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=28 A vt vt mobdd wel vt ddARelA Aol
Fd=d ARE ol&dtd JtuAsE &8st A 9Al FTtst
o] AAsHE e wet 228 IAEE Tl Ao YIAFAETL Aok F
AZE 7R 7taAEE AP 9 8 ZAASEA wolEdd = A=A
S8 F T ICH E5 7Fol=gklolA & A HoA b2 A 3 g
7ha #A AFGE AAE D YA JtuAE R G835t A
5ol taldes gFa A °‘E} olof ICH= Z AAl SAtolAl o FEF-S 21&3HA A%
st At FAIG ol AEHE ThA Y UG A A S (Multi-Regional Clinical Trial, MRCT)<]
F& 75 E =o17] A% ICH E17 7Fel=819lE 20179 11€ =438t $-2lvet
M= 229 ME Aok HA ALE Hste] TR EJQGAFEY AE 2 Ao
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GEE | ‘99 ‘00 ‘01| ‘02| ‘03 | ‘04| ‘05| ‘06| ‘07 | ‘08| ‘09| 10| ‘11| 12| 13| “14| ‘15| 16| 17| 18| 19| ‘20| 21| ‘22| ‘23

31| 33| 45| 55| 143| 136] 185| 218| 282| 400| 400| 439| 503| 670| 607| 653| 674| 628| 658| 679 714| 79| 842| 711| 783

MRCT | 0 |5 | 18] 17| 46 | 61 | 95 | 108| 148| 216| 202| 210| 194| 303| 254| 285 295| 267| 299| 286| 295| 367| 421| 352| 402

I | 31| 28| 27| 38| 97 | 75 | 90 | 110| 134 184| 198| 229| 309| 367| 353| 368| 379| 361| 359| 393| 419| 432 421| 359 381
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20151 1€l mtEHE TtuwAs AAAEIE S S8 2009E -8 20130704 51 &<
7k AF127F 5, TR PHAA, MZEAEA B FAAXEA, Bl ARG A A
& AL sstojorE g AE0%E) T stuAs AA FF(tuAs AF 85FE,
7R A 42F5) 2 AA A7, shetelokE 53, A g kE 270)E A
g wk ok AR vlE olHdlE sluAls AAE T WS 2l b Wy

FAE A tE olsfirt RE3 AAoIAA, Aok FEE UL AAL Aol tigt
R & FAE & e AR 9A FEIA FUh
&A1, A 109 (2014~2023' )3 T 5208 A kA F= AFAIFE (A FAL, <
ANEFE71H 5 A7 oF MEs BEHog At AAAE) T Ot 2
= BlFL 50~60%= 109 Hd2 oF 57%ATHIH
= AR AL AR B =4 23tE A 8 24 5 AAAE A=
Aoz AR A= =7t Agwizdsta i, = HdA
(2019 3.8% — 20233 7.7%)= F7}st= Aot (LE 3).
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800
600
400
200 I I
0
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
m = Uim MRCT

<33 3> MY T Cix7F HAE 52 s (2019H~202349)

m U Tl AR B9 JHAL
2023

2022 QR 325
2021 27 385
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ZtuxtE HE HY A EEZ+
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3. 7lnAge X3H AN IAE FF

2009358 2023\ d7bA] ZhulAE7E AEE A, d=elel gk ZtuAEE 2 sk
& YBNEARE THRE GE7d 3R FAd Aok S A

F2 sty <3 39> A AT T 100d7H2014'3~2023'd)
=7F AN E ARE VtuARE 283 B9 731%, T Tt dRAEEe AAR
A7F 269% = YEbTE 59 99 E FEE HEI A, b57t A o
sty ZtuwARE AEste 497 AS Sk Fol #AE ATH20091~2013'A
46% — 2014:d~2018'A : 70% — 2019~2023'd : 76%).

<E 3> Mo 7luxig HE YHAMNEXERE BF
7tu Xtz HEY 20094 ~20134 20144 ~20184 20194 ~20234
Ct=7F AAAIH 46.3% 70.3% 75.9%
Jtm 14 1724 44.8% 45.5% 39.3%
A 53.7% 29.7% 24.1%
= 34 51.7% 54.5% 60.7%
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Azl Zgetd AEska ATk

slstoforE 11F 5 FAAANZGOFF 4F 502 F 15559 7tuAs AAMEE
TG o, asEE FESt AASEL Ytk G583, 88852 A 7O
old 7luAls E AEdt] Hx dUtE A5 23, 8- 8§F R AAEAH
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1 « ZIZAIOIE
S 7HH|

2 O 2|7t = HHA| E M EH|O| E (D] 22t =7t
3 RN o ShAO|CI B D] =5 A A =7t
4 - OtEZAE|E =7t
5 INRERER=YS| - EEEI|FY =7t
6 - EHE[FY
7 SHESHEX| o ZEt GG
8 o B TapTHEOI2 AN =

27| 2EH|
9 o ZAHFOEIEGS S F A =7t
10 « Y2 HEMZLHE
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<FAZA>

W laAE AAAE (1)

1. 25718 % st
QI8 M 50mg(EF 2 A0 E)
o HEY Q1T 100mg (22 AHO| E)
= —
° SITH 5 150mg (@} 2 AHD|E)
BT 200mg(RtRALD| E)
@ 2AAE St F M H| X ()
® o{7tg 2010-08-06
14 & 2t2A0E 50mg
@ H=tE 18 & 2t2AOIE 100mg
=HFEE) 18 & E2fZA0|E 150mg
1§ & 2t2AHE 200mg
ESMo| EtYY HEIYH
© MA Aol Bl HEIEHE
Aol By HEIEHE
Mol Bty HEIYH
. 16M Ol&Q] ZHE ZAXIOA 2Xpd MALES St LE SHISHX| Y=
® 224 o .
HEELE Kgo 27taH
O] &2 1Y 23| S86l0F otCh X3 HEHE2 12 23], 18] 50mgO|H,
1 2 1¥ 23], 18] 100mg2 2 S &sljoF strt,
AyHts W LfekMo| e, X2 ofF 12 23], 18] 50mg¥ TS
£ on, Aof AFEFENZS 12 400mg(1¥ 23], 13 200mg) O|LCt.
2ol UYE ALEO| 2}, O] ofel FO{E B0l ot 42 FAEH2E
dESte Ao HEECE (of - 1Y TS OfF 200mg HA ZZFA T
@ 8H-8F O] o2 AlALOIR et #A Q0] 580| 7+sStLt.
AZO SHRFOIM O] AFR
dr 9 S5O AT BRHCL>30mL/2)0A O] ko] x2S T
SIX| LCh £F9| AMEON ZAHCLr<30mL/2)QF &7| AMAZ 2K M=
12 300mgl| Z[CHEZO| HEEC YHEMSIX= YAHEM XS 13
Fojgko| Z|CH 50%7HK| F7tEF FO7t HEECH 7| AMESH 2HXLQ|
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Nz2s gd -0 M tiAtM|(efalety gdol XX §2)2 FHO|
o8z Foop othf. 2= MYO BAtOA Y =E2 US| o

ZHEOf RO Mo A&

B U SSEO| Yo 2XofA O ofe E¥xF2 ERSHA| Bt Ol
Ato|M el B =E2 SESs MUTME 125t LSS ZA[SHOF otEt
Of ool stz T2 ol BtAtoME E7HEX| BRUAC.

QI 2R A %Eot das EQOHA| Rbh ZHEO0l As =0 XA 2]

tAAOEQl AMEZE2 AMeHHO|Lt o "as da A AUC 4] S7t=
Liojet 20| etz Lol 2HAIOfA] 1N2{[0]0f otCt (AIFOH 2HAtofAf2]
ME EZ)

0 92 20F U 16A| DIBte] HAUHO| Tieh Y X RN B X1E}
QOO 0|5 HTIOIMO| AHZS HHER| YC

slow inactivation of VGSC(voltage-gated sodium channels),
bind to CRMP-2

© =2l O0)=2 - 2008.10.28. 317} 92 : 2008.08.29. {7}
2. 7l Xt=

2-1. ICH E5 B &

Dof| mE °f=9| &8 Bt

Less More likely Comments

Pharmacokinetic

+ 100~800mg Etre| FO04A| 3 100~400mg 1€
Linear Non-linear 23| HEE EOA| AUC, Cmax 25 gzF-H|gH

K4S LiEY

)

Pharmacodynamic

N2 (400~600mg/day)Ofl A totEtS EO|Lt
Flat Steep K 222H2(200~400mg/day)dlA  SEH0
Hot 2ot 8-8t8 o2tA LiErH

o0 o

[l

HII

Therapeutic range

O O™ -
« 200~600mg/day 2| ALAIEOAM CHMZH
Narrow o2 Lfd L35S, 600mg/daydi A 7t
ST o|4EE2 o= X He|7tsH

=
&
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Less More likely Comments
B0 95%7} =2 H{ME|=0, 2FRANOE
Extensi O 40%7t O|#2tH 2, 30%7F CYP2C190] 2f%
xtensive
Minimal Sinale oath Z CHARM|(O-BIATE 2tZAI0[E)2 Hid &
ingle pathwa N
Metabolism Multiple gG pt, Y|, or® crgao] 22zl cYpaCcios F8 CfA
enetic st N
pathways | N Hel CiAto] HekE FX[BH CYP2C192| M7t
POYMOIPIEM | ataatnice) gaszd gymoz B3 s
g2 ols
Bioavailability High Low =2 MHO|EE(Y 100%), 24 I 8=
Protein binding Low High g AT 15% 0Jot
Drug interaction Little High S2HE Jtsd ®HE
Mode of action | Non-systemic|  Systemic INESEES S EL
Inappropriate use |Little potential High HEZolfFEo =2 OJAte| =50 AFEE
Multiple , Ctdl HEFO 782 =2U, d=-A=h
o Little High N °
co-medications d2 80| ¥F

2-2. 7tu Xtz "I}

© T&

@ AU}

® YYAES
o|ot= 1S . 2tRAIO[E 50mg : 2kZAIO0|E 100mg : 2tZAtO|E 200mg
—=a=
. £H8|£0]
- 2l9f, 2k A0 E 50, 100, 200mg
. U0l
- 9|9, 2R AMOIE 100, 200mg
- 1€ 229(0td, MY), 58 £
<# Treatment administered by group>
@ Fojgdd A Single-dose treatment Repeated-dose treatment
7|2t Day 5-8 bid, in the morning,

Day 1, in the morning

evening
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 Q) | placebo placebo

_14_




OFH M B M N E
N OfAlOfQ!
Hx o | iz A
i = g @2 ol 2l)
AE AR 25(N) 48 48 i -
AEletE AEARE £N) | 48 48 i -

* norm(BW) :

normalized by body weight

<# 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)
AUC 0-96)

. 27.15 51.95 114.65
(ug/mLh) [ ] [ [
AUC(0-96),nomEwW)

oy 1901.40 3656.52 7907.85
(ug/mLh'kg) [ [ [
AUC(Of%),nom(BW, dose)

poih 38.03 1N 36.57 R 39.54 N
(ug/mL h'kg/mg)

AUC(O-oo)

\ 27.55 52.71 116.69
(ug/mLh) [ [ [
AUC(O—OO),nom(BW)

fae 1929.69 3710.04 8048.26
Crnax_(ug/mL) 1.63 1N 2.85 N 5.84 N
Cmaxnom (BW)

nom, 11442 R 200.39 1N 40292 1N
(ug/mLkg)
Cmax nom(BW, dose)

e 2.29 - 2.00 - 2.01 -
(Hg/mL kg/mg)
tmax (h)° 0.5 (0.5-1.5) 0.75 (0.5-2.0) 1.5 (0.5-4.0)
ti2 (h) 15.34 N 15.04 1N 15.93 N
CL/f (L/h) 1.81 N 1.90 N 1.71 R
Aep.05 (MQ)° 16.3 3424 67.90H
CLg (L/h) 0.60 N 0.65 N 0.59 N
fe (%) 32.8 34.2 34.0

AUCp.gsy=Area under the plasma concentration-time curve from 0 to 96 hours,

AUC(.96, nom@w)=Area under the plasma concentration-time curve from 0 to 96 hours

normalized by body weight,

AUC 0..y=AUC(0-t2)

extrapolated

to infinity, AUC-

onom@w)=Area under the plasma concentration-time curve from 0 to infinity normalized
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by body weight, Cnax=Maximum plasma concentration, Cmax, nomewy=Maximum plasma

concentration normalized by body weight, Crhaxnomew, dosg=Maximum plasma
concentration normalized by body weight and dose, CV=coefficient of variation,

PKS=Pharmacokinetic Set, concentration,
ti2=Terminal half-life, CL/f=Apparnt total body clearance, Aep.99=Amount excreted into

urine from zero to 96 hours, CLg=Renal clearance, f.=fraction of administered drug

tmax=Time to reach maximum plasma

that is excreted unchanged

é Median (range)

b, 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

0.1

Plasma concentration of lacosamide (ug/ml)
/

0.001 4

—e— Treatment A,
o Treatment
—-—v— Treatment C

single

B. single

single

2468 12 24 £ 48

Time after administration [h]

PKS=Pharmacokinetic Set. LOQ=lower limit of q
Data source: Table 3.1.1, Table 3.1.2, and Table 3.

- gt o] A1}

metic mean=SD) and Figure 2.1

<H. Pharmacokinetic parameters (geometric mean and CV [%]) of

lacosamide after single-dose lacosamide for Treatment B and C -PKS>

Pharameter (unit) Treg:r_n:;)t B Tre(ahtle;; e
AUCqss

=2, 52.10 N 112.35 N
(ug/mL h)
AUCrss nomew)

=08 3667.13 7748.98
(ug/mL h'kq) - -
AUCT,SS,nom(BW, dose)

i 36.67 R 38.745 R

(ug/mL h kg/mq)
Cmax SS

“ 623 N 13.13 R
(ug/mL)
Cmax,SS,nom(BW)

3 43839 N 905.25 N

(ug/mLkq)
Cmax SS,nom(BW, dose)

=2 T 438 1R 453 1N
(ug/mL kg/mq)
tmaxss (h)? 0.5 (0.50-2.00) 0.5 (0.50-1.00)
t1255 (h) 15.96 R 16.68 R
CLss/f (L/h) 1.92 N 1.7¢ R
Aep.12ss (MQ)P 41311 87.1s
Clgss (L/h) 075 N 0.75 N
fe (%) 413 43.6




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

AUCrssnom@ew,dosey=Area under the plasma concentration-time curve over a dosing
interval 1 at steady-state, normalized by body weight and dose, Cmaxss=Maximum
plasma concentration at steady state, Cmaxssnom@w,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, ClLss/f=Apparent total body clearance at steady-state, Aep-12,ss=Amount
excreted into urine from zero th 12 hours at steady-state, Clzss=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 mean+standard deviation

Figure 8:4. Mean plasma curves of over 0-96
hours for rep dose (Day 9, i ithmic scale):
Treatment B (N=12) and Treatment C (N=12) — PKS

100 o Treatment B, multiple dose
_ —-v— Treatment C. multiple dose
£
2
E 10 ™ v
£ 6 e, T,
3 Ty,
g s
s 14 o o T
8 . e,
s " D
® -
£ 01 °
8
8
2
g
8
2 oot
8
T Loa
0.001 4
2468 12 24 36 8 0 72 82 a5

Time after administration [h]

PKS=Phammmcokinetic Set, LOQ=lower limit of quantification
Data source: Table 3.1.1, Table 3.1.2. and Table 3.13 (arithmetic mean=SD) and Figure 2.2

- 50, 100, 200mg Et2|F Al AUC

Figure 8:9. Dose proportionality of lacosamide after single dose of 50mg,
100mg and 200mg in Korean subjects —~AUC.s6)

2 CmaxO|A EH|HES ERICH

Figure 8:10. Dose proportionality of lacosamide after single dose of 50mg,
100mg, 200mg in Korean subjects —Crmax

Regression fine g Regrassion line .
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o ;
s e s
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5.3.1 EP: ISE Table EP.4.5.1. ISE Table EP.5.5.1, ISE Table EP.6.5.1
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<E B0 CI2 BIE 7t %S3 B>
—— Trial Ethnic AUCr s Conaxss” Ratio® Ratio®
number group (p.g/mL*h) (ng/mL) AUC o
Korean 52.1 6.23
SP952 _ i
(N=12) [ ] [ ]
100mg bid ( ?55203. White 412 4.82 1.263 1293
yofng zalés) (N=12) ] B (1.135, 1.406) | (1.182, 1.413)
1124 1313
SP952 Korean - -
[ | [ |
Asian 105.9 12.03 1.061 1.091
200ma bid [ [ (0.949, 1.187 | (0.973, 1.223)
9 <Pe6T Black 104.8 11.82 1.072 1.110
[ ] [ ] (0.959, 1.199) | (0.990, 1.245)
White 95.0 11.70 1.183 1122
[ [ | (1.058, 1.323) | (1.000, 1.258)

ANOVA = analysis of variance, LCM=lacosamide

a. Data presented geometric mean (%, CV)

b. Data presented as ratio og least means (Korean/other ethnic group) and 95%
confidence interval

180

160

4

140

ol

120

Individual AUC. _ of LCM [ug/mL*h]
g
oo B!

