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Vitality (/XA % U7 ¢ — :3EJ], 7t&) @ VI, Patients (}83#) ® PAT, TIZENOELTE LY, Th %k
DR M OXFT “VIMPAT” &k Lz,

2. —f4
(¥ £ (@&
Za% I K (JAN)
(2% & (@g&%)
Lacosamide (JAN) . lacosamide (INN)
(3)R T L
A~

3. BEARITRMER

FRRUSDFE
. : C1sH1sN20s3
& : 250.29

> L TP
&
2

5. {b%¥4& (fif&iE) XIEEXE
(2R )-2-Acetamido- NV -benzyl-3-methoxypropanamide

6. [EA%. M4, BE. E&ES
AL IAFGERT 2 — K SPM927, ADD-234037
—#5i4 - lacosamide [H4 : harkoseride



. A2l ic 4 51 A

. B IZBET HIER

1. MBS
(1548 - 11K

A ~REEADOM AR TH D,
(2)afEME

CAFNHRNLT I RUIAZ ) —CETRT . 7T X 2-7 13 —/LZOoR0EIT 07 <L KX
WEHEE = T UIZRoREITICK K, TR =D, =& /7 —)L (99.5) NI ML AZETFIZ K, ~TH v
I E A EEET R,

(3)kiE
WA 2 7R S 7200,

@R (PRR) . BR. BER
Al 0 140~146°C

O)EIEEMBHM TN
pH1.5~12 OFiFATiX, pKa LD bivieno7z (BAAME) .
(6) P ERfRE
log P=0.25 (1-472 % /—/ /K%, 200C)
(7)Z DD E % RIEE
7 3 NIOEFRRMEE (R-=F v FF~—) THY, tE (25C, 10mg/mL, A% /—/L) [T+14~+18
ThoT,

2. AMBSDEREGHTIZE T HREL

AR BRAT S 1 PRAFHI AR s
EHIRAT o ano THEAVZF LAY
. 25°C/60%RH 60 » 1 S AR R A BB

N oo ZHRY T F LR
IEER 40°C/75%RH 6 » A S AR KT A BB

71 H B CHEEWE

IR 120°C 71 HIE BT AR (Bie) (RS DB DS F2
w vz,
E; _ 40°C/T5%RH 12 i BT AR (Bite) kN
Bl o 40°C/75%RH 12 i HT AL (k) Bk

W 25°C - . HIARAT T A,

b/ (ID65 5 » ) =120 )5 Ix-hr KT 5 2 = BN
HEEH -

FRHIORAZ ROV - PRIR, Bl BWHE, L EmE, Koy, S&
Wil R, LT, AR

o



. A2l ic B9 B A

3. B S OERRARE. T2

eRBARERIE © RN AT FAERE (RAEH Y U ABERNEXIT ATRE) | Ik a~ 7T 74—

E o' BRI ex T T 40—
RHER « SO R (MIE R © 258nm)
HT 5 NEE 4.6mm, £E 15cm D AT 2 LA 3.5um DIFIE7 a~ 757 4 —HA 7 F

NV Y BTN EFTT AT D,

717 BNREE - 20°CAHE O — &R
BEIFH A - K R 7oA aFEgIERE (1000 : 1)
BEMHB: A%/ — /7 = I/ Y 7 afERIER (5000 : 5000 : 3)

e 1.2mL/45y



Iv. RANCEE4 5

V. &Kz d HIER

1. # #
(1)ElI# DX A
EL/\y kg 50mg. EL/Ny REE 100mg
BERI (7 4 L Aa— REE)
EL/y b FS420y 7 10%
R4y 7H|

()8 D5 B UK
W % 4 v A%y E 50mg B A%y MME 100mg
&,/ FE Yy, 7 4V A a— ME B,/ 7 ¢ L bha— b
= = i = = i
48 Vi -
— |
R, ER #10.4mm. # 4.9mm #13.1mm. % 6.lmm
= = 9 3.2mm ) 4.1mm
H &= 9 125mg # 250mg
R 8 4 ARy hRTALva T 10%
PR Ha~EA RO TH D,

(@A — F

E L%y Mg 50mg. EL/Xy FE 100mg

W 52 4 v A%y ME 50mg v A%y hME 100mg
. # = # £+
wH=— = =

SP 50 SP 100

EL/NY RS20y 7 10%

A L7g0

(4)HF DYt
ZUER L
(5)F Dt
FE L

2. BEIDOHRL

(MEHES CEERS) OEERVGHMHE

L3y ME 100mg

S =4 3 K 100mg

W 7e 4 v A%y ME 50mg

Gy - Gy - e

(1 grh) 7 2% I K 50mg
fEmtro—X KEHEEE FoXv e erken
0—A fhEftln—X cBRERKS AR, 7R
RER ATT VU~ R DA B Rk

W K| Feertre—2 U= AT La—L (5
ALY | B LT F . <7 mI—)L 4000, ¥
NI FO2BET NI =T AL —% = T bEk,
SRR sk

fEmtro—2 KEHEEE FoXv e erker
0—A fhEftela—X BREREKTS AR, 7R
RE RV ATT YU~ X T A B FRFY
saeitiia—A R =7 La—)v (45
FAAe®) | Bk Z v w7 ma—)L 4000, ¥
VAN V-2 | 7S




Iv. WANCEE4 5HH

T

oy

ARy hRIAvmr YT 10%

Wiy - R

(1g 1) 7 2% 3 F 100mg

W
WA Sy o Ry a, EE

Dvry=h—/b, JRHARE RV, ERrFTrlern—2 @EEKS AR,

QREREBEZDEE
L
R# =
MU ER L

3. RMTBEMRBROMERRUVERE
A% L7

4. 71
L7

5. IBAY DFRIAEMED & 5 Y
L7

6. HEIDEEZHTICEITIREN
EL/Xy bE50mg. ELsNy FE 100mg

R RIS PRAFHAE PRIFIEHE i R
i . PTP A1 %EE 3)
EMRIFRE | 25°C/60%RH 36 7 i ﬁh;§%m> KU
NI o PTP A13EES)
MR | 40°C/75%RH 6 » A ﬁ%jggm) KR Py
- 50°C 12 ¥ Mo MU
T EE ™ -
60°C 12 @R ) A D) HHEAN
25°C/60%RH 12 3 4] 4 4] T D) %N
REn . i 4 LA D IK 5 B S
\J o N e A i 4;]\]::/141:&5)
[N C/o4% " D) 4 LA D K5y RS
PTP @%E 3)
= . N
¥ | 25°C/60%RH =120 5 lx+hr B R RS L
=200W hr/m? o
ﬁ/ﬂ%& 5)

WIEEE MR, e, Koy, Bk, F&*

ko IR ORISR TS L 72 BRBRE A

1) 790y T 4 v 7 IETERM

H2) WEHEERIE 75 [Efs, 4y T

H3) RV =A/KIFE =T +T VI =T LE
Ha) RIFLUVRR A+ RY oL rfildy v

1 5) BRECE S




Iv. RANCEE4 5

RIFESRAE - TERE

il

)

e

REAI

40C
g | VAT NE
ST

J= e e nn

XA B aw

34 H

BRI

kit

Bk

30°C
75%RH

W5 T
(Ehreat

g

64 H

Bk

Bk

Bk

Bk

Bk

y | 25C/60%RH
R

60 7 Ix-hr

BN

Pk

BN

BN

BN

120 75 1x-hr

Bk

Bk

Bk N

Bk N

Bk

A TEER] - 1 72 VRO IR ERRE COZEMERBRE (BH) | (AARBERAIRNE < SR 11 48 H 20 A) ICHEILL TIT - 72,

* o IR 50 A5, 5y CHEME

ELNy FRFS4>09F10%

R PRATSR1F PRATII PRI RE fER
EHRF3RE | 25°C/60%RH 36 » H AR LD Bk
SR ER 40°C/75%RH 65 A A h L asEED AN
1L s 60°C 3 % H AR L AEED Bk
g | WEE | 40°C/75%RH 3 5 1 R bR (R Bt
a > s SETE1)
! " oo =120 5 Ix-hr B P EEEED,
" * 25°C/60%RH = 200W hrfm? it B
REEE MR, EmE*, Ko, WHE, 58
% O TTESRER TN L 7= RABRIE B
1) RV FLUER ML+ RY) oL rdlsy o7
H2) pA
Bk RIS - TERE PRAFHIM PR -8 el SN K5y b tantin i
40+2°C STEER
L U 3»A HRE P LS I I B ) 3 HF P R
Piesian BR A
X B oy
30+2°C
_ 75+5%RH LTER
g K 6 »H FAEN FRAEN R e HEN FRAEN BN
B 2R
60 5 1x * hr ETCER
95 = 9°C/60 - 5%RH 10 | R BN T e Bk BN Bk
KBRS 120 57 1x * hr ETCER
" 20 H R BN T e Bk BN Bk
SR GEEE) ETCERE
95 = 9°C/60 - 5%RH 10 | RN HIEEN T e Bk BN Bk
KRR A SR GEEDE) LTER
20 H R HIEEN T e Bk BN Bk

A TEER] « 1 72 VRO IECERRRE COZENERBRIE (BH) | (RARBERAIRNE < SR 1142 8 4 20 A) ICHEILL TIT - 72,

. RBER VBRBREROREM
EL/Xy FE 50mg. ELsVy FE 100mg
L



V. ®ANICE T HIHHE

ELNY FRS4209 T 10%
W% DL EMEIC W T, AKI 1000mg (7 243 K& LT 100mg) % 50mL O/KIEKICIAERE 24 B =R
RIFL. ML (IR) ROBRIERZHE LT,

N 3N BAER (%)
RAFRA - TERE
LS NIERG: 24 WrfEt2 A& EL 7 24 WEfH] %
iR OENHOL T . )
. . DTN A BRI 100.0 99.7
B T A%

8. ¥l L DEEEIL (MEILFEMEIL)
E L/ bEES50mg. EL/Sy FEE 100mg
L7
EL/y b FS420v 7 10%
EANRy N RTA4my 7 10%E EHES L DORAEICROFEMEZ TXLMEE TOMOBEEER] OIS

9. A%
E L3y FE50mg. EL/Ny FE 100mg
WHERERE (8 FUE)
AR - #O T IERE (9—1000) 900mL
[El#s%% 50 [Elds/5y
WEFE k7 v~ 777 40—

EL/y FFS420y 7 10%

s HERERE (8 RVE)

ARERIE : 7K 900mL
[BIHA%K : 50 [aldis/4y

WIE ST Rk v~ 7T T 4 —

10.84% - G%
(NEEVPRELRSE - . HNEVRKREESE - AEICEHT 51K
RN
a %
EL/\y ki 50mg. EL/Ny REE 100mg
(E L/Xy k& 50mg)
PTP : 100 2 (10 #x10) . 500 && (10 &< 50)
T AF v 7R RV 500 $E
(E L/ F§E 100mg)
PTP : 100 & (10 £x10) . 500 & (10 & X 50)
FTAF > 7R b 500 BE
EL/y FFS420v 7 10%
[FZAF v 27K k] 100g, 500g
Q) FlHEEE
Y L



Iv. RANCEE4 5

G)BBDHE
E L/ bEES50mg. E L/ FEE 100mg

PTP v — b : R E =R VB E =) F U R ONT VI =7 A

VA S R Y
RNEIVES AR F L
FrvS ARUTmrELS

EL/NRXy FFS420Y T 10%

TTAF IR RV
RNELEE ARV F L
Fyv7 ARV TwELr

M ARRE SN S EME
RN

12. 2 Dt
LR



V. IBRICB 55HA

V. aEICET 5EE

1. WEER TR
OTANABREDERIHRE (ZRELBIEREZED)
OtDIMTANAETHRLENRMSRED oGV TANAVBREORERRFEEICHT M TANAEL DGREE
figER -
WO RNEE AT DN E KR L LT iR
7 2% I ROMRESUIRRIT, A PEERLFE S IR (EP0008 #ER) 2 | [EERILFEHIAERE (SP0993 i
Br) 9 ROENEIFERE (EP0057 5BR) 9 OREICHESE®RE L,
EP0008 #RI%, #fE=a s b o — ARG o TORWESSIE (ZRMEaRIEEIEEZ &) 26T 5 16 Ll b
DTANIVBEEZERGIC, 733 K (200 XiE 400mg/H) OO G 5 H 0 & 0% 4 % 314 L 72
Sl dE, CEEMR, EBEAL, 7T AR WATRERIILEGRER T, 7 =¥ X F 200mg/ H & U 400mg/ H
FEX7 7 B AR LT, MEFRIMIC BT 280 koA R GEaBaoth, Wihd p<0.001) Z2Mfilzhiz
7~ L7z, $£72. EP0008 i & OY EP0008 ik o & ke iz 53k (EP0009 #Bk) 5 (23T, 7 4 I K 200
~400mg/ B O BAF 722 20 M OB EMER R S T,
SP0993 BERIZ. B/ lZ T2 a2 T 7o, EaRIELAT DA TANABE 2RI, BARILEE LT
el TAEMEHALEZREOZ 293 K (200, 400 XX 600mg/H) DOHMER NZeME h v \<wE e
WHGE (400, 800 XX 1200mg/H) &I L7, Shiskdn, —HEMR, ¥ 70 I— EBELL, &£
B TH V) | IR & CORMMBIMICI T 5 6 » ABIRBIEHEIRIZONT, B8 EUIREEC
*9 %7 2t I ROIELVEPRGEE S L7z,
EP0057 #BRiT, PLCAMNARIC L 2 HATRR TRIEa Y ba— B3G5 TORWESHME (CRIE SR
ez aite) ZHT5HANDEATANAERE ZSIT, K 600mg/H DT =4 I FHEAFERE~DOY Y K212
Bl 224, BAMEROF A GG LB, ZhiskdtFE, EEHm. RIMRGRBTHY | HARIEL L
TT7aV I RERMIRG LR, BIERDBHERSND 2 EDRB I,
SP0993 Bk & O EP0057 BRICHE W TIE, 7 243 K 200~600mg/ H O FLAF 72 B il S vz,
[RERIARRIEE AT DAL OV Z %5 & U7 B R aER ]
EE L FE S IFHR SR (SP0982 :ER) © 1%, FtEa L hr—ARNELNTWARVIRERARIIELZ AT 5 4%l E
DTAMIVBEERRIZ, T3P FE 1~3 Ao TANAIKRE JHREG Lz & & ook, ZEEROEE
PEZ A L 7= sk LR, —HER, BIEAL, 77 BRI, WATHFELERBR T, 723V I FEET 78R
BEARTIRE LoAME G S v, £72, SP0982 i o E ki 538 (EP0012 3BR) » kT
FERIE, MEMARREEZET D 4 BULEOTADPABEONAREL LTI a2 NOEHAMME GHROF:
ft) ZXFTHLOTHoTZ,
BRSNS, 733 N, MOREEZHT D CADABE (4L L) (/T 2 O ARE & QAR E &
LCTHEHTHD Z &, MEMNEIELZET 2 TAPABRE @i b)) T3 20HHmEE LTHEHATHL Z L
DIRSNTZZ END, ZHREXIIZIFILHARIE CH OFRFIE T H AT [CAMABE O FME (TIRMERMRK
LFMEEEGT) | RO MUOBICTANAIE T2 RAG80 S0 CTANABRE OMRE BRI T 551
ThMAEE OPFRRE] ERIE LT,

