &% non-pivotal
e R 173 =l
ARt E ek o] ¢F 125mg : ©] ¢F 25mg : ©] °F 50mg
Ty g g3 T
7|17k 797 MHEEY (1Y 13 F9)
Al oA}
° 7 lasm (2w 167)
4 AE

_10_




1. 43 Hrids
- AUC-29, AUC-inf), Cimax, CL/F, T1/2, Tmax

<HAst =01 AISUHAXHHN dZ2=28E 12.5, 25 £= 50mgll &8 £0
S0 ¢=2=E 4=ss Oict0Iee 294>
2Z2EE 12.5mg 22288 25mg 2Z2EE 50mg
M0IE (29) sSHAZ? n=12 n=12 n=12
RS
Tmax (hr) =gt 1.49 1.01 3.00
B2l 1.00-6.00 0.52-3.03 0.52-6.08
Cmax (ng/mL) HZ (SD) 55.28 I 114.08 1IN 246.00 1IN
Jlet B 54.35 109.71 235.47
%CV [ | [ | | |
AUC(0-tlgc) mZ (SD)  837.78 N 1587.16 NI  3194.25 NN
(nghr/mL) Jlet B 834.72 1568.57 3160.37
%CV | || |
AUC(0-inf) Tz (SD)  895.2¢ 1674.6 NI 3306.68 N
(nghr/mL) Jlet B 892.11 1652.75 3270.89
%CV | | ||
AUC(0-24) =z (SD)  601.65 N 1174.7c I 2488.48 N
(nghr/mL) Jlet B 597.14 1162.65 2458.99
%CV [ | || |
T1/2 (hn) =z (SD) 20.67 N 19.45 N 17.00 N
%CV [ | [ | |
CL/F (L/hr) =7 (SD) 14.06 (1.241) 15.30 (2.291) 15.44 (2.214)
%CV ] 15 14
Vz/F (L) =z (SD)  419.06 N 427.05 R 377.76 R
%CV [ | [ | [
[
Ae(0-24) (mg) Ez (SD) 5.11 1N 12.55 N 25.91 N
%CV [ | [ | ||
Ae(0-72) (mg) EZ (SD) 6.73 N 16.04 I 32.30 I
%CV [ | [ | ||
Fe(0-24) (%) =z (SD) 40.84 N 50.20 N 51.82 N
%CV [ | [ | |
Fe(0-72) (%) =2 (SD) 53.80 1IN 64.14 1R 64.61 N
%CV [ | | [ |
(CLL/L(?)’Z‘” ®a3 (D) 8.56 NEEEE 10.94 N 10.54 I
%CV [ | || |

(a) g2l o

=0tk &&= 8,

th= @z s MAl




<HZet sl AMEUaX0AH 722t 22 3EE 12,5, 26 = 50mg QD £G4

of
AZ=2EE 12.5mg 2Z=2-E 25mg 228 E 50mg
n

OIEtOIE (B9)  SHZW =12 n=12 n=12
RS
Tmax (hr) ETER 1.02 2.00 1.02
B2l 0.97-6.00 0.98-6.00 0.48-4.00
Cmax (ng/mL)  =Z (SD) 75.38 N 154.83 N 335.36 N
Jlet B2 74.01 151.25 330.33
%CV | | [ | | |
= (SD) 35.09 N 67.73 R 141.22 N
Cavg (ng/mL) Jlgt B 34.93 66.27 140.30
%CV [ ] [ | ||
, 7 (SD) 14.22 N 27.02 N 46.74 1R
Cmin (ng/mL) o
Jlet B 14.07 25.48 46.29
%CV [ | [ | | |
AUC(0-24) =2 (SD) g2 17 6255 335921 N
(nghr/mL) Jlet B2 838.35 1590.44 3367.11
%CV [ | [ | ]
R (Cmax) Hz (SD) 1.37 1N 1.40 1N 1.49 1N
%CV [ | [ | |
R (AUC) "z (SD) 1.41 1N 1.37 1N 1.37 1N
%CV | [ | |
CLss/F (L/hr) =2 (SD) 14.98 N 16.00 N 14.95 N
%CV [ | [ | |
[
Ae(0-24) (mg) HEz (SD) 8.27 N 15.40 N 34.05 N
%CV H [ | ||
Fe(0-24) (%) =7 (SD) 66.14 N 61.60 N 65.09
%CV [ | [ | [ |
CLr(0-24) =z (SD) 9.92 N 9.81 N 10.17 1N
(L/hr) %CV [ | [ | |

(a) €2l ABSIX Y= &, &tz BasS Al

1. Pl
- T3] R g oukE Ro & 8% DPP4 JA oFHs HUt o
AUEC(0-24)(A17F 0 H-8 Fof & 24 X742 ofH st a3t =4ds1wd 4),
Emax(#z¥ HAd &3), E24(F F 24 A|zte] #2€ a9,
ok 5} Temax(TZH H| &) =L3l= A7)

B7td 3
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2. N8 ZAH

- @R g el Ay
<H2SE St=01 AEUAXNAH LZ28E 12,5, 25 £= 50mg &3 & Bi58% &0
= ofedst m2lolEHe 2>
S350 =2 E U2 2ZZE-E
otetolEl 12.5mg 25mg 50mg 12.5mg 25mg 50mg
(=) SAY n=12 n=12 n=12 n=12 n=12 n=12
AUEC(0-24) g4 1757.48 1921.23 2125.22 1907.30 2030.66 2208.20
(%2 H-AI2H)  SD I N B I I e
%CV [ | | | | | |
Emax g 86.40 92.13 95.73 89.83 93.31 96.50
(%21 /) SD [ [ [ ] | |
%CV [ | | | | | |
E24 a2 60.18 68.37 81.28 66.92 74.18 85.60
(%2 Hl) SD | I [ | [ [
%CV [ | | [ | [ | |
Temax At 1.98 1.00 3.01 1.00 2.00 1.02
(hr) He 1.00-6.00 0.50-3.00 0.50-6.00 | 0.52-6.00 0.98-6.00 0.48-6.02

~96.5% g2 DPP4 &4 Y ﬁﬂ%~$ﬂ
B24v ¢2=9H89 33 &F Fo S 60.2%~81.3%
66.9%~85.6%

T

1=2)
=]

DR
L

1. I dE S5

2. 84
AFF A=A AR W

pul

G2 ZFHH

(16.7%, 771),
25mg ol A 1% o] AP
ﬂ%%0%5ﬁMV1%@a%qﬂmzﬂiiﬂﬁ§2%q

e
M=
] o)\- o g% ECG, o]}\}ﬂ,x]_/\l yal /\]. ;g

Hog §oj3 %QL¢V@V1“%W

A2} (83%, 27), 183l 50mgitol Al 3

o

o
o o

e

=

=i/
42
M
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o
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e
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1) =W 4322 2 48 2 US A 38 932 FY
<H. H3IE0H F0 Otz %458 MetdlEe 24>

HE Ay ¥u
50mg @3] &2 whE S
ARE T, A=A A

za 5% A% W

st=2 (a) adE= (b) Us (c) U= + S
ItetolE S g2 B =Ry g
(sD) s N (o) (sD)
Cmax (ng/mL) 12.5 12 55.3 31 68.4 34 53.0 65 60.3
] ] ] ]
25 12 1141 40 152.2 97 129.5 137 136.2
] ] ] ]
50 12 246.0 18 387.1 29 245.9 47 299.9
[ ] [ ] [ ] [ ]
AUC(0-inf) (ng-hr/mL) 12.5 12 895.3 31 892.5 34 820.3 65 854.7
] ] ] ]
25 12 1674.9 40 1636.9 97 1585.5 137 1600.5
] ] ] ]
50 12 3306.7 18 3255.6 29 3292.3 47 3278.2
[ ] [ ] [ ] [ ]
Cmax/HM S (ng/mL/kg)(d) 12.5 12 0.9 31 1.1 34 0.8 65 0.9
[ ] [ ] [ ] [ ]
25 12 1.9 40 2.4 97 1.8 137 2.0
[ ] [ ] [ ] ]
50 12 4.1 18 6.2 29 3.2 47 4.3
[ | [ | [ | [ |
AUC(0-inf)/ M= 12.5 12 139 8 14.8 34 118 65 13.2
[ ] [ ] [ ] [ ]
(ng/mL/kg)(d)
05 12 27.6 40 26.4 97 21.9 137 22.8
] I I I
50 1o 55.0 18 52.4 29 41.8 47 45.9
[ ] [ ] [ ] [ ]
Cmax/&% 36 4.6 89 6.2 160 4.9 249 5.4
(ng/mL/mg)(e) [ ] [ ] [ ] [ ]
AUC(0-inf)/2& 36 68.3 89 67.5 160 64.3 249 65.4
(ng-hr.mL/mg)(e) [ ] I [ ] [ ]
Cmax/S&/M= 36 0.076 89 0.101 160 0.067 249 0.079
(ng/mL/mg/kg)(f) I I I I
AUC(0-inf)/ S /M= 36 1.107 89 1.100 160 0.869 249 0.952
ng-hr.mL/mg/kg)(f) I (I I I

a) YHAE

106

0z 0

(

(a) &

(b) Y& AIE CPH-001, CPH-003, CPH-006 ¥ CPH-007DML S& OIOIH
(c) L&Al 001, 006, 022, 023, 026 ¥ 0272 S& OIOIH

(d) Wz 2%

(e) Y HES

(f) 2 5= & s 2F
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T 852 &0 F0 ot =2 248 Oi2i0lg 24>
5= (a) 2= (b) US (c) A= + US
Ti2tolg =X (ks g0 ar ke
(SD) N (SD) N (SD) N (SD)
Cmax (ng.mL) 12.5 12 75.4
[
25 12 154.8 8 199.6 25 144.3 33 157.7
[ [ [ [
50 11 335.4 8 431.5
[ | [ |
AUC(0-24) (ng-hr/mL) 12.5 12 842.2
[
25 12 1625.6 8 1400.3 25 1362.2 33 1371.5
[ [ [ [
50 11 3389.2 8 3052.4
[ | [ |
Cmax/M= (ng/mL/kg)(d) 12.5 12 1.2
L]
25 12 2.6 8 3.0 25 1.9 33 2.1
I I [ [
50 11 5.6 8 71
| |
AUC(0-24)/H = 12:5 12 132
(ng/mL/kg)(d) o
25 12 27.0 8 21.3 25 17.3 33 18.3
[ I [ [
50 11 56.4 8 49.5
[ | [ |
Cmax/8% 35 6.299 16 8.308 25 5.770 41 6.760
(ng/mL/mg)(e) I ] ] ]
AUC(0-24)/2& 35 66.697 16 58.531 25 54.489 41 56.066
(ngrhr.mL/mg)(e) [ ] ] ] ]
Cmax/S/M= 35 0.1 16 0.1 25 0.1 41 0.1
(ng/mL/ma/kg)(f) [ ] I [ [
AUC(0-24)/8¥/M= 35 1.1 16 0.9 25 0.7 41 0.8
ng-hr.mL/mg/kg)(f) [ [ [ ] [ ]

a) LA&AIE 106

(

(

(b) Y& AIE CPH-002

(c) L&AIE 101

(d) W& 2Z

(e) Y HES

(f) 2 5= & s 2F
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-8R FFe dgtugo) e ZrtE 1Y EFE 3 EAEA mdS FFPn
<H. g8t=, ¢2 L USEEH 2ty =288 &3 3P £ Tl 2 E& Cmax &
AUC(0-inf)el Hlw>
LsEr 8t= Vs, €& gt= Vs. US 8= Vs. (22+US)
GMR GMR GMR
IetolE gt= = us (90% ClI) (90% Cl) (90% Cl)
Cmax/ S 4.479 5.93 4714 0.755 0.950 0.847
(ng/mL/mg) (0.685-0.833)  (0.867-1.041) (0.775-0.926)
AUC(0-inf)/2&t 67.581 66.827 63.035 1.011 1.072 1.041
(ng-hr/mL/mg) (0.957-1.069) (1.018-1.129) (0.990-1.095)
GMR=J|5t EZH|
G388 Fo Jo, £ FF3} Cmax © LE ANAhaAd wlis] g=o|x F 24%
sieron, dEQ 9 US Al@tdA 5 AI@didRtel vls] =l AlF A A 15%
kAR, k=l Al uldRbe} US Al uld A o= vt & 3-8 AUC(0-inf)
= = AlgUdAIe) 9B, US 2 BN US 55 Al 7holl vISstA T
<H. 8=, 22 ¥ USRI 20| YR2YE 2= AP S0 20 Y 23 Cmax ¥
AUC(0-24)2| Hlm>
LsER gt Vs, &2 gt= Vs. US = Vs. (2&2+US)
GMR GMR GMR
IetolE gt= = us (90% CI) (90% Cl) (90% ClI)
Cmax/S& 6.174 8.102 5.579 0.762 1.107 0.918
(ng/mL/mg) (0.677-0.858)  (0.998-1.227) (0.838-1.006)
AUC(0-24)/2&t 65.949 58.219 53.556 1.133 1.231 1.181
(ng-hr.mL/mg) (1.046-1.227)  (1.149-1.320) (1.110-1.256)
GMR=D|o} EZH|
HhE_gek 2o S0, 8% FF3} Cmax © YEQ AAhAAd vlis] =0 <F 24%
S ARE, Skl US Al ulgAl, agla 3 AlguigAter dEQ 2 US 53 Alg
A2E bl Bssld S3-RF3 AUC(0-24)E =rddat dEA AJgdidal, =k Al
FAojaAret dEe 2 Us B3 AR 7= Bl A v el Al abAe A US
Algud ARt oF 23% =Tk
A7 AAE 25 aEEte], AJgeR] dRFHE L =9, dEQ W US BT A 125
- 50 mg &% WA vl FFE 5EA4S YelE ez ZAHAY.
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2) AEAR AT

US Al g2

}oh =l AU GRS FE JRAIEAN SA T

o et Byt A W=
S orelsh A AR E

AN FHE QAAGNN FHE YAEAA S 1w,

A7E QB

<H. @3 &0 =0 Jtk X=e <k=st nietile 224>
82 (a) e (b) us (0) A= +US
otetolE 2 N (SD) N (SD) N (SD) N (SD)
Emax (%) 125 12 cc4 N 31 925 NN
25 12 92.1 I 48 95.9 1IN 53 93.2 I 101 94.5 I
50 12 95.7 IR 13 97.7 IR 5 9%.4 IR 18 974 IR
E24 (%21R) 125 12 602N 31 764 NN
25 12 68.4 1IN 48 80.6 N 53 77.3 1R 101 78.9 I
50 12 81.3 N 16 85.4 N 5 s4.4 IR 21 85.1 1IN
AUC(0-24) 25 12 19212 40 20856 48 1942 38 2009.5 I
(hr%< ™)
<H. B8 £0 =F0 Jtr =2 k=St nietileH 294>
=2 (a) 2 (b) us () A= +US
utetole 237 N (SD) N (SD) N (SD) N (SD)
Emax (%H) 125 12 89.8
25 12 93.3 I 8 9.2 I 25 94.4 IR 33 94.5 I
50 " 96.5 N 8 97.s IR
E24 (%21R) 125 12 66.9
25 12 74.2 R 83.5 IR 25 80.3 N 33 81.1 R
50 11 85.6 IR 88.4 IR
AUC(0-24) 25 12 2030.7 N 8 21421 °5 2093 33 21054 N
(hr% 2 Hl)
- PD d2tugo] & F71S 24 a2 3 EARY mdS =339
<Hé4k 32, 42 ¥ USREE 20l LE2EE ©35 7 =0 20
or2ist M2tOlE Hlmw>
- o = gt=2 Vs.
8= Vs, 22 gt= Vs. US (2=+US)
X0l X0l X+0l
28
o2l 0lE - 8= (a) €= (b) US (c) (90% Cl) (90% ClI) (90% Cl)
Emax 12.5 86.4 92.535 -6.135
(% HI) (-7.682, —4.589)
25 92.125 95.935 93.165 -3.810 -1.040 -2.425
(-4.522, -3.099) (-1.745, -0.335) (-3.099, -1.752)
50 95.733 97.731 96.398 -1.997 -0.665 -1.331

(-2.657, —1.338)
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E24 125 60175  76.361 -16.18
(%) (-20.094, —12.279)
25  68.367  80.635  77.306 1226 -8.939 ~10.60
(-15.020, ~9.517)  (~11.665, -6.214)  (~13.207, ~8.001)
50 81.275 85.363 84.396 -4.087 -3.121 -3.604
(-6.973, -1.202) (=7.143, 0.900) (-6.520, —0.689)
AUEC(0-24) 25 1921.229 2085.618 1946.158 -164.3 -24.92 -94.65
(hr-%21H) (-205.21, ~12357)  (-64.961, 15.101)  (~132.85, —56.472)
(@) AAAE 106
(b) &AIE CPH-001, CPH-002, CPH-003 & CPH-0072 =& GIOIE
(c) LAAIE 001 & 0029 =& dold
H. 8=, 92 Y USEAC 20 222 EE B2 AR £0 =0
etedst migtole Hlw>
82 Vs, Yz 82 Vs. US &= Vs.
(L =2+US)
] 10l zHol
s
nelolE ~ #3@ 220 U (90% Cl) (90% Cl) (90% Cl)
Emax 25 93.308 96.200 94.416 -2.891 -1.107 -1.999
(%) (-4.062, —-1.721) (-2.008, -0.207) (-2.905, —-1.095)
50 96.500 97.838 -1.337
(-2.042, -0.633)
E24 25 74175 83.500 80.300 -9.325 -6.125 -7.725
(%21 H) (-13.057, -5.593) (-8.997, -3.253) (~10.611, -4.839)
50  85.600  88.363 2,762
(-5.648, 0.123)
AUEC(0-24) 25  2030.657 2142.050 2093.626 -111.3 -62.96 -87.18

(hr% < Hl) (-165.55, -57.233)

(-104.64, —21.298)

(-129.06, —45.299)

(a) L&AIE 106
AA&AIE CPH-002
ol A

(c) Y&AIE 101

o3 (>86% °A) 2 1 2
= e}

@, Us @ QB9 APUAR gke] ul

EE B ARAEA e gl Al @A ~3% -
E24 = 74%E 23}JPoH US e dE2

9% wokth ey o]y Aole dAHOoZ {3t

}71 AHE BF aEEte, AlY 3t
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(% E24°14 DPP-4 A7} 80% ¥ Wl SEH} Atg EFolA Hd 3 Ast &g 7Hhe
A7 etes AL AlEEgEE dTolA &8 A dS(Bergman et al. 2006; Herman et al.
2006))

AEXORZ YZFHEL YIEH o] e Aolw, = At g Aol Al FEdl/
A8 T (GE/ Mol A FlE AT} viszsitth E3 G2 HHE 125, 25 == 50 mg 9
@3] Fof 9 NtEREE A7 Sl AlF oAt A Yiekd o] 4Et it G2 FEE
g 9 dAAEE & 23 glo] T & e Rz fpodEY.