P
& 8
-

o 50 100 150 200 250

Dose [mg/12h]

. B of22 DIZH U440 AX UD B0 SY-WSTA T YO A0, }S
AE XS HEoR AZYMAIY 21 L Si7HARYO) hE L X0| JHsSiCtn B
sheict
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2. 20}

ME 60kg DIZHQI BF 6 M| Of&f 24-Of

dg =7 8F2 1 € 1 2] 10 mg/kg O|L 7HQIE SO M2t 1 =

EE23001 21210 mg/kg¥ = 30 mg/kg 7HX| 8-S SEICL
o

1 e 1
O 821 € 1 2 1,200 mg OIL}.

-

MES 60 kg Ol 2 6 M O] 20t
MSO| 60 kg O|&fQl 20t= Jolit € = FOHL.

3

M7Is0l 42 -Tlaéxfoilﬁ 2 ZEF2 ERSHK
EH
=]

Lt
4. LEOH 2Rt
MZ0R7E s g2 3 26 M O] &0t 2HX f N= Al F|E 7[=0{0

& Of

St, 32OtE[H HAE(CLCR)O| et CHSat 20| 8&2 ZH|{oF Stk

- CLCR >60 ml/min: 8% Z=ZHO0| TQs}X| QLLCt,

- CLCR 30-60 ml/min: £7| €222 1 L 1 3] 200 mg (2F 6 Ml O|4
2019 AL 5 mg/kg) £ 400 mg (2t 6 M O|A& A0te] AL 10
mg/kg) 2 & 1 2[& 2 F& &2 Tt =, 400 mg (BF 6 M| O|& 202
4% 10 mg/kg)2 1 & 1 2 Fofsict 7ol H3o) me2t 82 =F
g = ULk

- CLCR <30 ml/min: & AIF0 2tXtoijA= AHE0| HEEX| E=Ct

- Voltage-gated Na+ A& KtChHA|
« MU CHAREIO] of2] RatE LIEI= OS2|7I2HNELE [etk|=
MTFE0|H, o &2|7tEHNEE SAFIEHINE Q| 2 HAA 2l

© 249l
TR

O/= : 2013.11.08. &{7t, 9 & : 2009.04.21. &{7}
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2. 7l1Xt=

2-1. ICH E5 75 DO M= =9 &8 B}
Less More likely Comments
o AYQ CHY Bl F0] A™FO|AM 20~2400mg/ 2
h y | HAON HAlcE2 SHHHY
Pharmacokinetic Linear Non-linear N
- U472 o gt= £ A™H0|A 200~2400mg/ ¥
HAON ©A Z2 T H[HEY
o 379 Wl 34 O.:I’S/\li.*gl YRR Zaof Tft
Pharmacodynamic Flat Steep E-HES "o 21 AE Xz |fX8TE
800~1200mg QDOJA| 2tTHSIHS
c LTS 27t HAHAYAIHOM A2
Therapeutic range Wide Narrow 400mg~1200mg/L Y. EH=2H AYAIR0N
Z|CH 1600mg/ YK F05t RS
- Z7F0 = Jt=Ed x2St CHALO| 2fsf
o Extensive O &2I7I2HHEQ1%) S 2 Mete|H,
Minimal ) _ -
Metaboli Multiol Single pathway| R-Z|Z7tZ2BH|E (5%), SA7FEHN T (1%)1 A
etabolism ultiple
i Genetic SEFEMN ZTEE AN =2 HfHE.
pathways . "
polymorphism |« O|EZ2|7tZHH T2 M| 24T 2H0{S}HA|
pon, Zetth30l= UGT7H 2tojgt
Bioavailabili Hiah ] « HEOIM TR AHOBES 2 90%
toavallablily | High M olaoln, Molof ofsh YAl e,
Protein binding Low High o Y CHE ASHE 2 40% OISIE RS
- otmal, d7 O/ EE8FO0A s-etmtal %
Drug interaction Little High 47 el il =& ZdA5gen, HUER
HE FOA €% HUEQ sk S7I5HUS
Mode of action | Non-systemic |  Systemic |+ MAIZES LtEHHA
Inappropriate use |Little potential High o MZ2oAEC=Z OAIe| =50 ALE
Multiple , , - SEUNO| RN EN CHE A2 HE
o Little High = L o Lo
co-medications 5o 7tsd % =32

-2

2




2-2. 7tu Xtz "I}

@ T= Ct=7t A1, 3d) &0

@ AR | Ct=7b of&8t 14H(WID-ESL-18-P1) : H4&3t A
[ | o °

o
« Ch=7t 34H(BIA 2093-304) : Tt 16AM| 0|4 &

. C}27} L=t 1AH(WID-ESL-18-P1) :
Q(9f : OfE2|7I=HIAIEOIMIEIO|E 400mg : Ofl&2|7 2| EOLMIHIO|E. 800mg :

@ YHAIHE
ojotz Ofl&217 F=HFIEOMIEIOIE 1600mg
e « Ct=7} 34H(BIA 2093-304) :
2ok . ofj&2|7I=HIFEIOLMEIOIE 800mg : O&E|7 = HIKITIOMMIE|O|E 1200mg
« Ct=7t 253 144 (WID-ESL-18-P1) : Et3F0], 7Y =&
o CHE7} 34(BIA 2093-304) :
(IHE1) f<
EO:II:IH:H al
’ ;_|7+O oo 800mg= (27 400mg A, 0|2 1 ¥ o 800mg)

-

1200mgT(2F 800mg XA, 0|= 1
(TtE2) ME1 27 SHAb CfAF 14 _CT>'_7H El_l.I:HI
400~1600mg HeIOAl 400mg® S&

. Ct=7F 453 12HWID-ESL-18-P1) : ®A| 50H
® A™UER | - =2l : 400, 800, 1600mg 2 S8 =E 8Y, 2t 8&H 2otz 2 29
=4ME - ZFLA[OLQl 1 400, 1600mg 2f 8= H 8%, 2 &Y o= 2 29
« Ct=7F 34(BIA 2093-304) : MK 653 & o=l 58H
<HTH S Z4>
« ESLOf| CHSH ZIAE 14702 AMAIFOM =HEE 1351Fe| Atz=2 ZE
otz 2M2 HASIZ2, of&27t2HA TS| tsetE JtHd S
O|Fst= QRIC2 QF(F7Hh2 Gt SHTCE ZFL|X| AUS

o)
)

<Ct=7} %Fe 14 YHAI"(WID-ESL-18

« St=Ql U TFLAIOFQIO| ofmet2 Lha| A BHEEO|A| Eslicarbazepine,
(R) icarbazepine, OxcarbazepineO CH35t0] &2 H|2|XO0|US
« [ZLAJOFRITt B0l AtO] AFEE 2t &
- SH=QI0M MER Y OlfFe URAS. O|¢EHS, ADR HHEEZ2 215
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S{0H_ XHS E S L AR MEHX O Z18HS
ofa|xt2 7| M SiOH.Ir| XS FUSHH A1IEE_I SH0o| MEiMo= ZTHSHo
ST0AMe 5T M=HE2 %*Xﬂ&ﬂ, LR = Xt MBS ZEEHO
£3 oA MEAXMYESE(CGRPL 2FEAHE AXsto] HEES AX|
@ =Li-2| N
] . 7
Are SISt = : 2019.10.11. &7}
2. 7lnxt2

2-1. ICH E5 £ & Dpof| 2

obBo| 24N B

Less

More likely

Comments

Pharmacokinetic

Linear

Non-linear

. 50~400mg 8% HPIOIM ASUH HEAY

2ol (Study 103/LAHQ).

o

Pharmacodynamic

Flat

Steep

m
o
"

- FO 8 & WiE OfH Rad Hote=9

7§l Oj2 ST, 82 H|2|dS LIEILLX]
A (Study 201/LAHM, 202/LAHO)

« 5{7t =H 8FHSP| (50~200mg)0f A
2tADO|C|Er| S-HHSEA = 2ATHSHA
5ot &2 H[EEE LIEHHX| %43 (Study

301/LAHJ, 302/LAHK)

Therapeutic range

Narrow

o SHAAMAIRHOAM L& AHEEHZ 50mg~200mg/
YA =T 400mg/L7THX]
St (Study 301/LAHJ, 302/LAHK)

Metabolism

Minimal
Multiple
pathways

Extensive
Single pathway
Genetic
polymorphism

« T2 70| CHARZ|Of, Ztofl M CHAL ZE27} Crgt
- T8 HALH|(MB)E CHAMZ|= G0 CYP1A22t
CYP3A47} B5 05t AS

« ZfAD|CIEHRS =53] HiEE

« CYP3A4= oh=Ql0M R THO|(CYP3A*22)7F
SHE H glen siE REHOI=
AFIARHOIME BlIE=7F EZ0{(5% O|TH FHH
Ct Mol ot RIFRA Zsdo| Xl %2

o2 TEHE

Bioavailability

Low

- Y 50 Ee| 50~200mg0iiA Zoi dH0|EES
50-58%%. 2tA0|C|Ete] Yag HO[7t
YHHo 2 MLt Hor tAEz 139 Al §F

MA dzo /HH ttgdo ofsy
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Less More likely Comments

dHOIEE0 7olst Bt LIEtE 7582
S& (Study LACA, Study 102/LAHS PK report).
AOl= 2fAD0|CIEe| =E0f Cfs ™oz
Qolst ¥ake O/x|X ARk

Protein binding Low Hi A EEOIM 2FAD0|C|EF EHEATHER 55-60%Y
HES X=20| 2 AEst= =12l DD

Drug interaction Little AEO|AM PK EE= PD ASE2L2 3QIL|X|

24U (Study LAHD, LAHI, LAHU, LAHT)

Mode of action

Non-systemic

>
>
Bkl
o
o
i
m

C

Inappropriate use

Little potential

r

& =2

(Study LAHE).

oF
pe o

12 52
0x p> 32 % po Ao

AAEHA A2, FTEHY 59
Olftt32 BEE|X| UAS(Study 301/LAH,
302/LAHK).
Multiple Littl Hi Ef HES X2 A= HE 7t5d0| oLt
ittle - 3
co-medications 718 & k2 U HBEHE Ve dE 'S

2-2. 7tu Xtz "I}

® YLAEE R
E A e
o|orz 2tA0|C|EF 50mg : 2kAD0|C|EF 100mg
Eojubt Ol
? ;iou ) s %832 T 4A|Zt OL{Of QIS = O] 2 5E&
© AlESA i 2fA0|C|E 50mg | 2tAD|C|EH 100mg
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« 1A BN "It B AUAHEOUE 28 24|
S A (Pain Free)=l CHAMXFQ| H]
* HO|ABIRINN BES = T

—_

s ¢80 © 2

iU (ilogg) (132?7% (N$ Ijg)
2SS Xt==(%) 179 (19.32%) | 28 (28.87%) | 15Y (16.85%)
Odds ratio 1.17 2.02 -
Odds ratio®| 95% CI| 0.54, 2.54 0.99, 4.12 -

- QI AMAIE ANt SAMY "I Al QAL S EZ51QU2

* Global method(Z32 Q A%) % local specific region of interest
method (JPMDA method 1) oz 2M

<E> A=IOo|M -E 34 AlR(302) Zat
- AHAHBOAE B8 2417 T HES 50| siAE CHAXIQ| Hlg
50mg 100mg 200mg et
(N=544) (N=523) (N=521) (N=534)
CH & A= 544 523 521 534
GIESINTA 28.3 314 38.8 21.0
ek ke| Xt0[(%) 73 104 17.8 -
p-aX 0.006 <0.001 <0.001 -

. 2% QB Tt
- Q1% ChE| B4 44, B 2Bl UMY Wl HE M Y
I
- 9I% CHH| K= QI8 BHIGE =8 Ch4R B8O SAHOR ]of
571 NSO, XEURCE BANOR ROl Rolsl 228
FHEE B2 REFOIM AU T Zasigont 4
=]

o o
MEt HES W Hgo| EE

o

Xe]

—

ol

ot
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AlEIR7E1002 2| T (OFE 2 A|E| )
o= 20| XFA| 2 ()
2021-11-23
18 & OFEZA|E|H 50mg
18 £ OlEZAIE|Y 100mg
18 £ OlEZAIE|Y 200mg

o “ABR50", CtE MO "PFE"7t M7Z
o “ABR100", CF2 THOf| "PFE"7} AHA

F
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e
(=]
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i
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ot
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wo
M
o
=

ol
150
o

O “ABR200", C}2 HHO|| “PFE"7} M{AZXI 23 M E
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e
o
—

b

Lto
X =
ols
2%t

o
T

|ZHE7t0 2l &7t

CIRF7E QUALE LHed 0l

1

1€ 12| 100mgO|L}. A[XEZ22Z 100mgo

.

olL- o
S

A=

x20| Zol

Ct.

x

3
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=&/ 0fOf

O
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(eGFR) 60 mL/min O[&f 90

mL/min 0|Zh. 553 (eGFR

3
60 mL/min OIBHAIZO $xto] FS, 0O o] BYZYS MW= =

12 13 100 mg =+ 50 mgO|LC}.