2. PEERIIHDRICHEET HTE
B Z LTV



V. IBERICBET 5 HA

3. HERUHE
(MAERUVHAEDMEHR
I:“_/_\/\°\y k&€ 50mg. EZLv/%w +EE 100mg
mA WHEL RAIZIET 2% 3 kkbf1a1mmg;0&5%%%b Z D% 1 EELL EOMEZ &1 T
L. MEFFHEZ 1 H 200mg & 9528, Wihd 1 H 2 BNZHT CROBEG TS, ek, ERICLY 1 H

400mg % H % 70 WVEIPH CHE IR 208, R 1AM EofREA HIF T 1 HAH&ESE LT 100mg BL T
DATH T &,
/N EE . 4L Eo/NRIZIE T 293 bkbflazmwgiwﬁﬁ%%#b Z D% 1 EM L. LR
%%Tflﬁﬁikbf2mﬂgﬁoﬁgb ﬁﬁmg%%§3%g$%®m 21X 1 H 6mglkg. wéswg
L E 50kg Riiid/NRICIE 1 H 4mglkg &5, Wb 1 H 2 HIC Tf%m&ﬁ#é 7ok, EIRIC
%$3%g$%®m i 1 H 12mg/kg, A 30kg LI E 50kg Kl /e ilESm%@%EK&M%.
T BT 58, HMaEld 1 HEAU EORREZHITT1 FHEE LT 2mgkg LFT217H 2 &, 7272 L
{AH 50kg uimdmf I, A ERICHE - HEZHWD Z &,

I:“J_\/\°\y FRSA>OvT10%

BN . AT 2 I RE LTI H100mg (R4 vmry &L Tlg) LVEGERKL, D%
F'WL@F'%BW%;% JCHE L, MERHEE 1 H 200mg (R4 y 7L LT20) 92508, Winhd

1H 22BN CTHRERE L CROKEGT 5, ok, ERICEY 1 H400mg (FZ7A4 vy 7ELT4g) %

HE R 72 WEIPH CHE BT 528, HEIE 1 BB EoRREEZHITT1 AHES L T100mg (K71 vmy

kbfm)&?foﬁﬁ:&

ANV aEE . 4L EO/NRIZIE T 2 FELT1 H 2mglkg (K7 A4 v w7 L LT 20mgkg) X5

BB L, E0% 1 WML®WM%%TT1Hmikbf2m@g(h74vmy7kbfmmg@)fo

BRI, #ERFHRAZAE 30kg Rio/NEICIE 1 H 6mgkg (K741 v 7 & LT 60mgkg) . {KE 30kg

PLE 50kg Riifo/NAIZiZ 1 H 4mglkg (K74 v m w7 & LT 40mgkg) £ 95, WIind 1 H 2 BN

THREE L CROB G535, 28, f%’i@%iS%g%ﬁ@¢mUilﬁmmyg(F?4VD77k

LT 120mg/kg) . AHE 30kg LL L 50kg A0 /NNEIZIE 1 H 8mg/kg (KT A v v v 7L LT 80mgkg) %

R Z 72\ OEFE CHEEM T 228, HWET 1R EOREEH T C1IHHEE LT 2mgkg (R74vay

L LT 20mglkg) LLFFo179 2 &, 7272 L, K5 50kg L EO/NETIE, AR LR UM - HEEZHWS Z

B

QFZERUVAEDRERRE - 1R

(o RIEEH T DA E X5 & LT EaRaER]

Z aH I ROHEAREICBW T, SP0993 ikER ¥ THW=Z =% 2 FOFHEHE (200, 400 & U 600mg/ H)

L BAEE L LCoR/E AR, KOO BE T D RERIEREE L TCORAEOM T 2 HE L T

WL,

SP0993 7k Tl HA&FHIEH & ORI 5 6 » AMBIEEREORRNG, IV~ E Rk

BE (400~1200mg/H) Zx4 5T a4 I K (200~600mg/H) DIELPERSKGE ST, IA&KEHEHE TORE

fAMICE T2 6 » AMBEEKKBEORGIE,. 73t FEELERD AN~ E RGO £ 51 TR

HThoT,

SP0993 iR 7 = I FEETIL, 7 2% X FOMEIMEWAEFREROFEILEN G < 2 2 EMITERD Hien

S72, 72, EPO057 iR Y O T aH I RoZeM7T e 7 7 A i, 7 3% I ROEORBRAE T & OBER D

T n 7 s ANV ERBETH T,

ERAE (MR ERIEE ETe) 28T DA TANABREIZR L, 724 FOJFHEEE LTHPE



V. BEICEET5TEAE

BRI MFERRER (EP000S #kR) 2 %z ki L7-, EP0008 itBRIL, FiEa > hu— ARG L TR WEY
A (CRPEEERIEE &) 2HT 5 16 5L LD B AR AR RHEADEA TANAVBE KT ST a4
I K (200mg/H %O 400mg/ H) OFH#GIZ31T 2 A 20 R O M2 70l U 72 55 AR, Zhiak S, HEAER
b, ZHEKR., 77 BRRE, WATHRARERBETHY , ARBRICEY, 738 I RO Rrai,
EP0008 iR DZ 27 1 7 7 A T, E#lE (CIkMEeRIEEIEZ ET) 20T 5 CANABEZISR L
L7zt 27 a7 7 A L & EETH - 72, EP0008 i BRIZ KT 5 7 =¥ 2 K 200me/ H % U 400mg/
HOF G 5 R OEEMEDR R S -, £7-. EP0008 kO K Wifkmi e 538 <& 5 EP0009
AR5 O T a7 7 A%, EP0008 RO Z T 07 7 A LV EFRIEKTH - T,

PLEORER NG, BAPREE Lo T at I ROMAEIE, EMHEOFEG L OERERLFE 2, HAE
EoRkEHEEZIRABRIELFRC 400mg/BIZT 2 2 ENMUEEZ N2 E0n, Bt EIT 100mg/H .
TRIR 13 200~400mg/ H IZ#%E LT,

HorRIEE T /N x5 & Uz ERaER]

AR D 1T A ONENNE T A AR x5 & U [EES L E TR (SP0969 iBk) 9 (2817 5.
BRI 2 MERFIR 00 28 H 872 D O RIERE O HFIL, 77 B AR T 2 7 a4 I N G#E
DEFENEDFRD BTz,

HARNZGT 4 oD 17 O/NRTANAEE x5 & U ERRIEF S O R ke ik 5k (SP848 &k
Br) 9 CBIT 5. BERWIMICKT 2 2RFEH O 28 H 7= 0 O RIERBOZE(LFIT, SP0969 &bk D
B —HLTEY, BARANNEUCET DT a) I FORMENHESTZ, SP848 fBRd H AN/ NEDZe 4
PET—=F D0 TR By 7 VTR biLT . BRNNROLR 2T 07 7 A WiE, BARABRA, FHE
NBEANROSNENNEORENET a7 7 AV ERETH ST,

RN T AMNABE Z 55 & LT RHER S B REMEAT R OV C A AR x5 & U T R SR B RE AR AT
OFERND ., BARANERA, FMEARA . BARANE R OFME AN O S EhRE DRELIE 23 el S i, /hET
PR Bkt G b LT RHE SR B RERRAT  (CLO430 fEHT) 10 oA S, /NRICEIT HIEEICHS < #
L& L LT, R 30kg A ClE 12mg/kg/ B, 30~50kg Ai; Ci% 8mg/kg/H . 50kg LA ECiX 400mg/H & 3%
ETHIEIZLY, DNEOEFEIREO L MAEFRE L, AN REHRAETHL 7 2% I N 400mg/H %
B LIeED 7 2% X FRELIERT 5 2 LRSS,

PLEDOFER DS BARNNETANA BRI 5 0FFRE R OBAREO ER O &, BARARATA
MABEORGELFRICICRD L)ICHEEZRE LT,
[RERREIEEZHT DA KR OVNE 2515 & Ui iR B ]

[E B[R 2 MTARRRER  (SP0982 ik X OY EP0012 7hBR) 67 MO A5 bAoA, ek OB RE DR R
D> D HESEF B2 31 L7z,

SP0982 ik & O EP0012 R DX DHBRE (4 mibh | 12 soRii) XITIRAEE O #RE (30kg AKiii) T
AR O L EPEORERIC B IL /e o7z, Flo, BRATANABEFERIIR O TV, 2FEME R
ARNEFOF R OLEMEOFERILFEE O Th o7z, S 512, SP0982 B IT 4 Ll LD BH & %512
LTHY, /NEOHAANEITRA & g3 2 LRSI TV, BREMDRA K OVNETADABE DN
THUCEBWTH I 7 BARRE L R L TT 2 I FETRIEOIMEI AR Hiv, BARNEM TS [FEEROMH R A
B b7,

EP0012 #5513 7& 78 e I & (IR EE 30kg A 0/ 12mg/kg/ H | (A 30kg LA b 50kg AKiiti D /NE - 8mg/kg/
H. {KE 50kg LA EO/NRKROERA - 400mg/H) ZH 2 5% 5D A[Re72ilBRT YA 7208, Fchif 5 sy &GR
AEZB2 T BARAYERE 1TV -T2, Ko T, MERREIEEZAT D TANABETIE, AMEE2E
HNCHERF T D72 DICAGEH EZ B 2 2B GIILETIH W EE X bz, EP0012 REBORET — X 00 b b,
TR B 5 R O YIVEA IR & 47z,

UL EDRER DG | AR OVNE T A A BE OSRERMRFEEITRTT 2 AR OHEIL, S8 E (CRMESmK
bRMEZET) OFREGELFECICRDEIICHBERE L,



V. IBERICBET 5 HA

4. AERUVARICEEYT 23E

7. BERUHAZICEET HEE

<%hEeFHE>

71 7 V7 F=07 YT T AR 30mL/min BAF O EE K ORMIBERERE E O & 2 BT, BT 1 A &
F A% 300mg, /NI 1 HEmAREE 25%E T o CEEICERET L2, £, MRS %
T TWHEETIE, 1 HHARIDMA T, MiEET#ICRART 1 BHEOY-EOBINKGZEET 52
L, [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 ]

7.2 WRESIPEE OREREREE D H 5 B (Child-Pugh 293 A O B) 121X, AL 1 BlE A&
300mg, /NEIX T HiemAEE 25%E e T2 CHEBEICE T2 L, [9.3.2, 16.6.3 ]

7.3 AFD 1 HigmH&ITAE 30kg Rio/NETIE 1 B 12mg/ke. A 30kg LA E 50kg A0/ NETlE
1 H 8mg/kg TH D, A% 1 H 8mglkg ##8 %2 THH L TV HIKE 30kg Aiili O/NED, iR ICHENWE
ERNCARE DY 30kg PA L& R o o5 101E, BEOREEZ +2ICBZ L, DIRLKORIERORBLL B E
L7229 2C, MURHABEZRATLZ L, B, AR EITRTS Z &,

<AEMRHEE>

7.4 KHZBERAFEECTS U TERT 2561003, O CTANAEKL TS 2 &, [RRRBRIZB N
T, TRE IR )T 2 A B G- T O AREIL R0, ]

fRER

7.1 AFNTFEROK) 30~40%NAREMMA E L TEIRM S 71, BHEERE O & 2 838 TIE, AF O PN EBIE
T HAREMED B B T2 O E LT-, MEMEHFIEICOWV TR, RADOBIT 2 BB L4 5 KR ES 25
TREERRIR T2 2 7 2% I ROEMERE A MET L 72K R (SP641 ER) 10 fE R K OMi2E
5 —# >— bk (Company Core Data Sheet : CCDS) I[ZHESEHRE LTz, NMNEEIHLE LTV IR
DLEENEITH T 2 BRI TH ~ORBIIRF L T, AIE 1 H 400mg & 25%HE L 72 300mg 23
HRERHETHL Z LICESE, /NLOHRERHELRE LT,

7.2 RADOHFEEORFEERE DO H 5 BREICB T 57 2 3 NORYEEZ MG Lo AR (SP642 3
BR) 12 OFER KON CCDS ICHES & IFHRERES 2 A 7 2 B TIEAM O M PR 2 ko AUC 2303
DAREMED N B DT O E Lz, /NRZ G L LTe T 28 I ROLRMEITKTT 2 TN N & ~ D8 T E!
LTV, FEAIL 1 H 400mg % 25% & L7- 300mg N HEREE S AR TH D Z LIS &E /NEOHES
EEHEEZHRE LT,

73 BIEO 2 br—ARRIUTHY, POAFELEDHIL TORWEZITH LT, BFRIRESSLDEED
AEFLZOBBUC L VHEEZ BT 2. MEZITOHEIT BIEOa L P —ANET D LR ENL S,
BEE 2 20 TR G BROFIE LT O BERDH 5, BEDOREAHET S Z L2, KED 30kg UL EcHNL
2 DB EBRBICLIEEGEOMEIIITORNWI & REAHELZ ST ThHHIREDOR M Z 20T THES
HESTH NPV ETHDLHTORE LT,

7.4 SREMNBIEZHT 2 TANABE EXIG L LIZERRBRICE W T AR OHT T A AR & OOF B
THANOFMZIT > TR Y . HIME G Cofl HRBRITA 72Dk E Lz,
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(R APV (24 1) B
WS | S FT XA T | EERA BN | ERERBRA 7 29 2 NEEHER O | SP645
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(16 #1) UEETHRE DR
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(50 f1) SABRE O 5o KB RE I T ol -0
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(40 1) * YyEhte
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N Ffiti - e PO e - o FRER | A% | 242
x| Hi ABRPN A () E R s | e | b
FIAR (v | FEEHRAER WERREEZET D 5 AR B SP0961
HER ThAhiBE — e

(49 #1)
B | BAR |77 2R | mEMEIEEZET D ERNIEEEY SP0982
W | RO | EREGAER 47U DT A ABRE © | © | ©
s+ (242 5l AN 30 #l & & Tp)
FE (vgoh | R 5 WERREEZET D 5 AR BR SP0962
5B TAhiBE — - | O
(39 1)
AR | B 5E WERREEZET D AR R EP0012
0N 43U DT An B © | © | ©
24N (239 #: HAN 37 3l & & de)
T OMOEE | SP0962 ik & 8 iBi (EP0008 7k, SP754 ik, SP755 iR, | CL0447 f#HT
SP847 7Bk, SP1047 iR, SP848 #Ek, SP0969 ik K U SP0966 | /X— K I © | — | —
HBR) OIEMENRE T — & ZOFE U 7z BEE Y B BEARAT 15 2

© : FfiiEE O : BEEK

(2)RG PR =L ER

1) MBSV 1 HEEER (SP1046 &ER) 19
H AN OV E RN B4 18 Bl &%t & Ui “HEM, BiEAL, 77 B R, 3#17 o x4 — —
AERIZIBWT, 18V O GIE [7ZEAR 1R, 724 bz[]ummgzmmg&04mmg®o%ﬁﬁé
2HEZA 1) OFF3E] OWTINT 1 BT EERIZEN (1T, 1ERIELBER ARG L, 28N,
BVER OB A At LT, B G-OBOWRFEIIRIZ 7T ML EE Lz, ZOREER, 73t ]\@%%@J%
X A—=21%, BARAKROFEANMEERABECTEREECH Y . 7 a4 I ROZEMER OISR S,
ARIRBRCIL, TR OPEELRAEFS, WO P ILIZE ST AEFRITFED o7,