2

=
=

)

d
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A Q)

: 113(F A 7HA)
D FEEz] Hrlg

B4 1 A oF(F)

B34 50mg, 100mg, 150mg, 200mg

@ TE  [113(FA7HA
RN e

* 50mg GA : 14 F AP E 50mg

* 100mg “8A : 14 & A= 100mg
* 150mg 8A : 14 F A= 150mg
* 200mg FA : 14 F 2IAH| = 200mg

* 50mg A : B £34 d5IA"A
* 100mg A7) : BFAF o 4N FFAEA

* 150mg HA| : BFEE ] A7 A5

* 200mg BA : 1P M FEFAH
1641 o1de] d &Afell A 2244 LS F

T
T,
ol
)
£
oft
=
ol
)
§2
rr
4z

o
o
o

Ea A 59 RUlaw

o] ¢k 1Y 23] F-&afof sty 23] AL 149 23], 13] 50mgelH, 15+ &

1¥ 23], 13] 100mgo.= FZalof ot

PRS2 ekl me, FAFS WF 1Y 23], 13 50mg¥ SHFL

gom, Ao AFFFE 19 400mg(lY 23, 15 200mg) ©|ch.

HZo A ARRO we, o] o FoAE FHelol st B HAAHo=E
7+

p
ot rl
QL
ir
2
o,

AAEH (o : 19 FAFS w5 200mgH 3=

o] ok ALl R sl BAGO] Bgo] A5a

19 300mge] HulFelze] AZAT FAFENBAE FAFH A4F 19
Solge] Ao 50%7hA F74§F Folsh WLk By ALE BAL AmE
Q¢ Adel A AA (I Ao FeAA %) FHo| gon

Fojslop @k mE AAe] BRI §F 2L AF3) sof @k
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T 2 2 | S Y e

= 2 F5E9 gl BAA o
‘/] L —

% ]
Ao e 87 AL FEIE ARNE Telate] 4

ik
ol
>
>
:?L_‘,
o
9
r
2

i)
=
mEeo) AR AFHolth A Fag a2 AUC 3 F7h= dolgh &

o] oke Zob % 164 wwre] Fadol

7 gleng ofg AR thelA e b2 AREA deth

o
r [e]
)
o,

o,
Jo
o
ox
2
o)
z
>
i

oFe] 4§77

slow inactivation of VGSC(voltage-gated sodium channels),

bind to CRMP-2

=1 9]
AR

> =9
- 1= 2008.10.28. 317}
- EMEA: 2008.08.29. 3|7}
- 35394 Vimpat 50mg, 100mg, 150mg, 200mg
- FAHAl: 10mg/ml solution for IV infusion x 20ml
- Al Al Vimpat 15mg/ml x 200ml(EMEA),
VIMPAT solution 10mg/ml(“10.04.20. 37}, ¥]=7)

2. 7V A5 7}

2-1. ICH E5 ¥

S Dol W g P54 B

Less More likely Comments

- 100~800mg =3 FojA] gl 100~400mg 1<

Pharmacokinetic Linear Non-linear 23] HkE E oAl AUC, Cmax 5 & 3-v]d
2 PKYS e
- 3-8 2F(400~600mg/ day) ol A &RHe-S Hoju}
Pharmacodynamic Flat Steep X 8 & ¥ 91(200~400mg/day)ol A &4l

Hg 2Ed SRk ARVA Yed
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Less More likely Comments
» 200~600mg/ day L2o] AAA A A F o=
Therapeutic range | Wide Narrow ek dsskds. 600mg/dayoll A9 7153
ogRreS d= B At
Fo7Fe] 95%7F =2 wiAE e, SEAm =Y
Extensive 40%7} vASHAIE, 30%7F CYP2C19°l &3k
Minimal
Single pathway | WAA(O-tl=WdY 2f3Atv|=)2 vijd ¢
Metabolism Multiple _
N Genetic - A TiEAe] iRl CYPCI9E T2 urkle]
athways
PAWEYS 1 polymorphism | oitlell 33ke A, CYPCI9e) A} lafel=e)
UE:I A 01] o]}J—x—l oz #¥H 9= Oﬂs}:_g gj\%
Bioavailability High Low - = Al &E(SF 100%), +4 FF /=
Protein binding Low High -8 E A 15% vt
Drug interaction Little High - AT FE A e
Mode of action |Nonsystemic| Systemic - AAA AT
Little - .
Inappropriate use High - AEYkF o R orte] FEEte] AMEH
potential
Multiple -0 BEFA Tte e mou, FE-FERE
Little High ]
co-mediciation FEAgol g

o QT WE oSt AolE A1 ARt AFGAIH(SPe6)olM BFEATE 200mgE 1Y
23] MEES F FIZAP=(LCM)Z HAA| (SPM12809)9] k& et wleluEE 1)

- gFAES AUC.= Welo] HIsto] ofAlolQlat ZRloA 10% =Y F7HE
YEHH AL CoomaxlIA= ZFO]7F UEREA] 239k T o] 9] & &8s datu|EoA =
ATl mWE Aol= BwHHA Akt

- tHAFAI Q1 SPM1280991 M= AUCsssr, Ceoman?t W10l BIBE] 30~50% A UEbge
U, SPM12809% oFa]atd BAS 20x] 9o m 2 SPMI28099] ®=Z % Xolrt YAHA

h B —
Azisel MAE P 2K Fe AoE DA,
SRy BN E Qo] nhE Folt BAHA stk
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LCM(lacosamide) SPM12809

Parameter o - - - -
(unit) Statistic Asian Black White Asian Black White
(N=12) (N=12) (N=12) (N=12) (N=12) (N=12)

AUCr,ss 105.87 104.79 94.95 5.30 5.69 8.35
(1g/mL=h) | | | | | .
AUCt,,s8,norm 7358 7327 7322 368.6 397.5 643.8
(#g/mL*h+kg) Geometric [ [ [ [ [ [
Cmax,ss Mean 12.03 11.82 11.70 0.480 0.516 0.814
(1g/mlLxkg) (Cve) [ [ [ [ [ [
Cmax,ss,norm 836.27 826.41 902.36 33.35 36.10 62.73
(#g/mL) ] [ ] I I I
ti/2 15.82 15.99 15.97 20.26 20.44 20.21

(h) [ I [ [ [ I

tmax Median 0.8 0.5 0.8 2.0 2.5 1.8
(h) (range) (0.5-4) (0.5-4) (0.5-1.5) (0.5-4) (1.5-6) (0.5-6)
Ae(o-12) Arithmetic 82.45° 91.69° 81.59 17.45° 24.07° 32.76
(mg) mean + SD ] I ] [ | [ [

# N=8

b N=11

2-3. 3= FA AAAAF

T U dFAE (14
pivotal &% non-pivotal
o 3 &=} 7173k 4 A
A S E f1eF . FFZAE 50mg : BFEAME 100mg : BEZAME 200mg
3] 5o
- ek, gtAAM = 50, 100, 200mg
HEE- 5 of
- 91k, gFZ AP E 100, 200mg
<Table. Treatment administered by group>
Fouy 2 Single-dose treatment Repeated—dose treatment
717+ Day 5-8 bid, in the morning,

evening

Day 1, in the morning Day 9, in the morning

50mg Lacosamide tablet or matching
(Group A) | placebo (only Day 1) -

100mg Lacosamide tablet or matching Lacosamide tablet or matching
(Group B) | placebo placebo
2 x 100mg | Lacosamide tablet or matching Lacosamide tablet or matching
(Group C) | placebo placebo
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A EAE
A @A Al | wE | was cers
° (321 A 9])
B A AdE
=4 A= A @At F(N) 48 48 - -
Adgs AFUEA $2(N) 48 48 - -
1. 4= Hr7AsF
- E}i]llz‘oq}\] Iﬂ'iA]‘U]EQ AUC(O~96}/ AUC(O~96),norm(BW)r CmaX/ Cmax,norm(BW)
- l{]l—%l%(ﬂ}\] a'iA}U]EQ] AUC(0~%),SS/ AUC(O~96),ss,norm(BW)r Cmax,SS/ Cmax,ss,norm(BW)
* norm(BW) : normalized by body weight
2. A g4
SRR
<Table. Pharmacokinetic parameters (geometric mean and CV [%]) of
lacosamide after single—dose lacosamide for Treatment A, B and C —PKS>
Pharameter Treatment A Treatment B Treatment C
(unit) (N=12) (N=12) (N=12)
AUCo-
(0750) 27.15 I 51.95 I 114.65 N
(ug/mL’h)
AUC - nom
(0798) nom(5W) 1901.40 MM | 365652 HEEE | 7907.85 NN
(ug/mL"h'kg)
o} 3} AUCt-omnamte, doce 38.03 36.57 I 39.54 N
(ug/mL"h"kg/mag)
374 3 AUC 0-w0)
. 27.55 R 52.71 IR 116.69 N
(ug/mL"h)
AUC(O*O@),nom(BW)
o 1929.69 N 3710.04 1R 8048.26 IR
(ug/mL"h"kg)
Crmax (Hg/mL) 1.63 1R 2.85 1IN 5.84 1R
Cmax,nom (BW)
\ 114.42 1R 200.39 1N 402.92 1N
(ug/mLkg)
Cmax,nom(BW, dose)
. 229 1R 2.00 IR 201 1N
(ug/mLkg/mg)
tmax (h)? 0.5 (0.5-1.5) 0.75 (0.5-2.0) 1.5 (0.5-4.0)
tio (h) 15.34 1R 15.04 1R 15.93 1IN
CL/f (L/h) 1.81 N 1.90 I 1.71
Aeo-9¢) (mg)® 16.35 34.24/0 67.90 N
Clg (L/nh) 0.60 1IN 0.65 1N 0.59 1IN
fe (%) 32.8 34.2 34.0
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AUC-gsy=Area under the plasma concentration-time curve from 0 to 96 hours, AUCo-g),
nom@w)=Area under the plasma concentration—time curve from 0 to 96 hours normalized by body
weight, AUC(-«)=AUC(0-tz) extrapolated to infinity, AUC(-e)nomew=Area under the plasma
concentration—-time curve from 0 to infinity normalized by body weight, Cna=Maximum plasma
concentration, Cmax, nomewy=Maximum plasma concentration normalized by body weight,
Cmax.nom®w, dose)=Maximum plasma concentration normalized by body weight and dose,
CV=coefficient of variation,
PKS=Pharmacokinetic Set, tma=Time to reach maximum plasma concentration, ti=Terminal
half-life, CL/f=Apparnt total body clearance, Aep-ss=Amount excreted into urine from zero to 96
hours, ClLg=Renal clearance, f.=fraction of administered drug that is excreted unchanged
@ Median (range)

® Arithmetric mean + standard deviation

Figure 8:2. Mean plasma concentration-time curves of lacosamide over 0-96
hours for single-dose (Day 1, semilogarithmic scale): Treatment A
(N=12), Treatment B (N=12) and Treatment C (N=12) — PKS

100 ~ —=e— Treatment A, single
@ Treatment B, single
—-v— Treatment C, single

Plasma concentration of lacosamide (pg/ml)

0.1 1
0.01 4
_______________________ Loa
0001 K T T 7 T T T T T T T T
2468 12 24 6 48 60 72 82 9

Time after administration [h]

PKS=Pharmacokinetic Set. LOQ=lower limit of quantification
Data source: Table 3.1.1, Table 3.1.2, and Table 3.1.3 (arithmetic mean=SD) and Figure 2.1

- wEEe du

<Table. Pharmacokinetic parameters (geometric mean and CV [%]) of
lacosamide after single—dose lacosamide for Treatment B and C —PKS>

. Treatment B Treatment C
Pharameter (unit)
(N=12) (N=12)

AUC

e 52.10 N 112.35 I
(ug/mL"h)
AUCT ss,nom

188 mom(Ew) 3667.13 N 7748.98 I
(ug/mL"h"kg)
AUC

T.SS*,no*m(BW, dose) 36.67 38.745
(ug/mL*h"kg/mag) . .
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Cmax,,

5 6.23 13.13
(ug/mL)
Crmax.ss,

max.SSnom(EW) 438.39 A 905.25

(ug/mLkg)
Cmax ,nom N ose

(S8 nom(EW, dose) 4.38 4.53
(ug/mLkg/mag)
tmaxss (h)? 0.5 (0.50-2.00) 0.5 (0.50-1.00)
tipss (h) 15.96 1N 16.68 R
Clss/f (L/h) 1.92 N 1.78 N
Aeo-12)ss (mMQ)® 41.31 I 87. 1o
Clgss (L/h) 0.7 IR 0.7 IR
fe (%) 41.3 43.6

AUCr ss=Area under the plasma concentration—time curve over a dosing inerval 1 at steady-state,
normalized by body weight,

AUCT ss.nom(ew.dose)=Area under the plasma concentration—-time curve over a dosing interval 7 at
steady-state, normalized by body weight and dose, Cmaxss=Maximum plasma concentration at
steady state, Cmax.ss.nomew.dosey=Maximum plasma concentration at steady-state, normalized by
body weight and dose, tmaxss=Time to reach maximum plasma concentration during a dosing
interval at steady-state, tiss=Terminal half-life at steady state, Clss/f=Apparent total body
clearance at steady-state, Ae(-12).ss=Amount excreted into urine from zero th 12 hours at
steady-state, Clrss=Renal clearance at steady state, fe=fraction of administered durg that is
excreted unchanged in urine, CV=coefficient of variation, PKS=Pharmacokinetic Set

@ Median (range)

®_ Arithmetric meanzstandard deviation

Figure 8:4. Mean plasma ion-time curves of ide over 0-96
hours for r d (Day 9, i ithmic scale):
Treatment B (N=12) and Treatment C (N=12) - PKS

100 o Treatment B, multiple dose
—-»— Treatment C, multiple dose

0.1

Plasma concentration of lacosamide (pg/ml)
/

0.001

2468 12 2 3 4 60 72 82 %
Time after administration [h]

PKS=Pharmacokinetic Set, LOQ=lower limit of quantification
Data source: Table 3.1.1, Table 3.1.2, and Table 3.1.3 (arithmetic mear=SD) and Figure 2.2
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- 50, 100, 200mg T3] FA] AUC % CmaxolA &Huld gL Bk
Figure 8:9. Dose proportionalify of |a°°53'"i$|e after single dose of 50mg, Figure 8:10. Dose proportionality of lacosamide after single dose of 50mg,
100mg and 200mg in Korean subjects ~AUC(o.96) 100mg, 200mg in Korean subjects ~Cmax
150 8
—— Rogression line § - Regresioniine
g =
= 2
0 0 100 150 200 0 50 100 150 200
Dose (mg) Dose (mg)
1. B7H¥s
- olduts, AdAF AHAL 2HAF, AAHAL ECGolA o] s}
2. NEdn
- AR FAT Y 25%(9%, 203), ko] 241%(3%, 8X)elA oFE #HHA o
QA ; _ .
4y gESol #FEAIL, o] T AP FoTolM P WIWEA Riud ofE #d
7 3
BAEH | oguge oxeg, 75, 29508 2E FF0lud
- Abgoly TR o] ke HIAlE A Fgkomn, o) dRt3ow I3 AFETEE
wAsA gt
AF A AAL, EEAFE, AAHAL, ECG 29 ddHez ourt e wee
B E A Fud.