=3 (eGFR 30mL/min O|Zh

-

Ao gxfel FL, 0f o] W AlX

220
-1 0 —

12 13| 50 mgOlD:I 2 ZCEZ2 100 mgo|Ef

Of of2 MM #el 27|

MEBHESRD) AN HFEX] RHRAE

2) ZHEof
A3 (Child Pugh A) == &53(Child Pugh B) Zt&0f EXtojA EZFXEH2
ZR5IX| ULt O &2 FF(Child Pugh C) ZHO 2HXIO| AESHAM = QHEICY,
oF2| 27| ™ | JAK XSl A|
© =2
o ==y 37
ARSI F= : 2021.09.08. 517t
2. 7Zl1XI=
2-1. ICH E5 &5 DO WZ f=2| Z+d Eot
Less More likely Comments
Ph Kineti L Non.|i OfEZAIE|Ht ZHEMHE LE2  100mgoiA
armacokinetic lnear on-linear o -~
= 200mgl 22| 8% F7t0f H|#|st0f St
£ 8T(100mg H 200mg)2 ZF YMFO=R
olnjde REY Mg EIUH, Xz zito|
Pharmacodynamic Flat Steep 8 oIEHN g A7 HEEUS. AHd FH
Ol AT 24, 2lmls Zi4A SOM 82 oEHO
HEEAS.
>0t 124 3EE-53 AD K| X|RE 2[% Of
Therapeutic range Wide Narrow  |EEZA[E[HS] HetEl HY BF2 100 E=
200mg QDY
OfEZAIEIHE ZF2 o3 CYP BA =
n Extensive |CYP2C19, CYP2C9, CYP3A4, CYP2B6O| 2l CHAL
Minimal .
Metaboli Multiol Single pathway|Z|t, CYP2C19 S CYP2C97t orHEAlEl = CHARO]
etabolism ultiplie o —
th Genetic  |H0Sts =2 AQ CYP2C19 X CYP2C9 HIHHE
pathways =t
polymorphism [OFEZA|E|H E= ZHdEE2 L=Z0= %to[7}
ol S
AM AN DO
WAHE HX|E OLEZAIE|HO kWH{HZ HEItet
Bioavailability High Low STEE2 >85%0|H BOl BT YHOI8E2
60%2 F
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More likely Comments
OfEZAIE|E S CHARHI(M1, M2, M4)o| ChHiZsE S
Protein bindi High ZtZk 0.36, 0.63, 0.71, 0.830|AZ. OtEZA|E|HT
rotemn Hinding T2 oA EzE0] ) Yoo 2 ChstEo
=2 A4Sl &8 0| oMK %
s cyP2C19 AMAQ AdES FO T2 X
oA 8% =Ho| AHEE. Oft' AElY =2 10
Drug interaction High
9 PO Ak cvp Bao] oMA £ SERTF O
%S TEHeto MzEEL2 01|éJEIXI %e.
Mode of action | Non-systemic |  Systemic |4l 28 2kE 2
. , HE7tol A=t MUALSEH EXES AL
inappropriate use MOh Igjarelg AlMsE B7E SRS 28
2-2. 7t X2 "7}
O T Ct=7t eA"EY) &Y
THEQE(B7451013 Ald) : S5k WA| 52| otEnld HF0| U= 12A|
" Ol&t AlCH&A}
@ A'%“:ngl- EH.Q O EH S == == M L=Ke:| ol £
oog-u B7451029 Al% 335 LHXl Sgl Ol‘EJJ-lo J-Ll |:|o| T HH7
HS |. 7<o|_| )é-)i |04|:HAI-X|.

s

ild

@)
1o po
10 ox
>
oot
ol

- Q|9F OfEZA|E|L
. O|OF L= OfEZA|E|LHD 2AQMO| He

=0

o

®
NoH4m
N 2
0T
I
A

. 919F, OFEZA|E|E 100mg QD, OFEZA|E|E 200mg QD
Qe

of fE= OFE2ZA|E|H 100mg QD E+& OFEZA|E|H 200mg

QD =2 o] WEFO

gh=2l (N=35) OFAJOFQ! (N=129) HAH (N=391)
?12F | 100mg | 200mg | £ | 100mg | 200mg | £/ | 100mg | 200mg
8 13 14 29 46 54 78 158 155
=2l (N=25) OfA[OFQl (N=132) HH| (N=595)
{2k | 100mg | 200mg | $I2 | 100mg | 200mg | £/ | 100mg | 200mg
5 9 11 31 48 53 131 238 226
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e A 7t

@ MEY OfEZUXIZE|EEAIZIX150L 2 AH(ETZT|FT
@ =i 2| ItoHS)
@ &7tY 2023-08-31
@ ARAZ
mL & EZZ7| 50mg
ZHFEE)
© MA S e Mol B X SRS 80| |2 Z2|HEAEX|0
°° E0f Q& FAFOICH

MAeHo| CHM0] Zl= Mol(Th 184 Ol S HAEHEE 12M~17AM)0
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sE0M S OtEL| mFgel A=

ﬂ|rL

9
0
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Less More likely Comments

u

N

r

18]

=

o

-m

2

=2

)

rot

agu': nE

M 4m &
0 2
or Mo — Hu
AT 4
kI rlo

0x
=2 10

0o
0x
>

o
=

Inappropriate use |Little potential High

0l

0 H g0 |m
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oy =

Multiple

o Little igh ol & &l Eﬂggﬂ;
co-medications

I

2-2. 7tu Xtz "I}

@ & CH=7} OIAI-Alo-I 34l I- FS e

@ MUY | S0 SF ADOLEL LR H)7F A= del(=18M), ELQ R CHeAt

Ol A 3HK
) ;;:Agldo 9o, =2yl y
7| X=2(16%F)
« EZZI|FT 300mg, SC, Q2W, 600mg x£7| 2 =
o 22 2mL, SC, Q2W, 4mL =£7| 2Y =
X el 3 S 2t X EE6F)
@ Fogy 8|« EFEI|FY 93X HEE{I2HR:2:1)
7|2t - EEI27]5 Y 300mg, SC, Q2w
- EZ27|5%3 300mg, SC, Q4W
- 2|2 2mL, SC, Q2W
. oF HHEXL

N ECZTRA 2 TN =HE ECZTRA 2 ot= o9&
© ARt . .
SN E ERI|FE Qw | fl9f Qw dRIFE Q2w | f19 Q2w
(n=593) (n=201) (n=58) (n=20)
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« 165 IGA0/1 =Y % EASI 75 =Y CHAXL HE MENOZ, Shx 19|
JE0AM EFZY|FEO X2 2k A AR ZHCHMC] X2 Zotet
LX|e
- 163Xt2| IGA 0/1

R95% Tralokinumas

cny Q2W Placebo  p-value
Composite
ECITRA 2 Horea r - i52 T2I58 (20. T} 1020 (5.0%] Q068
ECITRA 2 | s | LAR IS (22 2% 227207 (10 8% =0.007
Treatment polcy
ECITRA 2 Koisa } - { 178 3058 (22.4%) 1120 (5.0%) aaT
ECITRA 2 f—a—i 114 TAZGET (2E0%1 TEROT (02 4% b 00

o _._A'I Poac i keIt LAY
@ -ITRO <10 0 W0 W 30 40
RO{95% Cl}
- 165Xt2| EASI75
RO25% Tralokmumah
ch QW Placeba  povalue
Composie
ECEZTRAZ Horea R | s THER TR 12005.0%) 0.028
ECETRAZ | Fak} TRRIBEN (33 2% IR0 (11 4% <000
Treatment policy
ECITRAZ Morea | B 5T TRISE [310% 120 |5.0%) 0.0z
ECTTRAZ - M3 F2AGHT (3T Q%) FAR0H (16 4%) <0001
[} 20 40 60
RD{%5% CI)
O SO tiet EolE&2 & 28 RARSHA LIEHRL, HIREE2 ojdH#E2
@ orEd B3N SSEO HEHS. 0l & 7k 2ot LIEHHE Olg#S2 SOC
22 5 2oz ol
£=
- MEE dUULAE T ot=0 Atz TH| & OfA[OrRl Auto| H|W Xt=0AM B2 &
oLt ot=¢l Zits TN Z1tet BHlWSHY 1A w29 B7tE0M 2 X0|7F §S0

oty SFHOAMe z2mtY [SHNME =7t D24 M2 =X $UhE
et EEZI|SE2 USH 2210 ofgh Xo7h =olx|X| fiot o= YYAtzS| =LY
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W laAE AAAE (6)

1. 2572 % 57IArE
O =Y SRz (EHE|FE)(FHAM =
@ 2AAME Mol ER3elM =)
® o{7te 2012-04-06
@ A=AEZ ~
Sapas) 1HO|Y & EAMZ|FE 80mg/4mL, 200mg/10mL, 400mg/20mL
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<H. Statistical

Estimates in Chinese,

Japanese,

Korean,

Comparison of T-138727 Pharmacokinetic Parameter
and Caucasian Subjects

Following a 60-mg LD of Prasugrel on Day 1, 10-mg MDs of

Prasugrel on Day 8, and 5-mg MDs of Prasugrel on Day 18>

Dosing Parameters Race Geometric LS means | Asian / Caucasian
Regimen (units) (90% Cl) ratio (90% CI)
60mg LD AUC(0-tast) | Caucasian 486 (427, 553)
(ng.h/mL) Chinese 653 (583, 733) 1.34 (1.13, 1.60)°
Japanese 643 (567, 730) 1.32 (1.10, 1.58)%
Korean 611 (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)°
10mg MD | AUC(0-tist) | Caucasian 69.6 (61.1, 79.2)
(ng.h/mL) Chinese 97.9 (86.8, 111) 141 (1.18, 1.68)?
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)°
5mg MD AUC(0-t.st) | Caucasian 30.3 (26.7, 34.5)
(ng.h/mL) Chinese 424 (37.8, 47.6) 1.40 (1.18, 1.66)°
Japanese 416 (36.7, 47.2) 1.37 (1.15, 1.64)°
Korean 404 (35.2, 46.3) 1.33 (1.10, 1.61)°

AUC(0-tjns)=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
MD=maintenance dose.

® Not equivalent because 90% Cls
0.7 to 1.43 for Chax

. of2iet Hjm

- OFA[OFQIOIA L=E0| F7}510,

interval;

LD=loading

dose;

H
o

LS=least squares;

are outside limits of 0.72 to 1.38 for AUC and

7t

(o) O
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o o
o 8 gl o
S 8
o7 8 6 §
O o
o g
O
Koreans Caucasians
260 kg <60kg 260kg <60 kg
1W0mg Smg 10mg  Smg
= A 1= ook
H3E 60 Ka O| 4 HE 60 Kg Ol
Trough MD Platelet Aggregation Trough MD Platelet Aggregation
(Subjects > 60 kg) (Subjects = 60 kg)
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<# Comparison of Prasugrel's Active Metabolite Exposure in Korean
Subjects in the Present Study and Study TABZ>

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 58.4 383
(ng.h/mL) . . . - .
Crnax 498 271 92.3 61.9 410
(ng/mL) [ | [ | | | L
Previously reported in healthy Korean subjects, Study TABZ
N 22 NA 22 NA 21
AUC(0-tiast) 611 NA 83.9 NA 40.6
(ng.h/mL) . . .
Crnax 586 NA 74.4 NA 385
(ng/mL) [ [ [

<H# Summary of Arithmetic Mean (SD) VN-P2Y12 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) (30/5mg)
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 488 N
Day 1, Thour 95.5 N 942 1N 86.9 N
Day 1, 2hours 98.9 N 97.7 N 940 N
Day 1, 4hours 99.2 N 99.1 N 96.5 N
Day 1, 24hours 97.5 N 98.3 N 92,0 N
Day 10, predose 89.3 N 87.c N 63.c N
Day 11, predose 8s.5 N 91.2 N 64.c N
Day 11, 24hours 925 N 91.0 N 67.0 N
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<Ch=7t YLAEOE 424, TABZ)>
- Op3fst gotES - 1, 8, 18 =
- AZEAIQtO] HISHY Bh=QlojA HaT ST XNofls0| = LHEHRCH

Prasugrel (LY640315) HTT-EW-TABZ Main Report

Mean IPA (%)

p o5 1 2 s 20 os 1 2 4 w2lo ws 1 2 4 12
Caucasian Day i Day 8ihour Day 18hour

Chinese
Japanese

Lhafel

Korean
+ or - Standard Deviation

“u

Figure TABZ.7.8. 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)
of prasugrel in Caucasian, Chinese, Japanese and Korean subjects.

- St ot - HY T ZIHA S HIZFIOHARAIS] AUC, Cmax, Tmax

o

otdt ot=0lE H|WSIYS W, Tmaxe FASHLE AUC & Cmaxe
o
=

<# Summary of Geometric Mean (CV%) Pharmacokinetic Parameters of
R-138727 following a 60-mg LD of Prasugrel on Day 1>

Parameters Cancasian Chinese Japanese Korean

N 22 25 19 22
Cmax 476 614 565 586
(ng/mL) ) ) . .
tmax 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
a Median (range)
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<H# 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 98.7 744
(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-tjast) 69.6 94.7 89.9 839
(ng.h/mL) L L [ [
AUC(0-2) 554 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

a Median (range)

<# 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 304 47.9 493 385
(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) 30.3 424 416 40.6
(ng.h/mL) [ | [ | [ |
AUC(0-2) 255 357 36.1 322
(ng.h/mL) [ | [ [ |
AUC(0-4) 32.2° 41.4° 41.6° 389
(ng.h/mL) o ol ol

N=Number of subjects

a Median (range)

bN=19;R-138727 concentrations were only quantifiable up to 2 hours in 3 subjects
cN=24;R-138727 concentrations were only quantifiable up to 2 hours in 1 subject
dN=18;R-138727 concentrations were only quantifiable up to 2 hours in 1 subject
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<# Summary of Arithmetlc Mean (SD) VN-P2Y12 PRU Following a
Prasugrel Loading Dose and During Prasugrel Maintenance Dosing>

Mean (SD) PRU

Prasugrel Prasugrel Prasugrel

(60/10mg) (30/7.5mg) (30/5mg)
Timepoint (N=10) (N=10) (N=10)
Day 1, predose 290 1N 273 1R 297 1IN
Day 1, 0.5 hours 118 N 107 1N 172 1R
Day 1, 1 hour 13.5 N 19.0 TN 46.0 TN
Day 1, 2 hours 3.30 N 7.00 N 20.1 N
Day 1, 4 hours 2,70 1N 3.70 N 12.1 R
Day 1, 24 hours 7.10 N 5.10 N 269 1N
Day 10, predose 348 1R 35.1 N 121 R
Day 11, predose 396 N 264 1N 123 1R
Day 11, 24 hours 244 1R 272 1R 107 1N

Abbreviations; N=number of subjects; PRU=P2Y12 reaction units; SD=standard deviation.

<H# Summary of Arithmetic Mean (SD) VN-P2Y12 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) (30/5mg)
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 48.8 N
Day 1, 1 hour 95.5 N 9.2 N 86.9 N
Day 1, 2 hours 98.9 N 97.7 R 94.0 N
Day 1, 4 hours 99.2 N 99.1 N 9.8 N
Day 1, 24 hours 97.8 N 983 N 920 N
Day 10, predose 89.3 N 87.6 N 63.6 N
Day 11, predose 8.5 N 91.2 N 64.5 N
Day 11, 24 hours 925 N 91.0 N 67.0 N

Abbreviations; N=number of subjects; PRU=P2Y12 reaction units; SD=standard deviation.
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JtE - Y T ZGA B HIZFSTIARAS] AUC, Cmax, Tmax

<# 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-tjas) 600 283 78.1 58.4 383
(ng.h/mL) || || | || ||
Crnax 498 271 923 61.9 41.0
(ng/mL) || | [ (| (|
Previously reported in healthy Korean subjects, Study TABZ
N 22 NA 22 NA 21
AUC(0-tjast) 611 NA 83.9 NA 40.6
(ng.h/mL) [ ] [ | ||
Crnax 586 NA 744 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

<H# 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
Crnax 498 271 923 61.9 410
(ng/mL) [ [ L [ [
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-tiast) 600 283 78.1 58.4 383
(ng.h/mL) [ ] [ ] [ [ [
AUC(0-4h) 550 265 732 56.5 375
(ng.h/mL) [ | [ [ [
AUC(0-6h) 567 273 757 63.3¢ 37.6°
(ng.h/mL) | | | | |
AUC(0-8h) 576 277 80.8° 61.5° NC
(ng.h/mL) | | | L |
AUC(0-12h) 587 2854 93.2f NC NC
(ng.h/mlL) [ | [ | [ ] [ ] [ ]

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

aMedian (range)

Pn=5; ‘n=8; ‘n=3; 'n=2; 9n=19
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<CHR7H YANB(14 o218, TABZ)>
L B OIS, AEAN AL T

AL

510} sH0l

dE=7t =4

<# Summary of Treatment-Emergent Adverse Events>

=2, UMAAL ECGOIM 2] Ht
HH

LIEFSLTE

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 Severe 0
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
Severe 0 Severe
Total 103 Total 49
N=Number of subjects
®Adverse events considered to be possibly or probably related to study drug
<H# 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
MedDRA preferred term Day 1 Days 2 to 8 Day 9 onwards (N=22)
Contusion 11 12 [13] 4 [4] 14 [18]
Post procedural 11 1 [1] 1 [1] 2 [3]
haemorrhage 3 [3] 1 [1] 4 [4]
Headache 1[1] 3 [3] 1 [1] 4 [5]
Somnolence 2 [2] 2 [2]
Menorrhagia 1 [1] 2 [2] 3 [3]
Wound haemorrhage 2 [2] 2 [2]
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Number of subjects with adverse events
[number of adverse events]

60-mg LD 10-mg MD 5mg MD Total

MedDRA preferred term Day 1 Days 2 to 8 Day 9 onwards (N=22)

Dizziness

Pain

. 2 [2] 2 [2]
Dyspepsia
2 [2] 2 [2]
Acne
. 1] 101
Chest pain
A 1] 101
Decreased appetite
1011 101
Hot flush
o 1] 101
Joint injury
. 1] 101
Metrorrhagia
A 1011 101
Mouth ulceration
1011 101
1

1 [1] (1]

Procedural pain

Overall total 4 [8] 13 [26] 12 [15] 18 [49]
N=Number of subjects

<zl ALAE(Y A4=E, TAQC)>

- oM Ot ATEd AAL EEEZ, AUHMEAL ECGOIAM Q] B3t

« 60/10mg, 30/7.5mg, 30/5mg FO0{Z0|A ZIZ 30.0, 40.0, 30.0%2| 0|4
B30l ENEQYY, O F A=A HAE HiAE =+ 8le oldEt32

Chsat ZLf.