2) QT/QTc FHEEHER (SP640 ER) 19
SME R 65 & L2 EER ., —HEEMR (73 I RO TER) | 77 BR LU,
AWATEEM LR, QT/QTe RHMERER Tik, 247 BlOWERE %2, 7 =29 I K 400mg/H, 7 =% I K 800mg/H .
TR, KOG (X 7axto ) O4ARICEESCEVT, T2 I RUTT TR E
6 HiHl, EX>7r¥Hv % 3 HRIRIER S Uiz, 214 Bl 32T G55 M & Uie, EEEHGE H
To 5 QTel (ERDOYERE DT — % & N CTLAETHIE L7z QT [HIkR) o, FEZ —H I g~X—2 7
A ML DBRRENED T T vREEE DFEIL, 7 2% I R 400mg/ H#EH-4.3msec, 7 2% I K 800mg/H
FEA3—6.83msec TH o 72, WT I H 90% M ANEFEX IO EIREIX, 7 =9 X R 400mg/ H # Tid—0.5msec,
Z 2% I F 800mg/HRETIE—-2.5msec &, 10msec Kjii CTH V., 7 a4 I NI QTel HIRZIER L7eh -
7o MAEHF T 24 I RRE LR A2 — B S 72 QTel kR, QTcF &, QTceB Mk X ITARHED QT [HikE
O E L ORITHBIIE S b oz, ER T a4 I RRE &2 —E S 872 PR R & OV
BoOEbEE ORIZTRWVIEOMBERED Hit, 7 3% I FREO EFIZHW PR R LK OVLHEIZ DT )
IERDRBO Bz, 7 3% I FiED PR MROFAZCEITE 6 B HoE 1 %R RE R, 7
T AREEE DO, 400mg/H T 7.3msec, 800mg/H T 11.9msec TH» 7=,

) AR OEBIN-HELROCHERT W@, A7 a3 h&bf1a1mmgib&ﬁéﬁﬁb D% 1
ML EoEZ S TR L, #FFHREZ 1 B 200mg 37228, Wdhb 1 A 2 BN CRO®TST 5, 7
BLIERIZE Y 1 H 400mg %88 x 70 \WFEIFH CTHEE KT 220, BT 1 HEU EofREEH T T1 BEARE LT
100mg L2792 &, | ThD,

R EEREERHALR
MMER e L



V. IBERICBET 5 HA

(4)1REERIFHER
1) BEIREEEAER

@ EREHEFEFEMAEAER (RA) (SP0993 :KEk) »

a) BRI E
H B | Bl UTEGE TADA E R SN BE 2RI, BAREE Lo &b LEMBER L
BH D7 3t I K (200~600mg/ H) OFNER L EME DL A~ BE U REEE (400~
1200mg/H) &k L, IELMEEMRFET D,
*f G| B IR Wi & 20 72, S BAE UL 2R E S RIEE AT DA TANARE
WEAELALGIEL - 888 B (T =¥ 3 NEE 445 B, I~ B VU IRIGEERE 443 #)
LRV RIG4EF] (Safety Set : SS)  : 886 5l (T =¥ Nt 444 i, W~ 8 Rk
Tt 442 $1)
R OfENT R G4E ] (Full Analysis Set : FAS) : 886 5l (Z =4I NiE444 i, BN ~EE
CIREERE 442 151])
B 5 05k | IR~ B RGeS U B 2 b T B R R
THEEMRFTH -4 10 20, AMAEZROEE Lz, 2B, KRR TIII LA~ v RklikbE
L LT 200mg PHEEALIZZ LS, WANYEE U BRHGEROBE TIT, KFHEARET
HETIHA08 1EICH LY TRAEDHENEE SN (W HIZZVHEEEE)
BE - RECHHE. FFESRRVHBIBOBEER 22—
F A & HE - ZE{LHIR FEA I
1 i@ H 2 i@ E 3 i@ H U%E*%%qﬁﬂ
() (&) (ZEk)
1 AR
Z 2% I KN 200mg/ H # 100mg/ H 200mg/ H 200mg/ H 200mg/ H
NN B UBREE 400mg/ HEE | 200mg/H 400mg/ H 400mg/H 400mg/ H
%2 BIEHE (Rl b nEmRgE)
Z a3 K 400mg/ H # 300mg/ H 400mg/ H 400mg/ H 400mg/H
TN B BREE 800mg/ H#E | 600mg/H 800mg/ H 800mg/ H 800mg/ H
%3 BIEERE (Bl b nEm2gs)
7 2% X K 600mg/ H#f 500mg/H | 600mg/H 600mg/ H 600mg/ H
H N2 B A EE 1200me/ B EE | 1000mg/H | 1200mg/H | 1200mg/H | 1200mg/H
FEAMOE B | <BHME>
|EEC e RN ED
- B HGEM A B CoOMMIRICR TS 6 » A (26 @) FIEMKSE
GV GRIEERED
© KM A B ORI K OHERFIRIIC BT 5 12 » A (528 [) FEIEM AR
- KA & COFMEIRKBRLE 12 » A BICHIEZRIES T B SUTIRER 2 ik (F b B i R
D) 95 F TORFH
< TREBRIK O MR 5% 12 » A BICHIEPEIEN KT 5 £ TORE
- EBRIEOYIEIE G4 12 » ABICHIEREN T SUTIRRZ Pk (PR EMbD2RY) 372
* CTOWH]
- EBRIEOWYIEIE 5% 12 » AICHEEFG IR A TSI LV IRRE P13 5 £ TORFH
<ZLHE>
[FZEarmE A ]
- BE KOV IUIIHEE O B IS XA L EM OB LV S SN AEFS
- HERRRIC X DIEB 1B
- \BRLAEFS

) AFNOAGBINT-AEROCHEIX @, KACIE7 29I FELT1H 100mg KW ERS5E28HBL, 20k
1AM EORIEEZ H I CHEE L, MEFFARZ 1 H 200mg & 35728, Wb 1 H 2 BIS/HOT TROE S
5, 7ok, JEWRIZED 1 H 400mg &8 2 70 WP CHE BT 528, R 1 EMM EoBEH T T1H
HAEE L T100mg A TT2AT5 28, | THD,

% HAN 20 Bl & & e,



V. BEICEET5TEAE

b) EEER

ADORETZFRIEE (FAS)

AEH Za% I N HANTEE
(n=886) (n=444) (n=442)
] B 475 (53.6) 243 (54.7) 232 (52.5)
B (%)) | Ltk 411 (46.4) 201 (45.3) 210 (47.5)
HA 744 (84.0) 378 (85.1) 366 (82.8)
EA 8 (0.9) 6 (1.4) 2 (0.5)
VPN 106 (12.0) 48 (10.8) 58 (13.1)
<1@J§ﬁ%@)) 7 A BAERST T R R 4 (05) 1 (0.2) 3 (0.7)
NT A SR RIS BN 1 (0.1) 1 (0.2) 0
Z O/ i, 16 (1.8) 6 (1.4) 10 (2.3)
A 7 (0.8) 4 (0.9) 3 (0.7
Fiim G%) B R A 41.8+17.6 41.9+17.9 41.8+17.2
wE (kg) S A R (R 2 72.88+15.96 72.52+16.08 73.24+15.84
IR~ 882 441 441
BMI (lg/m) | gy + po e e 25.40+5.09 25.10+4.88 25.70+5.29
RERFMY (FAS)
2R Za% I KEfE T a e =i
(n=886) (n=444) (n=442)
IR () | I AR A 0.26+1.63 0.25+1.81 0.26+1.41
1wt 1M
Hor3AE 805 (90.9) 403 (90.8) 402 (91.0)
AR Sy A 261 (29.5) 119 (26.8) 142 (32.1)
HEHEER S 5 AF 416 (47.0) 210 (47.3) 206 (46.6)
TR FEAE 513 (57.9) 252 (56.8) 261 (59.0)
ERAAE
IA v =—FE 1 (0.1) 0 1 (0.2)
TR R R AR 88 (9.9) 47 (10.6) 41 (9.3)
T/”ﬁjf;?/@ SYERBED TAMARIE 0 0 0
(it (o)) [BE3 21
o FAE 806 (91.0) 404 (91.0) 402 (91.0)
BAHE > R 1E 241 (27.2) 108 (24.3) 133 (30.1)
TEHEER 73 FEAF 391 (44.1) 197 (44.4) 194 (43.9)
TRV IAE 482 (54.4) 242 (54.5) 240 (54.3)
ERFEAE
IA T m=—%{E 1 (0.1) 0 1 (0.2)
FRIE A A 83 (9.4) 42 (9.5) 41 (9.3)
IPHEARBED TAMAFELE 0 0 0

E 1 EEOTAPARIER B Y T L8 E 2T,

T2 ¢ BRAR ESUIMEE TR BB DT, BfRMESRERAIEIEDO A58 b /o BH 1, REFRAFEIEIC

STHRS T,

E3 : 7ay I FHO 1 AFRE 1 AR TIRSRERARSEE SN, @ 3 » M T ke L s e

SNz, ZOBW EOFEIL, TRBREM RSP L2 oD fE S o T,

a) WA B UREEERED 1 Al E 1 FRLEOEE 3 » HMCTIA 7 v =—RIEIZpE I N, 1R%REkT
EEND OBERRGEMUCFEY Liz72o, IGBREmEEIC#E S U2t 4EM (Per Protocol Set : PPS) 7>

LRSS T,




V. IBERICBET 5 HA

MTANARDERIKER (FAS)

2AEMH] Za% I N HANR=EE
PRI EERE
(n=886) (n=444) (n=442)
BE (%)
1AL EOFITADNAREEA L QB 105 (11.9) 53 (11.9) 52 (11.8)
LRFTHH A 47 (5.3) 26 (5.9) 21 (4.8)
2L m FRELA 15 (1.7) 6 (1.4) 9 (2.0)
FE MY X 13 (1.5) 6 (1.4) 7 (1.6)
AN 9 (1.0) 4 (0.9 5 (1.1)
VAPt N 7 (0.8) 3 (0.7) 4 (0.9
TR 6 (0.7) 4 (0.9 2 (0.5)
Zay IR 6 (0.7) 2 (0.5) 4 (0.9)
rET~—h 5 (0.6) 2 (0.5) 3 (0.7)
7z = b A HFH 3 (0.3) 3 (0.7 0
F T AINANREE 2 (0.2) 1 (0.2) 1 (0.2)
RET A 2 (0.2) 2 (0.5) 0
S5 - TAUN 2 (0.2) 1 (0.2) 1 (0.2)
ZA=0 R OV 1 (0.1) 1 (0.2) 0
V=%3IFK 1 (0.1) 0 1 (0.2)

El: 7= NI T == b 2 E T,
E2: ST apilsizo o7 alg, v afEpd U v A KO Ergenyl chrono & e,

c) AEICREY DERRAAE

i) XEFTEAETOFHEAMICH TS 6 » A (26 :8F) HMEHERE (FEFFMHEER)
FAS 125\ T, JE@%| Kaplan-Meier i CH H U 7= i Gl & CORMERIFIC IS 1T 5 6 » A MZE
HEE (95%EFXM) (X, 72 REET 89.8% (86.8%~92.8%) KM /L 3\~ L 1RkEE
T 91.1% (88.2%~94.0%) Th -7z, #FHIZE (95%EHIXH) 13-1.83% (-5.5%~2.8%) TH
V. BUEXMO FIRE (-5.5%) X, HONUORE LIS E~—T 0 (-12%) L k&
WMETH T, £72. IANR B EUIRMEERED 6 » H RIZEEN LRI D BRI 22D 95% (S HEIX
MO TFRIEDO L (FHx7E) 13-6.0%TH Y, H O UOHRE LIHELME~—V 0 (-20%) kb K&
VMETH -T2,
PPS (25T, J&5 Kaplan-Meier 1% CH H L 72 S &G & CORMEHMIC I T 5 6 » A MFIE
HRZE (95%EFXM) X, 724 I FEET 91.5% (88.6%~94.3%) MO NN~ EE U RfikbE
BET 92.8% (90.0%~95.5%) Th o7z, BEFZE (95%EHEXMH) 13-1.3% (-5.3%~2.7%) Th
V. B%EEXMO FIRE (-5.3%) X, HOENUORE LS E~—T 0 (-12%) L b k&
WMETH -T2, 72, X EIT-H5.T7%THY ., HOHUOKE LIZIELE~Y—T 0 (=20%) LV K
XVMETH -T2,
FAS Lk OVPPS 31T, & 65 UORE LT IEL TSR (BERIZED 95% 5 HEIXH O FIRAE : —12%78,
FEXIZE © —20%#8) #i7z L7z,
DAL e &5 FA H & C ORI EIRIC 31 5 6 » A MBI AEOR R NG, 7 a4 I R~
BV UMREEIC R L CIELHETH D 2 L BRGES LTz,
2B, T At RO, 400mg/ HB~DIEENME L 2p o 2B 2T X CREA0F & LT
S>7=54A. FAS Tix, 7 2% 3 FEEORER] Kaplan-Meier 15 TR U 72 5 #4&SEMH & T ORI
(BT D 6 1 ARITEIEHERER (95% X)) 1% 84.1% (80.5%~87.6%) T~ 7=, BEMZE (95%
FEXME) 13-7.1% (-11.7%~-2.5%) THY ., 95%EHEXHE O TRIE (-11.7%) X, HH0LC



V. BEICEET5TEAE

ORE LTS~ —T 0 (12%) FVREWETH o7, £lo, WA BE U RBEERED 6
A RFEEE R T 2 BEHIZ2 D 95%F XM O FIRMED . (FEXt %) 13-12.8% TH Y, H L
CORE LTS ME~—Tr (=20%) LV KREVWETH-7-, PPS TiX., 7% I FEEOREN]
Kaplan-Meier {% TR H U 72 Ff& Al & T O 5 6 » A BBIEERE (95%EHHX
i) 1% 85.8% (82.2%~89.3%) Toh o7z, HEMIZE (95%EXM) 13-7.0% (-11.5%~-2.5%)
THY . IBWEFEXME O FRME (-11.5%) 1. HONUORE LIzFHELE~—T 0 (-12%) £V
REWVETH -7, Flo, DAY EBEAARBEERED 6 » HHIFIEHIRITS T 2 M 22D 95%15
FXMO TIRMED . (FExZE) 13-12.4% TH Y . HOUORIE LIS E~Y—T v (-20%) £
DREWETH o7z,

FAS X O'PPS 312, & 600 UCORRIE L7 I MG (BEM A D 95% 1 HE XM O T IR : —12%#,
X2 © —20%88) %7z L7,

LLEDRERD S, 7 a2 REEOZA, 400mg/ HB~OEE RN MLE L 72 o 12 B 2T X CTHhRA 5
Bl LT T FRMNT CTH . WA EB B U REE (400~1200mg/H) 125132 F =83 K (200
~400mg/ H) DIELMEDMEE ST,

HRETBAE COEMREICE T4 6 » AMREHEKLE (Kaplan-Meier i%) (FAS B U PPS)