3. T¥H A=A

o ZREAIEES @4 oppidto s Wl ofv|ieqtdt DAY fAREAE, R-AG S-AVF wES)
= Aol Eoly o] F R-AVE @AFOR dHA Adh AR-EL HEF AL
(voltage-gated sodium channel; VGSC)< & &4 8}(slow-inactivation)sts I7td 3 2T &
5 7H

o HAS B HTadl glo] 23] o)y WSt IR Hod o, 1Mo MAHES Hd
03~05% d=olH fFHES 1,0008F 5~10% =2 FHHM Y AFolu A4 =zl o
2 BRI} Aol Aglolgta delA UAA= BT

o GFEAWIEE HAAES e FEE W& Ve oy, AAlolEEe] Wy wi €%
Tl Aol o oENSAE Jhede] W A TE 1 W UFH el 7gAol
EAE & ZoE wody

4) SRt A7 R e )
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o oFE O] SRS WAZ Hrlsly] Yete] X7 3F FF YHAF(SP667, SP784, SP755)00 A
FHE % FIAVES 9 49 #A3FE wgoE PKPD Z9H(Emax Z)S
AR 19 400mge Z2Hste &A= F7HH A &35 7|dst7] olzsu, A%
A8 8% W9 (200~400mg)N M FEA HF FEF &F FAAAE RAT

<INVA 71N FAZI74A] 28 @z EA) <& -dE BN E A FaaA>

Rz o] F3hgk % >

FAS o SreRr, Soes, wnd SREs) e .
450 E : sng
R A i 4
L 5
%gzo% l/ E ?u ’”;
‘%Ew% :1 n
g 12 / ° D 1o 20 300 400 !IID]

LM coze [mabid:

s
£ &2

f the effect by LCM
Dose (mgrday)
ic
FAS—Full Analysis Set; PEBO=—placeba Data soure L
Data Source: 5.3.5.3.1 EP: ISE Table EP.4.5.1, ISE Table EP.5.5 1, ISE Table EP.6.5.1

o WANPOR BIANAS FEI APL WA, AGAA FAAANE ol

e PKY A¥4e Fdskddtt @5dolA SmAr =9 AUC S Coma?t W Qlel Hls}
(e}

o FUrsE oy, 7] AAlE AdAEe 521 H ofAoll {AGE AEo] o2 U4
B vX e FFS A ZS FHOZ FASIATHZISEITH] 1.30 o]}, o] <o ANk
g2 g e SPe61e] Al A} Ztolrb gidler, ¢ty Z2adx Hukxoz
AR
<gt=zolt CHE oIF 2t &4Es H|u>
Dose Trial Ethnic AUCr gs° Crnax.ss® Ratio® Ratio®
number group (ug/mL"h) (ug/mL) AUC Crnax
Korean 521 6.23
2 — —
SP9S (N=12) - .
. SP620
100mg bid | op 3: White 4.2 4.82 dfgg (1?22
young (N=12) . . i.406) .413)
males)
112.4 13.13
SP952 Korean - -
[ | [ |
1.061 1.091
Asian 129 123 (0.949, (0.973,
1.187 1.223)
200mg bid 1.072 1.110
SP661 Black 1%8 122 (0.959, (0.990,
1.199) 1.245)
1.183 1.122
White 95-0 1;() (1.058, (1.000,
1.323) 1.258)

ANOVA = analysis of variance, LCM=lacosamide
?. Data presented geometric mean (%, CV)
® Data presented as ratio og least means (Korean/other ethnic group) and 95% confidence interval
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180 1

<&
160 4
=
T 140 A 2
Ej 0
— 120 A
]
= 1004 %
[=]
o B804 g
2: [ ]
— 60 A
@
=
=]
= 404
o a
L=
20 A
0 T T T T T
1] 50 100 150 200 250
Dose [mg/12h]
& 100mg bid LCM, Korean (SP852), N=12
O 100mg bid LCM, White (group 3 in SPE20), N=12
®  200mg bid LCM, Korean (SP952), N=12
A 200mg bid LCM, Asian (SPGE1),
<  200mg bid LCM, Black (SPGG1),
2 200mg bid LCM, White (SP&E1), N=12

LCM=lacosamide, group 3=healthy male, N=number of subjects
Data source: SP952 Table 3.3.2 and Table 3.3.3, BR. Table 2.1, BR Table 3.2

o B 2 WIS HAdo]l A B 2o §F-HSBAVE F AHEH o], FEs AF

A2g vgos qFYPAY A3 & /Mgl tE S gl Hssivin
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Aol

4) 2o} 2 AU

o] oke ¢

EERE

Fof

A 8 fEgel e ARe] REow ol 184 vEke ool

o] ARHA ¥=

BATFAD A o] oF2 54 Ak BARlel FAE F Y. 5 AJElA

60mg ol 7

A= 13 oA u 7bF A& A-gol WHE = Uk 3

X

AE oAAY ¥4 gt

ACS?|

=
W Eo, ACS 2HS Yo Uutzoz 3w on

2UE o F & AZE ool ¥ 74X AP B Mo] )]

TUd =€ Aol AR FAAHS %‘i). :LE%L} o -

[e)
o
B9 327} CABG ¢ 1 ZAEEZ CABG/} 29314 &vx AgdxEd &

Thienopyr

idine adenosine diphosphate(ADP) =& A3 A= P2Y12 &

of oal wiAEE Baw BH B $HL WG How A3

1) 9)
AEEL

> =8 AHE S

- EMA 37} 2009.2.25.
* garojekE R A (Efient 5, 10mg film coated tablets)
- "= 87k 2009.7.10.

2. 7 A5 H 7}

2-1. ICH E5 §5 Dd @& ¢&59 54 H7t
Less More likely Comments
- B8P G4 tiAAIY) AUC(04) 3 Cmaxis
Pharmacokinetic | Linear Non-linear TS B A (0-4) max=
APAFE BAB~60mg 1)
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Less

More likely

Comments

Dose Proportionality Analysis between 5, 10, 30, and 60 mg Prasu
(Study TAAW)

Power model 95% CI of

Metabolite  Parameters equation exponent
R-138727  AUC(0-tj5q)

(ng.h/mL)
AUC(0-4h)

(ng.h/mL)

Crnax
(ng/mL)
Abbreviations: CI: confidence interval

Source: TAAW study report, Table TAAW.7.7

(el.75)y%(dosel-12) (1.09, 1.14)
(el.79y#(dosel.07) (1.04,1.10)

(22.05y*(dosel.02) (0.954, 1.08)

Pharmacodynamic

Flat

Steep

- 3709 9AIH(TAA], TAAD, TABR)S] =X ¢
PK/PDE #43te] d4% S-F(IPA; inhibition
of platelet aggregation)® Z/JthAA| Y] =
BAE H7retle W, ofEe] dan
Aadte FA4 &l wet 27}‘3}%
Hoju, o4 &%

£

oﬂ, OlO ﬂ_l-{Nt
09; i)
fr e go 12 Lo

kol' ©
= o
of\ Z

& E‘

Moan IPA™ (%)

10 uz 174 e Tl Tiz* 80 2872 284 28/8
Study Day/Hour Post Dosing

EE coT@neiDaz i) m CS747 (40 m LO & 7.5 mg M)
CST747 (80 mg LD 8 1 mg MD) cs747 |EEn‘g og Emgm:
Ciopidogre! (300 mg LD & 75 i MD}

Therapeutic range

Wide

Narrow

e AR g kAl A
Zepeado] @3)FoA] Ao 80mg7HA, 17h€3t
HEEFoA] ] 15mg7hA] o] &l A eF ol
4 O]'l/}‘
- TAAHAI oA PCIE Rt Al o)A ol A
3709 =Zetad Q@ W(LD/MD: 40-/7.5-mg,
60-/10-mg, 60-/15-mg)S 715UE S22 1d

H (LD/MD: 300-/75-mg)3ﬂr Hlwskls o,
15-mg MDEF AT A =8 Y45 2 =9 o

E
Aiteo® I AP TEEel ¥ =4 u

Metabolism

Minimal

Multiple

Extensive

FHAHA A=, 24 A 29 dgel=

Single pathway
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Less

More likely

Comments

athways

Genetic

polymorphism

FEUT OB A§/AS 2E B

T SAY dAbRg o] HAF

- A WA DA carboxylesteraseo] 2]§} thiolactone,
R-95913 0.2 ¢] 7}4=5-5)

- ¥ WA GA: R-959137} CYP3A4, 2B6, 2C9,
2C199 93+ R-138727 2 <] 4k3}

Tade F gA 2R WEFH 75Ade A
o]7} & CYP2C19¢] FoUAtEAE ZHgal),
zgtgad e CYP &40 o8 tAIHA o] F
HA DA AR o] FojA W,  CYP3A4¢}
CYP2B65 TFeH thataAel s wizfs=
2 GAHAA AAR7EA Y tiA B2 AU E

o7 gAY

Bioavailability

high

Low

- B “C-prasugrel®] 79% o]4o] wj¢- A&
5%
- A A o] && AlFES
ATEAA T A YALA 2
QALAZE vl Bt sle], W zA8 8K

ZA7} B ed

Al

Protein binding

Low

E
5

- 24 A4 R-138727 & €A
Y il o) gk AFS FAF
- SA|Nh R-1387274%-2 pH 74 2] <
4% Abd 83 G 804 100 2 500 ng/mLe]
Lo 98%E E=A JElg

- R-1387279] ©HAGS pH 74 2] Q14+ k=l
4% Abd @3 G 804 100 2 500 ng/mL]
FENA B8%E =A WEFGAIRE, QA FofA]
dagy Z2FsHA 2 Ui g4 A7}
A vgA YA E dAEEz 83

Drug interaction

Little

High

CEetrads obxdld, AESUE, A994,
bEZutiEtY, dAZeE, hEUS o)§
3§ FE FEAE APANM FoH G4

Mode of action

Non-systemic

Systemic

3

HEHA B
=)
=4

Inappropriate use

Little
potential

High

Multiple

co-mediciation

Little

High
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22 AWABANN AHEE YINE F5 2 GHS A ww

1) ohAlckle]l £HE A4AFY BF B

- AT FFe AFT 16 A D o] A1F e PK wlEF B4 M FrhE Ao

- PK HE} #40] 2FE djRE) opAJopele Zepg=1dl PK ¥ PD o tgk ofAo} %9
FS Hrisly] 9% 3709 Ak Al E(TAAQ, TACF, TABZ)ol 2= ALt o] F F=ro] 14
vgke] 717 B9t AFE= 14U @5¢le] TABZo| =R, TAAQ ¥ TACFE UlF-&
T=Ue st Ao

1) ¥ ¥l

Cmax {ngiml)

Cmax (ng/mL)

PK wE} £4

H =4 YEbs.

TABZoI A &4 thAA|

QX
&2

1600
1400
1200
1000 -
800 -
600
400 A
200

225 4
200
175
160
126
100
76
50
25

91, flol A st

50-mg Loading Dose

A3}, ofr|olRINA 9] AUC(tasy =

MD 713t = 40% ©

=S 60mg LD Fo] F ¢

‘ 1600
- | —— o 1400
I \ | £ 1200
| } | — E 2
| ! ! : g 1000
| | = 800
l : oo 3 e
— [ ] 5 g .
400
I SiE ‘ I : 2 200
A = L = %
Caucasian African Asian Hispanic Cther
n=29% n=29 n= 94 n=13 n=e
Ethnic Origin
10-mg Maintenance Dose
226
T
T 1 5 200
1 E 1718
! BB w150
| | | : T S s+
! 2 ] E— - 2 100
— — — 5
] = ! S s0
B —— <= == *
0
Caucasian  African Aslan Hispanic Other
n=216 n=11 n= 66 n=13 n=6
Ethnic Origin
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<Table. Statistical Comparison of T-138727 Pharmacokinetic Parameter Estimates in Chinese,
Japanese, Korean, and Caucasian Subjects Following a 60—-mg LD of Prasugrel on

Day 1, 10-mg MDs of Prasugrel on Day 8, and 5-mg MDOs of Prasugrel on Day 18>
Dosing Parameters Geometric LS means Asian / Caucasian
Regimen (units) Race (90% CI) ratio (90% ClI)
60-mg LD AUC(0~tiast) Caucasian 486 (427, 553)
(ng:h/mL) Chinese 653 (583, 733) 1.34 (1.13, 1.60)2
Japanese 643 (5 730) 1.32 (1.10, 1.58)%
Korean 1 (533, 700) 1.26 (1.04, 1.52)*
Cmax Caucasian 476 (405, 560)
(ng/mL) Chinese 614 (531, 710) 1.29 (1.04, 1.60)*
Japanese 565 (478, 668) 1.19 (0.94, 1.49)"
Korean 586 (477, 719) 1.23 (0.94, 1.59)%
10-mg MD AUC(0~tiast) Caucasian 69.6 (61.1, 79.2)
(ng'h/mL) Chinese 97.9 (86.8, 111) 1.41 (1.18, 1.68)2
Japanese 89.9 (79.3, 102) 1.29 (1.08, 1.55)%
Korean 83.9 (73.9, 96.2) 1.21 (1.00, 1.46)°
5-mg MD AUC(0—tjast) Caucasian 30.3 (26.7, 34.5)
(ng:h/mL) Chinese 42.4 (37.8, 47.6) 1.40 (1.18, 1.66)°
Japanese 41.6 (36.7, 47.2) 1.37 (1.15, 1.64)2
Korean 40.4 (35.2, 46.3) 1.33 (1.10, 1.61)%

AUC(0-tst)=are under the plasma concentration—time curve from time zero through the

sampling time of the last quantifiable concentration; Cmax=maximum plasma concentration;
Cl:confidence interval; LD=loading dose; LS=least squares; MD=maintenance dose.
® Not equivalent because 90% Cls are outside limits of 0.72 to 1.38 for AUC and 0.7 to 1.43 for Crax

() FHst v

- ShASIAG A wE

o F7tste], da%

oA wWilET o A YEET

=
4z
S
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IPA7} oFAfelel

Mean IPA (%)
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| O
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=] = O
4+ [ O
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A% 60 Kg o4

A% 60 Kg w vk

100

80

80

40

MPA to 20M ADP (%)

Trough MD Platelet Aggregation
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100 4
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80
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AIAE A
2) 3 94
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<Table. Comparison of Prasugrel's Active Metabolite Exposure in
Korean Subjects in the Present Study and Study TABZ>

3 WU AA) AR el AN
obEst g ofels} x2wle] fAREHATH

Geometric mean (CV%) for prasugrel's active metabolite in plasma

Treatment 60mg LD 30mg LD 10mg LD 7.5mg LD 5mg LD
Reported in present study, Study TACQ
N 10 20 10 10 10
AUC(0—tiast) 600 28.3 78.1 58.4 38.3
(ng-h/mL) [ [ [ [ [
Crnax 498 271 92.3 61.9 41.0
(ng/mL) [ [ [ [ |
Previously reported in healthy Korean subjects, Study TABZ
N 22 NA 22 NA 21
AUC(0tyast) 611 83.9 40.6
(ng'h/mL) [ NA [ A |
Crnax 586 NA 74.4 NA 38.5
(ng/mL) [ | | (|

Abbrevitions; CV=coefficient of variation
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<Table. Summary of Arithmetic Mean (SD) VN-P2Yi» Device—Reported % Inhibition of PRU
Following a Prasugrel Loading Dose and During Prasugrel Maintenance Dosing>
Mean (SD) % inhibition of PRU
Prasugrel Prasugrel Prasugrel
(60/10mg) (30/7.5mg@) (30/5mgQ)
Timepoint (N=10) (N=10) (N=10)
Day 1, predose 92.90 IR 6.80 N 9.90 I
Day 1, 0.5 hours 64.9 IR 66.9 N 48.8 IR
Day 1, thour 95.s IR 9.2 IR 86.9 I
Day 1, 2hours 98.9 N 97.7 IR 94.0 1IN
Day 1, 4hours 99.2 I 99.1 N 96. N
Day 1, 24hours 97.8 N 98.3 N 92.0 I
Day 10, predose 89.3 R 87.6 IR 63.6 1R
Day 11, predose 838.5 R 91.2 IR 64.5 R
Day 11, 24hours 92,5 IR 91.0 IR 67.0 R

Abbreviations: N=number of subjects; PRU=P2Y.reaction units; SD=standard deviation.