<# Frequency of Drug-Related Adverse Events>

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

Prasugrel Prasugrel Prasugrel Total
(60/10mg) (30/7.5mg) (30/5mg)
MedDRA preferred 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

3. 2

o T2 E[Om2El AZo HHAINZE HAAFAAl HLHO|A CHESH CYP4500]
OIS0 CHAME|O| EMCHAMM|Ql R-1387272 TEHE|1, R-138727= P2Y12 =80 o8l

Oifels gt 2y 3 SES HIZIYH22 Majjstot.
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- O] of2 ofAmZlnt HEFONSI0] XY = XA BAYSMAIEPO)Z =2E 29y
SUSZT(ACS) AN FSUHE=td AL o g0l A=t

- Y% CHMASE0| =1 |X|8Z2 75mg0lAM 15mglE FItof| mat 58 UEE
=g #EHE GSo|dESez 2ot Al FTHE0| S7t5t0 of=2| F+d0| Kt
TS0 O2=0] RUALH.

- PK/PD 22 S SOt &9 CHAINS] skof 4t ST 2A 7L AFE st Al
NERE HIEL2Z At tuARE MEoHAL

- MZE ZtUX=O|M ZFFA|QHDE OfA[OFQIO) CHeh Sfsst & ofHsh(@adt S8s) 21
Of A ZFLAIQHO] HISH OfAJOMRIOIM HHIM o=z Fofot S7t7t ZHEE0], SH=2lofA]

=
o —
-viol-

OWM-ORMOH Chot =745 Ql E7t7 7 EIACH

- ME 260Kg X FH <75MQ SAEHME HES 2-Al Zef=1R0| 2JCiArMof Chet
Q= 1t OfA[OrRIe] MU =FF =7t FASIRALSLL,

- MEE X2 =25 Ao izl 22003 Fo20f HSHY 7ot =
=g 4290 2EaE HE 60Kg DRl SHATO|A ot== Zofoh OfA|OrRIOIM =
F=0| Ao tiet == EAUC)ZE FolotA =T

- SIS Yoz Aot Y| AER =27t Fot=2 XﬂaEIM_EH O 21 eh=2lofMe
EEE 7| 2AIE OFAJOHRIOM QL FAFSH Bers LIEtLRICE MEtA 7tuAtzE HECZ
U S7tAteol chgel LEs §'--8T0| 2HE5HRICt

- 754 olgel L A 60kg Olste| 2HAHZO| L3l Of ofo] £0& HTSHA| e

- 60kg Ofd, 75 0|2 J2I0f CHolA = 2HAF 7HES| 78/ g0 WhatA 2lAtel EHEt

Stofl 5mge 2 & 0| 7HsotL},
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_ BAEFE10Y e[ A/ (E ettt E 0= A
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HAEE20Y 2| A3 (E - et E 0= ARG
@ 2/AE o= CHA| CHA| 25 (=
@ &7tY 2019-03-29
@ HEAE 18 & ELDERe 2 A 10mg
=HFdE) 18 & B IETO 2 A 20mg
© KA Aot 2ol EtRlY HEIE YA
ok W7ol BRI HEIEYH|
© Bs=1 A, 02t AEYFHES 02t A ARES X232 FX L,
o
HIAH ZO0|EAYRIEXI(NSAIDs) F0 Al U E= AOIK[FHY R X
. AU
MolojA HELZEtRto 2 A 13 20mge 1€ 13 ZFFEosict dg|2n
S AL M= E|CH 8F K| FOBHCE,
- Oj2HY AR ASo K& U XEZ FALHY
MOIo|A E=-ZEtRtO 2 M 13| 20mg 1€ 13 ETFENHZE 43X £0f
@ Y8 SICH b7t SESHX| %2 42 8FX| £ £ QUCH £t Oj2hy
Az FTHo| K22 FXLYHNM= 12 10mg=2 1€ 12| E+5F0
StH, 27 S2HK| %2 42 13 20mg2 1€ 13 4750 & =+
ALt
« HIAHZO0|EAHTIEHM|(NSAIDs) F0 Al QHY E= MOIX|EHY I &KX
HoIoA BEeZetto 2N 13 10mg2 1€ 13| ZFF OISt
o ZEEHMHN QAEH| XA (Potassium-Competitive Acid Blocker, P-CAB)
* 0 oF2 Ao of3t BMslE ez SiA| 41, VAN U Z4E FWH Yoz
ofg| &8 7| M H+/K+-ATPaseE AX|SHCt O] 242 H7|H0| A5t U AMZES| 4 M-d22(0f
YAIZE THESHM At Hd S AXIBICE ATt AROo| A =4 HH0f CHEHA]
o] &2 Zst dxzE2 EolCt
=Ly-2| . .
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2. 7l1Xt=

2-1. ICH E5 £ & pof| 2

Ok

Less

More likely

Comments

Pharmacokinetic

Linear

HMEd2 Ldolat H-L2210| M H|==5H LT
10-40 mg2| X|=4 F2|0jot & He0M

9| 48} E7} Al, dose normalized Cmax 3
AUClast g2 2201 A[RHCHERIOIM 1.9-28] &
H|-UZ Q1 A|HCH XL A 1.6-2.1H S7H=| ATt

Pharmacodynamic

Flat

S pH 24 FX|AIZH B (HTR)E B[S 21,
10-40 mg & BI0M FUSHH 8 o|EHe=
SHE LIEtWHA, CHo|F 0] Al 40mgOl A 92%
(2 X 87% (H-2&22N7} plateauz
LEEHHTE,

Therapeutic range

40 mg EZ0M HtE JFRH 2 79 =
QIZHOI M =QIE = E2F (Cmax 4f of 59.89
ng/mL)at QIZHo| A E-ZajTto] Ik CHuE
ATHE0| 852% - 88.0%2t= AMMO| Z2A3}0,
free drug0ll @7{gt QHH DOREI2 >550H1 2
AlLHEICH,

o>

Metabolism

Minimal
Multiple
pathways

Single pathway

polymorphism

L TaRhe F2 ZHY CYP3A4/50] ol
de2ln 2RO 2 CYP2B6, CYP2C19, %
CyP2D60| ofdlf t=1 Z#|SHA CHAFEICE
YTt CYP3A4/5 AMME AESH FEH

2 S2AE AN BEemed =52
SHi S7HEID, Ol P4H= Ro[0|5HX|

UL M HoZ Bl TapRE CHALO| Cist
e

Mo J
=
0

OIXIR] = A= =l ALY,

Bioavailability

High

& WHOIEES 67%0|H, YAHs AlROIM
Al & AZE BOl 2= R2 A2=2 QI ALY,

Protein binding

Low

L

o AbZt HE CHMA ATHE ;852 ~ 88.0%
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Less More likely Comments

 BrmapR2 OHE HEAE0 g A E
7+5°80| =Ct. DDI A0l M Z=S CYP3A4/5

O = Er-zZetrt =2k Cjsf ojo|st

Drug interaction Little High 347} 9= o2 ol=g|eict 0] wa}
CHE oEate| HEFHIL AdH = Fo5H

- X2 dHO1E

=
= |
At Atz Bole= &

: 0, YAts AR
Mode of action | Non-systemic Systemic o DR

HOI | QUC

S
|0
Jtot

- HLTEITS MEOIYEOR HH LA

Inappropriate use |Little potential High ARE Hsad0| Mt
. BEIARS C12 YEYST S A8
7t5°80| =Lt DDI AlFHO|A L=t CYP3A4/5
Multiple , ) AMHM = 2r-mepdt =20 cish ojojst
L Little High . s ol =
co-medications 27 e Ae=E YSERJCE 20 et
CH2 of2 7o ¥8F0TI YA Qoo
Broapth 220 gdes 01E 7tsgol Qlnt
2-2. 7t Xt =27}
@ T= Ct=7t AR Y) &
LHAIE 28 (LA 2F7FY A-D 529Q) D2hg M=oz =E Al At

A AR C
@ AR | A/B = /DO M2t S}

® YIAHE
o 2 ZEHTHP-CABAIA), 2tAZ2tE(PPIX )
O| (0] ==
—1 =
Figure 9.a  Schematic of Study Design
1-28 days Treatment Phase*
(Obser. Phase: 3-7 days prior 2,4 or 8 weeks
to rand.). e
820mg o da No End pi
Sereening Phase Healing at 8 |
, o) by Complete
E gt Ol H ﬂ
@ e 0:1 od X TAK-438_305 Study
7 | 7 |- i i / (lonz-term r:a]intanen[s
Al study)®

Enduscopic healing
after 2_4 or 8 weeks

Intervention Starts Usual Clinical Care™*

=: Gubjects with mdoscopic aealing will complete fhe study at fhe tinepoiit 2t which such ensoscopic healing hasbeen confimed and will be cligible with infoumed consant for
the ensuring long-term maintenance study TAK438 305

*%: For those subjects with eadoscopic healing after 2, 4 or § weeks treatment who are not eligible for TAK-438 305 study orunwilling to participate the long-term mamtenance
study mvestigator should treatthemwath usual chimizal care.

IC=mnformed consent. Obser.=0bservation. rand.=randomization.
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« TELMEE: 5-HT3 84 ZEH|
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pathways | N gdNz TetE O|20|= UFOEER st
polymorphism tHAtHZE A

_62_




Less

More likely

Comments

- AZQE L2 14C-HFRIEESE FO{T
7t

A
AZ(NETU-09-21)2 U FELEE 2ISHA
CHALE|Of phasel, phase2 CHAIME 2% &MF,
HEIDEEE & 50%7t T2 CYP3A40]| 2|df
M1, M2, M32 CHALEL CHE & 7He| O] d X (0
CYP2C9, CYP2D6)0| 2ISiME HX|TH RSt
CH AL

_—

o go

X ox

pniy=;]
[Si=

0x

Bioavailability

Low

- OtZIX|FE Y22 RO L= FAHOZZ

O dXOo|EE2 100%Y.

Protein binding

Low

. EAYSTEES WY T AL MY [

. HEIEIE Q| CHEZISIZ0| &=

(== -

92.14%, 10uMO| A 94.86%, free fraction 5-8%
o|9ie

rlo
e
o
k1
=

N

g_l-
M
rlo

[ =)

1% |:||EI|-OI
- 10-1500 ng/mL &sZO0|A L|Fm|E

ElE
EHE
oS CHHASIE2 99%E =153 S

Drug interaction

Little

%E_.

TAHSOEIES HMOoZ EO0{E|0, phosphataselt
esterasel} Z0| Z3E|X| &= TAQ EEO
ol 7t+EdiEl22, ZAHSFOELERL CYP450
AMH/FEMZ ST HE A= 20| HDEE2
S Ao Z WME. In vitrodM, ZAHEL|EIEE
CYP2C9 % CYP2C19 =9 FEE XA,
OATP1B1 % OATP1B3 #=3Ho| 7|Z U AXH|
RAoLt, ZAHFIEER CYP2C9 R CYP2C19
= OATP1B1 OATP1B3 & P-gp 7|& 7t &=
7“ROI HES HoSHAS.

L1|TuIEJ_— Ml FE CYP3A4  CHARE.
CYP3A4 AH|Het UEIEES HEFO& U
SOEESl HXZ [ESHH, HHE CYP3A4
FEHCe HEEFOE= UEIEGE L& AAE
OF7| gt

HEOEE ZHELXMEE, HSRIOHEQ
P-glycoprotein 7|2 ¢l C|H4l AHOJOf| fEZ<tH
ASEEL oolo
HEOEES| A4ESEf= CYP3A4 7|=Q 02
A 2010[AO|Lt OICHEEe| HEFOO| 2ls e
HEX] AU,

Mode of action

Non-systemic

Systemic

MASES Lhet

[B B |
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DPP-4 2H|H|

- DPP-4 M= HE Qe 2HE FTIAZ|D {EY =F712 2HE
EEESEEMRS L - = s _;H - N N
At 1A E 22252 L&D ZoE INEN 52| 45H
g3 Y ZESHE AN
@ =42 _
a 3|7} QR o|orZ x| A X
AR |= 2013.01.25. 3{7f, YZ2ZT(2011) =X
2. 7tuXt=
2-1. ICH E5 &5 DO W2 2| Zd Eot
Less More likely Comments
- 4T A™O YA Cid 6.25mg~100mg  EH2
Ph Kineti i Nor-li £o, M2d Y= Xt iy 25mg~400mg
armacokinetc lnear on-linear
= 250 Al AUC, CmaxOf CHoH 82k-H|2| 40|
2ol
AL A™f&X CHA 25mg~800mg THa|F 0,
oh g . Flat ot M2y T Xt 4 25mg~400mg EHEF
armacocynarmic = eep Al 2tatst M3 of#{shDPP-4 AXHE ; Emax,
Esan (% inhibition)) = 0| LtEtL
<24 AMAIEON 12F B2 12.5mg~100mg
BtE S0 oA I CHH |olst X2zt
Therapeutic range Wide Narrow ZEEULH, M2 GOl A= SAIOIM 2F
&0t Z|Tf 400mg 1¥ 13| EH=E FOjAl0] = gat
otHMo| &olE
- 0] AE2 E CHALE|X] Yol, F7HX| 55|
%2 CHAH|(CYP2D6S Sdll M El= M-1 <1%,
Minimal Extensive CYP3A40] 23l - |— M-I <6%)= Z24=0
Inima
Metaboli Multile | >n9le pathway Hish 22 ofz|d g4d& LIEH
etabolism ultiple
" P Genetic | - 9l 9! OfA[OFQl RETHOIN CYP2D62| poor-
athways
P Y polymorphism | CHARX} H|EO| ZtZ} 2F 7-10% X 1% D[R
M2 18] A, CHAF 240 |HE CHEMof 2|
g B 7tsdol RS
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Bioavailability
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Protein binding
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Drug interaction
Mode of action
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<E> HES0l 3 o5