FAS PPS
FayI R | IR | TaVI N | I Brr
(n=444) (n=442) (n=408) (n=397)
JE 1 mE 3 » HEORERSN 2 BILLT
Bl 224 224 204 202
FAVEMFEH LB, i (%) 11 (4.9) 11 (4.9) 8(3.9) 8 (4.0)
o on-BE, filEk (%) 2 38 (17.0) 47 (21.0) 34 (16.7) 40 (19.8)
Kaplan-Meier /52 5% 6 » A RPRIEBEISR 94.3 94.1 95.4 95.3
(95 %15 HE X [H]) (91.0, 97.6) (90.8, 97.5) (92.3, 98.5) (92.1, 98.5)
Jg 2 8% 3 » A OFRIERSE)S 3 \ILLE
5155 220 218 204 195
FEVENFEEL L= 8. il (%) 29 (13.2) 22 (10.1) 23 (11.3) 16 (8.2)
frowoni-ga, figk (%) 2 39 (17.7) 54 (24.8) 36 (17.6) 48 (24.6)
Kaplan-Meier {2 L2 6 » A BPFSIERSR 85.2 88.0 87.4 90.2
(95% 15 HH X [#]) (80.2, 90.2) (83.3, 92.8) (82.6, 92.2) (85.6, 94.8)
JERI R D
Kaplan-Meier {2 L2 6 » A BPFSIEHSR 89.8 91.1 91.5 92.8
(95% 15 HH X [#]) (86.8, 92.8) (88.2, 94.0) (88.6, 94.3) (90.0, 95.5)
HEZE (T 3V RE-D <8 R iberf)
Kaplan-Meier 752X % 6 » HRPSIEHEKA -1.3 -1.3
F (95%1FFE X [H]) (-5.5, 2.8) (-5.8,2.7)
ExtZE (%) 9 -6.0 -5.7
TN B ARIEEREIC T o ™
Z a4 3 REOIELM: It s

a) Bof&AHIH & OFHMGIFBELA 182 HH (6 # H) XV AENITHEI LB

b) Mantel-Haenszel 7% CH H

) tHxI7ZE=/E}] Kaplan-Meier i CTHM L7z 6 » A MFIEHEALROHMED 95% X M D NIRIE, F1
~ BV RGO JE 5] Kaplan-Meier & TR L7 6 » A MIZEE L X 100




V. IBERICBET 5 HA

i) REFFEAE COFMEAM R CHFRRICE 115 12 » AR (52 8/M) HEHELE RIRFHEER)
(FAS)
J& 5 Kaplan-Meier 4 CHH U 7o S f&FEANH & C O & OMERFIIC B 10 5 12 » A MFAE
THRE (95%EHEXM) X, 723¥ I FEET77.8% (73.4%~82.2%) KNI N~ 4R ILE
FET 82.7% (78.5%~86.8%) Th 7=, FHIE (95%EHIXEH) 13-4.9% (-10.9%~1.1%) .
FAXF7213-18.2% T o 7o, IELHPEDOTEMIL I L 72k o 7283, BeA&REAM A & T OREAMG I & OV
FEIRICR T 5 12 » AMBEEREOMEN S, 7 a8 I NEEE DS~ B B U REEERE CRER
DEIMER R STz,
25 3 » AMOFRIERED 2 [FILLTOBF Lk 3 » AMOFRIERED 3 [HILL Lo B3 D ik T
I%. Kaplan-Meier V£ CTH H U 72 Sof& G M & T OFHm I &K OHERFHIM I3 5 12 » A M3 1EH
AR (95%IEHXH]) 1%, 7 2 I FEETIZZENLEN 79.8% (74.0%~85.6%) LT 75.7% (69.2%
~82.3%) THYH ., IR REEER TIZZNZI 86.3% (80.8%~91.8%) & 78.9%

(72.8%~85.1%) Th o7,

B, 73V REEOA, 400mg/ HB~OBEENLIE L 725 BE 2T CTHRERAHIHE LTHR
S84, FAS T, 7 24 2 FEEOJER] Kaplan-Meier 75 CH H U 72 S &AM & C O M A1
JOHERFIRC 31 D 12 » A BIZIEE IR (95%EHX M) 1% 72.5% (67.9%~T77.1%) Tho
7o BERIZE (95%[EHIXH) 13-10.1% (=16.3%~=3.9%) . tHx713-19.8% ThH > 7=, FFEHMED
MR SN LR o TS BRI & C ORI X OHERFHIIC I 10 5 12 » A MIFEIEH IR
DFERND ., T ay I REEE ATV RHEERE CRIBED A DI = S,

ARETHH AR 2 T ORIl AR KR OHEFFRAR 1285 (5 12 » ARMRMEHEALZE (Kaplan-Meier i%)

Kaplan-Meier 512 £ % 12 % HHZIEHEE (95% 51X H])

79.8 (74.0, 85.6)

FaH I REE D20 sl
MRGBERE
(n=444) (n=442)
JE8 1% 3 » AMORIERSEDS 2 BILLT
Bl 224 224
FAEDRFE LI-BE . FiE (%) 37 (16.5) 23(10.3)
Ibulon-8%, itk (%) 2 135 (60.3) 141 (62.9)

86.3 (80.8, 91.8)

JE 2 % 3 A M ORIEEHD 3 BILL L

Ik

FAENRB LIZRE, Btk (%)

Tousn-as, ik (%) »

Kaplan-Meier {12 8 5 12 » A RIFIEHEISE (95%(FHXH)

220
44 (20.0)
122 (55.5)
75.7 (69.2, 82.3)

218
36 (16.5)
139 (63.8)

78.9 (72.8, 85.1)

Je& 3] TR D)

Kaplan-Meier 512 X % 12 » H FZIEHEER (95%(5HEXH])

77.8 (73.4, 82.2)

82.7 (78.5, 86.8)

BERZE (T 392 FE-IANRSE U RHEER)

Kaplan-Meier 512 & % 12 % HHZIEHEER (95%FEIXH)
7 (%) 9

-4.9(-10.9, 1.1)
-13.2

a) ASFHEHEOFMMIEBEMGE 364 HE (12 # A) LRI BYI Sz B

b) Mantel-Haenszel % TR H

c) FHXfZE= g% Kaplan-Meier {5 CH M L7z 12 % A BIRIEIHAFEOFER 2D 95% S XM O FIRAE, 713

~ BV UAREEERED JE B Kaplan-Meier 15 TR L7212 » A BRIEHELZE X 100

(FAS)




V. IBRICB 55HA

i) RISFHMAE TOMEHREBAAE 12 » ARICYRRELN KR ILARZPLE (FLEBERERHY

L) $5FTORRE (BIXREHEIEE) (FAS)
FEAEMFEBL S TIRER A 1k U7 B 1Tk LT, oAl & C O A HTEI BR AGIRE 2> © R [E1FE A A3 58
BOTIRBR A P13 25 £ TORBOTLRFEHRA R M Lz, RIRMEE, % 3 » A B ORIERED
2L FOBETIZT 29 2 NEE (63 ) T 210.0 H K ONH L3~ B4R JkgERE (54 f5) T 100.0
HTHY, %3 » HREIORIEREED 3 BILL EOBETIEZZ 2% I Nt (68 f]) T60.5 HLXUW
N B ARREERE (74 6]) T86.5 HTH-T=,

iv) BREQHEIRE%E 12 » ABICHIBRENRKIRT 5 F TORM (BIRFHEER) (FAS)
FEAEMFEBL L7 RISk LT, IRBREE OB GBHAG ) D AIEIFEMEN BT 5 £ TORR O FlilFist &
ZEM Uz, TR, BE 3 » AMORERED 2 BILLTOBEFETIZZ =24 3 FEE (70 1) T
61.0 H X O H W~B 4Rkl (54 6) T57.5 HTH Y, ik 3 » ARIORIERED 3 (8L
FOBFETIZT 2V I FEE (138 41) T 6.0 A XU AYEY U RgERE (130 #1) T7.0HT
Holz,

V) BREOHEIRS%E 12 » ARICHRRENREXTEREZPLE (FLEEBEHIEDEL) $5FT

DOFfE (BIRFHEIER) (FAS)
FAEMFEBLTIRRR 2 ik L2 BE 1T LT, IRBE 0% 554G~ © WIEIEEA R B TR &
k32 £ CoRMOGRHEELFMN Lz, TRET, 85 3 » AR OFREMEEEA 2 BILUT O BE
TIET a4 FEE (104 ) T 49.5 H R OH AN E U RKEERE (98 6) T40.5 HTHY ., 1
% 3 » AMOFIERED 3 [EILL EOEBF TIXT7 a4 I FEE (155 61]) T8.0 HX U A A~wEE Y
wiEERE (155 ) T 11.0 H Th o7,

vi) BREDYERSHE 12 » ABICEEERZXEHMRF+AICLVAREZDUET H2F TORME (BIXR

FHMEIER) (FAS)
BEESINER+ THERE A I L7 BFICR LT, AR SR & A ERHRE UTER
FZ RV IERE RIS 2 F CoORMOTRHRFHEEZ R T L, PRAEE, %5 3 » HBORIERE
Bon 2 BILLTOBETILT 243 Rt (85 41) T 204.0 HEROBW A B R EEER (36 )
T38.0HTHY, ik 3 » HHORIERED 3 BILLEOBFETILT =2V I FiE (46 f#]) T 124.5
H RO~ B e RIEER (B3 #]) T96.0 HTH -7z,

d) &2tk

i) BEER
AFRBR OISR R + ST + MERFIR) @ SS IZB W TR b A EFR
X, T3 FRET 328/444 ] (73.9%) . BN~ Y B IRMEERET 332/442 5 (75.1%) T
277,

i) BlIEF
TR OF BRI M + BRI + HERF IR ISR W TR LN RITERIL. 7 2 X FRE
T 165/444 ] (37.2%) . FN~ B E ARMEERE T 203/442 5l (45.9%) Toh o7z, F2REIEH
W 7YX FEETIEEEMEO £V 35 6 (7.9%) . 197 25 B (5.6%) . IR 20 51 (4.5%) .
SRR 18 19 (4.1%) . B 1741 (3.8%) | [EH&MEDEW 1141 (2.56%) . HllME, HEEIES
FOGERES 86 (1.8%) . 77=0T I/ NT VA7 27—, TARTX BT I/ b
7Y AT 27 =R, Fa VAT v VIE R ORI 5 B (1.1%) Tholo, A s~y
PRIBCEERE CILAENR 39 Bil (8.8%) . 57 3141 (7.0%) \ v -7 NHINET AT =T =27
B (6.1%) . 58I 22 B (5.0%) . FHEMED EV 20 61 (4.5%) . EL 18 6] (4.1%) . TI7=V
T T AT =T =B 13 ] (2.9%) | L OE = L AT v —/ VIIESR 12 61 (2.7%) |



V. IBERICBET 5 HA

[EAMED F U 10 1] (2.3%) |« FB 9B (2.0%) . BIPER T ARG XTI ) N T AT =
T —EHMNE 84 (1.8%) . AATUHER OHREA 76 (1.6%) . EEIEE 6 6 (1.4%) . 4k
BRINE, H—ERE7ny 7 BHEEORTT AT I/ 7 LT F = 4 5 6 (1.1%) T
b7,

i) REFILICE--HEER
TR R R + RS + HERA D) ([l W TR G ILICE - FEEGIT, 72
P RRET AT (10.6%) . WA EE U RHEERET 69 B (15.6%) Thoiz, 74 I Nif
IZBWT, RFMHE TR LZBOONIZIEREOR G FILICE > AEFRIL, FEEOEV 6
Bl (1.4%) THYH, WNTHE 461 (0.9%) . FHEEDENKRT ANRTX BT I ) h T A
7 =7 —BHME 34 (0.7%) THolz, TOMOFRLIINTNE 2HILL FORBE TH 7=, IL
N B URBEERICB N T, BRI TR b2 <R b RBEO K G- P ILICE > o FEFS
. B2 76 (1.6%) THH, WNTy-ZAZINKT AT 27 —BHEN6H#] (1.4%) . 77
=UT R NTUAT =2 T — BRI OMEIRS 5 61 (1.1%) . ERYREUE, 7 AT X7 2/
NI UAT 2T —BHIMK OGRS 4 6 (0.9%) . 7. WEUENR O L —HE R 3
(0.7%) ThoT, ZOMOFEGITINTIE 2L FORBETH -7,

v) EETAEER
TR O B ) + I R I ] + HERF IR IR W TR DN HERAFEFRIT, 7=
VI REET 3261 (7.2%) . WANRSEE U RIEEERE T 43 # (9.7%) Thotz, 2 FILL Bz
WO LN EHELRAERGIL, 72 I FEECIEE 341 (0.7%) . BTHEE, B KR TA
A 251(0.6%) ThH Y VS~ E ARBEERE CIE IR 2 08 5 5505 E 3461 (0.7%)
AR A AR S O PR 22 4% 2 41 (0.6%) Toh o7,



V. BEICEET5TEAE

@ BHHEEEMmMARE (KA) (EP000S HER) 2

a) BRI E
H B | #BIEa L br— ARG 6 TORWERGHEIE (CIRESRIEEIEL ET) 27T 5 ARAROH
EADRANTADABRE EEMRREEE (VNS) R EEZMbav] 2581z, 72
I FE 1I~3HIDF TANPAIE L EREE LT-BoaoM, 2tk XA 231G+ 5,
b G | BEF O CTAD AR T 2 BIEMEIZIR S DI WEOTIE (ZIRIESRICEIEE S 1) &
AT 5 BRAROCHEADEANTANABRE [VNS FHOAEL bR
AR A eBI%k
548 f5il* (77 B AREE 184 i, 7 =2 I K 200mg/ H#E 183 i, 7 =¥ I K 400mg/ H Bf 181 44i)
LRV R GAE M (SS)
547 B (77 AR 184 5, T =4 I K 200mg/ HEE 183 #l, 7 =4 I K 400mg/ H &£ 180 fi)
RO G4ER] (FAS)
544 Bl (77 &R 183 i, 7 =9 I K 200mg/ HEE 182 6, 7 =¥ I K 400mg/ H & 179 1)
B 5 k| 7R ENRE U AL RS R
THEMRTFTTaYI R I REUTORRETL B 2BIIST T, #MEWM (4 8E) &
HMEFFIIR (1238M) ISR DL Lz,
BERLEBEERUEERE
e 57 HEHIF (4 8#) HERFHA R
1EHE 21HH 3HEH 418H 12 JEH]
Z 2% F400mg/BHE | 100mg/H | 200mg/ B 300mg/ H 400mg/H | 400mg/H
Za% 2 F200mg/BHE | 100mg/H | 200mg/H | 200mg/H 200mg/H | 200mg/H
7T R 77 kR 77 iR 7T iR 77 &R 7R
FEAm O OB | [EEFHMmEA ]
- AR DA 0 28 H & 72 O FEIEEB O b &
[RIREHmIEE ]
- BIEWIRICH T MR O 50% L AR U4 — L — & (BIEMIFICRH 2RI O 28 B &
720 OIS FEAERIBL DOFA RN 50% L ETh - - BHEOEIE)
- BRI T DRI 0 28 B & 7= 0 OFRD AR OB (%)
- BUEHIMNT S D IR MM Gl EHIRHHERR) 0 28 H &7 0 OERIFRIE DL &
WS ( THICADAEOGFHOF R OFELR) ) ZHEHFENFHmEIC RS & EhE L7,

) AFROERBES NI ELR AT NEF, RAIKIET 2393 bkbfla1wmg;0&5%%%b Z D%
1AM EORIIEEZ S CTHERE L, #EFFARZ 1 H 200mg & 3528, WInhd 1 H 2 BIS/HT TROEST
5, 7ok, JEWRIZEY 1 H 400mg &8 2 70 WP CHE BT 528, R 1 EMM EoBEH T T1H
HAEE L T100mg U TT2AT5 28, | THD,

* @ HARAN 142 & 5o,



V. IBERICBET 5 HA

b) EEER

ADO#EERI%E (SS)