2.3, ¥ B YA
1) 427t A4 F

77 o] X¢E a7t 93AE 1)
pivotal &% non-pivotal
R A7 AT, &S, el wigl)
R Za5ad
Ty 2| R3EFOR 60mgs T3 F
712k — FALFCE 19 13] 10mgs 797 Tt o]%F 19 13] 5mgS 1097 F
AL EAAE
. o} Al oF
sh:-hick AR | d=m | wa= he
B A A E (&= 1A )
= - A @A £(N) 89 22 67 45
A 545 AFHEA F(N) 87 21 66 44
<83 Hri>
N 1. H7HHSs
fraig
-1, 8, 18Ul Ao dant &Y
B 714 3}
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2. N8 ZAH

Prasugrel (LY640315)

Meaan IPA (%)

—“mapo

Figure TABZ.7.8.

- 7pAIRbel HIste] gh=lol A A

oo
)
2
o

ol ¥ vebsth

HTT-EW-TABZ Main Report

Caucasian
Chinese
Japanese
Kar

50

70+

B0

50

40 -

ean
+ or - Standard Deviation

Mean IPA to 20 uM ADP (LTA) following a 60-mg LD (Day 1), 10-mg MD (Day 8), and 5-mg MD (Day 18)

Day 18/hour

of prasugrel in Caucasian, Chinese, Japanese and Korean subjects.

oF 5 8}
3714 =}

2. N323

FHWAA 2

- ATRAIRME f=ls wlas

e Pde et

@AY ALA ) AUC,

Cmax, Tmax

Table TABZ. Summary of Geometric Mean (CV%) Pharmacokinetic
Parameters of R—138727 following a 60—mg LD of Prasugrel on Day 1

FAFSIY AUC 2 Cmaxe =7}

Parameters Cancasian Chinese Japanese Korean
N 22 25 19 22
Cmax 476 614 565 586
(ng/mL) [ | || || ||
trax: 0.54 0.50 0.50 0.50
(h) (0.25-1.02) (0.25-2.02) (0.25-2.00) (0.25-1.00)
AUC(0~tiast) 486 653 643 611
(ng-h/mL) || [ | [ | [ |
AUC(0-2) 393 499 495 477
(ng:h/mL) [ | [ | [ | [ |
AUC(0-4) 444 594 590 563
(ng-h/mL) [ | [ | [ | ||

N=Mumver of subjects

# Median (range)




Table TABZ. Summary of Geometric Mean (CV%) Pharmacokinetic
Parameters of R—138727 Following 10-mg MDs of Prasugrel on Day 8

Parameters Cancasian Chinese Japanese Korean
N 22 17 19 22
Cmax 69.3 101 98.7 74.4
(ng/mL) [ | [ | [ | [ |
tmax 0.50 0.50 0.50 0.50
(h) (0.25-1.00) (0.25-2.00) (0.25-1.00) (0.25-2.00)

AUC(0~tiast) 69.6 94.7 89.9 83.9
(ng-h/mL) || [ | [ | [ |
AUC(0-2) 55.4 76.7 75.0 62.9
(ng-h/mL) [ | [ | [ | ||
AUC(0-4) 64.6 87.8 84.8 76.5
(ng'h/mL) [ | [ | [ | [ |

N=Number of subjects
% Median (range)

Table TABZ. Summary of Geometric Mean (CV%) Pharmacokinetic
Parameters of R—138727 Following 5-mg MDs of Prasugrel on Day 18

Parameters Cancasian Chinese Japanese Korean
N 22 25 19 21
Cmax 30.4 47.9 49.3 38.5
(ng/mL) [ | [ | [ | [ |
tmax 0.50 0.50 0.50 0.50
(h) (0.25-1.00) (0.25-1.00) (0.25-1.00) (0.25-1.00)
AUC(0~tiast) 30.3 42 .4 41.6 40.6
(ng-h/mL) || [ | [ | [ |
AUC(0-2) 25.5 35.7 36.1 32.2
(ng-h/mL) [ | [ | [ | ||
AUC(0-4) 32.2° 41.4° 41.6° 38.9
(ng-h/mL) || [ | [ | [ |

N=Number of subjects
@ Median (range)

®N=19;R-138727 concentrations were only quantifiable

up to 2 hours in 3 subjects

°N=24:;R-138727 concentrations were only quantifiable up to 2 hours in 1 subject

IN=18;R-138727 concentrations were only quantifiable up to 2 hours in 1 subject

B7ra s

N
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%
r
DL oo Ay
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i
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i
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b

7b =A vEsH.
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Table TABZ. Summary of Treatment—Emergent Adverse Events

Subjects[%]
with adberse

Number of
adverse events

Subjects [%]
with adberse

Number of
adverse events

events and severity events and severity
Race (all causalities) (all causalities) (drug-related®) (drug-related?)
Caucasian 16[73%] Mild 54 12[55%] Mild 25
(N=22) Moderate 4 Moderate 1
Severe 0 Severe 0
Total 58 Total 26
Chinese 20(80%] Mild 50 13[52%] Mild 25
(N=25) Moderate 2 Moderate 0
Severe 0 Severe
Total 52 Total 25
Japanese 15[75%] Mild 38 8[40%] Mild 13
(N=20) Moderate 2 Moderate 1
Severe 0 Severe 0
Total 40 Total 14
Korean 21[95%] Mild 99 18[82%] Mild 49
(N=22) Moderate 4 Moderate 0
Severe 0 Severe 0
Total 103 Total 49

N=Number of subjects

dAdverse events considered to be possibly or probably related to study drug

Table TABZ. Frequency of Drug—Related Adverse Events in Korean Subjects

Number of subjects with adverse events [number of
adverse events]

60-mg LD 10-mg MD 5mg MD Total
Day 9
MedDRA preferred term Day 1 Days 2 to 8 Y (N=22)
onwards
Contusion
1 [1] 12 [13] 4 [4] 14 [18]
Post procedural
1 [1] 1 [1] 1 [1] 2 [3]
haemorrhage
3 [3] 1 [1] 4 [4]
Headache
1 [1] 3 [3] 1 [1] 4 [5]
Somnolence
i 2 [2] 2 [2]
Menorrhagia
1 [1] 2 [2] 3 [3]
Wound haemorrhage
L 2 [2] 2 [2]
Dizziness
5 ) 2 [2] 2 [2]
spepsia
yspep 2 [2] 2 2]
Acne
) 1 [1] 1 [1]
Chest pain ] e
Decreased appetite
1 [1] 1 [1]
Hot flush
Joint injury 1l 1l
. 1 [1] 1 [1]
Metrorrhagia - e
Mouth ulceration
i 1 [1] 1 [1]
Pain
i 1 [1] 1 [1]
Procedural pain
Overall total 4 [8] 3 [26] 12 [15] 18 [49]

N=Number of subjects

_41_




2) I AEAIE

TE TU AFAE 1)
pivotal &% non-pivotal
o] &=} 273 4JA(E=)
At E =) S R
=oupy @ AW 1: 60mge T3 FA(FEEH) — 1Y€ 13 10mg(FAE3)S 10¢37H HHE-Fo
T <] =
0 T A 2 30mge BT L) — 19 13] 75mg($ALEH S 1047 v o]
711k
A 1: 30mgS @3] T (e H) — 1Y 13] Smg(FAEH)S 10¢7E HHEFo
ShA R A E
3 oFA) gk
A= A gl | Hg=el ]
A (5141 9))
e B =(N) 30 30 - :
A S ks AFHEAL (N) 30 30 - -
<ok s Hrl>
1. Hr71d S
- gaw $19
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Table TAQC. Summary of Arithmetlc Mean (SD) VN-P2Y;» PRU Following
a Prasugrel Loading Dose and During Prasugrel Maintenance Dosing
Mean (SD) PRU
Prasugrel Prasugrel Prasugrel
854 (60/10mg) (30/7.5mg) (30/5mag)
Timepoint (N=10) (N=10) (N=10)
BW7HAH |50 1 predose 290 I 273 I 297 I
Day 1, 0.5 hours 118 1IN 107 I 172 R
Day 1, 1 hour 13.5 1IN 19.0 1N 46.0 1N
Day 1, 2 hours 3.30 1N 7.00 1N 20.1 1N
Day 1, 4 hours 2.70 1N 3.10 1IN 12.1
Day 1, 24 hours 7.10 N 5.10 N 26.9 I
Day 10, predose 34.8 N 35.1 1IN 121
Day 11, predose 39.6 1N 26.4 N 123 N
Day 11, 24 hours 24.4 R 27.2 R 107 R
Abbreviations: N=number of subjects; PRU=P2Y;2 reaction units; SD=standard deviation.
Table TAQC. Summary of Arithmetic Mean (SD) VN-P2Y.
Device—Reported % Inhibition of PRU Following a Prasugrel
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Loading Dose and During Prasugrel Maintenance Dosing

Mean (SD) % inhibition of PRU

Prasugrel Prasugrel Prasugrel

(60/10mg) (30/7.5mg) (30/5mg)
Timepoint (N=10) (N=10) (N=10)
Day 1, predose 9.90 N 6.80 N 9.90 N
Day 1, 0.5 hours 64.9 N 66.9 N 48.s R
Day 1, 1 hour 95.8 N 94.2 N 86.9 N
Day 1, 2 hours 98.9 N 97.7 IR 94.0 1IN
Day 1, 4 hours 99.2 I 99.1 1IN 9.8 IR
Day 1, 24 hours 97.8 1IN 9s.3 N 92.0 N
Day 10, predose 89.3 N 87.c R 63.6 N
Day 11, predose 88.5 N 91.2 N 64.8 N
Day 11, 24 hours 92.5 N 91.0 N 67.0 N

Abbreviations; N=number of subjects; PRU=P2Y;, reaction units; SD=standard deviation.

5%
%7 %

1. Hr iS4
- 8% F YA 2 BZ A YA 2] AUC, Cmax, Tmax

2. Agde
Table TAQC. Comparison of Prasugrel's Active Metabolite Exposure in
Korean Subjects in the Present Study and Study TABZ.

Gremetric mean (CV%) for prasugrel's active metabolite in plasma

Treatment 60mg LD 30mg LD 10mg MD 7.5mg MD 5mg MD
Reported in present study, study TACQ
N 10 20 10 10 10
AUC(0—tjast) 600 283 78.1 58.4 38.3
(ng*h/mL) [ | [ | [ | [ | [ |
Crnax 498 271 92.3 61.9 41.0
(ng/mL) [ | [ | || [ | [ |
Previously reported in healthy Korean subjects, Study TABZ
N 22 NA 22 NA 21
AUC(0~tjast) 611 83.9 40.6
NA NA
(ng'h/mL) N [ ] N
Crmax 586 NA 74.4 NA 38.5
(ng/mL) [ | [ | [ |

Abbreviations: CV=coefficient of variation; LD=loading dose; MD=maintenance dose:
N=number of subjects: NA=not assessed in Study TABZ
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Table TAQC. Summary of Pharmacokinetic Parameter Estimates of
R-138727 in Plasma Following a Prasugrel Loading Dose
and During Prasugrel Maintenance Dosing

Geometric Mean (CV%)

Prasugrel Prasugrel Prasugrel Prasugrel Prasugrel
Treatment 60mg LD 360mg LD 10mg MD 7.5mg MD 5mg MD

(Day 1) (Day 1) (Day 11) (Day 11) (Day 11)
N 10 20 10 10 10
Cmax 498 271 92.3 61.9 41.0
(ng/mL) [ | [ | || [ | [ |
tmax” 0.50 0.50 0.50 0.50 0.38
(hr) (0.25-1.00) (0.25-1.00) (0.25-0.50) (0.25-0.52) (0.25-1.00)
AUC(0—tast) 600 283 78.1 58.4 38.3
(ng-h/mL) [ | [ | || [ | [ |
AUC(0-4h) 550 265 73.2 56.5 37.5
(ng-h/mL) [ | [ | || [ | [ |
AUC(0-6h) 567 273 75.7 63.3° 37.6°
(ng:h/mL) [ | [ | [ | [ | [ |
AUC(0-8h) 576 277 80.8° 61.5° NC
(ng-h/mL) [ | [ | [ | [ | ||
AUC(0-12h) 587 2854 93.2' NC NC
(ng-h/mL) [ | [ | || || [ |

Abbreviations; CV=coefficient of variation; LD=loading dose; MD=maintenance dose;
NC=not calculable.

aMedian (range)

°n=5; °n=8; °n=3: 'n=2: °n=19

R

B7td 3

1 B
- o Anike
- A9AA A, BEAF, AL, ECGol Ao s
2. N @AY

- 60/10mg, 30/7.5mg, 30/5mg FolTolA 2tz 30.0, 400, 30.0%9] olgur-go] H

AHAI, 2 F FEHe] BAS WAL F jle odEe ted 2o

Table TAQC. Frequency of Drug—Related Adverse Events

Number of adverse events [number of subjects with adverse events]

Prasugrel Prasugrel Prasugrel
MedDRA preferred (60/10mg@) (30/7.5mg@) (30/5mg) Total
term (N=10) (N=10) (N=10) (N=30)
Contusion 1 [1] 1 (1] 2 [2] 4 [4]
Epistaxis 1 [1] 1 [1]
Overall total 2 [1] 1 [1] 2 [2] 5 [4]

Abbreviations; MedDRA=Medical Dictionary for Regulatory Activites;
N=number of subjects
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AY 9E By B9 gt e B4
AME HISE AT
Drug interaction Little High dAoR Fredh CYPASO-7IN PK 4248
- TFeAde Be FoE Btk
Non-syste
Mode of action e Systemic - AANA 28711 (SGLT-2 As)Al)S e
gutEgEre AsHEAE 2849 e
: dol v AL #FE gaIdER 1194
Inappropriate use Little High As #a aR7t ASHZFAZA d3Ee
potential R0 4w gAA A8l B A5d £z
oltt.
Multiple . . A2y B BAE oY okEg Wesd
co-mediciation Hittle High ALE3EA 2 8o =0

22. o}A okl Yot &
1) A4 ALa W3] d3Fo GF3AE

- AT AQdAY] @3 R Frh vsgdAE

<H. OIt3c=228 PK II2t0IHS A4S AH>

ARYINY 2 FFY

NN A E A

PK Parameter Dapagliflozin Dose Statistic
Cmax (ng/mL) 2.5mg (US SAD) 32 1IN
Geometric Mean (CV%) 2.5mg (Japan) 29 1IN

5mg (US SAD) 67 1N

5mg (China) 94 1N

10mg (US SAD) 116 1R
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10mg (US BE) 172 1R

10mg (Japan) 124 1N
10mg (China) 173 1R
20mg (US SAD) 269 IR
20mg (Japan) 265 1R
50mg (US SAD) 600 IR
50mg (Japan) 610 IR
AUC(INF) (ng-h/mL) 2.5mg (US SAD) 81 R
Geometric Mean (CV%) 2.5mg (Japan) 103 1R
5mg (US SAD) 185 HH
5mg (China) 324 HH
10mg (US SAD) 368 HE
10mg (US BE) 663 Il
10mg (Japan) 489 1R
10mg (China) 605 IR
20mg (US SAD) 977 IR
20mg (Japan) 939 IR
50mg (US SAD) 2004 IR
50mg (Japan) 2093 R
AUC(0-T) (ng-h/mL) 2.5mg (Japan) 89 N
Geometric Mean (CV%)
5mg (China) 315 1R
10mg (Japan) 464 1R
10mg (China) 590 1R

2) B3 Foq JZAH

- TRl (B, ABF AFWEA TF) Fot MFYINGS ARYGAY RSP

oA A=A

<H. UIt3cS2 & PK II2t0IHS RASAH>

o Study Day
PK Parameter Dapagliflozin Dose Day 1 Steady state
Cmax (ng/mL) 2.5mg (Japan) 4310 48 1R
Geometric Mean (CV%) 2.5mg (US-02) 27 30
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5mg (US-03) s | 68 1R
5mg (China) opl | 9 1R
10mg (Japan) 188 19110
10mg (China) 173 1R 200 1N
10mg (US-02) 1061 119 1IN
10mg (US DDI) 208 1N
20mg (US-02) 236 1R 202
20mg (Japan) 295 305 1R
25mg (US-03) 279 1R 28
AUC(TAU) (ng-h/mL)

Geometric Mean (CV%) 2.5mg (Japan) 123 1R 157 IR
2.5mg (US-02) 98 N 126 1N
5mg (US-03) 220 1R 281 1N
5mg (China) 291 1R 329 1IN
10mg (Japan) 602 N 727 IR