(=1 1

[etolE Qo

g = (a) L (b) 0= (o ¢ + 0=
TF2rolE g ¥z ¥z ¥z B3
z N (SD) (SD) (SD) N (SD)
Cmax (ng/mL) 125 12 55.3 31 68.4 34 53.0 65 60.3
] ] ] ]
25 12 114.1 40 152.2 97 129.5 137 136.2
[ [ [ [
50 12 246.0 18 387.1 29 2459 47 299.9
] ] ] ]
AUC(0-inf) (ng.hr/mL) 125 12 895.3 31 892.5 34 820.3 65 854.7
[ [ [ [
25 12 16749 40 16369 97 15855 137 1600.5
[ [ [ [
50 12 3306.7 18  3255.6 29 32923 47  3278.2
[ [ [ [
Cmax/ME (ng/ml/kg)(d) 125 12 0.9 31 1.1 34 0.8 65 0.9
| | | [
25 12 1.9 40 24 97 1.8 137 2.0
[ [ [ (|
50 12 4.1 18 6.2 29 3.2 47 4.3
| | | [
AUC(O-infy/ XI5 125 12 13.9 31 14.8 34 11.8 65 13.2
(ng/mL/kg)(d) — — —— ——
25 12 27.6 40 26.4 97 219 137 22.8
[ [ [ |
50 1 55.0 18 524 29 41.8 47 459
L L L L
Cmax/8& 36 4.6 89 6.2 160 4.9 249 54
(ng/mL/mg)(e) L L L L
AUC(0-inf)/ 82 36 683 89 675 160 643 249 654
(ng.hr.mL/mg)(e) [ [ [ [
Cmax/2 /& 36 0.076 89 0.101 160  0.067 249  0.079
(ng/mL/mg/kg)(f) L L L L
AUC(0-infy/ /X5 36 1.107 89 1.100 160 0.869 249  0.952
(ng.hr.mL/mg/kg)(f) I (I || ]

a) YAAIE 106

@ &

(b) Ol A

(

d HME =2H

(e) 8 BEZ

H 8 #&3 L HT EF

QA A|E CPH-001, CPH-003, CPH-006 3 CPH-007DML £3% H|0|H
o) YAAIE 001, 006, 022, 023, 026 X 0272 E% HO|H
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12
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i,

ot2toje ok

g eh (a) U2 (b) 0= (o) Y + 0O/=
TF2rolE G ¥z ¥z ¥z ¥z
= N (SD) N (SD) N (SD) N (SD)
Cmax (ng.mL) 125 12 75.4
[
25 12 1548 8 1996 25 1443 33 1577
. . . .
50 11 3354 8 4315
[
AUC(0-24) (ng.hr/mL) 125 12 8422
.
25 12 16256 8 14003 25 13622 33 13715
] ] [
50 11 33892 8 30524
] ]
Cmax/M% (ng/ml/kg)d) 125 12 12
[
25 12 26 8 30 25 1.9 33 2.1
| | |
50 11 56 8 7.1
[ [
AUC(0-24)/H15 12> 12 132
(ng/mL/kg)(d) —
25 12 27.0 8 213 25 173 33 183
[ | | |
50 11 56.4 8 495
[ [
Cmax/ 82 35 6.299 16 8308 25 5770 41 6760
(ng/mL/mg)(e) [ [ [ [
AUC(0-24)/82 35 66697 16 58531 25 54489 41 56066
(ng.hr.mL/mg)(e) ] I [ [
Cmax/22 /8| 35 0.1 16 0.1 25 0.1 41 0.1
(ng/mL/mg/kg)(f) [ [ [ [
AUC(0-24)/22/H 5 35 1.1 16 09 25 07 41 0.8
(ng.hr.mL/mg/kg)(f) . . L L

@ ¢

(b) AAIE CPH-002
(0 YA 101
d) HE 273

(

(

a) o|)é|-)\|04 106
)
e) R=A=}

(=]
S

= BES}

3

o
8% Bt A HE 2F

=
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- 82 4SE mEHOIE 0 Cfs) F7tE D Btz o 2R 29
<H> HRR0 2 37t 7 8 B Chax X AUCE-m2l Hl
Ls = vs €2 BHE vs Ol #HE vs (224015
o}2}0|E
nt2to|E st om o2 GMR GMR GMR
(90% Cl) (90% Cly (90% Cl)
Cmax/ &% 4.479 593 4714 0.755 0.950 0.847
(ng/mL/mg) (0.685-0.833)  (0.867-1.041) (0.775-0.926)
AUC(0-infy/2% 67581 66827 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=7|5} HFH|

<H> w%;o:l :Ic.s_ _'_':|L7|' Zt 'g":_c;t Ejg Crnax ey AUC(O-im‘)—O—l Hljl—
Ls 4z g vs A2 B3 vs O3 B vs (YE+0lF)
mu}2}o| g st s o= GMR GMR GMR
(90% Cl) (90% Cl) (90% Cl)
Cmax/8% 6.174 8102  5.579 0.762 1.107 0918
(ng/mL/mg) (0.677-0.858)  (0.998-1.227) (0.838-1.006)
AUC(0-inf)/% 65949 58219 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=7|8} HH|
do7tHs gl Bo Ol HtE £0f = AE DPP-4 K| st EIt
- AUEC(0-24)(A|Zt 0B El 0] & 24A|ZH7HX| of2dst gt Mt HA)
- Emax(2HEE Z[CH 21}, E24(F0 = 24A[7t0f 2HEE 20
- Temax(HEE Z|0f 2oH0| =S AlZh
st 0= 3 LZQl AHCHYXOAH L2 EE 125 25 EE
50mg Ttz 22 UE B2 F03 0| AMAFHe=RH O/=7¢ 8
L0 XAEE S0, ot=0l ALAI™ Zntet Hln
okzq st <H> HE0 = ofsHst mietojly 9F
a 2 (@) LE (b) o2 (© Ug .02
ntato| g ¥
& N (SD) N (SD) N (SD) N (SD)

Emax (%A) 125 12 84+ 31 925 N
25 12 21 4 959N 53 932 101 945 N
50 12 957N 13 o777 5 %4+ 13 974N

E24 (%A 125 12 602 31 764 1N
25 12 684 48 806N 53 773N 101 789 N
50 12 g3 16 ss4 N 5 s+ 21 851 N
AUC(0-24) 25 12 19212 40 20856 48 19462 M 88 20095 M
(hr. %A




<E> HH=E0] = of2{¢t niato|g Q9
£ ek (a) U (b) us (0) U=, 02
at2to| g g
3 N (SD) N (SD) N (SD) N (SD)
Emax (%2H) 125 12 898 N
25 12 933 8 9% > 4/ HE 33 %s Il
50 11 %Sl 8 975 N
E24 (%H|) 125 12 669 1R
25 12 742 8 3SHEEE 25 so3EEE 33 s N
50 11 ssolll 8 ss4 N
AUC(0-24) 25 12 20307 8 21427 HM 25 20936 33 21054 W
(hr. %2 X))
. of2{zt mato|Eof Cfsf 27t W BIE 3 BAEN 3
<H> CHE|S0f & 27} 7+ et mteto|H Hj@
_ g 3 o o gt vs Y2 sh= vs Ol Sk (R
nt2|olE & @ ) O xto| x| X1o|
= (90% CI) (90% ClI) (90% CI)
Emax 125 864 9535 -6.135
(%A (-7.682, -4.589)
25 R15 KBRS B -3.810 -1.040 -2.425
(-4.522, -3.099)  (-1.745, -0.335)  (-3.099, -1.752)
50 %B73 9Bl %638 -1.997 -0.665 -1.331
(-2.657, -1.338)  (-1.542, 0212)  (-1.975, -0.688)
E24 125 60175 76361 -16.18
(%A (-20.0%4, -12.279)
25  683%7 81635 77306 -12.26 -8.939 -10.60
(-15020, -9517)  (-11.665 -6214)  (-13.207, -8.001)
50 81275 8533 #43% -4.087 -3.121 -3.604
(-6973, -1202)  (-7.143, 0.900)  (-6.520, -0.689)
AUEC(0-24) 25  1921. 2085 1946 -164.3 -24.92 94,65
(hr. %24 A 229 618 158 (-205.21, -123.57)  (-64.961, 15.101)  (-132.85, -56.472)
(@) LYHAIE 106
(b) Y&AIE CPH-001, CPH-002, CPH-003 % CPH-007°| &% |0l

(@)

oo
QIAMAIE 001 & 0022 E3 H|O|EH

<H> gH250] & 27} 7+ %t nteto|H H@
2 . = vs A= g3 vs O3 S \s (@)
memey g B OOF %ol ol %ol
= (90% ClI) (90% CI) (90% ClI)
Emax 25 93308 96200 94416 -2.891 -1.107 -1.999
(%A (-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 83500 80300 -9.325 -6.125 -7.725
(%A (-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 25533 2;;‘5 252963 113 629 87.18
(hr.% 2 H)) (-165.55, -57.233)  (-104.64, -21.298)  (-129.06, -45.299)

a) A 106
(b) Ol A

(@)

—

oo
AMAIE 101

FA|® CPH-002
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Hotol 22 HAo ZMA (125 25 U 50 mg) Y22 EEIS X DPP-4 EHOl A&
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Less
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Comments

X2 Nz onRAs Betvt

Therapeutic range
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® YMAEE
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AHEEMME
| st=2ol H| k20l OFAlOFel
o o
- T )
AHCHEAE 2=(N) 596 111 485 71
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® AACHAL N | N 519 95 424 65
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<E Clo=2|227% PK It2t0lH o &>
PK Parameter Dapagliflozin Dose Statistic
2.5mg (US SAD 32
Cmax (ng/mL) 2.5mg EJapan) ) 29 =
Geometric Mean (CV%)
5mg (US SAD) 67 Il
® L=t 5mg (China) 9 1R
10mg (US SAD) 116 N
10mg (US BE) 172 1R
10mg (Japan) 124 1R
10mg (China) 173 1N
20mg (US SAD) 269 1N
20mg (Japan) 265 N
50mg (US SAD) 600 1N
50mg (Japan) 610 N
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PK Parameter Dapagliflozin Dose Statistic
AUC(INF) (ng-h/mL) 2.5mg (US SAD) A |
Geometric Mean (CV%) 2.5mg (Japan) 103 1R
5mg (US SAD) 185 1N
5mg (China) 324 1R
10mg (US SAD) 368 1N
10mg (US BE) 663
10mg (Japan) 439 N
10mg (China) 605 IR
20mg (US SAD) 977 IR
20mg (Japan) 930 1N
50mg (US SAD) 2004 1N
50mg (Japan) 2093 1N
AUC(0-T) (ng-h/mL) 2.5mg (Japan) 8o N
Geometric Mean (CV%)
5mg (China) 315 1N
10mg (Japan) 464 1R
10mg (China) 590 TN
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PK Parameter

Cmax (ng/mL)
Geometric Mean (CV%)

Dapaglifiozin Study Day
Dose Day 1 Steady state
2.5mg (Japan) 43N 48 1R
25mg (US-02) 27l 30l
5mg (US-03) ol os N
5mg (China) oV | 9 1R
10mg (Japan) 18l 1o
10mg (China) 173 R 200 TN
10mg (US-02) 106 119 I
10mg (US DDI) - 208 TN
20mg (Us-02) 23 R 202NN
20mg (Japan) 29¢l 305 1N
25mg (US-03) 279 23l
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- P Study Da
PK Parameter Dapagliflozin y Lay
Dose Day 1 Steady state
AUC(TAU) (ng-h/mL) 2.5mg (Japan) 1230 15718
Geometric Mean (CV%) 2.5mg (US-02) 98 [l 126 1R
5mg (US-03) 220 1IN 281 1IN
5mg (China) 29710 32918
10mg (Japan) 602l 727 IR
10mg (China) 540l 604 IR
10mg (US-02) 420 1R 506 N
10mg (US DDI) - 835 1N
20mg (Us-02) 725 910 1N
20mg (Japan) 1027 IR 12258
25mg (US-03) 1037 R 1373 1R
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@ oFaist Study Urinary glucose amount [mean (SD)]
Healthy US (n=6, SAD) 51 1
Healthy US (n=6, MAD) 40 W
Healthy US (n=14, Bumetanide DDI) 3718
Healthy US (n=14, Rifampin DDI) 51 1l
Healthy US (n=16, Mefenamic Acid DDI) 44 |}
Healthy Chinese (n=14) 47 1R
Healthy Japanese (n=6, Japan SAD) 63 1R
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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)

Difference vs PLA -0.44 -0.39 -0.64 -0.19
(95% Cl) (-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, -041)  (-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% CI) (-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 is the number of subjects in the full analysis set.
N# if the number of subjects in the efficacy data set with non-missing baseline and
Week 24 (LOCF) values.

0] B3t ALH (A

- Ho]A2rQlut Hjuoh Ha} E’S
T2 o EEA Tl =l

2) Ao RO LHOIM 1At r=d E7HH o[22l Bl woh #HotE
28Em)e 2IF 7t Hu
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<H. 11X R84 ot Stel 7t Hlu>
PLA Dapa 2.5mg Dapa 5mg Dapa 10mg
Korean vs. Non-Korean
Difference
045 (0.14, 0.77) 0.20 (-0.11, 0.51) -0.05 (-0.37, 0.26) -0.00 (-0.32, 0.31)
(95% Cl)
p-value 0.0047 0.1986 0.7354 0.9805
Korean vs. Asian
Difference
0.56 (0.10, 1.03) 0.12 (-0.32, 0.56) -0.35 (-0.78, 0.09) 0.04 (-041, 0.49)
(95% Cl)
p-value 0.0170 0.5980 0.1228 0.8644
- o= EEL ROToM SAHECE Folpt 43EE0| ZHEEX|

B AL,

« 2% 7B Y

: Total body weight(kg), 2-h post-challenge plasma glucose level(mg/dL),
Subjects with HbA1c<{7%, Total body weight(kg) in subjects with
baseline BMI>27kg/m? FPG(mg/dL)

B op

1) HA 2% ot=Ql, ot=¢l, OfAJOrel SHTITHO| CHSEO] AlRd Sfut

<H 7He% A = HIOIHE MLt M 243 (LOCF)e| 82 22Xt 24

Yot - TM 24

MNE>

Treatment Overall Non-Korean Korean Asian
Total body weight (kg)

Placebo

N# 145 117 28 16

Baseline mean (SD)
Mean at Week 24 (SD)
Adj. mean change (SE)

80.94 (15.773)
80.22 (15.516)
-0.72 (0.2263)

84.18 (15.286)
83.45 (14.972)
-0.74 (0.2543)

67.40 (9.339)
66.75 (9.362)
-0.59 (0.4776)

67.3 (12.941)
67.17 (12.657)
-0.09 (0.4134)

Dapagliflozin 2.5mg/day
N#

Baseline mean (SD)
Mean at Week 24 (SD)
Adj. mean change (SE)

154
81.89 (19.003)
80.69 (19.302)
-1.18 (0.2196)

127

85.04 (18.793)
83.94 (18.934)
-1.09 (0.2441)

27

67.04 (11.657)
65.40 (12.670)
-1.59 (0.4857)

19
63.95 (10.875)
63.28 (10.876)
-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) (-2.35, 0.34) (-1.78, 0.47)
Dapagliflozin 5mg/day

N# 142 115 27 19

Baseline mean (SD)
Mean at Week 24 (SD)
Adj. mean change (SE)
Difference vs PLA
(95% Cl)

81.00 (18.635)
79.44 (18.363)
-1.56 (0.2286)
-0.84
(-147, -0.21)

85.31 (17.473)
83.82 (17.068)
-1.47 (0.2566)
073
(-1.44, -0.02)

62.66 (10.631)
60.77 (10.238)
-1.99 (0.4897)
-1.40
(-2.77, -0.04)

66.71 (12.242)
66.64 (11.717)
-0.04 (0.3790)
0.05
(-1.07, 1.17)

_82_




Treatment Overall Non-Korean Korean Asian
Dapagliflozin 10mg/day
N# 151 123 28 17

Baseline mean (SD)
Mean at Week 24 (SD)
Adj. mean change (SE)

80.56 (17.869)
7831 (17.804)
226 (0.2217)

83.93 (17.304)
81.88 (17.159)
-2.07 (0.2481)

65.76 (11.914)
62.62 (10.837)
-3.13 (0.4761)

66.46 (14.977)
64.09 (14.569)
-2.36 (0.4006)

Difference vs PLA -1.54 -1.33 -2.55 -2.27
(95% Cl) (-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

158.6 (58.75)
149.6 (68.82)

Baseline mean (SD)
Mean at Week 24 (SD)

156.6 (60.67)
143.1 (70.10)

168.1 (48.93)
180.1 (54.09)

162.9 (51.98)
116.7 (100.14)

Adj. mean change (SE) -6.0 (5.016) -9.7 (5.668) 115 (9.711) -47.6 (18.760)
Dapagliflozin 2.5mg/day
N# 126 103 23 16