A A AR NSEH] rhE AL
X FapIk | FatIk FaypIk | FatI R FatIR | FaI K
Vs $5 & RE 75 R PS5 R
o 77 ﬁi 200mg/ H#f | 400mg/ H #f 7 i 200mg/ A #f | 400mg/ F #f 77 " 200mg/ A #f | 400mg/ H #f
(n=184) (n=48) (n=136)
(n=183) (n=180) (n=47) (n=47) (n=136) (n=133)
PERI B 102 (55.4) | 94 (51.4) | 104 (57.8) | 16 (33.3) | 22 (46.8) | 22 (46.8) | 86 (63.2) | 72 (52.9) | 82 (61.7)
(5% (%) ) etk 82 (44.6) | 89 (48.6) | 76 (42.2) | 32 (66.7) | 25 (53.2) | 25 (53.2) | 50 (36.8) | 64 (47.1) | 51 (38.3)
PN HAN 48 (26.1) | 47 (25.7) | 47 (26.1) — — — — — —
(%% (%) ) PEA 136 (73.9) | 136 (74.3) | 133 (73.9) — — — - - -
s L fiE +
Fin %) e 31.8+12.0 | 33.2+12.2 | 32.3+11.9 | 33.1+13.1 | 36.2+14.3 | 37.8+12.1 | 31.4+11.6 | 32.2%+11.2 | 30.3£11.3
§ P+ 63.28+ 61.02+ 60.65+ 59.95+ 56.34+ 57.24+ 64.45+ 62.63+ 61.85+
HE (kg) e
TEAE(R A2 15.29 13.43 13.08 18.11 12.31 11.69 14.06 13.46 13.37
SR+ 23.31* 22.43+ 22.28+ 23.09+ 21.55+ 21.72+
BMI (kg/m?2) e 23.39+4.35 | 22.74+3.69 | 22.48+3.90
TR 7 4.82 3.76 3.87 5.99 3.85 3.76
RERME (FAS)
A4ER A AN A
) FayIr | FaPIk FayI R | FadIk FayI R | FadIk
Vs 75w AR PS5 R PS5 R
o 7 ¥ 200mg/ H #f | 400mg/ A # 77 ¥ 200mg/ H# | 400mg/ H #f 77 ﬁi 200mg/ H# | 400mg/ H #f
(n=183) (n=48) (n=135)
(n=182) (n=179) (n=47) (n=47) (n=135) (n=132)
% 183 1802 179 48 47 47 135 1332 132
T x
5) SR+ 16.80+ 18.29+ 17.91+ 20.06 22.30+ 22.18=+ 15.64+ 16.87+ 16.39+
TR 7 11.54 10.88 11.69 13.36 11.71 13.97 10.63 10.24 10.40
IR 1 60 (32.8) | 64 (35.2) | 61 (34.1) | 23 (47.9) | 30 (63.8) | 25 (53.2) | 37 (27.4) | 34 (25.2) | 36 (27.3)
MR 3 FEAF
TADA B AR T
FEER IhE 0 EINIE | 62 (33.9) | 46 (25.3) | 50 (27.9) | 24 (50.0) 17 (36.2) | 24 (51.1) | 38 (28.1) | 29 (21.5) | 26 (19.7)
e I I SO -T2 IS FUUE U EUNUR DU IS AU S SO
¥ (%) ) HARIRAE ThE
(%)) . zf%ﬂ”i 121 (66.1) | 123 (67.6) | 123 (68.7) | 36 (75.0) | 36 (76.6) | 36 (76.6) | 85 (63.0) | 87 (64.4) | 87 (65.9)
D
TR EFEE | 129 (70.5) | 114 (62.6) | 107 (59.8) 31 (64.6) 26 (55.3) 26 (55.3) 98 (72.6) 88 (65.2) 81 (61.4)
a) 7 33 K 200mg/ HEHZE Y 1) Sz 2 BlORFEHIZRHTH > 127 DEH LRI LT,
b) BEEORERSIER ORIERIO A 7 ) — 23S T 2 EEG 2 &,
RTADNAEDFERIKR (FAS)
AR H A N T E A
ZatIRF | FayI R ZatIR | FapI R FJaypIpF | FapI R
¥ 75 RE AN SN
o 7EAE 200mg/ H#f | 400mg/ H #f 77 AR 200mg/ H#f | 400mg/ H #f 77 AR 200mg/ H #f | 400mg/ H #f
(n=183) (n=48) (n=135)
(n=182) (n=179) (n=47) (n=47) (n=135) (n=132)
; 0 #l 11 (6.00 | 14 (7.7) | 15 (8.4) 0 0 2 (43) | 11 (81) | 14 (10.4) | 13 (9.8)
TRBRBAMA £ Tl
G L7 17 25 (13.7) | 30 (16.5) | 34 (19.0) 3 (6.3 4 (8.5) 4 (85) | 22 (16.3) | 26 (19.3) | 30 (22.7)
. - 2 7l 41 (22.4) | 39 (21.4) | 39 (21.8) 5 (10.4) 3 (6.4) 5 (10.6) | 36 (26.7) | 36 (26.7) | 34 (25.8)
HLCTAMAED
A o 3 7l 36 (19.7) | 37 (20.3) | 31 (17.3) 8 (16.7) 8 (17.0) 6 (12.8) | 28 (20.7) | 29 (21.5) | 25 (18.9)
4#ILLE | 70 (38.3) | 62 (34.1) | 60 (33.5) | 32 (66.7) | 32 (68.1) | 30 (63.8) | 38 (28.1) | 30 (22.2) | 30 (22.7)
TR SR BA AR D 1 Al 41 (22.4) | 45 (24.7) | 35 (19.6) 2 (4.2) 1 (2.1) 1 (21) | 39 (28.9) | 44 (32.6) | 34 (25.8)
PLCTADAIED 2 #il 71 (38.8) | 79 (43.4) | 81 (45.3) | 16 (33.3) | 18 (38.3) | 24 (51.1) | 55 (40.7) | 61 (45.2) | 57 (43.2)
OF 341 3 #l 71 (38.8) | 58 (31.9) | 63 (35.2) | 30 (62.5) | 28 (59.6) | 22 (46.8) | 41 (30.4) | 30 (22.2) | 41 (31.1)
a) TABRBGIEC O L C O T AP AR B IR S e (%)




V. IBRICB 55HA

c) BB Y HERR AR

i) BRYPRICHT SRR 28 BH-Y OESRERDRDOELE (EEFEHEERR)

77 AREE, 7% K 200mg/ HEEL YT 242 K 400mg/ B BEO BRI k92 MERFRE
28 Hd 7= 0 OEFFHAERBE A EO PR IMEIL, ZHEN—1.2[E, —3.3EKVP—45ETHY, 7
TEARBEL T3P I K 200mg/ HEE L VT 242 K 400mg/ H & & OB CHHZAIICE B IR 20
Lo (Wb p<0.001, HAETHT

BRUMICHT SHFLRO 28 BH1=Y DA REERBDEILE (FAS)

A FEAEE (Fh i) 7T R | 7aV I F200mg/HEE | 7293 F 400mg/ B #E
M n=183 n=182 n=179
BRI (B1%%) 10.5 11.0 10.0
HERFIIE (%) 9.6 6.5 4.9
BEHMICRTT 2RO 2 L& 2 —1.2 —33 —4.5

T MERFIRIE, HMERFHIRIBRARATIC AL L7z B oM EHIR 07 — % 2510,
a) 1% O -F OBEIH 25 O ZAL & R fE

ii)28 HPp1=Y DEARERBREVZDERZ L DHRE

77w R, 73V R 200mg/ BEEE YT a4 R 400mg/BEED 28 H & 7= 0 OEFAEREIER D
gLl BRI A Z T 105, 11.0 %00 10.0 [A], #ERFIM A ZEH 9.6, 6.5 1N 4.9 [A]
THY, 77 ERBHARTT 2% 3 K 200mg/HEEL VT 243 K 400mg/ H #E CH B O 5
Bke 2 W BB L. 2 ORCAME 3R G- is 16 3 B £ Tl bz,

HRHM, BEHEETHFNARO 28 BH =Y DR RERBDOER Z & DHRE

(=D
15 1

HEHM &SRR HEFR AR

v
A
v
A
v

SEEF RS I

------- TSR EE (n=183)
— 5O43IK200mg/ B # (n=182)
— 553K 400mg/ B B (n=179)

0 T T T T 1
F1ERR EVIEE FIEKE FARRR FOEKR ORI FIRRR FOEKR
(-6:8) (-48) (0#) (28  (48) (6:8) (12:8) (168)
BRI EAEREI Hh il



V. IBERICBET 5 HA

i) BERHARIC T A MBFHMO 50% L AR A —L— kb (BRHAREICK T 2480 28 BH1=Y
DERHERMBOBDENS50%LULTH--EENEE) (BIRFMIER)
BRI DHEFFI O 50% L AR X —L— ML, 7T B R 19.7% (36/183 ) . T =
X K 200mg/ B #f 38.5% (70/182 i) K TNT =4 I K 400mg/ H & 49.2% (88/179 f#i)) T~ 7=,
7 a3 K 200mg/ HEEL OV 2292 R 400mg/ HRETIE T 7 B ARBEC AT 50% L AR & — 1
— MZAEZENZBEO LN (WFhvd p<0.001, =Y AT ¢ v 7 [ERZHT) .

EEHAM I A MO 50% L AR A —L— k

A FEAEREE (i) 7T vREE | 7aY 3 F200mg/ HEE | 7292 K 400mg/ H #E
AR n=183 n=182 n=179
50% L AR A —L—hk (%) 19.7 38.5 49.2
T uREEEDE (%) — 18.8 29.5
v X — 2.6 4.1
F v XD 95% (S HE K [ @ — 1.61, 4.15 2.54, 6.55
Ao XD p fE 2 — <0.001 <0.001

a) BEHKROEHEZEER & LZa P 2T 4 v 7 BEIRET VA RN,

iv) SRR ICX T S BFLMD 28 BH1-Y OBHIRERBOFELE (RIRFHEIER)
BRI 2 MEFFHIR 00 28 H & 72 V) DR FAERIE OB RO yfEIL, 77 B AHED 10.1%
TholeDIZxf LTT7 24 I K 200mg/ HEEL YT 24 I K 400mg/ H B IZENZ 36.8% KT
48.8% CTh-oT=, 77 BRBIZHATT 2% I K 200mg/ HEEE VT 22492 K 400mg/ H #E DR H
EE<, Zat I FOHEOHINZEWED RO EER RGN,

HEARE 09 SRR D 28 B&H 1= Y OERS FAER B DR 3

A FEAEE (Fh i) 7T REE | 7a% 3 K 200mg/ HEE | 7293 F 400mg/ HEE
M n=183 n=182 n=179
BRI 10.5 11.0 10.0
HERFIIM 9.6 6.5 4.9
BIEIRIRT 4RI ORI (%) @ 10.1 36.8 48.8

TE - AEREOIRI. MERRIR B AARTIC T R L2 B F oW R HIM O T — % 2 & e,
a) 1% O -F OBEIH 5 OZAL & O R fE

v) BIRERICx 9 HAEEM (BEHM+HELR) 0 28 BH-Y OBMARERKOELE (BIR
FHMEER)
BRI 2RI O 28 A &H72 0 OFSRIERBOZEDO T RAEIL, 7T BARRENR-1.1
Tho7eDlzxtLTTZ7 2% I K 200mg/ H#EA-3.4, 7 2% I K 400mg/H#HEA-4.0 THY, 77
TAREL 7 3Y TR 200mg/ AR OYT =4 X R 400mg/ A & O THEEDRBD L (WTiLh
p<0.001, ILHEHHT) | BB T HHERRI & [FERORER LG LT,

BRAFEICHY SARNE (BEHREHERAR 028 BHY OMIEERAROEILLE

T FAEE (F ) TR | 7aV I F200mg/HEE | 7293 F 400mg/ H#E
A n=183 n=182 n=179
BRI 10.5 11.0 10.0
TR I R 10.3 6.5 5.3
BAEMMICT 2 E MO L L E —1.1 —34 —4.0

a) lx OREFEOBEMMN b OELED T IE



V. IBRICB 55HA

vi) BRI TADAER OBREMICX T 2 FHMD 28 BH1-Y OBHIRERBOBELFE (BH%E
[ fF A7)
BIEHIM o 2 MERFHIRI 00 28 B & 72 0 O FAERIE DA RO F AL, 7 =% X K 200mg/
HEEOZE NI X EOHHZRE, WTHOFITANAKEDPFHTH 7 23 K 200mg/ H ##
KON 400mg/ HEECT 7B ARBE L Il L TRV &R S LTz,

MTANARDHRAOEREMNOEFEHM I3 SRR D 28 B&H =Y DR EERBDRD E

X 75w ARRE Z 2% 3 K 200mg B | 7 =% 3 F 400mg £
I, fi?;? n=183 n=182 n=179

Tl sk | hE (%) B | FRAE (%) g | FRE (%)
LARF T8 &L Ho 38 21.30 38 35.45 54 43.40
7L 145 8.33 144 37.58 125 50.85
INAN2E HY 86 11.67 91 18.91 82 46.27
7L 97 10.05 91 50.00 97 52.00
TERYF Ho 41 23.17 33 20.26 43 40.09
7L 142 8.71 149 37.78 136 51.10
FET~—h Ho 33 6.04 26 62.72 24 54.52
7L 150 10.87 156 33.73 155 47.76
F7 A BRI HY 31 6.49 30 19.12 25 57.83
7L 152 10.87 152 37.58 154 46.35
7 x= A A HY 24 22.26 23 37.39 21 42.27
7L 159 9.93 159 36.11 158 50.00
7L e g A HY 83 5.05 82 44.16 83 50.00
L 100 12.74 100 30.64 96 46.27
Tx Ve — VAL B 15 6.25 18 23.15 19 48.78
7L 168 10.87 164 37.85 160 48.63

1 HERFHI O AR S O SIS HERF IR B A RTIC P UL L7 B E O ENIM O T — X 25 THEIN L

72

2 B RAEEEOBAE (%) = { HEREIFE O FAEREE — B O FAEREE) 1 B
DERSTFEAEEEL X100

HE3: 7= b VBBV 2= A VRN T == b U F MU UL EET, ST a BRI VT a g
MU DA ST alg, ST alpv S Rx T AROVSIVTa R REEGT, 7= /o re X — U N
Tz )V EZ— VKRN I RoERET,



V. IBERICBET 5 HA

d) &&H
i) BfERREE

AFRBROTEHIAR (BRI -+ HERRR) o SS IZB W T T 2 3 R 200mg/ H & Tl 64/183 4
(835.0%) \ZRITEH DGR HivTe, ERFEIERIZZEINED F 1 25 1] (13.7%) | AR 14 41 (7.7%) .
SHYE 8 Bl (4.4%) T o7z, 7= 3 K 400mg/ H#ETIE 109/180 5] (60.6%) (ZEITEFAZED 5
iz, ERBEIWERIZZEED 1 58 il (32.2%) . AR 18 # (10.0%) . M. &I 12 4
(6.7%) ThHo7=,

7T ARRETIX 47/184 $11(25.5%) \ZEIVEA DGR B AT, ERRIWERIZFEME D £ 15 $51(8.2%) |
9EJA 6 1 (3.3%) . ML 5B (2.7%) THoT,

i) BERRROCHFAMCRERREL-AEER

T aY I FEREHETEWTUORGIICEW TS, HEBR O D HERFIRIZ X TEREED 0
DIBIENEN EOR STz, Fio, IR, Erk, Bl EHEEOENRILT =9 3 K 400mg/ H #f
THEMHM O DRI TE BB L, 7238 I F 200mg/ HEETHIZIEFETH -T2,
HIMERFIR A X, 7 29 2 K 200mg/ B #E T3 £ 0 5 23 HERFIRNIC L R TE S B LA,
7 a3 K 400mg/ HEE TIERIFEE Th - 7=,