Omg (China) 540 604
mg (US-02) 420 N 506 N
10mg (Us poDI) 835 Il
20mg (US-02) 725 1R 910 1N
20mg (Japan) 1027 1R 1225
25mg (US-03) 1037 1N 1373 1R

3) okAjols} HlolAlo} AP U FA 24 kS vl (=F

=Y U3

- 92 GAAPAA DGR AR AR Umgd FAD F A A =7

A2 E ASUHAXNN CHl=Sel 228

q
SO HE SHE Q0

10mg S

= ©3 S0

ol

5E IO 24A12

Study Urinary glucose amount [mean (SD)]
Healthy US (n=6, SAD) 51 1l
Healthy US (n=6, MAD) 40 R
Healthy US (n=14, Bumetanide DDI) 37 IR
Healthy US (n=14, Rifampin DDI) 51 1R
Healthy US (n=16, Mefenamic Acid DDI) 14 1R
Healthy Chinese (n=14) 427 IR
Healthy Japanese (n=6, Japan SAD) 63
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<¥. FAILYH ALE F HolEE A YT A 24F(LOCF)Y Hlo] =g}z
&5A H A g HbAlc(%) HE - A 24 AE>
97143 Treatment Overall Non—Korean Korean Asian

Placebo

N# 143 116 27 16
Baseline mean (SD) 8.15 (0.741) 8.08 (0.715) 8.43 (0.741) 8.26 (0.697)
Mean at Week 24 (SD) 8.00 (0.928) 7.87 (0.880) 8.55 (0.928) 7.88 (0.971)
Adj. mean change (SE) -0.13 (0.0625) -0.22 (0.0692) 0.24 (0.1440) -0.33 (0.1864)
Dapagliflozin 2.5mg/day

N+# 154 127 27 19
Baseline mean (SD) 8.11 (0.749) 8.07 (0.756) 8.32 (0.693) 8.21 (0.738)
Mean at Week 24 (SD) 7.54 (0.871) 7.48 (0.859) 7.84 (0.926) 7.65 (1.027)
Adj. mean change (SE) -0.58 (0.0602) -0.60 (0.0662) -0.40 (0.1437) -0.52 (0.1711)
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Difference vs PLA -0.44 -0.39 -0.64 -0.19
(95% ClI) (-0.61, -0.27)  (-0.57, —-0.20) (-1.03, —0.24) (-0.69, 0.31)
p—-value vs PLA <0.0001 <0.0001 0.0018 0.4512
Dapagliflozin 5mg/day

N# 142 115 27 19
Baseline mean (SD) 8.12 (0.781) 8.11 (0.799) 8.16 (0.712) 8.29 (0.883)
Mean at Week 24 (SD) 7.49 (0.924) 7.50 (0.967) 7.47 (0.734) 7.90 (0.865)
Adj. mean change (SE) -0.63 (0.0627) -0.61 (0.0695) -0.67 (0.1435) -0.32 (0.1712)
Difference vs PLA -0.49 -0.39 -0.90 0.00
(95% ClI) (-0.67, -0.32)  (-0.79, -0.41)  (-1.03, -0.24) (=0.49, 0.50)
p-value vs PLA <0.0001 <0.0001 {0.0001 0.9862
Dapagliflozin 10mg/day

N# 150 123 27 17
Baseline mean (SD) 8.07 (0.792) 8.07 (0.794) 8.06 (0.802) 7.96 (0.821)
Mean at Week 24 (SD) 7.27 (0.843) 7.27 (0.851) 7.26 (0.822) 7.16 (0.675)
Adj. mean change (SE) -0.82 (0.0610) -0.82 (0.0672) -0.82 (0.1435) —0.86 (0.1809)
Difference vs PLA -0.68 -0.60 -1.06 -0.54
(95% ClI) (-0.86, -0.51)  (-0.79, -0.41) (-1.43, -0.66) (=1.05, 0.02)
p-value vs PLA <0.0001 <0.0001 <0.0001 0.0399

N

N# if the number of subjects in the efficacy data set with non-missing baseline
and Week 24 (LOCF) values.

is the number of subjects in the full analysis set.

B PECH e
satgom (g
A gleF Zur) B2l BAHYY) 4R Aoz neld

<E. 174 $54 F¥se d9T 2 vm>

PLA Dapa 2.5mg Dapa 5mg Dapa 10mg
Korean vs.
Non-Korean
Difference
(95% CI) 0.45 (0.14, 0.77) 0.20 (-0.11, 0.51) -0.05 (-0.37, 0.26) -0.00 (-0.32, 0.31)
p-value 0.0047 0.1986 0.7354 0.9805
Korean vs.
Asian
Difference
(95% C) 0.56 (0.10, 1.03) 0.12 (-0.32, 0.56) -0.35 (-0.78, 0.09) 0.04 (-0.41, 0.49)
p-value 0.0170 0.5980 0.1228 0.8644

- O 2 EER FATANA FAHSE {93

REERRY

ZH A &gt
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2. 23 FEA BIHEE
- 22 fr&E4 H7PHS ¢ Total body weight (kg), 2-h post-challenge plasma
glucose level (mg/dL), Subjects with HbAlc <7%, Total body weight (kg) in

subjects with baseline BMI>27kg/m”, FPG (mg/dL)

<E TALY A F dolHE

Q1 gHel, obAlobel

Eiaakd

ol th sl

A B 9 okel

A3 A 24F (LOCF)Q] F8 23 FEA

BrhAS - AA £ AE>

Treatment Overall Non-Korean Korean Asian

Total body weight (kg)

Placebo

N# 145 117 28 16
Baseline mean (SD) 80.94 (15.773) 84.18 (15.286) 67.40 (9.339) 67.3 (12.941)
Mean at Week 24 (SD) 80.22 (15.516) 83.45 (14.972) 66.75 (9.362) 67.17 (12.657)
Adj. mean change (SE) -0.72 (0.2263) -0.74 (0.2543) -0.59 (0.4776) -0.09 (0.4134)
Dapagliflozin 2.5mg/day

N# 154 127 27 19
Baseline mean (SD) 81.89 (19.003) 85.04 (18.793) 67.04 (11.657) 63.95 (10.875)
Mean at Week 24 (SD) 80.69 (19.302) 83.94 (18.934) 65.40 (12.670) 63.28 (10.876)
Adj. mean change (SE) -1.18 (0.2196) -1.09 (0.2441) 9 (0.4857) -0.74 (0.3803)
Difference vs PLA -0.46 -0.35 -1.01 -0.65
(95% Cl) (-1.08, 0.15)  (~1.04, 0.34)  (-2.85, 0.34)  (~1.78, 0.47)
Dapagliflozin 5mg/day

N# 142 115 27 19
Baseline mean (SD) 81.00 (18.635) 85.31 (17.473) 62.66 (10.631) 66.71 (12.242)
Mean at Week 24 (SD) 79.44 (18.363) 83.82 (17.068) 60.77 (10.238) 66.64 (11.717)
Adj. mean change (SE) -1.56 (0.2286) —1.47 (0.2566) 9 (0.4897) -0.04 (0.3790)
Difference vs PLA -0.84 -0.73 -1.40 0.05

(95% ClI) (-1.47, -0.21)  (-1.44, -0.02) (-2.77, -0.04) (=1.07, 1.17)
Dapagliflozin 10mg/day

N# 151 123 28 17
Baseline mean (SD) 80.56 (17.869) 83.93 (17. 304) 65.76 (11.914) 66.46 (14.977)
Mean at Week 24 (SD) 78.31 (17.804) 8 (17 62.62 (10.837) 64.09 (14.569)
Adj. mean change (SE) -2.26 (0.2217) -2.07 (O 2481 ) -3.13 (0.4761) -2.36 (0.4006)
Difference vs PLA -1.54 -1.33 -2.55 -2.27
(95% ClI) (-2.17, -0.92) (-2.03, -0.63) (-3.88, -1.21) (-3.42, -1.12)
2—h post-challenge plasma glucose level (mg/dL)

Placebo

N# 109 90 19 15
Baseline mean (SD) 158.6 (58.75) 156.6 (60.67) 168.1 (48.93) 162.9 (51.98)
Mean at Week 24 (SD) 149.6 (68.82) 143.1 (70.10) 180.1 (54.09) 116.7 (100.14)
Adj. mean change (SE) -6.0 (5.016) -9.7 (5.668) 11.5 (9.711) -47.6 (18.760)
Dapagliflozin 2.5mg/day

N# 126 103 23 16
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Baseline mean (SD) 140.4 (68.18) 133.6 (69341) 171.1 (53.59) 156.8 (55.36)
Mean at Week 24 (SD) 107.9 (58.37) 109.6 (61.57) 100.3 (41.36) 111.7 (60.38)
Adj. mean change (SE) -37.5 (4.678) -29.9 (5.318) -69.7 (8.828) —48.9 (18.239)
Difference vs PLA -31.5 -20.3 -81.3 -13
(95% CI) (-45.0, -18.0) (-35.6, —4.9) (-107.3, -55.2)  (-53.5, 51.0)
Dapagliflozin 5mg/day

N# 117 93 24 19
Baseline mean (SD) 2 (64.21) 147.2 (67.92) 166.7 (45.06)  175.4 (47.09)
Mean at Week 24 (SD) 119.4(63.33) 117.6 (66.19) 126.4 (51.40) 121.8 (75.65)
Adj. mean change (SE) -32.0 (4.836) -29.8 (5.565) -41.5 (83642) -50.0 (16.742)
Difference vs PLA -26.0 -20.1 -53.1 -2.4
(95% ClI) (-39.7, -12.3) (-35.7, —-4.5) (-78.9, -27.3) (-52.8, 47.9)
Dapagliflozin 10mg/day

N# 132 106 26 16
Baseline mean (SD) 157.3 (69.03) 154.2 (73.70) 170.1 (44.12) 168.5 (46.96)
Mean at Week 24 (SD) 120.0 (65.17) 114.8 (68.39) 141.0 (45.19) 112.1 (73.52)
Adj. mean change (SE) -34.9 (4.557) -36.6 (5.219) -28.5 (8.301) -55.6 (18.158)
Difference vs PLA -28.9 -26.9 -40.0 -8.0
(95% ClI) (-42.2, -15.6) (-42.0, -11.8) (-65.4, -14.6) -60.2, 44.2)
Subjects with HbAl1c <7%

Placebo

N# 18/143 17/116 1/27 2/16
Percent 12.6 14.7 3.7 12.5
Percent adjusted (SE) 13.0 (2.742) 14.8 (3.256) 4.4 (3.603) 19.0 (7.320)
Dapagliflozin 2.5mg/day

N# 41/154 39/127 2/27 5/19
Percent 26.6 30.7 7.4 26.3
Percent adjusted (SE) 26.8 (3.331) 30.3 (3.848) 10.8 (4.670) 26.7 (9.974)
Difference vs PLA 13.7 15.5 6.4 7.7
(95% ClI) (5.4, 22.1) (5.8, 25.3) (-5.0, 17.7) (-15.7, 31.2)
Dapagliflozin 5mg/day

N# 43/142 36115 7/27 3/19
Percent 30.3 31.3 25.9 15.8
Percent adjusted (SE) 30.3 (3.499) 31.6 (3.885) 24.7 16.4 (7.613)
Difference vs PLA 17.3 16.8 20.3 -2.6
(95% ClI) (8.7, 25.9) (7.0, 26.7) (3.4, 37.2) (-22.2, 17.1)
Dapagliflozin 10mg/day

N# 49/150 37/123 12/27 5/17
Percent 32.7 30.1 44 .4 29.4
Percent adjusted (SE) 31.7 (3.574) 29.9 (3.839) 38.7 (8.955) 20.9 (9.160)
Difference vs PLA 18.7 15.1 34.3 2.0
(95% Cl) (9.9, 27.4) (5.4, 24.9) (15.5, 53.2) (-19.6, 23.5)
Total body weight (kg) in subjects with baseline BMI=27kg/m?

Placebo

N# 103 94 9 10
Baseline mean (SD) 86.81 (13.632) 87.90 (13.632)  75.44 (7.040) 74.32 (9.968)
Mean at Week 24 (SD) 86.06 (13.292) 2 (13.285) 74.91 (6.912) 74.03 (9.696)
Adj. mean change (SE) -0.80 (0.2949) -0.82 (0.2971) -0.59 (1.4133) -0.30 (0.5270)
Dapagliflozin 2.5mg/day

N# 104 96 8 7
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Baseline mean (SD) 89.92 (17.031) 90.80 (17.196) 79.31 (10.765) 70.13 (7.648)
Mean at Week 24 (SD) 88.74 (17.421) 89.64 (17.469) 77.86 (13.324) 69.13 (7.631)
Adj. mean change (SE) -1.17 (0.2979) -1.14 (0.2934) -1.44 (1.4628) -1.11 (0.6440)
Difference vs PLA -0.37 -0.32 -0.85 -0.82
(95% Cl) (=1.19, 0.45) (-1.14, 0.50) (-5.07, 3.38)  (-2.52, 0.89)
Dapagliflozin 5mg/day
N# 97 93 4 8
Baseline mean (SD) 90.09 (14.606) 90.48 (14.630) 80.90 (12. 059) 75.48 (8.714)
Mean at Week 24 (SD) 88.33 (14.455) 88.75 (14.499) 78.63 (10.417) 75.14 (8.676)
Adj. mean change (SE) -1.74 (0.3031) -1.72 (0.2981) -2.23 (2. 0784) -0.31 (0.5897)
Difference vs PLA -0.94 -0.90 -1.64 -0.02
(95% ClI) (-1.78, -0.11)  (-1.73, -0.08) (-6.90, 3.61) (-1.64, 1.60)
Dapagliflozin 10mg/day
N# 99 92 7 7
Baseline mean (SD) 89.85 (13.481) 90.54 (13. 685) 80.77 (12.059) 78.36 (14.377)
Mean at Week 24 (SD) 87.37 (13.718)  88.31 (13.717)  75.00 (5.274)  75.74 (14.256)
Adj. mean change (SE) -2.47 (0.2999) -2.22 (0. 2997) -5.73 (1.5759) -2.52 (0.6401)
Difference vs PLA -1.67 -1.40 -5.14 -2.22
(95% ClI) (-2.50, -0.84) (-2.23, -0.57) (-9.58, 0.70) (-3.93, -0.52)
FPG (mg/dL)
Placebo
N# 145 117 28 16
Baseline mean (SD) 172.7 (37.31) 175.0 (37.59) 163.0 (35.08) 145.8 (33.16)
Mean at Week 24 (SD) 170.8 (44.56) 172.2 (43.200 165.0 (50.32) 141.8 (32.73)
Adj. mean change (SE) -2.0 (2.528) -3.8 (2.851) 4.2 (5.291) -12.1 (5.623)
Dapagliflozin 2.5mg/day
N# 154 127 27 19
Baseline mean (SD) 172.2 (38.42) 176.2 (39.16)  153.7 (28.75) 159.6 (45.80)
Mean at Week 24 (SD) 155.7 (31.43) 158.1 (29.84) 144.7 (36.67) 143.9 (26.16)
Adj. mean change (SE) -16.8 (2.453) -18.4 (2.736) -9.6 (5.352) -14.6 95.097)
Difference vs PLA -14.9 -14.7 -13.9 -2.5
(95% ClI) (-21.8, -7.9) (-22.4, -6.9) (-28.8, 1.1) (-17.7, 12.7)
Dapagliflozin 5mg/day
N# 142 115 27 19
Baseline mean (SD) 174.5 (38.19) 179.3 (38.60) 153.8 (28.81) 163.8(36.80)
Mean at Week 24 (SD) 152.4 (33.90) 156.8 (35.13) 133.2 (18.99) 137.1 (19.75)
Adj. mean change (SE) -21.2 (2.555) -21.1 (2.877) -21.1 (5.352) -22.8 (5.114)
Difference vs PLA -19.3 -17.3 -25.4 -10.7
(95% ClI) (-26.3, -12.2) (-25.3, -9.4) (-40.3, -10.4) (-26.0, 4.6)
Dapagliflozin 10mg/day
N# 150 123 27 17
Baseline mean (SD) 172.4 (36.82) 176.9 (36.13)  151.8 (33.33) 160.6 (27.80)
Mean at Week 24 (SD) 144.2 (31.79) 147.7 (31.76) 128.0 (27.00) 125.3 (21.24)
Adj. mean change (SE) -28.5 (2.485) -29.1 (2.780) -24.9 (5.360) -33.5 (5.391)
Difference vs PLA -26.5 -25.4 -29.2 -21.5
(95% CI) (33.5, -19.5) (-33.2, 17.5) (-44.2, -14.2) (-37.1, -5.9)
- WE F9 2% §E4 Yrpase Age Ao Ul 2H LwHo
Atk FHT Tt AL sl ST AT gAVF FA BRG]y opAjof