1404 (68.18)
107.9 (58.37)

Baseline mean (SD)
Mean at Week 24 (SD)

133.6 (69341)
109.6 (61.57)

171.1 (53.59)
1003 (41.36)

156.8 (55.36)
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 -315 -20.3 -81.3 -13
(95% Cly (-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) 151.2 (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) -415 (83642)  -50.0 (16.742)
Difference vs PLA -26.0 -20.1 -53.1 -2.4
(95% Cly (-39.7, -12.3) (-35.7, -4.5) (-78.9, -27.3) (-52.8, 47.9)
Dapagliflozin 10mg/day

N# 132 106 26 16

157.3 (69.03)
1200 (65.17)

Baseline mean (SD)
Mean at Week 24 (SD)

154.2 (73.70)
114.8 (68.39)

170.1 (44.12)
141.0 (45.19)

168.5 (46.96)
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% Cly (-42.2, -15.6) (-42.0, -11.8) (-65.4, -14.6) -60.2, 44.2)
Subjects with HbA1c<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 74 26.3
Percent adjusted (SE) 26.8 (3.331) 303 (3.848) 10.8 (4.670) 26.7 (9.974)
Difference vs PLA 13.7 15.5 6.4 7.7
(95% Cl) (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 303 313 25.9 15.8
Percent adjusted (SE) 30.3 (3.499) 31.6 (3.885) 24.7 164 (7.613)
Difference vs PLA 173 16.8 20.3 -2.6
(95% Cl) (8.7, 25.9) (7.0, 26.7) (34, 37.2) (-22.2, 17.1)
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Treatment Overall Non-Korean Korean Asian
Dapagliflozin 10mg/day

N# 49/150 37/123 12/27 5/17
Percent 32.7 30.1 444 294
Percent adjusted (SE) 31.7 (3.574) 29.9 (3.839) 38.7 (8.955) 20.9 (9.160)
Difference vs PLA 18.7 15.1 343 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)
Mean at Week 24 (SD)
Adj. mean change (SE)

86.81 (13.632)
86.06 (13.292)
-0.80 (0.2949)

87.90 (13.632)
87.12 (13.285)
-0.82 (0.2971)

75.44 (7.040)
7491 (6.912)
-0.59 (1.4133)

74.32 (9.968)
74.03 (9.696)
-0.30 (0.5270)

Dapagliflozin 2.5mg/day
N#

Baseline mean (SD)
Mean at Week 24 (SD)
Adj. mean change (SE)

104
89.92 (17.031)
88.74 (17.421)
-1.17 (0.2979)

9%
90.80 (17.196)
89.64 (17.469)
-1.14 (0.2934)

8

79.31 (10.765)
77.86 (13.324)
-144 (1.4628)

7
70.13 (7.648)
69.13 (7.631)
-1.11 (0.6440)

Difference vs PLA -0.37 -0.32 -0.85 -0.82
(95% Cly (-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)
Mean at Week 24 (SD)
Adj. mean change (SE)

90.09 (14.606)
88.33 (14.455)
-1.74 (0.3031)

90.48 (14.630)
88.75 (14.499)
-1.72 (0.2981)

80.90 (12.059)
78.63 (10.417)
-2.23 (2.0784)

75.48 (8.714)
75.14 (8.676)
-0.31 (0.5897)

Difference vs PLA -0.94 -0.90 -1.64 -0.02
(95% Cly (-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)
Mean at Week 24 (SD)
Adj. mean change (SE)

89.85 (13.481)
87.37 (13.718)
-2.47 (0.2999)

90.54 (13.685)
88.31 (13.717)
-2.22 (0.2997)

80.77 (12.059)
75.00 (5.274)
-5.73 (1.5759)

7836 (14.377)
75.74 (14.256)
-2.52 (0.6401)

Difference vs PLA -1.67 -1.40 -5.14 -2.22
(95% Cly (-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)
Mean at Week 24 (SD)

172.7 (37.31)
170.8 (44.56)

175.0 (37.59)
1722 (43.200

163.0 (35.08)
165.0 (50.32)

145.8 (33.16)
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)
Mean at Week 24 (SD)

172.2 (38.42)
155.7 (31.43)

176.2 (39.16)
158.1 (29.84)

153.7 (28.75)
144.7 (36.67)

159.6 (45.80)
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% Cl) (-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 -254 -10.7
(95% Cl) (-26.3, -12.2) (-25.3, -9.4) (-40.3, -10.4) (-26.0, 4.6)
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Treatment Overall Non-Korean Korean Asian
Dapagliflozin 10mg/day
N# 150 123 27 17

Baseline mean (SD)
Mean at Week 24 (SD)

172.4 (36.82)
144.2 (31.79)

176.9 (36.13)
147.7 (31.76)

151.8 (33.33)
128.0 (27.00)

160.6 (27.80)
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% Cl) (33.5, -19.5) (-33.2, 17.5) (-44.2, -14.2) (-37.1, -5.9)

- BE FR 2% fFad "ot Alls MUH o= ST EX
LAXO|QUCt F=T BSt A2 ot=Ql SHIETe| ME A7 HH|
DECHO[LE OfA[otel SHRIFETHO| HIS] =X|&d2= § ZiICh 1 g9
X = o

i
o
o)

QUL F0f = 24|17
St R #|o[A2rRl X7} A

SOIA OldEls U2 225k sXY22

OfAlOFRl @IZEHO| CHEH AlESF =

<H TN Ol¢EtS K9 - BY|+E7|(48F) Xz 7|2t - ATE 24 ME>

NEHARE & (428)

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
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)
Dapa 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) 3 (53.4) 18 (64.3) 10 (62.5)
Dapa 2.5mg (61.0) 1 (55.9) 23 (85.2) 11 (57.9)
Dapa 5mg 91 (62.8) 1 (60.7) 20 (71.4) 10 (52.6)
Dapa 10mg (61.6) 3 (59.3) 20 (71.4) 12 (70.6)
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ML S = MEE)
Overall Non-Korean Korean Asian
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 (104 10 (7.9) 6 (22.2) 2 (10.5)
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 (34) 4 (34) 1 (3.6) 1 (6.3)
Dapa 2.5mg 53.2) 4 (3.1) 1 (3.7) 0
Dapa 5mg 534 5 (4.3) 0 0
Dapa 10mg 4 (2.6) 3 (24) 1 (3.6) 0
- o= 2 W&o tisty o|gets Eot
- Y &0 (Preferred term)¥ O|&EE (M EA T 2t SHE T
- SOC(System organ class)@ O|&Ers (M 2R Ttat ZF St AT
- MY (AR
- SOCE Jhiet oyt
- @S HE =de ol¥ttES
- E2 Iy o|guts (MEY, dAVIHE, a=dd, AU, Nt
=3, F8ol, SIotEAE, ZHEA K| 5, 4EFL X E)
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3. 28

- L= EET2 MY Z2Y MEFE HYSle F2 +=3X Q2 SGLT2(sodium-glucose
co-transporter 2)0] CHoF MEHMO|D, Z7tYE QI MNS{NZE MMM ZET HS+E
AXMSI0 =2 ZEF S HIFEAZ|= HE7Z|HE 71X 2 ULt

- ICH E5 £& DOf| 2|3tof Ctotz 2| 22Tl &4 s 2 I Ciotze|E232 IS

golo BHY 7tsg0l KLt TEHECE
- Oo=2|Z2Tel Cmax@t AUC &30 HIHH2Z S5, PD(x 2832 HIEE)
=40 7tat= x| RERAC

LS AN

- L= E|E2 T2 3 HAIR@R5~10mg)dlA E7HE H2 82 HRAOAM LHSF

S 2Fg0| EX!

- OtAJOFQI Rlef2|stAlel Zut, =0t SxQUL2RE HOT Gt st =27
3= B2 AEs 228 IFAIS ARet LA PNz o0|R_A= XtO|7h LIEFLIX]
Epesz UEY H4d0| e A= HTEELC.

- A2, 220 AYAEHAIFENM 50mgZtX|2] THe|F£0{9F 20mgTtR | o| HFEF 00N
Ctof=2| 2232 Lerdol —?——?3P01 EPEF:‘EIEENOI N=HA7t S22 HACL £
LEOM A S 2HAE YR 24 YA 20 Kz 2t SYQEHC=R

. BH2010| KOJSt CHR7HIAIAIEI0] FEFEOl HEO|M HISHROl 20l OfAlorel BF9ITIE

H =

—_

oMol Ctot=z2[E2TQ K& Zits MA ZRTH Zatet FASICD EHEHEICH

- o500 Eojot CHa7tYMAIR O SHEM 2t LAt fE4 HItHH|o|A2tel THH|
247 HbA1c HztEhof CHsto] 2 Al (Ctot=2[E 27 2.5mg, 5mg, 10mg)0flA]
(=02l vs H|BFEQl, 3t=Ql vs OtAOFRN7H HWBH At SAXCZ F2|3H X0|7} St f

- oh=ol StEC2 CHE MOS0 Hls) f24d Za7t § EO0tE0|Lt, Ol 9 =19
QEQIX|, ot=Ql AFCHARL =7F HY7| IEQIX|= S=FS}ICt

- $h=0l AHC AR 27 Moo 2 Xzmiah MFEFEKX|Q AMER|EZHCHZE HO{X|D, A
DECtol ME[R7tut SER= dR7t Y8z £XUeE AEES W27l oY,
UM o2 QIEXN 0/0| Ctot=2[E270 4Nz Folst Fa2 N|FChes Mz
LIEFLER| QEQUCEH

- SN WOt R 2 Ciot2eE2X 0 /19T Z2Z0|A KHo|7t HIshA| 2HEERiD,
S0 M2 o[4S 7t AKX AUCE

AEXNOE Cto=Ze[Z2T0 Ch o= AMAEE 8 =F 20| U0 M8 7tsE
Aoz EEHEICt

_87_




)

-

(MOF=FE|

2022-04-28

[P 1w P

TmL & MOF=RE[E 1.34mg

F

o

e
(=]

Al
d
=r

ok

KoM =8

3

—_

k=)

O]
O -

ol

b

k=)
—

oz F
Xl
=

EH
=]

Qo EXNEM LIS 2

o
X0
.@

ot

AlIZ17] fI3f &0

4

~O

b

b

-
o
—

=0

t

O
[}

| 05 mglE XA 4 &
g

2

1

2|EIC|2 = SGLT2 M3jiA 2

=
e

=
=

7FAIZICL.

=

o
/S Elof

13| 05 mg2 &

=

0%
<

o
oF

o
53

ol

Ch(AF

<
ot

112{5H0] Of

{7+

_

1. 58 A 7t
O

@ M=
@ =|AHE

®

B 7teAs AAAE (12)

olo
3T
olo

_88_

I

!

4. O &t AL




R0 o B o o oo 5 iy <|
a0 L L of 0 u = el
o po T 5 & w5
e T H <0 mw H oo mn
i > om0 =T g O N
Ay (e AR K L = | KO
o = 3l : o = d
. ol o = 1o ol Uk 1o A
= RO Ko S i )
3 10 — 0
o .n.w__ muE_H = oF 0jo _AﬂLI. U
Al ol @ 1o or R = - O o
5 s Kz K 5l W T ol ™ .| Bzl ¢
70 Dl.aomm oT = _ ol o3 o u ~ 7o)
o 5 00 X Zo s By DI = T
- < ™ ) =0 | WU
H KE 3 & < TORARETS oY o 10 S
o o I > T T K Dy «
e o I+ < 1) = oF- < —
oo H o T o Ik U R0 o g A w iR
D oW = 1 z0 W= ol = K| mug| -
20 S K- = ol o $ m__mou_Zur — -
| H__l . ._I_OI = A — an o) ~ N o__.= ml
._UOHJ| ol O _AO O_._._ iy ml _.A_I O_H
oF © 0 Wl O K & ._&o X&ums_'|m__.m._1 -
o 11 s i T o= H@%ﬂ o &
[e]
ru " WU @ OTET,D.;I ﬁOET31§WE -
K4 X W WOFro mmMAKI_ x| S
o &, pE e WMT O eE g M g o RIS
Y —_ ~ —_ - = N~
o swwg mE o KMsR ke g s
o & M= RN K of of I ) &
= O =0 o/ o T =, KO oy = — N O RS
R, e S O S L I L - S BT N
Wws gl < Ty BB a0y oo el o Ll
ol wo . F © Kk o <F WF 10 Wk wk oo . Al of KO | . =
pal
@ i
0 P
K o Bl
R
or =<
© Q)

2. 7l1Xt&

ICH E5 #5 DO UE °f=9| #+48 87t

2-1.

of BIEH 22lof TUHSHA

(%]
)
c
o
S
£ 0%
v [<)
™
IH
L
[a) qo._Lo
o m —
- o X
Tl jo
._._mom_rgo__”_ _|._.._|&o
Xd|of| T® 8 Kr
>
> o g £
= c| 33|58 T 9
v ZI& 5lg &5 28
5 6|52528 §
2| =Z < ©
17} o
- o ©
- eala
2 8 &8l < E & 32
SleT g &§3S
—
=23 8
g2 B
ﬂmn
£l g 8 &
= =
Od..m [}
ol 0 5 Q2
c| Y| 3 ©
El 8| a ]
rma L
G| =| =& >
£/ 8| g
£ E

_89_



Less More likely Comments
Bioavailability High Low 89%2| dH0|&E
Protein binding Low High L0 Agd Aoz ofdE
ofE-9fF, 2AE-40] A =-2Y o289l Vtsd2
Drug interaction Littl High '
ug Interactio e I luom, Mm Ee 2|5 HoIE A glg
Mode of action | Non-systemic| Systemic |[H4I%8 7|H
. . . . A 2, HEE FAR S0 2t 2E
Inappropriate use |Little potential High 20| glole
— HA AA OO
Multiple o
e Little High  |Ag3| %2 Cf2 Buotel ¥8Y
co-medications

2-2. 7tu Xtz HI}

@ 7= Ch=71 dAEEd) &9

-

@ AEUEA | M2y S e

AF

® YNAEE

S olor, AEF2ZE, MOF2REIE

—| =)
non-pivotal 34 (NN9535-4114) pivotal 34 (NN9535-3626)

Trial 4114 Trial 3626

by e

@ _?_ O:I HC>}- I:él'l gil Semaglutide 1.0 mg + sitagliptin placebo Semaglutide 1.0 mg + sitagliptin placebo

7 | 7|_ Semaglutide 0.5 mg + sitagliptin placebo Semaglutide 0.5 mg + sitagliptin placebo
|_

Sitagliptin 100 mg + semaglutide 1.0 mg placebo

e b
escalation™
4-8 weeks

SRS —
Treatment maintenance
22-26 weeks

Treatment duration 30 weeks

Sitagliptin 100 mg + semaglutide 1.0 mg placebo

Dozd Treatment maintenance
escalation” . 3

N 48-52 weeks
4-8 weeks 7
Treatment duration 56 weeks

?.