7T R ARRETIL, HEENM LRI OA FEERORBIRICKRE BTN T,

i) REPLICE-HEER

TR (B B IR + HERRIRD) 2B 2B B ILICE > T2 HEFSILT 7 B REE T 12 41(6.5%) .
ZaH 3 R 200mg/HEET 844 (4.4%) . 400mg/HEET 28 il (15.6%) Th-ol=, 7T REEL
Db T 3y I FHEORIEN 1% U EEmWIRBREOR LR ILICE ST A EFEFRIL, FEMEDE W,
B, BRAEOEIRTH 7=, F72, 723% 3 F200mg/HEEL Y &7 293 F 400mg/ H B THRIL
R 1%L EEWAEFEFERGIL, FEMEOE W, EE, O, HIR, FR RO AR X g
T NI ART 2T —BHNTH ST,

iv) G bR

7T ARE. T aY I MO P IERE O IEFH AR LT,

A 3 ZaH% I N 200mg/HH#E | 7 =% I F 400mg/ H #f
n=184 n=183 n=180
Bl (%)

k5 18 (9.8) 12 (6.6) 32 (17.8)
kB
T I it 7 o o i 2 (1.1) 2 (1.1) 0
RAA5 0 1 (0.5) 1 (0.6)
HEER 14 (7.6) 8 (4.4) 28 (15.6)
Ek=xii{E 0 1 (0.5) 2 (1.1)
BEFRHE 2 (1.1) 0 1 (0.6)
Z D 0 0 0

v) DERDOEL

ZahI FL PREABDIERZEZTBENDH DI TANATE (DN BEUITE Y F
») OBFFEGIZE D PRIEFED S 572 5 IER TR biLehoTz,



V. BEICEET5TEAE

@ ERLFEEMMBARE (MR AEAT—%) (SP0969 HER) ©

a) BRI E

H i)

FHIEa L Fa— ARG TWRWESRIEEE T 5 4~1THERMO TADAVEE X8I, F
a3 RE 1I~3HIOHTANAIRE SIS L= A, etk OB 23+ 5,

*f %

FAEa Y b a— ARSI TCWRWERDRIEZHT 5 4~1T WA O/NE T AL A BRE
ARG - 343 6 (75 B AREE 172 61, 5 2% 3 FEE 171 61)

LARVERNT R REN (SS) : 34341 (TR 17261, 7 =¥ 3 NEE 171 1)

TR OFMTRIEEN (FAS) : 340 il (FZ7®AREE170 6], T =43 FEE 170 #1)

& 5 77 ik

7T R ExRE Ul AR A L T E S MR
“HEHEMFNTH -4 1H2E, AAREROELE LR,

RE 50kg AT O BE TR Al (e v 74D *. 50kg UL EOBETERDERS Sz, AA
OHFEIL, ARBRZE L TRX—2F 4 (GF 2 PR OEREICESWCRE L, BEHE
1%, RED 30kg RO B 8~12mg/kg/H . 30~50kg AKiifi 0 B 1X 6~8mg/kg/H . 50kg LA
FDBFIL 300~400mg/H & L=,

8 WM OB AAIL, BIENIMKTH, 77 8R XTI 2 FEOWThLOHR S
FHCZHEM FCTL1: 1 OFA TEESISEHY 107, 6 BEOHEHMTIX. BIEARE CTIRR
HRAWE Uiz, 728, ARMICE U TRBRIED A RSN LG4, IRBRETEROHIW <,
HEETHEOMER SUIEE (W T b EEROHIRIE V) ZREEE Lz, Wi L7oiaid, W
BHEOMARELY 3 BRI LML, ZO®%OMEEZEEE Lo, MR ~BITT572012i%, 1
B OKR%O 3 HREIXIEBREO BEEAREZMERFL TWD Z LA NHAE Lic, BEMARICEIEL
BRNWZERHLMNE R o BHITTORS CHEM 2P I L, WEMBEA~BIT L,
HEEMMOR% O 3 BMTHEREZHER L2 B, 10 BRI OHERFAR ~AT U7, HERFR
Tk, HEMRK TEOHEZME L CRG Lz, #FHME5ET L, EP0034 REBr~D& %
BN L7ABFIL, EMT T4 BMOBITHIRABIT Uiz, MEREIRICHEOEE RN L e o7z
BFITHER I 2 P L, BN CREMB BT Lz, EP0034 RER~DOZMERINL 7eho
7EBES, BEHEA~SBIT L,




V. IBERICBET 5 HA

A i T H

<BHMHE>

[EEFEMEA ]

- BIEWIMNCKTT DHERHIE O 28 A H 7= OESFEIERER O &

G/ GEfiREED

- BUEIRNC R 2 1AM (B E IR +HHEREIRD) @ 28 A &7V OFS IO A L&

- BIEHAMC AT D HERFA O 50% L AR v F—L— | (BIEHIRICKT 2 MR 0 28 B H
720 OERSy FEAERIEL DB A 50% LA | TH - 7= BE DEIR)

BRI 2 HEFFIRT O 28 B 72 0 O FAEEREL O3S 25%LL 1 50% A0, 50%
PLE75%LL T, 75% B0 BEOEE

- BRI 2 1A IR (B 2R +HHERIRD) @ 28 A B 7=V O FAEREIL OB
25% LA E 50% A5, 50% LA T5%LL T, T5%B D BH DEIE

- BN 2 1R IR CGE &I +HEREIED) @ 28 B & 72 0 O RIERERAAZE (25%
KIS 25% AGIIMN) Th o 72 BFDOHIE

- BRI KT DRI (B IR - HEREEIRD) o 28 H 72 0 O FAEREEAHIIN (25%
PLESE) LizgE oS

- FEAERIB ORI 2 1R IR (2R + HERFIR) @ 28 A &7= ) O FAEEEK
DA &

- HEFFHARNC 31T B 3B R B OEIA

- HERFHIRIC BT D RIEE BB OFIS MERHMZ5E T LI2BE DO B, MR 218 U T3
(BEESINi =D ABN e

<REH>

< BE RO IS O BRINHE UXRREEEMOBEIC LV G SN FEESR
c HEHSIC L D IEBR TG

- MK, KA R, NOWHRA

- 12 FFELER

c RNAFY A (IE, RFEEE ORIR)

- {kE, R, BMI. #EHA

) AFloARESNT 1 BREAEIE. RAKROMAE 50kg L EO/NRIZIE 400mg, A 30kg LI E 50kg KD

/NIIZIE 8mglkg, RE 30kg A D/NIZIE 12mg/kg Th 5,
¥ 0 7 ad I Fomy TRNEARI CIIER S TR,

b) EEER

AL (SS)

AR 77w AR S a3 PR
(n=343) (n=172) (n=171)
PER] B 190 (55.4) 99 (57.6) 91 (53.2)
B (%) ) | etk 153 (44.6) 73 (42.4) 80 (46.8)
HA 267 (77.8) 129 (75.0) 138 (80.7)
BA 3 (0.9 1 (0.6) 2 (1.2)
(ﬁﬂig}fié)) TYT AN 60 (17.5) 35 (20.3) 25 (14.6)
T AV ASERIT T A B EER 1 (0.3) 1 (0.6) 0
Z ORI 12 (3.5) 6 (3.5) 6 (3.5)
Fin () SEPE A 2= 10.7+3.5 10.9+3.5 10.5*3.6
HE (cm) % o 341 171 170
MR AR A2 143.03+20.55 143.75+19.22 142.30+£21.84
KE (kg) % o 342 171 171
MR AR A2 41.48+19.51 42.00+19.79 40.96+19.26
5% 340 170 170
BMI (keg/m?) gfgﬂﬁﬂ%@ﬁ% 19.16+5.06 19.32+5.31 18.99+4.81
= % 338 168 170
SRR (em) | gy g 52.61-4.19 52.53+4.85 52.69+3.42

T REITE 1 ERRBERF O T — 2125 <, BMIIZH 1 FERBERF OB E KR O B DR Lz,




V. BEICEET5TEAE

HERE (SS)

L] 75w RE S a3 RRE
(n=343) (n=172) (n=171)
I 11 Mﬁ)ﬂAﬁfﬂﬁ+Fﬁﬁﬁz§ 6.58+4.05 6.59+4.21 6.57+3.89
53 FEAE 343 (100) 172 (100) 171 (100)
Ef@*ﬁ TR 179 (52.2) 85 (49.4) 94 (55.0)
TEHEER 73 FEAF 265 (77.3) 131 (76.2) 134 (78.4)
ThAEEIER | IR SR 215 (62.7) 104 (60.5) 111 (64.9)
SR ERCFAE 5 (1.5) 1 (0.6) 4 (2.3)
(B (96) ) | bt 3 (0.9) 1 (0.6) 2 (1.2)
B R A AR 1 (0.3) 1 (0.6) 0
AT v =—FE 2 (0.6) 0 2 (1.2)
IYFERBED TAMAFELE 2 (0.6) 1 (0.6) 1 (0.6)
T ARRBRBAAE & 0 ATICRBL LT R CORIEZEL L,
a) [FEBUGH £ ToWM,
BEXIFH=HAMBARITIOERIZER LI TANMAE (SS)
AL 7T v REE Z a2 RNt
(n=343) (n=172) (n=171)
Bl (%)
BRI L7zt CANAIROIERS |0 Al 110 (32.1) 63 (36.6) 47 (27.5)
1~3 #l 173 (50.4) 79 (45.9) 94 (55.0)
4~6 Al 49 (14.3) 24 (14.0) 25 (14.6)
7 HILL - 11 (3.2) 6 (3.5) 5 (2.9)
BB ART O ESTIZEEH LTz 1 Al 59 (17.2) 29 (16.9) 30 (17.5)
ANQUVRVIVE SOF 21 2 % 158 (46.1) 81 (47.1) 77 (45.0)
3 #ll 123 (35.9) 60 (34.9) 63 (36.8)
L MBS LHICANARKIE, & 1 IR0k (BERBIRIBMEEE) @ 29 HELLANICHE AR Ok L72HiCA
MABEE LT,
12 BRI BRAATT OB L2 CAMASIE, MBS AT (BLEHMBALERT) (852 Btk L7-Hi T
ADAERE L, TREICEHER LB CANAE] 3R LT,
WINHIDIZREE T S5%BOEENFAL TL =R TANLAZE (SS)
A 7T v REE 7 aH I Rt
(n=343) (n=172) (n=171)
B (%)
1AL EOFITANAEEZIA L Q- BE 343 (100) 172 (100) 171 (100)
2L a i LA 166 (48.4) 86 (50.0) 80 (46.8)
LARFFEx L 142 (41.4) 68 (39.5) 74 (43.3)
INAN2P 89 (25.9) 39 (22.7) 50 (29.2)
FE M) K 89 (25.9) 41 (23.8) 48 (28.1)
FET~—h 82 (23.9) 43 (25.0) 39 (22.8)
F I AH VAR 53 (15.5) 30 (17.4) 23 (13.5)
7 aFEoRAN 33 (9.6) 20 (11.6) 13 (7.6)
VA=VAS N 30 (8.7) 15 (8.7) 15 (8.8)
7z ) LB H— LB 20 (5.8) 15 (8.7) 5 (2.9)

HE1: PRI TADAZEZ, 1 BELEPFH L TR SN TADPAIESE LTz,

2 S apigixosrralg, Svrapt IS ) va SvTalg) R Y v A Ergenyl chrono X O
valpromide % & 1e,

H3: 7=/ X =N BRNZ T = ) SV EZ =L, T2 )NV EZ =T FYTA AFALT =) NLEH
— VRO I RUEdte,



V. IBERICBET 5 HA

c) BB Y HERR AR

i) BRYPRICHT SRR 28 BH-Y OESRERDRDOELE (EEFEHEERR)
BT 2RI 0 28 H & 720 O FAERIEOZALEO T RIEIL, 723 I FIET
-3.05, 77 EAREET-1.55 ThH-o7,
BIEHAR O3 FEAE R T S N7 MERFI 0 28 B & 72V OBy F AR RIE O FREE 3 fie /s 31
Hx, 7=V REEC8.35, 7 EAREET 1223 TH Y, 7 a4 I FEETIET 7 B ARBHTHATH
RIS B DO RRIRENZ R O & %  FEAERIE OB 235580 b7z (p=0.0003)

BRHFEICHT SHEFHNREO 28 BH-Y OB REEMBDOEILE (FAS)

77 A EE (n=170) Zat I R (n=170)
ot | B ey | BRI
BIEHIE | Bl 168 — 170 —
i 8.77 — 10.41 —
MeFRFIA R il 168 168 170 170
L fE 8.71 -1.55 6.36 -3.05
/N Y (R E) - 12.23 (0.10) 8.35 (0.11)
7T B ARREE D D) - - B 0.68
(95% 5 HE X [H]) » (0.557, 0.837)
T 7R T DI %) 9 _ B 31.72
(95% 5 #EIX ) P (16.342, 44.277)
p fEE» — - 0.0003

o EVERRZE I T L B DL,
a) N OT T v AR L DE=exp (/N _FFEEH DT aV I NHEL T T REHEOE)
b) In(X+1) (X IXESHIEEF) TREERR L2 E o5 EREE vy, BG83, OFG U 72765k 52 e i B
ZRFE L, oS L - BRI o0 28 A& 7= 0 Oy I Eal 2 L2858 & U= B ir &2 06 L
776
o) 7T ERBICHTAEAR (%)=100 x {1 —exp(H/N_RFHDOT a2 FEELE T T EREDE)}
HIFHMO 28 BH1-Y DELRERBOEILEDH LB —E6 7 )L— TRl (FAS)
BRI T DRI O 28 H & 72 0 O RBIERIE O Z L&D R IEIX, 4~12 Rl & 12
~17 AR CRBECH Y, 72 I FEETIEEZNZN-8.02 K 1-3.35, 77 L RETIITNZ
N—1.47 k-1.87 TH -7z,

F# T I — TR OBEHMICT I HHEFFHMD 28 HH =Y DM RERBDEILE (FAS)

7Z R 7 a3 N
oy | WL ey | BRI
4~12 AT
Bleim | Bk 89 - 90 —
i 7.50 — 10.32 —
HMEFRFI %k 89 89 90 90
HhufE 8.21 -1.47 6.95 -3.02
12~17 mE A
BIEHIM | Bl 79 — 80 —
HhufE 9.00 - 10.47 —
MEFFIART | 12K 79 79 80 80
o fE 10.11 -1.87 6.01 -3.35




V. IBRICB 55HA

i ) EREHARE I Cxi9 & aREAR (RS EIRE HHEEEARD) O 28 B&H 1= Y DL RERHOEILE EIXREHEER)

BT 216K HHE O 28 AdH7- 0 OFSRIEREOEEO P REIL, 7 2% I FEET
-2.46, 77 EARHT-1.22 Th-oT,
BUEHAR D E A TR TR SN TR O 28 H H 720 OESY FEMEREL O FHHE g i/ 3R
Bx, 72V FEEC9.34, 77 BAREET13.38 Thoto, 7 I REEOT 7B REHIX T 5
DRI 30.18% (95%(EHEIX ] : 17.490%~40.919%) TH 0, Mt FNCHERZENRD iz
(p<0.0001) ., BIEHIEICKT HIRFEM O 28 H H7- 0 O RIEE SO E LRI, BIEHFIC
xt 9 DAERFIM O L& L FAfRE Th T,

BRYMICHT 8RO 28 BH1=Y DI REMERBDEILE (FAS)

77 AR (n=170) Zat I REE (n=170)
oy | PO ey | BRI
BEIE | Bl 169 — 170 —
L fE 8.69 — 10.41 —
R | Bk 169 169 170 170
i 9.33 -1.22 6.46 —-2.46
N Y] (EERE) - 13.38 (0.08) - 9.34 (0.09)
T RREEL DD B B B 0.70
(95% 5 HE X ) » (0.591, 0.825)
T TR R DR Q) 9 _ _ B 30.18
(95% 5 HEIX[H) P (17.490, 40.919)
pfE®D — - - <0.0001

T EERERSEIE T AN S A LT,

a) /N R/EE DT T v AREE L DiE=mexp /N RO T 2 I FREL T T Y AREEDE)

b) In(X+1) (X IXE 0 RAERED) CTxiZe# U= EREE2 vy, 58, OFG L7z IRBR St E iR &
KL L. et LB o0 28 Hdb 7= 0 O S AERIS A 287 & U7 L 8o br 4 5 L 7=,

¢ 7T BERBEIHT LR (%)=100 x {1 —expUR/N _FEHOT a4 I FIEE T T RHEDE)

i) BERHAR X 3 A HEFHIRID 50% L AR A —L— b (BEERMICx I 2o 28 BH1-Y

A RERBMDOBLENS0BLULTH--EEDEE) (BIRFHEER)

50% L AR A —L— MM, T3V I FEETIT 52.9% (90/170 #fl) . 7T B AREETIE 33.3% (56/170

) THH, TaVI FEEXT T BRI L CEPoTZ, TaY I NEO TR 5

Z v XX 2.17 (95%EHEIX R : 1.391~3.382) TH V., MetFMICHE TH 7= (p=0.0006) .