_56_




A St v FAGe= o Ak 1 vte] Aol fuze e &
$7173 #Bdo] Utk Fol F oA A FAT FFA B okAokel 3913
o] wojxgtql FA7F HA RPdRT FEs] Edte oA qdEHE dE
HaZE £A40r o A
1L AA 29s w=d, @5, ookl g dg Adet =EHIH)e
AAH oz w%sgch
2. ok, FUIF olgNkg, oo g AF JrF Ve e
<H. A oladEtsS 29 - SD[+&D((48=F) Xz D2t - @ L 24 NE>
ANEUYA = (BE2E
Overall Non—Korean Korean Asian
Placebo N=146 N=118 N=28 N=16
Dapa 2.5mg N=154 N=127 N=27 N=19
Dapa 5mg N=145 N=117 N=28 N=19
Dapa 10mg N=151 N=123 N=28 N=17
At least one adverse event
Placebo 81 (55.5) 63 (53.4) 18 (64.3) 10 (62.5)
Dapa 2.5mg 90 (58.4) 69 (54.3) 21 (77.8) 11 (57.9)
Dapa 5mg 88 (60.7) 68 (58.1) 20 (71.4) 9 (47.4)
Dapa 10mg 89 (58.9) 69 (56.1) 20 (71.4) 11 (64.7)
At least one adverse event
obA A Placebo 10 (6.8) 8 (6.8) 2 (7.1) 2 (12.5)
Dapa 2.5mg 15 (9.7) 10 (7.9) 5 (18.5) 1 (5.3)
B7AEA | papa 5mg 15 (10.3) 11 (9.4) 4 (14.3) 3 (15.8)
Dapa 10mg 17 (11.3) 13. (10.6) 4 (14.3) 2 (11.8)
At least one adverse event or hypoglycemia
Placebo 81 (55.5) 63 (53.4) 18 (64.3) 10 (62.5)
Dapa 2.5mg 94 (61.0) 71 (55.9) 23 (85.2) 11 (57.9)
Dapa 5mg 91 (62.8) 71 (60.7) 20 (71.4) 10 (52.6)
Dapa 10mg 93 (61.6) 73 (59.3) 20 (71.4) 12 (70.6)
At least one related adverse event
Placebo 8 (5.5) 7 (5.9) 1 (3.6) 0
Dapa 2.5mg 12 (7.8) 11 (8.7) 1 (3.7) 0
Dapa 5mg 12 (8.3) 10 (8.5) 2 (7.1) 0
Dapa 10mg 16 (10.6) 14 (11.4) 2 (7.1) 1 (5.9)
Deaths
Placebo 0 0 0 0
Dapa 2.5mg 2 (1.3) 2 (1.6) 0 1 (5.3)
Dapa 5mg 0 0 0 0
Dapa 10mg 1(0.7) 1 (0.8) 0 0
At least one SAE
Placebo 13 (8.9) 8 (6.8) 5 (17.9) 1 (6.3)
Dapa 2.5mg 16 (10.4) 10 (7.9) 6 (22.2) 2 (10.5)
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Dapa 5mg 16 (11.0) 9 (7.7) 7 (25.0) 0

Dapa 10mg 13 (8.6) 10 (8.1) 3 (10.7) 0
At least one related SAE

Placebo 0 0 0 0
Dapa 2.5mg 0 0 0 0
Dapa 5mg 0 0 0 0
Dapa 10mg 0 0 0 0
SAE leading to disontinuation of study medication

Placebo 3 (2.1) 3 (2.5) 0 0
Dapa 2.5mg 3 (1.9 2 (1.6) 1 (3.7) 0
Dapa 5mg 1 (0.7) 1 (0.9) 0 0
Dapa 10mg 1(0.7) 1 (0.8) 0 0
AE leading to discontinuation of study medication

Placebo 5 (3.4) 4 (3.4) 1 (3.6) 1 (6.3)
Dapa 2.5mg 5 (3.2) 4 (3.1) 1 (3.7) 0
Dapa 5mg 5 (3.4) 5 (4.3) 0 0
Dapa 10mg 4 (2.6) 3 (2.4) 1 (3.6) 0
3. O 7t gl thakel o) dukg W

- BA-&of(Preferred term)™ o] dWHg (ARG 7} st
- SOC(System organ class)™d ©]d¥hg- (A L[S 2 a9

- A (RARA
- S0OC

S
=]
=

?_/I\Z]IEH 0]— O]}\O]'H]-—g—— (X‘]{SE:]DO}/ /%4/;}7]@—0‘23” —LO‘-EZZ}OQ/ /;_]_XJ—OH, iﬂo’ﬂig—/ %;‘g—r Z—]-—

3. FuAs8
1) QEA AAUAR e A2bg JIA

e A AE . AojQH W LEoHulo =

[=R=3
Z HbAlc =7.0% ~ <10%%] A-¢2 Ae]) &3l A2¥ I A= dde s bt

=

SR fFEAT HHE BrEsty] A A2, B, TSN, 57FA BT, olF

A, AdE dEAE

- HG4E) - 9REYEEZ 1mg(39%) - = E23 25mgted) : GHEFEEEF
5mg(58™) : TF}Z ] E2 2 10mg (527%)
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4. FTHH HEAA
e TZFYEEZFLE AF TEY AFFE HYse F2& FF5A<Q SGLT2(sodium-glucose
co-transporter 2)o g A& Fo|r, 71 HQd AAAZ A =B T AFFE A
o] =2 TEFL wEA o
e ICH E5 %5 Dl ¢j&td]
fQlel 17 7heAdo] wrhal ddE T
- =g EE279 Cmax9t AUC &3
o] Zhat= A exgkt
- O3 22 223 34 A F(2.5~10mg) oA F7HE B

- Am, AR GG SA AN 50mg7tA o] ©EFeie 20mg7tA o] wHEEeA Ty}
295279 Yepyol $5stel 2SR NaWdst SR WUt £
A ANG Fw B34S doR 24 AP 23 B BHE §FEH o2 Yehge
W, Webd = FA vhebsko

o Fh=Qlo] Fofdt =3 g A
oM =g EEXY A5 aFe AA EJGE AAe} fAFetH L AdE T
- Fr=dlo] g gt e o
F HbAlc ¥t st 2 Al (o= E23 25mg, 5mg, 10mg)ollA] 1<l vs
HIgk=?l, k=9l vs ofAlolRN)ZE vl gk Ad SAH o2 o3 o]t lSdTh
- = SRR TS e FJuasol Bl F O Folroly, ol #F A 9
FAA, =<l /\]841:]]/4}} F7F ARA7] WEFJAA = Bt
- F=A AR FF Aerg, Azgad JFAA AHFIHC)7E "olAaL, A RS
2770 FEEE AU JOoBE FATOE AES YUl oy, dwde=
N2 gRle] tyzegER o] d3For #Fo3 IS vIvde Adse YA st
A¥AE Hrbe dFEE geEdSEITH Ak dolA ztolrt viss Al R AL,
ZFol| g ol dWs FUtE #EEA gt
2 g3 EFE W3 5 dEAREE &F £F glo] I A& Tt

1o
ol:o—ﬂ
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@ F, 3 v v SN MM Tof Smg 19 23] Fejol A 7
o] B2F A%, 3 mg 1% 238 T4 FFo] AFELh vk FIb 7o
2 s

mg 19 23] FoA712 ZFS + ot

28§ CYP3A45 A|A ¢+e] W& Fo: FEg CYP3A4/5 AsfAl(dl, A
EIUE, oEgtZYUE, FYERZvto)Al, otgabrIE, dtyriz, g
ZE, A9y, JEYHZ, AFye e, delEZute]dl 9 B IuE)e}
o] WgFoe Faof gttt CYP3A4/5 A 7ol AU, HAistE o
A HEg & Meo] AR ZFHI CYP3A4/5 AHAS Fojutes 3
Aol A o] oFel &7F zFo]l AydE wle flou, wheF 3t CYP3A4/5
A A7E BEFS FHolokwt ste A, o] ko] &FS o AWhA zHEFe)

o
Aol BAHT. of FEe AAEPY AUCH-ERFE FA5w )7}

= 3 7)

A AE LA GRS weo WHR FHE AR AJFHeE FFoltt
o] &3 A} s kA WA AN FHEIAY BHE
Ak A3 CYP3A4/5 AdfAle] BMEFA7F FAHA, o] &F Fof S

= 51
A A T oldew WAS ol Frh(AshA whzH7]e] 3-58) A]Zto]
A o] F)AHEAF A T 5 FEAE F AR

223N 7% 7HEol (Child-Pugh class A) $Abol]l thal] o] <ol Az &%
L3k Foh 5 X}Efﬂ] upe}, wlolagilol A FTEe 1Hof
(Child-Pugh class B) &z}ollAl=, o] oFe] A|ZHgaFs of Hutoz 7has
Aol AAHL. o]FT LFe Fx ANl orAAT YekAo A =
t}. o] oF& FZ 7ol (Child-Pugh class C) &x}ol] th

3l F7hE v JARAHEEZF AR F, 4 IR 11) & Fx).

x4 2

p‘L
Y
g
)
o
i
ol
30,

A gE QAthE(indazole) FE=AZA, 3 U3 A% AA 48 (vascular
endothelial growth factor receptor, VEGFR)-1, -2, -3¢] w3t =gt ZH+&,
Ae A g2 71UAl AA (tyrosine kinase inhibitor, TKI)

AR

D> =9 Aedg
W= 12127 37}
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2. 7V A5 H 7}

=] = o 2 7
2-1. ICH E5 ¥ & Do) W& &9 754 Hr}
Less More likely Comments
- 5-20mg bidell Al A& A 3t YEhd.
Single AUC-w
Study Fed max
Dose (na/mL) (nghr/m
(mg) L)
A4060010 Fed 6 5 2078 %ol
6 10 sso/lll 511 N
5 15 sl 542 HH
4 20 97sHl 64 NN
2049
6 30 314 1N
|
A4061044 Fed 6 5 17.0 1N 142 N
6 7 ekl  BEEREIN |
6 10 49Nl 233 HH
A4061050 Fed 14 5 33.5 1N 150 N
14 7 510l 251 Il
14 10 9. HE 321 N
Total
. AUCo-24
Daily CL/F Crnax
Stud D rhr/
udy ose Dose (L/hr) (ng/mL) (ngL)rm
Pharmacokinetic Linear Non-linear (mg)
1mg
BID; 2 B 5 sl
A4061019 N3
Fed; smo
' BID: 6 760 >2°H I
day 3
d n=5
postdose 5m g
BID; 10 2/l 35H »H
n=6
5mg
BID; 10 B3I 227 > H
A4060010 "2
Fed; 12ma
' BID: 15 el 6.1 s
Day 15
q n=6
postdose 20mg
BID; 40 27 “sH 9
n=3
-AANEES ey AR HelA =F-H
< BAE 1Y
- O =& AUCE YErd #Afol| Al PFS7E Hth
AT A
Pharmacodynamic Flat Steep _ ) .
-AAEY 2 AMEY XNEAZ FHUME O
VEEGR E]Z241 71UA A Ao st e
W &3 AE T 18 A9 diFEe AE
7t ARAT Qe wF 0 BAE B
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Less More likely Comments
R AF 70 AA4ETF dmg bid= Ad W
FEFI FUY. FE Wepgol T BA
Therapeutic range Wide Narrow ) N
o] 372 AlZHEF 5mg bids Ul 10mg
bid7HA] S & =
- multiple pathways[CYP3A4/5(F 8.t A},
CYP1A2(7¥]), CYP2C19(74¥]), UGT1A1(H
oh)]7F #o gk , 7} genetic
N7F #edg. CYP2C19, UGTIALZ} g
polymorphisme] €& A Jqoy 1149 A%
Extensive sk AL gl AlE(n=389)9] WEEA A
Minimal _ N
Single pathway| genetic polymorphism< AAJE|H9] ==
Metabolism Multiple } i ) )
Genetic o fod dFS mAE GFHF7F oYU
pathways
polymorphism | .
- AAEd PKe Aok AN dFS A
Fe. ToE WHFANA AAEE =Ed o=
B FFH S7hol A& AFHN= AAE
| PKell 94&FS VAA o2&
AT FoAl AAC)SEE 58%%). AL
Bioavailability high Low ) _
AR wEo) A Fe MAA G
Protein binding Low High 27 @ ddES 99.5% A
GAEHS T2 gE-oFw FEFE Tt
sA0] L. A3 CYPIAAFAAAEZY
Drug interaction Little High L) Ev A=AEEHE) ¥8A dAEEY
A=Eo] A7 28 F7F B 79%7HA 2
a3tee
Non-syste ZEsta de A FAWIGEJAA 84
Mode of action Systemic
mic 1,2,39 A<
Litd Aol osjMnt FolE= ofEolH, A
ittle
Inappropriate use High sk EA49HEo] Yy RE FEFEoy &
potential a .
4E 7 fle
o8 BE&F=d F48 7tede oy, o
Multiple 3
Little High o] SAfoM ST JFHoE dB

co-mediciation
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ol XHHE TF7ML BN A

pivotal &%

pivotal 3¢ ¥3AE FH

Axitinib vs. Sorafenib
Hazard ratio (95% Cl)

p—value
Sunitinib-refractory subgroup
Disease progression or death

from any cause

Objective progression

Death without objective progression
Censored

0.684 (0.562, 0.834)

0.0001
N=194 N=195
117 (60.3) 120 (61.5)
109 (93.2) 114 (95.0)
8 (6.8) 6 (5.0)
7 (39.7) 75 (38.5)

17hA o]d A2l A a(GFUE, WuER + [EN-, SA R R, EE A
o 3 2=} i o
E7INyoll Agfigh dold AlMEd FxAp
qpers °] F 5mg bidZ A% ] 10mg bid W A< A5 A 10mg bid : thxF
=
(A2t d) 400mg bid
Ty 8 5mg 1Y 232 AFste] Wepde] gls B9 Hdl 10mg 1Y 23] Fof, 157] 472,
713k AH A3, JFd = Qe ol FGENS e 59 Iy AT wrx] 2%
FAFEAAE
Al 3 )23 A RE] 3ol o} A QH(EH= 1 Z 3
BN AE | AIZUHEA FNN) 723 27 158
A AT 714 27 156
1 93 54 94
- Y& a2 HrMHE S o TR AAE 7] ZHPES)
<HAEH A E>
7} QFo] uiste] AgPeF @ djzeke] PFS HIm(ITT )
<Table. Progression=Free Survival: All Subjects, Korean Subjects and Asian Subjects,
Unstratified Analysis, IRC Assessment Full Analysis Set (ITT Population): Study
4061032)>
All Subjects Korean Subjects Asian Subjects
o & /‘j n=723 N=27 N=158
Number(%) of subjects Axitinib Sorafenib  Axitinib Sorafenib  Axitinib Sorafenib
B 7} A3} | Overall T Population N=361 N=362 N=11 N=16 N=77 N=81
Disease progression or death
from any cause 192 (53.2) 210 (58.0) 5 (45.5) 9 (56.3) 32 (41.6) 43 (53.1)
Objective progression 180 (93.8) 200 (95.2) 4 (80.0) 8 (88.9) 30 (93.8) 39 (90.7)
Death without objective progression 12 (6.9) 0 (4.8) 1 (20.0) 1(11.1) 2 (6.3) 4 (9.8)
Censored 169 (46.8) 152 (42.0) 6 (54.5) 7 (43.8) 45(58.4) 38 (46.9)
Kaplan—-Meier  estimates  for
PFS, months Median (96% CI) 67 (63 86 474656 NE26 NE) 47(27.83 10382N) 4.7 (28 65

0.542 (0.18, 1.632)

0.1346
N= N=12
5 (55.6) 7 (58.3)
4 (80.0) 6 (85.7)
1 (20.0) 1 (14.3)
4 (44.4) 5 (41.7)

0.544 (0.342, 0.864)

0.0044
N=31 N=34
18 (68.7) 22 (64.7)
17 (94.4) 19 (86.4)
1 (5.6) 3 (13.6)
13 (41.9) 12 (35.3)
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Kaplan—Meier  estimates  for
PFS, months Median (95% CI) 484564 342847 476N  47(1583 4527, N9  47(1564

Axitinib vs. Sorafenib

Hazard ratio (95% Cl) 0.741 (0.574, 0.958) 0.781 (0.246, 2.474) 0.757 (0.405, 1.413)
p-value 0.0109 0.3366 0.1881
Cytokine—refractory subroup N=126 N=125 N=2 N=3 N=43 N=42
Disease progression or death
from any cause 50 (39.7) 69 (55.2) 0 2 (66.7) 13 (30.2) 20 (47.6)
Objective progression 47 (94.0) 65 (94.2) 0 2 (100) 12 (92.3) 19 (95.0)
Death without objective progression 3 (6.0) 4 (5.8) 0 0 1(7.7) 1 (5.0)
Censored 76 (60.3) 56 (44.8) 2 (100) 1 (33.3) 30 (69.8) 22 (52.4)