HI

non-pivotal 34
(NN9535-4114)

pivotal 34
(NN9535-3626)

HA| HH|

Al CH & Kt

8683 12319

= MzedH §S

12
Ol
1%

- =0 EO0]| gt PK At2= MEEIRALLE oh=210] Chet

o OtEE 2[=0 At W Y20 HUAETE AW, HdFtt 92 HY0A




=g AEH (=Q/2FHAIOF):
- 0.5 mg MOF=FE|E: 1.06 [0.92; 1.23]95%Cl
- 1.0 mg M|OF=FE[E: 0.99 [0.85; 1.16]95%Cl
o orist N2X2t 22 A=2 USH S0 dgs WOl X s A=
i e B |
Ol & =R
HbA1C H22 (4114 : 307, 3626 : 56)
Trial 4114 Trial 4114 Trial 3626
Korean Cohort Total population Tutal pulatmn
30 weeks 30 weeks weeks
Baseline: BO‘V Baselme 81‘4; lasellne 8.1% }
Sema Sema Sema Sema Sema Sita
0.8 mg 1.0 mg DSmg 1.0 mg 0.5 mg 1.0 mg
0.0 - = :
m
2
o ¥ ] 05
7243 3
2 .10
T
E‘ Py 1.3
5 1.6
2.0 4
aa[xu “0.50]suc 0.8% | 1”4 0.70],s -1.06 [—|tz|1lf:cm1,,._k
]T‘ ETD: 1D
0.64 [-1.03;-0.26)asncs 0.51 [-0.66;-0.36hwsmca 0.77 -0.92;:-0.62)spncr
© OFEA o= RS EOM F12| MOFREE HStEAte FE-gd2 TA 2HApdt
L-L- O -
PN pvE=)

28 Gin IS MO 2 F13| MIOFZREIE SC £0{st AMAHM & 868Y THAL T
o

ot=0l AR 11082 g 3 F=90| B7HEAS(NNI535-4114). Of FHA[Hut

FARSE CIXERIQ] NN9535-3626 (& 1231 F0) dHA™HIE HuEUS

2o 244 BI: 0| WME OB Y44 X0|S LIEIY Jh540| HCin WL
ZY WIIEM WYUATH IERO| Hio) SBHS BOolE MAYLY Zufet Ax|stgion
ORIt A40/7] SiLt 05mgOlAl O4BS U FCfEH ojyBrSol wMHES HA
WO Hlo| HUAS
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CYP3A4/5 Xs{X|etel HE Fof: Z&Hs CYP3A4/5 XA (Of,
E, O|EZtZLHE, Si2|ERZD00|4, OFERAILIHIZ, QITILHHIE, o]
IT|LHH| 2, 2|ELHH| 2, AFR[LHHIZ, "2[EZ0to[4l 3 H2[AL}
Of= I[s{of tCt CYP3A4/5 M| 7+5/40| §iALE, %Atz
CHA & MEfO] HTEICH 235t CYP3A4/5 KBHME &
StXtofAM - O 82 ZFO| AFE H= gloLf, Hef
CYP3A4/5 XM{H|7F HEFO E|0{0f2t St= ZBL, 0| 2ol &S
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MR gEot=s A0l HFEC O #E2 AAEH AUCAIZE-
SUSHEN) 7L MM E EEOHA HAS Mol gHelz =2EE A=

5= +&0|Ct Ol T2 At 7H7H 2l e gt Liergof =3l
SALE 4 & UCh BT CYP3A4/5 MBKQl HWEFOI7F BX|L|H,
of of &0 &&= MollMl EEFO0| o]z HZSIOJOF SAHCHASHA
#7129 3-5H| A|ZHO] R O|F)(AE8EF2Are & 5. d2XHE & FX)

o

ZHof: AT ZHEOK (Child-Pugh class A) ZHXIO|l CHaH O] 2f9| A|Zf
SHX| QiCh &t At=Of el Ho|AZIRIoAN S5E2| 7t
) BXHO A=, O 2ol AJXEEZ & Huto=z

B
0| AFEILt ol &2 Xt Zizielel ed-gdut Lefdol 249
Vi

oy oM 0> ofo
o ot

2+ O0H(Child-Pugh class C) XL

S S Uz )
CHofl E7tel HE SICHALESF2IME &, 4. X T 11) & FHX).

ofg[ %871

X|ghzl @ICtE (indazole) F =M ZA, 2 LI 8 ARt =& H|(vascular
endothelial growth factor receptor, VEGFR)-1, -2, -30] Cist Z&st A1 E,
MERX E|Z24 Z|LEM| A (tyrosine kinase inhibitor, TKI)

©® =2 N
|:| .
AbRSIE | = : 2012.01.27. {7}
2. 7lmX&

2-1. ICH E5 B &

Dof| mE °f=9| &8 Bt

Less More likely Comments
Pharmacokinetic Linear Non-linear |+ 5-20mg bidO|A MEE ot=5t LIEHH.
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Less More likely Comments
« AAEIH2 Fadnt otMd oM E-EHS
HAE 2.
« O =2 AUCE LIEtHH SHXHO|A PFSZF E L} 71
e 2y,
Pharmacodynamic Flat Ste
y — Pl ey 2 ANEY xE2FE stE o2
VEFGR E[241 Z|LIX| AXKOf CHSHO] LiERL
S5t AE T DEYES Qs iE22| AE7t B
A7 Qe L5 U AHE 2
o A4 HT FH AZEZ 5mg bide XOf L
221 43 A=0| LHYHE0o| E2 XL
Therapeutic range Wide Narrow °° -
P 9 519122 AIZI8EF 5mg bidZ ATH 10mg bid
MR FEE = US.
« multiple pathways[CYP3A4/5(FKQCHA, CYP1A2
(@ol), cyP2C19(@0l), UGT1A1(Z0O)) 7t =ojg
CYP2C19, UGT1A17} genetic polymorphismO|
Extensive X QYOoLt 11HQe AT AR CHA AlH
Minimal sinale path (n=389)2| MEHZA ZAut genetic polymorphism=
e pathwa
Metabolism | Mutiple |~ 0 " V| oluEldel @d=sol fole gwe oixis
pathways , O 571 OtL|AZ.
ol h
POYMOTPREM I ain|ElY pre HESE ZHEOHo| P2 wx| 22
S5k UHOHAl AAEY =0 O M Fg
(Hl B7hH0| UZ. AFOfE= AAIEIH PKO| 2
O/ X[X| 43,
. 4 Al MHO|2ELS 58%2 SAlS A
Bioavailability High Low —3 woA 1018 st ;‘ A
Eldol =&0f Mo I O/X[X| %$Z
Protein binding Low High - B CH ATES 99.5%Y.
« WAE|H2 SSEQ U=-Y=E 42EE 7H540|
U, 2=zt CYPMAMAMAEZLE) E&
Drug interaction Little High i z AR JE) ~
FEMEET) HEA AAEIHS EHLEO0|
Zt2t 2Hf B7F e 79%THK| HATGHRAS.
Mode of acti Nor-svstermi System o ZEstn MEiNOl HRUOEYAX 8K
ode of action | Non-systemic ystemic 1239 SAHH.
« Mo QsfMPt FOoEl= 24E0|H, X T
Inappropriate use |Little potential High =483 0| LIEILEZ AFZHEO|Lt A=2E
7tsd s
Multiole . Oz YEoED FolE Jtsde ALt tHEE9
ple Little High SR HEO2T YANoz oImEl MTEtge
co-medications °
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2-2. 7tu Xtz "I}

@ 7= Ct=7F YdAgdEY) &9
SEIEX| O™ MAl Xt @0 ALfst MOo|Ad AN ZR SR
@Al_‘s,:',lEngl' |_|'| ||_|_|_E|' |=|0'"EH1_|_|O|_-” |:||_|-
* L E|IY, HHIAFE + IFN-, BA|ZE[22, B AO[EF}HE
® YHAEE |0l & 5mg bidE A|Z Z[Cf 10mg bid LY AS EF ZITH 10mg bid
oletE ; DHZ=9f (A2t &) 400mg bid
o Sopury g | SM9 19 2812 NFBl0) ool 218 B A 1omg 19 29l £
TYoH X " - o
oot 157 472, BY WY YUY & gE olMtBHS == 5o M|
— —_
SHAHSE IYEK| K|
AXEEMME
® AL HA gl OFA| QH(eh= Q1 ZE Bl
=MME A RTHERE $=(N) 723 27 158
AHHY Z2HTN) 714 27 156
- A REE E7HEL  FUHSET|ZHPFS)
<HHZMME>
2} QB0 CHStof Alef S CHzefo| PFS HIW(ITTT)
<H. 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
. n=723 N=27 N=158
® 7244
Number(%) of subjects Axitinibb  Sorafenib  Axitinib  Sorafenib  Axitinib  Sorafenib
Overall ITT Population N=361 N=362 N=11 N=16 N=77 N=81
Disease progression or death
from any cause 192 (532) 210 (580) 5 (45.5) 9 (56.3) 32 (41.6) 43 (53.1)
Objective progression 180 (938) 200 (95.2) 4 (80.0) 8 (88.9) 30 (93.8) 39 (90.7)
Death without objective progression 12 (6.3) 10 (4.8 1 (20.0) 1 (11.1) 2 (6.3) 4 (9.3)
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% Cl) 676389 4746569 NE@6 NH 472783 103@2N) 47 28 65
Axitinib vs. Sorafenib
Hazard ratio (95% Cl) 0.684 (0.562, 0.834) 0.542 (0.18, 1.632) 0.544 (0.342, 0.864)

p-value 0.0001 0.1346 0.0044
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All Subjects Korean Subjects Asian Subjects
n=723 N=27 N=158
Number(%) of subjects Axitinib  Sorafenib  Axitinbb  Sorafenib  Axitinibb  Sorafenib
Sunitinib-refractory subgroup N=194 N=195 N=9 N=12 N=31 N=34
Disease progression or death
from any cause 117 (60.3) 120 (61.5) 5 (55.6) 7 (58.3) 18 (58.7) 22 (64.7)
Objective progression 109 (932) 114 (95.0) 4 (80.0) 6 (85.7) 17 (94.4) 19 (86.4)
Death without objective progression 8 (6.8) 6 (5.0) 1 (20.0) 1 (14.3) 1 (5.6) 3 (13.6)
Censored 77 (39.7) 75 (38.5) 4 (44.4) 5 (41.7) 13 (41.9) 12 (35.3)
Kaplan-Meier estimates for PFS,
months Median (95% Cl) 48 (45 64 34 (28 47) 47 (26 NP 47 (15 83 45 27, Np 47 (15 64

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 PFS, 2100139 65 63 83 N (\E N 270729 2186 N0 6428 89
months Median (95% Cl) '
Axitinib vs. Sorafenib
Hazard ratio (95% Cl) 0462 (0.318, 0.673) 0 (0, 0) 0.367 (0.178, 0.753)
p-value <0.0001 0.0448 0.0023

- ™M ®Eh s AAE|Y vs A2HHE PFS(month, median)(95%Cl) 6.7(6.3, 8.6)
vs. 47(4.6, 5.6), Hazard ratio(95% Cl) 0.684(0.562, 0.834)(p, 0.0001)

PFso| SAXo=2 Qo3

22tH o Th5Ho]

0.6842 2 (p-4f <0.0001)&
O|™-==L|E|E Z=to| 2HXto CHSHY,

A

o =% o
Mg UBHS

CONEIY vs EAITHZOO

ol
T

d A = ATl fHH0 UM HR =
)= Aoz on|

AYAEIY vs BAHIZOFQI et

HEof oisto] 28 T = AHYel o] AHA HR = 0.741(p-

7f <0.0109)&

O|H-AtO|E7HQl S=to| 2t

et g0l CHSHO
0.464(p-2t <0.0001
- o0l SHEE
NEQ2.6, NE) vs.
1.632)(p-44, 0.1346)

O|F-=LEIY S=te

Hgof cHstol 2E A =

2t 0.3366)Y

)OI

[¢]]
o
Y Y E= AT Aol UOM HR =

IAEIE vs ZdOfz=efel &

= —

AAE|E vs. 22HH'E PFS(month, median)(95%Cl)

4.72.7,

CcC

8.3), Hazard

ratio(95% CI) 0.542(0.18,

SOl CHSHO, AAJE[H vs BAMCZEfQl At
= AtZel o AAHAM HR = 0.781(p-
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O|™-AIO|EFtRl B2to 2hXt0| CHSHY, AAIE[H vs BEHZESFQl A
StH ol CHSHO] Y T = AFYO| 0| UMM HR = O(p-af
0.0448)&

- OfAlopel EAM(ph=Ql =g : AAE[H vs. L2HH'E  PFS(month,

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

O[xt REA WA
.2t QIB0 Tfoto] AIEOF X CHEORO 24T

Ht

—

SE(0ORR, CR+PR) H|

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)
assessment
Subjects with
measurable disease at 350 (97.0) 349 (96.4) 11 (100) 15 (93.8) 76 (98.7) 78 (96.3)
baseline
Best Overall Response
Complete response 0 0 0 0 0 0
Partial response 70 (19.4) 34 (9.4) 2 (18.2) 1 (6.3) 24 (31.2) 6 (7.4)
Stable disease>20weeks 96 (26.6) 77 (21.3) 4 (36.4) 3 (18.8) 17 2.1) 19 (23.5)
Stable disease<(20weeks 84 (23.3) 120 (33.1) 3 (27.3) 6 (37.5) 20 (26.0) 26 (32.1)
Progressive disease 78 (21.6) 76 (21.0) 2 (18.2) 2 (12.5) 11 (14.3) 15 (18.5)
Not
assessed/indeterminate 22 (6.1) 42 (11.6) 0 3 (18.8) 4 (5.2) 12 (14.8)
Objective response 19.4 9.4 18.2 6.3 31.2 74
rate(95% Cl), % (154, 23.9) (66, 12.9) (2.3, 51.8) 0.2, 30.2) (21.1, 42.7) (2.8, 15.4)
Treatment Comparison
Treatment difference 10 12 23.8
(95% Cl), % (4.9, 15.1) (13.8, 37.6) (11.9, 35.6)
p-value 0.001 0.1662 0.0001
Sunitinib-refractory
N=194 N=195 N=9 N=12 N=31 N=34
subgroup
subjects with baseline 194 (100) 195 (100) 9 (100) 12 (100) 31 (100) 34 (100)
assessment
Subjects with
measurable disease at 188 (96.9) 189 (96.9) 9 (100) 11 (91.7) 30 (96.8) 33 (97.1)
baseline
Best Overall Response
Complete response 0 0 0 0 0 0
Partial response 22 (11.3) 15 (7.7) 1 (11.1) 1 (8.3) 2 (6.5) 2 (5.9)
Stable disease=20 49 (253) 26 (13.3) 3 (333) 3 (250) 7 (22.6) 5 (14.7)
weeks
W:etiz"e disease<20 53 (27.3) 70 (35.9) 3 (333) 3 (250) 12 (38.7) 11 (32.4)
Progressive disease 51 (26.3) 51 (26.2) 2 (22.2) 2 (16.7) 7 (22.6) 7 (20.6)
Not
assessed/indeterminate 13 (6.7) 27 (13.8) 0 2 (16.7) 2 (6.5) 8 (23.5)
Objective response 113 7.7 111 83 6.5 59
rate(95% CI), % (7.2, 16.7) (4.4, 12.4) (03, 48.2) (0.2, 38.5) 0.8, 21.4) (0.7, 19.7)
Treatment Comparison
Treatment difference 36 2.8 0.6
(95% Cl), % (-2.2, 9.5) (-23, 28.6) (-11.1, 12.3)
p-value 0.1101 0.4150 0.4620
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All Subjects Korean Subjects Asian Subjects
N=723 N=27 N=158
Number(%) of subjects Axitinib Soragenib Axitinib Sorafenib Axitinib Sorafenib
Cytokine-refractory
N=126 N=125 N=2 N=3 N=43 N=42
subgroup

Subjects with baseline

assessment 126 (100) 123 (98.4) 2 (100) 3 (100) 43 (100) 41 (97.6)

Subjects with

measurable disease at 123 (97.6) 120 (96.0) 2 (100) 3 (100) 43 (100) 40 (95.2)

baseline
Best Overall Response
Complete response 0 0 0 0 0 0
Partial response 41 (32.5) 17 (13.6) 1 (50) 0 20 (46.5) 4 (9.5)
Stable disease>20weeks 39 (31.0) 44 (35.2) 1 (50) 0 10 (23.3) 12 (28.6)
Stable disease<(20weeks 20 (15.9) 33 (26.4) 0 2 (66.7) 8 (18.6) 13 (31.0)
Progressive disease 16 (12.7) 15 (12.0) 0 0 3 (7.0) 7 (16.7)
Not
assessed/indeterminate 7(56) 1 (88 0 1333 2 (47) 4 (9.5
Objective response 325 13.6 50 0 46.5 9.5
rate(95% CI), % (245, 415) (8.1, 20.9) (1.3, 98.7) (0, 70.8) (312, 623) (27, 22.6)
Treatment Comparison
Treatment difference 19 50 37
(95% ClI), % (8.8, 29.1) (-19.3, 100) (19.6, 54.3)
p-value 0.0002 0.0855 0.0001
. BMNE