EIEHIR I I AR D 50% L AR A —L— k (FAS)

7' 7R (n=170) Z a3 FEE (n=170)
Bl 168 170
50% L AR H— (BilE (%) ) 56 (33.3) 90 (52.9)
TR B Ay Xk a (95%(EHEXE) 2 — 2.17 (1.391, 3.382)
pfE - 0.0006

a) WHEL OOFE U7 1RBR S Ha P R 4 (R & L7z Logistic [BlJfE 7 /L& H iz,



V. IBERICBET 5 HA

iv) SERAREIC I HHEFFEIRE® 28 BH1-Y OBMAFRERBDFDFEL 25%LL L 50%FKiHE. 50%LLE
75%LLT. 75%HENEEDEE (BIXRFHEIER)
BRI 2 MEFFHIR] 00 28 B & 72 ) O FEAERIE O 518 6% BOBEDOEIGIE, 7=
P RBET 31.2% (B3/170 f5]) . 77 &REET 15.9% (27/170 1) TH V., T a4 NEEXT T
TR TE D o T2, S EIERE O 25%LL E 50% Aiili & Y 50%LL E 75%LL T O
BEOEIAIX, 7aVI FHET T ERECRBEE -T2,

EEHAR (Tt g HHEIFHARI D 28 H&H =Y DI FHIEEEDFDFEN 25% LU L 50%FKHE. 50% L E
75%LLT. 7T5%BNDEE (FAS)

Wb TIERRE (0=170) | 7343 FE (@0=170)
B (%)

25% LA E 50% A 25 (14.7) 20 (11.8)

50%LL 1 75% LT 29 (17.1) 37 (21.8)

75% 27 (15.9) 53 (31.2)

v) BIEHMICx T HAEM (BEHMHEFLR) 028 BHzY OB RIERBOREDEH 25%
LIt 50%3kK#H. 50% L E 75% U T, 75%BDEEDEE (BIRFHMEER)
BN RT3 2 1R 0 28 B 72 W O FAEEEL OB FER 5% MO EBE OFEIE, 7=
B3 REET23.5% (401170 ) . 7T ARRET 8.8% (15/170 ) TH Y, a4 I FEIT T ¢
BB TR T2, O RIERER ORI FD 25% LA 50% A5 2 O 50% LA L 75%LLF O &
FOEGIZ, 7a I FHE T T ERBECHEE ThoTz, 724 I REHCE T 280 RBIERE O
D RA TE%MBDHBE OEIAIE, HEFFIM (81.2%., 53 ) (THATHBWLIME (23.5%., 40 )
TR o7z, REMMICIIEENMN S ENTEB Y, MEMFTIL, FASh S RkEmHEICEIET
HETOMITMBRVHENEGE SN TWEZ b, PRTEAHETHS T,

BRIt HAEMD 28 BH =Y OEHHEMERMBDB RN 25%LL L 50%FKH. 50% UL
75% LI, 75% BN EZE (FAS)

Wb 5 TR 0=170) | 72393 FE @=170)
B (%)

25% Lk 50% A 26 (15.3) 28 (16.5)

50%LL k- 75% LT 35 (20.6) 35 (20.6)

75%it8 15 (8.8) 40 (23.5)

vi) BIREIR Tt HAKEM (SR +#IFHE) 0 28 BH1Y DAL RERMHSTE (25%FKH
BAOH B 25%KHEM) THo-EEDIE (BIXRFEHHEER)
BN 1R O 28 HH72 Y OEMOGRIEEBBAE TH T EEORIEGIL, 721
REET 20.6% (35/170 ) . 77 &REET 32.0% (54/170 1) THY, 7 2aH I FEET TR
BEICHEAR TR 072, 7238 REO T 7B RBHIRT 54~ XL 0.56 (95% /5 #H X : 0.338
~0.919) TH V., M FMITHE TH -7 (p=0.0220) .

HEHMICRT ARHMOD 28 BH-Y OB EERBATETHo-EE (FAS)

77 EHRHE (n=170) ZatI R (n=170)
% 169 170
RE Bl (%) ) 54 (32.0) 35 (20.6)
T RRBIKIT 54y Xk @ (95%(FFEXH) — 0.56 (0.338, 0.919)
p fif @ - 0.0220

a) BEHEROPRHE L7218t B & K- & L 72 Logistic BURE T L& Ve,
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vii) SREREARICx 9 A am AR (EEHE ) 0 28 BH1-Y OIS RERBHEM (25%LE
#m LE-BE0IE (REIXREFEHIER)
BRI 2RI O 28 R &7z O RIERE M LB OFIG1Z. 7393 Nif
T 18.8% (32/170 ) . 77 EAEET 23.1% (39/170 f5) THY ., BLHEM CHEE TH- T,
Fa I NEEOT T BREHCHT 54 v XHiE 0.79 (95%(5#E XM : 0.465~1.348) TH -7
(p=0.3893) .

BEYPMICT SARAAKOD 28 BH =Y ORI EMERKAEML-EE (FAS)

77 2R (n=170) Za% I FiE (n=170)
% 169 170
B (i (%) ) 39 (23.1) 32 (18.8)
TR R Ay Xk e (95%FHEXE) @ - 0.79 (0.465, 1.348)
p fE» — 0.3893

a) FEF L OO LIIeBRIMERERI 4 (R T & L7 Logistic EURE T /L& M 2,

vil) FEER R OBREHMICK I HaERME CEEHRE+HFHAM) D28 BH1-Y OMIRERDHD
TiEE (BIREHEEE)
28 HdH 7= 0 O FEAERE O HIAEIX, 55 4~7 FREEFE £ TIX. 3 DOFREMER (HHIE D FE1E,
BHEER P FAE R O ZRERALTAE) OnThes, 7ah I FREIXT 7 AR L RRE I T 71
AR TR o 72,
BRI 2B O 28 A&7z OFARIEREIZOWT, 7at I RO T 7 BRI
X9 B FIL, B FAETIE 30.82% (95% (G HE XM : 4.475%~49.893%) . BHET /> 31
Tl 32.41% (95%[EHEXH : 16.266%~45.443%) . _IRMAEMALFEIETIE 23.35% (95% 154
X[#] 1 1.8356%~40.439%) Th o7z, WTHOREMFEM G, T a4 I FEIEIT 7 B RERIC TR
FHNCHE RO R B (EREES 3 1E « p=0.0255, EHES Y 1E - p=0.0004, —RVESHF
{E%AE : p=0.0390) .
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BRYRELN SARAMETD 28 BH=Y O REMBDHRIEDHBE (FAS)

BmER s Rk
([a)
15
o0 TS tRE
o—eo JOHIRE
12
ki
£
=]
E*

0
v

3 5 7 9 10 11 12 13 14 15 16 GA)

o 1 2 4 6 8
EoEkERE  EIEERE FAEERE HSEKEE  H6REERR EEE S8[a1 K
R fE
B FAE
(ED)
15 -
o0 FS5tAREE
o—eo SOYIRE
12
B
5:'\
F
1
=l
#
0 T T T T T T T T T T T T T T T T 1
o 1t 2 3 4 5 6 1 8 9 10 11 12 13 14 15 16 GH)
EoRIKRE  EIEKRE FARKEE  FESEERE  F6[EIERRE E 7[R EXEPI
thLfE
TR FE
(ED)
15 -
o0 TS tARE
o—o JOHINE
12
F
1
I
# ... ~0.,

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 1|6 (&)
FEomEklE  EIEkEE  F4EERE  SE5EIERE  EE6[EIERE E7E kR EXEPI
thLfE
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ix) HFHRICE TS REEXBRDOEE
MERFIM 258 T LI 25 L Lz, &

HEFARICE TSR EFELBRDEIE (FAS)

(BIREHEER)

BT DI K A B D EIG O AT R 2
T, 7aH I FHET0.71+£0.32, 77 EARHET0.65+0.35 Th -7z,

77 R (n=154)

Z a3 FiE (n=152)

MNP AR 2
R

0.65+0.35
0.82

0.71+0.32
0.85

IEBRA LT,

I BIEHEE R ROEIE= GEERED 0 © R0/ GEERAREICT — 2 OFREE1H 2 R,

[RIEME] LFiékSNn7-H

k. FEEREIC

X) MFHAMICH TI2REELRBEOEE MBEYPMEETLEZEEDS L, #HBHMEE L TREHE
KREEERLI-EE) EIXRFHMEEER)
MERFHIRI 252 T L7205 B HERFIM 208 U CRIEEICIRIE A 2k L 7o 0 EI S
T RBET15.1% (23/15241) . FIEREET9.7% (15/154 f5]) ThH -7,

d) &&MH

i) BEER
B GBMRICERO bNTAEFRITT 29 I FEET 122171 61 (71.83%)
il (65.1%) T -7z,

i) BlYEMA
BIWERILZ =24 X FEET 58/171 5 (33.9%) .
a3 REEO T RFEBRILEm N T,
WFINDOFREGRET 3% U EOBEFEICTHBL L
£ b 3% L@ IERIZ, IR (7 =29 X NIt 14.0% % O 7 B AREE 5.8%.
FEPEDE WV (8.8% & 15.8%) Th-oi-,

1%, 72

77 B AREET 112/172

77 R AT 42172 B (24.4%) (TR B AL,

BITERIOD 5 6, T 34 I FEFEORBARNT T BRI
LIFRNE) |

WITNHADREEHTERIRE I LDOEER (RE5RKBE) (SS)

aRERIR 48 A AN ZaH I NEf
FEARGE (n=172) (n=171)

B¥ (%)

mIEH 42 (24.4) 58 (33.9)

i R 27 (15.7) 43 (25.1)
fEERR 10 (5.8) 24 (14.0)
FEED F 10 (5.8) 15 (8.8)
HIGEE 7 (4.1) 13 (7.6)
IR 5 (2.9) 8 (4.7)

AR e 2 7 (4.1) 9 (5.3)
B 3 (1.7) 7 (4.1)

—i - RYFREER L OGN ORRE 6 (3.5) 7 (4.1)
il 4 (2.3) 7 (4.1)

Tl LUk REE 2 (1.2) 7 (4.1)
EIERER2EAA 2 (1.2) 6 (3.5)

MedDRA/J Ver.16.1

i) RERIICE--HEER
BHEHIEIZE ST A EFRIT, 7 2% I FEET 7/171 61 (4.1%) .
WD BV, T 3 I RO BRBLRITE N> T-,
RHZL<ROONTHEEGPILICESTFFEFLRIL, 7 3% I FETITEELOEEEED 0 (% 2
Bl 1.2%) THY, F7ILRBHETIET I7=0T 32 bF AT 2T =PRI, TARTXUERT
J NI UAT =T — BN, R OWEN: (% 26, 1.2%) Th-oT,

7T R REET 12/172 1 (7.0%)
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v) EELHESER

E%&ﬁ%%%ﬁ?z#iFﬁf1yn1m(6

A%) . TTRAREET 13/172 61 (7.6%) 23D 5

. R RN CRBRE T 1

2muL@$%LM®%htE%ﬁﬁi$ﬁi Z ot I REECITREEE (2 6,
Z v RBETITRES (4 41,

1.2%) ThHy, 7

2.3%) . WNTHER L OMR (& 261, 1.2%) Th-oT,

KERBIRINSE CERWEERAEFFR L LT, 73X O 1 HI2EM2GF80 b,
V) E0HOREMFTEIER

MR FHIRRA « MRAA LR - PN IRRAS DR S.
SHPH DRSS,

INA BN A OFER, (KE - K - BMI -
DEROBERNS, 73V I FEGICGERTZ EEX NS B L XIIERMICE

giﬁ’\“‘X 74’ /ﬁ’%@w’ﬂﬁ imu&) 6“7275)’) 7LCO

@ EREFEEIARER (RARVNE  AEAT—4) (SP0982 :HEk) ©

a) AR E

H B | BEa Y ba— R ELN TV RWRERNRIEEZET 5 4 B EO TANABE Z G5
a3 R&E 1I~3HIOHTANAIRE JERIS L= A, etk OB 2 5,

o) G | BEITRDGZED SR TP CTANAIROIAEIZ 0o 53, BEFH L WD 1~3 Floft
TAMPAIETHEREa L e —AREL N TORVIBRERIASEL AT 5 4L EOTANABESE
BEVELAEIEL - 242 1 (7T BAREE 12161, T 29 3 FEE 121 41))
ZARVEMNTRIRER (8S) 2424 (FFEARREE121 4], 7 =4I Nt 121 #)
BROMBHTRIEEN (FAS) : 24061 (77 vAREE 121 Fl, 7 =93 FRE 119 61)

B 5 5| IR ERBE L EEAL T E SRR

THEMRTTH -4 1020, H12EMORMBEZET TRAOKS L,

52 [BIREERFIC, BE O R OMEEICIS X, 45800 E 18 5kl TIRE D 50kg Al 0>/ 2 i
FIIERE O (v m > 7AD) ¥ 18 L LD BE K OMKE 50kg LA EO/NREBFITITEEHR &
BH L7, 1 RICHRG SN DR OBN RO, SITEHE Y ICEHELHRE LT,