Kaplan—-Meier  estimates  for
121 (101, 13 65 (63 83 NE 2727, 28 121 @ 64 (28 89
PFS, months Median (95% CI) ( 9 ( ) 0E NS : ) 86\ 889

Axitinib vs. Sorafenib
Hazard ratio (95% ClI) 0.462 (0.318, 0.673) 0 (0, 0) 0.367 (0.178, 0.753)

p-value <0.0001 0.0448 0.0023

- AA He o AAE vs. &2HE" PES(month, median)(95%Cl) 6.7(6.3, 8.6) vs.
4.7(4.6, 5.6), Hazard ratio(95% CI) 0.684(0.562, 0.834)(p, 0.0001) PFS<] SA & o
2 o MAS AT ANEE T ovs B dzofel AgtEige] ko]
A" W3 T AFge] F3@ulel 0o HR = 0.684°2 2 (p-3k <0.0001)= 9744
o2 v 9.
colH-FUEE F3He] Aol tiste], AAEY I vs B4 xRk ety
of thate] A & e Abgel 1ol lojA HR = 0.741(p-%k <0.0109) .
o] A-Ato] EFFQl S8t &atoll thste], AAE Y o vs A thEF At
Holl st 2w W8 = AP el dolA HR = 0.464(p-k <0.0001)%.
- @9l EE - AAEY vs. &Y PFS(month, median)(95%CI) NE(2.6,
NE) vs. 4.7(2.7, 8.3), Hazard ratio(95% CI) 0.542(0.18, 1.632)(p-%k, 0.1346)
cold-FUEE S35k @Al tiste], AAEd T ovs &4 thEeFql Aty
of sty dH Ma == AFES fFol 4ol HR = 0.781(p-3k 0.3366).
o] d-Ate] EFFQl F5ke] @Atell Widte], AAEE & vs A thxekQl At

Jol el AW A8 we Agel 970 olA HR = 0(p-g 0.0448)%).
- OopAJerl  EAEES xZF) 0 AAEY  vs. &FEld PFS(month,

median)(95%CI) 10.3(8.2, NE) vs. 4.7(2.8, 6.5), Hazard ratio(95% CI) 0.544(0.342,
0.864)(p-%, 0.0044)

A% §E4 BAAD
- 7} %o ko] AlFeF 2 thxeke] A @A w35 (ORR, CR+PR) H] il

All Subjects Korean Subjects Asian Subjects
N=723 N=27 N=158
Number(%) of subjects Axitinib Soragenib Axitinib Sorafenib Axitinib Sorafenib
Overall ITT Population N=361 N=362 N=11 N=16 N=77 N=81
Subjects with baseline 360 (99.7) 359 (99.2) 11 (100) 16 (100) 77 (100) 80 (98.8)
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assessment

Subjects with

measurable disease at

baseline

Best Overall Response
Complete response
Partial response
Stable disease=20
weeks
Stable disease <20
weeks
Progressive disease
Not
assessed/indeterminate

Objective response
rate(95% ClI), %
Treatment Comparison
Treatment difference
(95% Cl), %

p-value

Sunitinib-refractory
subgroup
Subjects with baseline
assessment
Subjects with
measurable disease at
baseline
Best Overall Response
Complete response
Partial response
Stable disease=20
weeks
Stable disease <20
weeks
Progressive disease
Not
assessed/indeterminate

Objective response
rate(95% Cl), %
Treatment Comparison
Treatment difference
(95% Cl), %

p-value

Cytokine-refractory

subgroup

Subjects with baseline

assessment

Subjects with

measurable disease at

baseline

Best Overall Response
Complete response
Partial response
Stable disease=20
weeks
Stable disease <20
weeks

350 (97.0)

0
70 (19.4)

96 (26.6)

84 (23.3)
78 (21.6)
22 (6.1)

19.4 (15.4,

23.9)
10 (4.9,

15.1)
0.001

N=194

194 (100)

188 (96.9)

0
22 (11.3)

49 (25.3)

53 (27.3)
51 (26.3)
13 (6.7)

1.3 (7.2,
16.7)

3.6 (-2.2,

9.5)
0.1101

N=126

126 (100)

123 (97.6)

41 (32.5)
39 (31.0)

20 (15.9)

349 (96.4)

0
34 (9.4)

77 (21.3)

120 (33.1)
76 (21.0)
42 (11.6)

9.4 (66,
12.9)

N=185

195 (100)

189 (96.9)

70 (35.9)
51 (26.2)
27 (13.8)

7.7 (4.4,
12.4)

N=125

123 (98.4)

120 (96.0)

17 (13.6)
44 (35.2)

33 (26.4)

4 (36.4)

3 (27.3)
2 (18.2)

18.2 (2.3,

51.8)

12 (138.8,

37.6)
0.1662

N=9

9 (100)

9 (100)

11.1 (0.3,

48.2)

2.8 (-23,

28.6)
0.4150

N=2

2 (100)

2 (100)

6 (37.5)
2 (12.5)
3 (18.8)

6.3 (0.2,
30.2)

N=12

12 (100)

11 (91.7)

3 (25.0)
2 (16.7)
2 (16.7)

8.3 (0.2,
38.5)

N=3

3 (100)

3 (100)

2 (66.7)

76 (98.7)

0
24 (31.2)

17 (22.1)

20 (26.0)
11 (14.3)
4 (5.2)

31.2 (21.1,

42.7)

23.8 (11.9,

35.6)
0.0001

N=31

31 (100)

30 (96.8)

0
2 (6.5)

7 (22.6)

12 (38.7)
7 (22.6)
2 (6.5)

6.5 (0.8,
21.4)

0.6 (-11.1,

12.3)
0.4620

N=43

43 (100)

43 (100)

20 (46.5)
10 (23.3)

8 (18.6)

78 (96.3)

6 (7.4)
19 (23.5)

26 (32.1)
15 (18.5)
12 (14.8)

7.4 (2.8,
15.4)

N=34

34 (100)

33 (97.1)

11 (32.4)
7 (20.6)
8 (23.5)

5.9 (0.7,
19.7)

N=42

41 (97.6)

40 (95.2)
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Progressive disease 16 (12.7) 15 (12.0) 0 0 3 (7.0) 7 (16.7)
Not

) . 7 (5.6) 11 (8.8) 0 1 (33.3) 2 (4.7) 4 (9.5)

assessed/indeterminate
Objective response  32.5 (24.5, 13.6 (8.1, 50 (1.3, 0 (0. 70.8) 46.5 (31.2, 9.5 (2.7,
rate(95% ClI), % 41.5) 20.9) 98.7) T 62.3) 22.6)
Treatment Comparison
Treatment difference 19 (8.8, 50 (-19.3, 37 (19.6,
(95% Cl), % 29.1) 100) 54.3)
p-value 0.0002 0.0855 0.0001

3 3
- (RARMAE) AEE Ao WeF sbsstn JAHoR wel sbsstan
aebild 2o vMimAe 0 NEy PO BA4H ndY, 24, Y g, 2
WA J15ARE BAEel FrtGom, ANEY Tt vaPS u) Lot
q e BANA Ewub Fuy ARG FFE, 93, 2 gRY Wy Eo
Z7bshant

<Table. Overview of Drug—Related Treatment—Emergent Adverse Event>

Drug Related All Subjects Korean Subjects Asian Subjects
N=714 N=27 N=156

Number (%) of subjects Axitinib Sorafenib Axitinib Sorafenib Axitinib Sorafenib
Evaluable for adverse events n=359 n=355 n=11 n=16 n=77 n=79
Adverse events 325 (0.5 | 36 (H6) | 1009 | 14675 | 71(R2 | 76(%2
Serious adverse events 44 (12.3 43 (12.1) 2 (182 3 (188 12 (15.6) 13 (16.5)
Grade 3 or grade 4 adverse events | 177 (49.3) | 183 (53.0) | 5 (45.5) 9 (%6.3) 46 (59.7) | 45 (57.0)
Grade 5 adverse events 4(1.1) 3(08 19.1) 0 2 (26) 0
Discontinued due to adverse event | 14 (3.9 29 (82 1(9.1) 163 5 (6.5 7 (89
Dose reduced due to adverse event | R (256) | 70 (19.7) 3(27.3) 4 (25.0) 20 (26.0) 15 (19.0)
Temporary Discontinued due to | 168 (46.8) | 195 (49) | 6 (54.5) 8 (50.0) 45 (584) | 44 (%6.7)
adverse event

2. 10% ©]’¢ thgApoll Al A3k kB dH o] dnkg okt A EXAE)
Preferred Term All Subjects Korean Subjects Asian Subjects

N=714 N=27 N=156

Number(%) of Axitinib Sorafenib Axitinib Sorafenib Axitinib Sorafenib
subjects n=359 n=355 n=11 n=16 n=77 n=79
Any AE, Drug Related 325 (90.5) 336 (94.6) 10 (90.9) 14 (87.5) 71 (92.2) 76 (96.2)
Diarrhea 184 (51.3) 179 (50.4) 7 (63.6) 7 (43.8) 40 (51.9) 33 (41.8)
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Hypertension 141 (39.3) 103 (29.0) 2 (18.2) 1 (6.3) 40 (51.9) 27 (34.2)
Fatigue 125 (34.8) 93 (26.2) 6 (54.5) 0 33 (42.9) 10 (12.7)
Nausea 103 (28.7) 65 (18.3) 2 (18.2) 3 (18.8) 9 (11.7) 6 (7.6)
Decreased appetite 102 (28.4) 88 (24.8) 5 (45.5) 3 (18.8) 25 (32.5) 17 (21.5)
Dysphonia 101 (28.1) 42 (11.8) 3 (27.3) 1 (6.3) 26 (33.8) 9 (11.4)
Palmar-plantar
erythrodysesthesia 98 (27.3) 181 (51.0) 5 (45.5) 9 (56.3) 36 (46.8) 55 (69.6)
syndrome
Hypothyroidism 66 (18.4) 24 (6.8) 3 (27.3) 2 (12.5) 23 (29.9) 9 (11.4)
Asthenia 63 (17.5) 44 (12.4) 1 (9.1 1 (6.3) 1(1.3) 2 (2.5)
Vomiting 60 (16.7) 44 (12.4) 1 (91 1 (6.3) 11 (14.3) 4 (5.1)
Weight decreased 59 (16.4) 54 (15.2) 0 0 6 (7.8) 2 (2.5)
Mucosal inflammation 54 (15.0) 43 (12.1) 3 (27.3) 1 (6.3) 10 (13) 6 (7.6)
Stomatitis 52 (14.5) 42 (11.8) 3 (27.3) 3 (18.8) 17 (22.1) 14 (17.7)
Constipation 44 (12.3) 45 (12.7) 1(9.1) 0 6 (7.8) 8 (10.1)
Rash 42 (11.7) 109 (30.7) 0 2 (12.5) 12 (15.6) 22 (27.8)
Headache 38 (10.6) 24 (6.8) 1(9.1) 1 (6.3) 6 (7.8) 2 (2.5)
Dysgeusia 37 (10.3) 29 (8.2) 0 0 8 (10.4) 3 (3.8)
Proteinuria 37 (10.3) 23 (6.5) 0 2 (12.5) 16 (20.8) 7 (8.9)
Dry skin 36 (10.0) 35 (9.9) 0 0 4 (5.2) 1 (1.3)
Pruritus 21 (5.8) 43 (12.1) 0 0 1 (1.3) 3 (3.8)
Epistaxis 19 (5.3) 10 (2.8) 3 (27.3) 1 (6.3) 8 (10.4) 3 (3.8)
Alopecia 12 (3.3) 112 (31.5) 1(9.1) 4 (25.0) 4 (5.2) 24 (30.4)
Pyrexia 10 (2.8) 15 (4.2) 1(9.1) 1 (6.3) 2 (2.6) 9 (11.4)
Lipase increased 8 (2.2) 18 (5.1) 1 (9.1) 0 4 (5.2) 8 (10.1)
Al a n i n e
aminotransferase 7 (1.9 11 (3.1) 0 1 (6.3) 2 (2.6) 8 (10.1)
increased
Abdominal discomfort 5(1.4) 3(0.8) 1(9.1) 2 (12.5) 4 (5.2) 2 (2.5)
Aspartate
aminotransferase 4 (1.1) 12 (3.4) 0 1 (6.3) 2 (2.6) 9 (11.4)
increased
Any AE, Drug Related 325 (90.5) 336 (94.6) 10 (90.9) 14 (87.5) 71 (92.2) 76 (96.2)
Ear disorder 3 (0.8) 0 3 (27.3) 0 3 (3.9 0
3.3% ol tlgAelN WAT 35F oldel ok B oM 2oKRWA ¥
AAE)
Preferred Term All Subjects Korean Subjects Asian Subjects
N=74 N=27 N=156

Number(%) of Axitinib Sorafenib Axitinib Sorafenib Axitinib Sorafenib
subjects n=359 n=355 n=11 n=16 n=77 n=79
Any Grade 3 or
Higher AE, 177 (49.3) 189 (53.2) 5 (45.5) 9 (56.3) 46 (59.7) 45 (57.0)
Drug Related
Hypertension 56 (15.6 39 (11.0) 0 0 20 (26.0) 14 (17.7)
Diarrhea 36 (10.0 25 (7.0) 0 1 (6.3) 3 (3.9) 4 (5.1)
Fatigue 35 (9.7) 13 (3.7) 3 (27.3) 0 10 (13.0) 0
Palmar-plantar
erythrodusesthe 18 (5.0) 57 (16.1) 1 (9.1) 4 (25.0) 10 (13.0) 15 (19.0)
sia syndrome
Asthenia 15 (4.2) 8 (2.3) 1(9.1) 0 1 (1.3) 0
Decreased

. 13 (3.6) 6 (1.7) 0 0 8 (10.4) 2 (2.5)
appetite
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Proteinuria 11 (3.1) 4 (1.1) 0 0 7 (9.1) 2 (2.5)
.M e O.S al (1.4) 2 (0.6) 1(9.1) 1 (6.3) 3 (3.9) 1(1.3)
inflammation
Lirase 0 11 @31 0 0 2 (2.6) 6 (7.6)
increased
Rash 1 (0.3) 13 (3.7) 0 1 (6.3) 0 3 (3.8)
Alanine
aminotransferas 1 (0.3) 5 (1.4) 0 1 (6.3) 0 3 (3.8)
e increased
Renal — fallure - 4) 1 (0.3) 0 1 (6.3) 0 1 (1.3)
acute
Hyperglycemia 1 (0.3) 1 (0.3) 0 1 (6.3) 0 1 (1.3)
Thromboeytope -, ) 0 1 (9.1) 0 1 (1.3) 0
nia
Ervthema , 3 (0.8) 0 0 0 3 (3.8)
multiforme
Hyponatremia 0 3 (0.8) 0 1 (6.3) 0 2 (2.5)
Hypotension 0 2 (0.6) 0 1 (6.3) 0 1 (1.3)
Leukopenia 0 1 (0.3) 0 1 (6.3) 0 1(1.3)
Hemoglobin 0 1 (0.3) 0 1 (6.3) 0 1(1.3)
Neutrophil
c o un t o0 1 (0.3) 0 1 (6.3) 0 1 (1.3)
decreased
Oliguria 0 1 (0.3) 0 1 (6.3) 0 1 (1.3)
X @=dd Ud 6% =2AR(EFET 2 Fd 0T A7)
: Sl BA7E A AE-EF Smg BID oA SES At o o, o8l
10mg BID7HA] S #3le] 484Uzt Fowr-d Ate 7 ATh(HA] AlFelA HF Fo
77re)). SFel A AAElY £F =W AP obrlol B AMA BATlA 1}
Bt A fAEH e, o= @5l $AloA 5mg BIDE Al&sle] §#S 5
%, gasts dol U@ AAH FYe] g om @k
<gFFHAE>
_ ) OtAlIOIQ! EHXI oo
gt=01 3%t _ _ A A
(8t=20l E&l)
ANZEZ2Z 5mg BID OlA
I /119 (45%) 23/779(30%) 132/3599 (37%)
7mg BIDO ==& &tXt
_ 11-110¢ 7-395¢! 3-470
JHOHQIS] = =D|2¢t
ﬂ[Hoi%%“ﬂ 10mg BID 19 (9%) 11H(14%) 20%
R S (=012t 484Y) (=&012F 8-4842) |(=&012F 6-484¢)
ANZEZ22 5mg BID 0OlA
o1t 4/115(36%) 21/778 (27%) 88/359Y (25%)
3mg BIDH =& &%t
20-341¢ 10-343¢ 7-415¢
JHoHRlel =012+
~ 8.4%
ZHMAZES 2mg BID 1H(9%) 8H (10%) _
_ _ (=&0|2¢
DERl 2 (=&012t 131Y) (=&012t 29-252¢)
6-502¢)
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3. Z1A =8

1) 2 dES AQUEA A1 L3AIE A4061022
WAAFAE : AP 1Y & A5 PO 3 AG013736 174 FAIFL=E 13} &5
S AG-013736 ©3] 2 1Y 23] WHEEA] HdS HESIY dE SxoA Aoz AHA
& &% FrHe.