- FH X2 A

- OfA[OQI : ot=Ql Zotot Ol OICHE, &=, Y=2| OrA|OHQI
. OIE BT O|NEIS ROKAINY EMT)

- (UHEAME) AEs HEtH o=z WS 7hsdstn ooz 2| Jhs
StACH a2ty Zdb HRWPS O AAE[H o 2HX0|IM g,
4, g Hof, H ZHH 7IsKotEe LUE0 SUIGIH2H, AA
Elg ot HuS O 2ty o SXtoM E2etE Sttd 42
=d 5o, &%, A HRo| HUEO S5t

- (= QISR EEN) AAE|HEd A2tH T 0 AE, SAE & O|¢EIS
Xto| glen, QIEZt Xto| Qs

<#. 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 (905) 336 (46) 10 (90.9) 14 (87.5) 71 (922) 76 (96.2)
Serious adverse events 44 (123)  43(121) 2 (182) 3 (188) 12 (156) 13 (16.5)
Grade 3 or grade 4 adverse events 177 (493) 188 (530) 5 (455) 9 (56.3) 46 (59.7) 45 (57.0)
Grade 5 adverse events 4 (1.1) 3 (08 1 (9.1) 0 2 (2.6) 0
Discontinued due to adverse event 14 (39) 29 82 19.1) 1 (6.3) 5 (6.5) 7 (8.9)
Dose reduced due to adverse event 92 (256) 70 (197) 3 (27.3) 4 (25.0) 20 (26.0) 15 (19.0)
Temporary Discontinued due to 168 (468) 195 (549) 6 (54.5) 8 (50.0) 45 (584) 44 (55.7)

adverse event
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« 10% O|% CHAXIOA

=

= =
LBt o2

e o|AHIS Qof

Preferred Term A"NS:;)-{ZGS Korea; =Szu7bjects Asia;\ll =S‘Iusbé'ects
Number(%) of Axitinib Sorafenib Axitinib Sorafenib Axitinib Sorafenib
subjects n=359 n=355 n=11 n=16 n=77 n=79
Dy AL Drug 325 (905) 336 (946) 10 (90.9) 14 (875 71 (922) 76 (962)
Diarrhea 184 (51.3) 179 (504) 7 (63.6) 7 (438) 40 (51.9) 33 (41.8)
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 33 429 10 (12.7)
Nausea 103 (28.7) 65 (183) 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(9.1) 1 (6.3) 11 (14.3) 4 (5.1)
Weight decreased 59 (164) 54 (15.2) 0 0 6 (7.8) 2 (2.5
m;;;r?]s;'ation 54 (150) 43 (12.1) 3 (27.3) 1 (6.3) 10 (13) 6 (7.6)
Stomatitis 52 (145) 42 (11.8) 3 (27.3) 3(188) 17 (221) 14 (17.7)
Constipation 44 (123) 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 (38
Alopecia 12 33) 112 (315 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) 109.7) 0 4 (5.2) 8 (10.1)
Alanine

?nr?;’g;):gzénsferase 7 (1.9) 11 (3.1) 0 1 (6.3) 2 (2.6) 8 (10.1)
Abdominal 5 (14) 3 (08) 101 27125  4(52) 2 (2.5)
Aspartate

aminotransferase 4 (1.1) 12 (34) 0 1 (6.3) 2 (2.6) 9 (11.4)
increased

Ear disorder 3 (0.8) 0 3 (27.3) 0 3 (3.9 0
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« 3% O|4 CHAXIOAM Lot 355 0|49 oFE 2T O|MES 29

eHHd 2HME)
All Subjects Korean Subjects Asian Subjects

Preferred Term N=74 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) 109.7) 4 (25.0) 10 (13.0) 15 (19.0)
sia syndrome
Asthenia 15 (4.2) 8 (2.3) 109.7) 0 1(1.3) 0
Decreased
appetite 13 (3.6) 6 (1.7) 0 0 8 (10.4) 2 (2.5)
Proteinuria 11 (3.1) 4 (1.1) 0 0 7 (9.1) 2 (2.5)
i’\r’]'ﬁ’;r?]ﬁ?]'ation 5 (1.4) 2 (0.6) 1091 1(6.3) 3 (3.9) 1(13)
Lipase
increased 2 (0.6) 11 (3.1) 0 0 2 (2.6) 6 (7.6)
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 failure
acute 1 (0.3) 1 (0.3) 0 1 (6.3) 0 1(1.3)
Hyperglycemia 1 (0.3) 1 (0.3) 0 1 (6.3) 0 1(1.3)
Thrombocytope 4 (g 3) 0 101 0 1(1.3) 0
Erythema
mﬁltiforme 0 3 (0.8) 0 0 0 3 (3.8)
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
count 0 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)
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0.5 x 10%L O|gt

1.5 x 10/

L o4

50 x 10%L O|gt

75 x 10%/L O|4

o A glo] RE MM CHE F7| Ao HE

H o3 EUSH, HIPUSH of20|44HE0| LIEtH ZPol SYXT
0| MEHS HEEE 8YxE

AN TALLT
CTCAE* Grade 4 ZFTLALE (<05 x | -540| Grade 1? 0|8} EE= J|XF=ELR
1091) s EAEUAT (<25 x 1090 | 2|52 W7t FA2 LA| STHSCH
OS2 Qo Chg F7|9| AIZO| 13:Y 0] | 2|8 T FAXIH Al O] TS0
A XA 5 mg/m¥/3| HEBICE (B 4 X))
CTCAE* Grade 3 =& Grade 49| H®Y | 1Y 23], x& E2[EF2|E 20 mg/m?¥/
S oFZ0| S (Grade 32| FTFENME | (MK O] HEEICt
A e 2 WEE FE Z2 XAHtH | -4 ol ZTHGHK| A=Ct
O BH238t= Grade 32| MAl= HQ|)

ZF 80 7|F(Common terminology criteria for adverse events)
o AR(15x 10°%L O|ACE 3|2 Z M7IK|) Fe AT LAS

(75x10°%/L O| S 2 3|2 E WntX|)E 2o|O|stCt.

S

a0 o
12] 283y X 12
- (m?) (1 23)) | EMZ@H15 | EMZEME20 (me)
(15mg/6.14mg) | (20mg/8.19mgq) 9
Level 1: 35 mg/m? — 30 mg/m?
< 1.09 30 2 0 60
1.09 - 1.24 35 1 1 70
1.25 - 1.39 40 0 2 80
140 - 1.54 45 3 0 90
2
30 mg/m® 7455 169 50 2 1 100
1.70 - 1.94 55 1 2 110
195 - 2.09 60 0 3 120
2.10 - 2.28 65 3 1 130
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| 2229 | 70 ] 2 \ 2 | 140
Level 2: 30 mg/m? — 25 mg/m’
< 1.10 259 29 12 50a
1.10 - 1.29 30 2 0 60
130 - 1.49 35 1 1 70
, | 150 - 169 40 0 2 80
25 mg/m” 190" 189 45 3 0 90
1.90 - 2.09 50 2 1 100
210 - 2.29 55 1 2 110
> 2.30 60 0 3 120
Level 3: 25 mg/m? — 20 mg/m’
<114 20 1 40
114 — 1.34 259 2% 19 50a
135 — 1.59 30 2 0 60
20 mg/m? | 1.60 — 1.94 35 1 1 70
1.95 — 2.09 40 0 2 80
210 - 2.34 45 3 0 90
> 235 50 2 1 100
a) 19 50 mg2 F0dts 22, OFHAZ0| EMZF20(20mg/8.19mg) 17, XY
A0l EMZEI5(15 mg/6.14 mg) 2 S FOoHC).

A3 MEOH(Cler 60 ~ 89 mL/min

59 mlL/min) SHALOA 27|83 ZE2 EHQSHA| QiCt
ZOIE 7t it =9 S7IE Qo 8 X
o MZOH(CLer < 30 mb/min) & z

g, olggt 2tXtoM O] of Ro= HEYEX| R=Ct

=
rir
oA
oln
o O
10
r>=
0
2
a
—
0
w
(e}
14

0 ofyf =
[0 O

9| ZHEofStRto e R7| 8 ZHE2 TRSHK| St
S5 ~ B39 7tEof(ELeFE >1.5xULN 2 NCI 7|F Group C, D)

539 7IX ZHEOH7 A= AN Grade 3 = 4 DB REHS O

I oY rot off o
_>'|_

- YMER2 Z45/0] thymidine kinaseOl 2[sf QIASIE|1, MZZO|A| DNA
7|22 CHALEL DNAO 2T Z2sl DNA 712 olfsto] M= S48 e

o E|T2tH AL : Thymidine phosphorylase inhibitor

- thymidine phosphorylase (TPase)& XMt =M E2[EF2[LI0] 23l
El= A2 YHSH, ERERE T o =& Al E2|EFETe FY

=S SHE
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2. 7t1Xt=

2-1. ICH E5 &5 DO M2 okr=9| Zrr/d Eo}

IIZH QOQI0o XtO|7F X2 (less likely ethnically insensitive) &f= 2 THCHE

2-2. 7tu Xtz "I}

© P& CHR7H YAAIBEY) B

Hold CRCZ O|F mERY X=2E BU20 0|0 =S5t7LE Zujst
@ AR | BF 18M Ol EHUH A}
OHe¥2 SFR=L|2|0|H, o287, SH2|Z2tE 2F Zelojors)

=2
[S)

@)
1o go
19 ox
>
oot

ild

@ Eojuy g | IE F7ls 282
e od X - .
7|2t Oof = glofg 2F &¢ F 59U bidRY 7 -> 2F 7Y
—
O] o £0{2 = 35mg/m’/8

« RECOURSE: Ct=7t 3¢ YA
« TERRA: $t=3QI0| 3tz OfA|OFQI(Bt=, B, Ef=Ql) CHA 34 AaAH

® AlHCHAX}
s RECOURSE TERRA
A HH| st
A &R () 800 406 81
® Y=t o MCtekEst Xt2OA QB XH0| QIS
« OLA|OLQI CHAM 34 AMAIFNM OS L2 7.8 vs 7.1(HR=0.79),
St=09l 0S ZYZ2 8.1 vs 59(HR=0.77)2 I CiH S aMHS
SISO, Ct= 7t 3ak A|YQe| ZLot: FASHY S,
RECOURSE TERRA
@ S8 HH| HH| ok
AMEA | A | AI-FY | I | A”S | f
CH A Rb==(H) 534 266 271 135 55 26
oS (Hg, 3L 7.1 5.3 7.8 7.1 8.1 5.9
HR 0.68 0.79 0.77
(0.58-0.81) (0.62-0.99) (0.48-1.26)
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=
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2. 7l1Xt=

2-1. ICH E5 &5 Dof| [E °f=9| &9 E7t
Less More likely Comments
Pharmacokinetic Linear Non-linear |+ M
Pharmacodynamic Flat Steep
Therapeutic range Wide Narrow |- 5&
o Extensive
Minimal Singl th
ingle pathwa N
Metabolism Multiple gerp _ Y. MolLt cypaso enzymeOl 2o M AHE[X| %S
Genetic
pathways i
polymorphism
Bioavailability High Low - WS A A
- O] 2 CISETNEZE EHZ 02| T Apt2
Protein binding Low High O] = X| Q20 et HEof CHl Ak A2
THE|X] AU
« B9 drug-drug interaction AlE2 FHE|X]|
I N AASLL CHE AN HESH 0oz XA
Drug interaction Little Hi
I ? ZDOIA O] o2 CHE o4Z pkol Rol8H HHE
LIEFLHA] RERUAS
Mode of action | Non-systemic| Systemic |« MAIN
Inappropriate use |Little potential High « 28758 RB
Multiple o o o
.p ) Little High - S HetoM FOE= At HE 0E
co-medications
2-2. 7tu Xtz g7t
@ T Ct=7F A&AEEY) &9
@ AlYO&A | HER2 4 TOld |Fbet 2kt
® LHAHE | Al™E .0 & + ESAEFY + ZMEA
O|FE Ozt 9 + EtARFE + THEA
@ Fodtd 2 | AEESH 840mg FO T 3F UHHLE 420mg FO. JUEHEE £,
7|12k Y TN &
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« OfAJOtQI QlAkora|st
1) M 2Est 240N L2020t H| Y= 01(459YH) 7t F 2Bt XtO
AAUS
2) YEQI U MYelol tta|F0 2 T 1o LA™ ALt HlL A
- YEQIOM mEFZO LF0| of7h HUS. Ol= HB7|H F00] 2zt
AL = A "B 57.9kg, MYQ BT 69.0kg)

<H. Mean Cmax (xSD) Values for Single-Ascending Dose Studies

with
Pertuzumab>
Study TOC2297g Study JO17076
Dose Group
Cmax (+tSD)  AUC (¢SD) Cmax (+SD)  AUC (+SD)
(mg/kg) n . n )
png/mL day pg/mL pg/mL day pg/mL
05 3 12 1R 43 1N nt nt
20 3 55 1N 569 N nt nt
5.0 4 126 N 147s N | 3 105 [N 608 N
10.0 3 250 N | oo N | 3 181 N 1400 N
15.0 8 3ol |40 3 320 N 2350 N
20.0 nt nt 3 340 1N 2640 R
25.0 nt nt 6 498 N 3730 N
- B FEOEOZ normalize® 2% N st L2010 MLQIZH

Serum Pertuzumab Cong / Dose per Subject (ug/mL/mg)
{Mean

LR

(1] 7 14 21 28
TIMEidays)

3) 3712 2/3¢ YA OrAJOFRI(9F)1t HIOFA|OFRI(166F)2| Al St

< f
st 225 Huds I golot Xo] GRS

« YKt S8 WIt: BXMMEPFS)E
- St=0lnt H|gt=0lZto] 2RMMEPF)ES A

<H# Study WO020698/TOC4129g: Summary of IRF-Assessed Progression-Free
Survival by Region and Trial Treatment (Unstratified Analysis, ITT Population)>
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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 406 402 128 125 46 48
in the analysis1 (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%)
Patients with 242 191 73 62 29 26
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? 124 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
censored; *Kaplan-Meier estimates.

variable is non-missing);

2

- O|Xt 728 7t
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<H Study WO020698/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
Any AE 391 406 127 125 46 48
(98.5%) (99.8%) (99.2%) | (100.0%) (100.0) 100.0%)
NCI CTCAE 289 302 95 103 28 40
Grade>3 (72.8%) (74.2%0 (74.2%) (82.4%) (60.9%) (83.3%)
Related 382 396 127 125 46 48
(96.2%) (97.3%) (99.2%) | (100.0%) | (100.0%) | (100.0%)
Serious AE 104 140 35 58 9 26
(26.2%) (34.4%) (27.3%) (46.4%) (19.6%) (54.2%)
AE leading to
discontinugation of 112 1190 570 530 210 170
study medication (27.7%) (29.2%) (44.5%) (42.4%) (45.7%) (35.4%)
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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
fose mteuptiony | 211 | 2t | s | o7 | 29 | 3
o, O, (o) 0, 0O, 0,
modification (53.1%) (60.0%) (65.6%) (77.6%) (63.0%) (79.2%)

AE resulting in 10 o o o ) )
death (2.5%) 8 (20%) | 1 (0.8%) | 2 (1.6%)

AE during 20 36

0, 0O, 0, 0,
pertqzumab (5.0%) (8.8%) 53B9%) | 5(40%) | 122%) | 1 (2.1%)
infusion
NCI CTCAE o o ) i i i

Grades3 103%) | 1 (0.2%)
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% of patients experiencing an event
White Asian
T+D | Ptz+T+D | Ptz+T | Ptz+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

%gh‘jl'g’@e”'a 71% 48% 0 58% | 84% 83% 43% | 92%
Febrile
neutropenia 9% 8% 0 7% 4% 8% 0 13%
(PT)
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