2) 1YL HES AFANEA A1 A A4061044

PIAEAE - IAPE 1H FAE ISR 5 mg, 7 mg, 10 mg @3] Fo 3 113 Foo
Al AG-0137369] °F53t B QEAAS H7hetr] 913 Al 144 Y RS E 13 £3 L2 5 mg, 7
mg, 10 mg @3 o & AG 0137369 8% &3t Hrhe.

3) AZT dE A]@ﬂl’e}x} A% 3A1E A4061026
AGAIFAE - A7 Wl 2 dEQ AP YRS e E AG-013736 9 2] (Rifampin)
o] oFF o4 *Ji t8& ATetr] A% TR, 34, 14 93P 13

3|
A=

701—

542
AAAF A AG 013736 ©% Eof tlH] CYP3A4 ZE3d F=AQ A HE Foja] oF

=

rok

off

9 AY/AE YAeE AG 013736 9 °FEstS Hrbstes THE A
EAE A4 T ALAE de= A% oA AG 013736 5
mg, 7 mg, 10 mge] @3] A7 Fo 4 95 (PK) H7HY.
5) I &< 8 ¥4 PMAR-00079
17739 AFAIF (kA ok, W)l Aol A7 A 2 JPA AMEES 3 X

=
FY &2 PK AR5 E ol &8t FJeopsst 435 At W57 89S Bl

A E e A U G 94 FEA(VEGER-L 2, 391 e FEs 378 497 €2
A A AAARA 43 TR R SUEYE 1T @ /A Ay

o
B
ot
ol M
o|\
iy,

)
e
re
% n
9
>
=)
2
>
o
e
lo
N
—
N

b #aoh #d
1 Ebutth 28u CLY 74 (25%) AEE
H dEQ tid e AR A3 PKe 7l 1FF Aol glodTh
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B 7tuxsE AAAE (6)

- EFHUIS 213G FEA)
- AFAF Aol e

O 3 A+ ()&= =

@ A F 3 3 A b (H 7 1) (A A A 2 3 ® T 421 (324 4 A)

@D ARSFFRF

A ol ok 1 dEE F HAFFH 30 1y

®A % A e A A o] FHE upo]d FAA
O Hold et
Mol Aghe] Wil F-HER2 X8 & 33tay X85 we FHo| ge
HER2 474 EA2A ol e HA| B7bsd 54 Add f8% St
SAEA B SRl W8 o

® &% - &57
O el +#% A B X8 % (Neoadjuvant)
waZqY, 9494 Ee 7] GARE 2m 2 HER2 4 AU
o] e d 0 BEewoRx EFReFeerd, IRy
AMOlFE XLV E(FEC) e 7HHEES 29st= A5 oW dfios
o] oF¥} AR Y =AgAS HETE
o] oF& Algtd oAb Aol whet, FAA FARRA Aol e ke
= stell AlFrE ook gtk A wo] FA] THed BANA ofdEgA S
AT = de AEIEl s o] <fo] Fof Fojofgirt
o] ke AW Wyoer =AW [HC 3+ Z/FEE ISH>20 BHEE B
HER2 &4 4 Aol A T3k st

@ 8% - &%
o AR, =AY WEEASE o] o &F
ol fret
o] ko] 74O R 840 mgS 60EZF FUFYsta, o]F W 3FFTH &
A& HFO 2 420 mge 30-60E] ZA Fw T3t}
SRS 27| 8HC 2 8 mg/kgs AMFYst, o]F wf 3Fvtrh FA&=F
22 6 mg/kgs AW FYstrh
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2. 7V A5 H 7}

2-1. ICH E5 %5 Do m& <=9 4 371
Less More likely Comments
Pharmacokinetic Linear Non-linear - AP
Pharmacodynamic Flat Steep
Therapeutic range Wide Narrow -8l
Minimal Extensive
i - Aol CYPAS0 enzymeol] ofs A|A=A] &
Metabolism Multiple Single pat.hway ° -
thwavs Genetic X3
pa Y polymorphism
Bioavailability high Low - A o] A A
o oFe wEERE B olels] Y A%
Protein binding Low High = dEA dFel wel Ere o A%
AR FHHA St
- % 9] drug-drug interaction Al @2 43
A ggrout Be FAst B4 oA
Drug interaction Little High
QGNP AN o] ke TE FF PK
of fol% WAL YA eske
Mode of action |Non-systemic Systemic KRR
Little
Inappropriate use High Q87T A ¥
potential
Multiple A Aol FoiE= FAet BE AF
Little High
co-mediciation %

2-2. o}Alokel ¢letka] o
1) A 58t B dEQ(22%)7 v LR A4599)7 el F-2]8 Zo] glAS
2) GEQ 9 Mol BT & T 1 I4AE A Hin A
- GERIA HEFH] mFo] It wtg. ol AT T o AY F AF(LES
[t 57.9kg, A B 69.0kg)
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<Table. Mean Cmax (+SD) Values for Single—Ascending Dose Studies with Pertuzumab>

Dose Group Study TOC2297g Study JO17076
n Cmax (+SD) AUC (+SD) n Cmax (+SD) AUC (+8D)
(mg/kg) ug/mL day“ug/mL ug/mL day*ug/mL
0.5 3 12 1N 43 1N nt nt
2.0 3 55 1N 569 N nt nt
5.0 4 126 N 1478 R 3 105 N 608 N
10.0 3 259 1IN 3959 I 3 181 1N 1400 1N
15.0 8 359 1IN 4503 N 3 320 1N 2350 1l
20.0 nt nt 3 340 1N 2640 1N
25.0 nt nt 6 498 N 3730
- A FAZFOCE normalized A4 F vE= dEAH M AT F54AS
Serum Pertuzumab Conc / Dose per Subject lug/mL/mg)
{Mean]
o1
B T g 4P
*—4—% |5mp/ap JP
S
0014 e e
[3 :.' 14 2’1 P.IE
TIME(davs)

o

3) 370e] 2/3% AFAIGANA obAokRl(9%) T wIopAloll(166W)S] APt = EEE Wl
|

o folgk 2ol sl

2-3. =9l Fo J3AE

T gh=Qlo] X3E o=k A3AE
pivotal % pivotal FAIH Frod
o} g Sk 2} HER2 & Hdold it gkat
Al : o] o + EZFEFEFR + TAHA
ook E
HET : A + EREFEFY + TAEA
Fouby g AL 840mg T § 3F A SE 420mg Fo. AP A Fo
713k AW P72 Fo.
NERE PATAL A AHEITT)
A e i _ A sk 2l oA Qb (FH I EFH
A FZA F(IN) 808 94 253




L 492 54 37144
- 43 A F7PAS(PFS): =)l Bl =lzte] BRAPYE(PES)ELS FAHY

-~

<Table. Study W0O20698/TOC4129g: Summary of IRF—Assessed Progression—Free
Survival by Region and Trial Treatment (Unstratified Analysis, ITT Population)>

Global Asian Korea
Pla+T+D  Ptz+T+D  Pla+T+D  Ptz+T+D  Pla+T+D  Ptz+T+D
N=406 N=402 N=128 N=125 N=46 N=48
Patients included in 406 402 128 125 46 48
the analysis' (100.0%) (100.0%) (100.0%) (100.0%) (100.0%) (100.0%)
. . 242 191 73 62 29 26
Patients tiht event
(59.6%) (47 .5%) (57.0%) (49.6%) (63.0%) (54.2%)
Patients without 164 211 55 63 17 22
event? (40.0%) (52.5%) (43.0%) (50.4%) (37.0%) (45.8%)
Time to event
(months)
Median® 12.4 18.5 13.2 18.6 14.4 18.7
95% ClI [10:13] [15;23] [10:17] [13.29] [8:21] [13;]
p-value {.0001
Hazard ratio 0.63 0.68 0.67
95% ClI [0.52;0.76] [0.48;0.95] [0.39;1.14]
p-value <.0001
'Number of patients in the respecitive treatment arm who are actually included
in the analysis (patients for which records in the event data set are available,
time-to—event is non—negative and non-missing and censoring variable
is non—missing);2 censored; 3szlan—l\/[eier estimates.
- ol b
+ 08 : ob%] BHAY) meahA ebgtort Felet MSkRZE AR AP ek

<Table. Study W020698/TOC4129g: Overview of Adverse Events during the Overall
Study Treatment Period by Trial Treatment and Region
(Safety Analysis Population)>

Global Asian Korea
Ptz+T+D | Ptz+T+D | Ptz+T+D | Ptz+T+D | Ptz+T+D | Ptz+T+D
N=397 N=407 N=128 N=125 N=46 N=48
Number of patients
with AEs
391 406 127 125 46 48
Any AE
(98.5%) (99.8%) (99.2%) (100.0%) (100.0) 100.0%)
289 302 95 103 28 40
NCI CTCAE Grade=3
(72.8%) (74.2%0 (74.2%) (82.4%) (60.9%) (83.3%)

7=




382 396 127 125 46 48
Related
(96.2%) (97.3%) (99.2%) | (100.0%) | (100.0%) | (100.0%)
. 104 140 35 58 9 26
Serious AE
(26.2%) (34.4%) (27.3%) (46.4%) (19.6%) (54.2%)
AE leading to
. . ) 110 119 57 53 21 17
discontinuation
S (27.7%) (29.2%) (44.5%) (42.4%) (45.7%) (35.4%)
of study medication
AE leading to dose 211 244 84 97 29 38
interruption/modification (53.1%) (60.0%) (65.6%) (77.6%) (63.0%) (79.2%)
10
AE Iting in death 8 (2.0% 1 (0.8% 2 (1.6% - -
resulting in dea (2.5%) ( ) ( ) ( )
AE duri t b 20 36
A= dunng periuzdma 5 (3.9%) | 5 (4.0%) | 1 (2.2%) | 1 (2.1%)
infusion (5.0%) (8.8%)
NCI CTCAE Grade=3 1.(0.3%) | 1 (0.2%) - - - -
- % Ak B AT TAA xR Y =24 JEseH, F o7F Al
g9 Aol ofAolldlN E=dAT ol 3 S0l F B P AuF
2 537 4a% 2 94 537 2439 B B4l 1AF
- TE HAlEl YH((NEOSPHERE)S] #AHg #4237 ofxloleldlA s T 4
A% Aol oy ol TAE 23 AR} #HEo] UAAS
% of patients ezperiencing an event
White Asian
T+D Ptz+T+D | Ptz+T+D | Ptz+T+D T+D Ptz+T+D Ptz+T Ptz+D
n=80 n=77 n=79 n=60 n=25 n=24 n=23 n=24
Leukopenia
. 71% 48% 0 58% 84% 83% 4.3% 92%
(SMQ")
Febrile
neutropenia 9% 8% 0 7% 4% 8% 0 13%
(PT)
- WO20698/TOC4129g 7ol Al YERE Zpol= ofrfolle] vre ARHAZ <l
3 A wEEe Bl e Ao AW, FAAT Ye AF P BMI
TN AT 2T A8 SFETHAEST Ao BESR. Ay £3 w
2™ BMIZ} e 54 Aol Yo ®E BRI S
» WO20698/TOC4129g /3ol A ZAetd Fof g 24 Al
=AY §FE 75 mg/mPelA 100 mg/m?O2 e F Y2 oIl
L} ofAJolglE 6t 100mg/m* .2 e, i) ofAlo} AP A=)
75 mg/m’ (£E 1 0|3l RO T FoadS.
- NF Feel o2 § Asiubg ulee obrlopelel A mgkot AR o R
Ao 27 HIzE R on, Abdel o2& Nt 2 HAE F F
sukg- obrlobeldl A gkt
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AAE ()

. 1423+ 4 L 9 A)

- 35EY : FulEls #EE
@ 3] A+ H A o] Bl &5 &1 Al °F(F)
@A F 9 otel et (EA ZF ) (FHAA 2T ® T 142(A-4 8.9 Al)
@ AEfFEY (ol F
(FHE) EAgF % 80mg/4ml, 200mg/10ml, 400mg/20ml
® 48 % Ergg ulo|dol] & A e v gl dH FAA
O FrtEl= #E 49
- HEEHAOIEMIX)E E3H5F o]Hdl| g+ 7H4] o)d2] DMARDs(Disease-Modifying
© 55 .53 anti Rheumatic Drug)ol] thgh §h&-o] 2dstx] eFAY BlAd 899 5%
WA F59 54 FriEs: #Ede] A=
- EEA 0| Egte] BE&Fo A #HEAG FdEE (XA SHZAH
St A 7159 F
e o] ¢te UE Eo xE HEEIYNoEY THE DMARDY HE FoAF
T Utk HEEACIE opgo] AU A&A e Fort §A44d
g Afole 95 54T F Aok
o 919 254 FrbeElx FE G tall, kg(FTA)T 8 mgs 45 13] G
o e g FoistH, 100 kg olde] fxtel disi= A Fof Al 800 mgs Z7siA
= <k "k
o It Txr9 Y, BT THRAT P FaWUAET 59 AFEF HAAF o4
o] WHASt A9 &% xHo] ¥uRH
o £ Al AEAE FAMN 2 A HF 100 mL7} HEF 3Astar, 1417 ¢
4 AARART I
Fel#871d |2 F IL-6Re} ARste] AFFANRIAR] IL-69] AEdDE A3
D> =9 A3
© =9 - m = 2010.1.8 FE3 7}
A& RS - 9 2009.1.16 FE37}
- AE 2005.4.11 37}
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skl Wi Al E EAY
DMARDs®l| EF&3% §Fg Ho|& DMARDs®l| E5&3F B8 Hol=
SEola FZ9 B4 Frlgs 50N £29 84 Frigs
Ad9a = 99 dEAE A 1,2209
S 1. A S . AT
A 2+DMARDs o = A FH+DMARDs o BEE
A& 2E+DMARDSs A g 2F+DMARDs
47 17 3 7Y, 4T A 47 24 RW 34, 4770 MY
AgerEe Aokl Ml AFH, AF[1A BUFe 2054 ACR0 WEEE
AA AA A 12 FEA HIPHESFE G 245%, A HFT 608%S.E Al
A = ofrol FTAAHe=®E  f95kA(p<0.0001)
VA AF AL RS EF F2
<Table 26- ACR20 Response at Week 24 e = B e )
(ITT Population) olF FFEA HIIHSFSAHE APt
Placebo Tz S el vlE ZAFSE fFo Ui
(N=48) (N=47) 20 o°
ACR20 == _‘E‘.‘},in_
Responders 8 (16.67) 29 (61.70)
p-value <.0001
The p-value is computed from ITT population Placebo+ MRANEEE--OM
Chi-square test. results at week DMARDs ARDs
LOCF used for tender and swollen 24 : N=413 N=803 _
joint counts, no imputation used for Primary endpoint p-value
missing HAQ Score, CRP, EST and ACR20(5) 24.5 608 <0.0001

o gl WAES 9k (60.78%)0 |9 < 61.1%, A
18] A8 ok (89.58%) ol o =A ok 728%0 2 AFekFo] © =i
Ede. A ZEude olm %‘E%Zl HE o H

Fekel Aol dHAHA Ve A

o
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fo =
o

o,

ox

r]I,

olo

(3

ox
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Table 34. Summary of Advgrse Events a2 T m A A
(Safety Population) Nedid I OMARDS
N=802
Placebo T C 7 L oxg 253 | (61.1) | 584 (72.8)
=z 5= 35 | 85 | 62 77
Category L] 130_| @31.4) | 373 | (46.5)
N=51) (N=48) (N=99) T 18 4.3) | 54 6.7)
DN & LA UAES B3 A%e Es 6 (1.4) | 23 2.9)
M A Of A =
21 (60.78) 43 (89.58) 74 (74.75) || A1 EN 2% 222 | 8 (19) | 3t ©.9)
Rb<iNC%) S0E +8 9& 28
P-value 0.0010 - = 30 7.2 | 111 (13.8)
B 2N 66 166 232 T 5 RO <7
EEEES
oA E O AR
2N (%) 15 (29.41) 33 (68.75) 48 (48.48)
P-value {.000 -
YA AN 27 112 139
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