IBEHRDERZRER 71—l

TREREE D BAZ &
1 20 % 3 %48 %5 %6
?gégﬁ(ymyf) ] 2mg/kg/H | 4mg/kg/ H | 6mg/kg/ A | 8mg/kg/ A |10mg/kg/ H |12mg/kg/ H
?%‘g;éi( 30‘5?;';3?] 2mg/kg/ F | 4mg/kg/F | 6mg/kg/ A | 8Smg/kg/H | 8mg/kg/H | Smg/lkg/ H
N g ‘%
?gggj;«)\i&()\ﬁk}\ Gl 100mg/H | 200mg/H | 300mg/H | 400mg/H | 400mg/H | 400mg/H
PREICHRCTCHEREBLI-KREE
IRERIE D JEREIC L D IR FHEE D
" HAEH & TEERFR O TRERIE D1 &
i§iz o
D) KIEERG & | ka5 E | RERGE | KEk5 8
30kg A5
Bk (vmev>) ]
30kg bl L50Kg T 2mg/kg/H | 1mg/kg/H | 2mg/kg/H | 1mg/kg/H | 2mg/kg/ H
Bk (vmev>) ]
;ﬁﬁ;é?%%;m 100mg/H | 50mg/H | 100mg/H | 50mg/A | 100mg/H
1) 50mg Z & DOWENLELRBEITIL, ¥ - Y TRLIAEOERE (FEEDZE  50mg LIN)

ZARE L L=,
ALANZHEG SN TWARWHEIZEET D 7= OHE R B




V. BEICEET5TEAE

F6ENDE L EHHED 3 BRIDERENRSE

RE (5I8) el - Rk b
30kg A (RO (vrv ) ] 8mg/kg/ H 12mg/kg/ A
30kg A I 50kg AKii [RRAHWK (v =y ) ] 6mg/kg/ H 8mg/kg/ H
50kg LA E RO A BE (BEA) 300mg/ H 400mg/ A

BEHREDBRER TP 21—

TR BH AR IR O IRBRBE D4 5 e %1 %238 %3 %40
11 X% 12mg/kg/ H 9mg/kg/H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
9 X% 10mg/kg/H 8mg/kg/H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
7 X% 8mg/kg/ H 6mg/kg/H 4mg/kg/ B 2mg/kg/ H —

5 X% 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H — —

3 X% 4mg/kg/ H 2mg/kg/ H — — —
2mg/kg/ H LLF — — — _
350 X% 400mg/H 300mg/ H 200mg/ H 100mg/H —
250 X 1% 300mg/ H 200mg/ H 100mg/H — —
150 X% 200mg/ H 100mg/ H — — —
100mg/ H — — — —

) 125 A4 X2 FREEBLLIGE I, MEHIFIZEE L2 HEIDL U TRELZRE L,
FE AL H OB | <BME>

[F- 23T mE A ]

- TRIRHIMIC T 2 2 [B1 H OMRERAFEIER BT 5 £ TORFH

[ F=7e @I MmIE A ]

- Kaplan-Meier % CHH L 72 1GEHIHIC 31T 2 SE FERIEIEDOHE K

[ D fth D RIVEFEATE H ]

IR D 1B B ORERRFEIENFELT 5 E TORM%

<ZeMHE>

- BE ROV I HEE O B EERE XA EEMOBEIC LV E SN EFS:

c HERERIC X DRG]

< JREHIE O 28 HHT7= D ORMFIEKR NI A7 v =—5/ERBLH DY Prospective ~~— X 7 A
AR & B LT 25%LL T, 25%8 50%LL T, 50%i8 7T5% LT KDY 75% 8 L 7= BEH D

B

) AFNOARBE NI MR EIL, AL OMAE 50kg UL EO/NRIZIX 1 B 200mg. K 30kg ULk 50kg A D
NRIZIE T H 4mg/kg, R 30kg RNl O/NAIZIX 1 H 6mg/kg Th 5,

* 0 HAN 30 il 5o,

k% 0 T aV I Foay TANTARTIIAR SN TR,
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b) BEE=
AO#REH2a0 M (SS)

77 v REE ZaH 3 N
(n=121) (n=121)
P51 Bk 45 (37.2) 55 (45.5)
B (%) ) ok 76 (62.8) 66 (54.5)
BHA 89 (73.6) 97 (80.2)
2A 2 (1.7) 2 (1.7)
(WJ%&ME/O) ) TYT N 25 (20.7) 18 (14.9)
T AU BRER/T T AN ER 1 (0.8) 1 (0.8)
Ot/ JR 1. 4 (3.3) 3 (2.5)
i (%) SERAE = R R 2 27.64+12.45 27.82+13.13
4~<12 5% 9 (7.4) 8 (6.6)
s 7 —F 12~ <18 7% 16 (13.2) 16 (13.2)
(B (%) ) 18~ <65 7% 95 (78.5) 96 (79.3)
65~ <85 % 1 (0.8) 1 (0.8)
wE (kg) SERAE = R R 2 72.75+22.19 70.42+21.84
BMI (kg/m2) il R V(R A 26.47+6.78 25.09+6.21
RESME (SS)
77 v R Z oY N
(n=121) (n=121)
HIIN (4F) SR A R 2 15.39+12.97 15.53+13.12
TR (%) SR AR 2 12.91+5.88 12.90*+6.75
A FEAE 0 1 (0.8
AR S HEAE 0 1 (0.8
BIEFEAE 121 (100) 121 (100)
RAPFEAE 41 (33.9) 49 (40.5)
; FEER R A 2 (1.7) 2 (1.7)
7 B3 ¥E
Tﬁmgﬁi)fi AU o= 48 (39.7) 46 (38.0)
M FAE 2 (1.7) 3 (2.5)
SRE A 1 (0.8 2 (1.7)
SRR IEL R A CEAE 121 (100) 120 (99.2)
Wi AR 3 (2.5) 2 (1.7)
SSEARRED TAMAZNE 0 2 (1.7)
R T A A 121 (100) 121 (100)
BB AR T WA 0 1 (0.8)
ARBMI A7 n=—TADA 0 1 (0.8)
INRRAET Al 6 (5.0 9 (7.4)
BRI T AN 15 (12.4) 13 (10.7)
FEIA I a=—TADA 42 (34.7) 34 (28.1)
T A AR 4y SRR RIENET A DA 19 (15.7) 15 (12.4)
W (%) EFCUSN DR T A DA 54 (44.6) 55 (45.5)
FERRERRIREE L O TADA 6 (5.0 6 (5.0)
JEMENE SR T A A 1 (0.8) 0
FERFFURIN, B 47 o =—fNiE, 1 (0.8 0
T viar s N—=A MBS BHIEIE
T A AMERIE LIS DJEGE %R T A DA
PRI B MR A 4 (3.3) 1 (0.8




V. BEICEET5TEAE

MTANARDERIKE (SS)

75 AR T a3 N

(n=121) (n=121)

B (%)

R L2 Pl TADA IO |0 A 70 (57.9) 63 (52.1)
1~3 #ll 37 (30.6) 47 (38.8)

4~6 Al 13 (10.7) 9 (7.4)

7 HILLE 1 (0.8) 2 (1.7)

BE5RR

AR i T a3 N

(n=121) (n=121)

B (%)

PR BR LA 121 (100) 121 (100)
RS T W 114 (94.2) 107 (88.4)
HERFHIM 52 T 61 66 (54.5) 78 (64.5)
SE T il @ 110 (90.9) 103 (85.1)
Fp 1k f51) 11 (9.1) 18 (14.9)

r Ik B

HERES 4 (3.3) 10 (8.3)

IR+ 0 1 (0.8)

TRBR I HE - ) b it 1 (0.8) 2 (1.7)

B EE 2 (1.7 3 (2.5)

EIF=% ] 3 (2.5) 1 (0.8)

Z DA, 1 (0.8 1 (0.8

a) 7B THNE, SETHREONT N LB SUTREREIEDS 2 [EA 0O 24 38 W O 1G58 1761

a3 FROKKRIEEE. RAKREE. THREEONH (MARUNMNE (IKE 50kg HLE) )

. IR
o (fhTE 50Kkg B L)
(n=14)
B% (%)
1 H#5& Bk ER | REERER | PHERER | RKRESERE | REERSE | FHRSE
. 13 15 12 1
200mg/H AT (13.4) (15.5) (12.4) 0 (7.1) 0
200mg/ A #A 23 20 34 5 3 5
300mg/ A LLF (23.7) (20.6) (35.1) (35.7) (21.4) (35.7)
300mg/ H & 61 62 51 9 10 9
400mg/H LLF (62.9) (63.9) (52.6) (64.3) (71.4) (64.3)
400mg/ H 48
600mg/ H UL 0 0 0 0 0 0
600mg/ H A
800mg/H LLF 0 0 0 0 0 0
800mg/ F i 0 0 0 0 0 0
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3 FHORKIRSE. EREE. THUREEDHH ((KE 50kg RiFHD /MR

NG /N
({AE 30kg UL E 50kg Ai) (A& 30kg Ailk)
(n=6) (n=4)
BE (%)

1 &5 & iR | REREE | FHRSE | KRR | BHERk5E | VHRSE
dmelke/ L1 F (1é7) 0 0 0 @go) 0
4mglkg/ H 3 4 5 0 0 0
6mg/kg/H LL T (50.0) (66.7) (83.3)
6mg/kg/ A 8 2 2 1 2 3 4
8mg/kg/ HLLT (33.3) (33.3) (16.7) (50.0) (75.0) (100)
S8mg/kg/ H
10mg/kg/ H LA F 0 0 0 0 0 0
10mg/kg/ H A 2
12mg/kg/ H LA T 0 0 0 (50.0) 0 0
12mg/kg/ H i 0 0 0 0 0 0

c) BMMEIZEEY SERKAIE

i) AEHEICEITS 2 EAEDRERKEENKERT 5ETORM (XTEFMHER)
TR (24 E[E) 1281 5 2 B H OFREFAFEIEOFRELY 27 1%, 78RR LTI a4
I REECIRLS . MEHAICAE CTh o 7o, TR IFEALIE AT 2 [B] B OSRERRFEIENFEL L T
72Uy Kaplan-Meier #EfHIZ, 77 B AREE 33.37% &K W7 24 3 RiE 55.27T% Ch o7z (NPF— K
I 1 0.540, 95% 15 #EX ] : 0.377~0.774, p<0.001) , F7=. 2 [\ H OMEMMARIENS BT D %
TORFMOHRIEIL, 77 RN 77.0 H (95%EHHXH : 49.0~128.0 H) Tho7z, 7243
REEE 50% O BENIREIIMIC 2 [0 OMERRIIELZ L L 2h oo, FREIEHEE T
XMool

AERHBEICE TS 2 BB 0ORERMKEENRIRT 5 E TORRE (Kaplan-Meier B#R)
(%)

100 \

- ZOYIFE(n=118)
90+ 1 = TotARE (n=121)
£ g0 L.,
70
60
LY 50
40
30
20 -
10+
0 at risk3{

JOYIRE 96 84 73 70 67 62 56 52
TS5twRE 90 71 58 53 47 44 35 31

—
-

Op 2 S ik

O 10 20 3 40 50 60 70 8 90 100 110 120 130 140 150 160 170 (A)
FAENFET HFTOHM
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BERARIICE TS 2 BIEDRERAKREENRIET 5 F TORRH

\ . £~y MIEHETOME (F) Y NP RO
N ]
B 5 ik [95% R AR ] [95% R AR Pt
o . 77.0
77 AR 121 [49.0, 128.0] 0.540 <
B _ [0.377, 0.774] 0.001
Zat IR 118 [144.0, ]

a) Full Analysis Set

Z a3 REEO 1 HIE 125 01 X2 M BFRBL L2 RITEIEALEIM T Shviz7=d, 2 Bilid 24 BREOR

T O FRNEFTRBI G O o =720, BITICE DR o T,

b) Kaplan-Meier {%(Z & 5 24 BB OEFHIBICI T 5 2 (6] B OFRERIIEMEDO I E ORI OHEEE (1 9-E)
[—  ARFBETIE 24 BRI OGEIRNIC 2 [0 B OREFCIIED 50% LN EOREFIZTRD Lo iz7-
OHEEARE
o) BIEMIFICRIT D 28 HH 7= OMERRIEOREED 2 BILLTFO/NE, 2RILFOKRA, 2 BFEO/NEX
WA ZEE L LTz Cox el — RET S, WaldiBic kv EE &Entz,

ii ) Kaplan-Meier ;A TE W L -AEMICH T 5 RERARREEDEL (ELEIREEHHER)

TBFEHIR (24 M) ICHREMNREBEIELER LZEEZDOE SO Kaplan-Meier #:E{E (Mantel-
Haenszel {5 CHEE) 13, 77 BAREE 17.2% (95%FHEXA : 10.4%~24.0%) K OVT 2H I NEE
31.3% (95%1EHIXIH : 22.8%~39.9%) TdH V| MatFANCAH ERZENED bz (14.1%. 95%
XM : 3.2%~25.1%., p=0.011) ,

77 LR 7aY 3 7ay PR
n=121 n=118 — 7T AREE
Kaplan-Meier % CHH L 7= A7
. o 17.2 31.3 14.1
R 31T 2 5RE R I IEDOTH &
% (959% (ST (10.4, 24.0) (22.8, 39.9) (3.2, 25.1)
piE (FFEREELE DOHE) » — — 0.011

a) x2MRE

BEHMICHEITS 1 EEORERREENKET 52 ETOHRM (ZOMORIRFFEIER)

IRREHIM (24 ) 128172 1 [AIH OMEMAFIEORILY 271X, 77 vREEEHIRL TT a3
REECIR S IRIFEIE B A C 1 (81 B OB E BRIENFBL L T /e Kaplan-Meier HEEfH I,
T REE 17.27% K ONT a4 3 FEE30.97% Tdh o 7= (W — R 0.683. 95%E#EX [ : 0.507~0.921.
p=0.012) , E7=, 1[BIHOMREFRIEIED BT 5 F TOREOFIET, 77 BARE 20.0 H (95%
{EHEIXRE : 13.0~34.0 H) KOT a4 FEEAY36.0 H (95%(EHEXM : 25.0~78.0 H) Th -7,

~

BERARICE TS 1 BEOREMKFEENRIRT 5F TORME (Kaplan-Meier #i#R)

(%)
1004

%90—1L

- SOYIFEE (n=118)
= J5uRE (n=121)

%

Op IS DitEl <~ & A
w
o

20

10

0 at risk$
SaYIRE 72 52 48 44 42 36 32 30
TS5tuREE 58 40 30 26 22 20 17 15

0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 170 (H)

RENRRT HETHOHM
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BERARICE TS 1 BEORERKREENRET 5 F TORMH

\ B AR NREBUETORY (A) P NYP—FH o

o c)
P51 %k [95% (=< 1] [95% {1 1] bl

— 20.0
75 AN 121 [13.0, 34.0] 0.683
0.012

B— o 36.0 [0.507, 0.921] '
7 < [25.0, 78.0]

a) Full Analysis Set
Zat I REED 11T 125 oA N2 FBJH L2 RICEER LRI Sz, 2 #ili% 24 BRI OIE
EHEORIEFERD GOSN o T2, FTICE DR T,

b) Kaplan-Meier 512 & 5 24 B OIREHIFIZET 2 2 BB OFRE R FEIEO T £ TORFRHOHEEM (FFY-E)

[—]  AFIFETIE 24 BRI OWBEBIRKNIC 2 [0 H OEEFRIEIED 50%LL EOREFIITRD bi/zh- i1z

OHEE A HE

o BEHFIZIRT 5 28 HH72 OIREFRFEIEDOEE 2 LI FO/NE, 2BELTFORA, 2 FEHBO/INE X
WA ZJE & LTz Cox el — REFT LIS, WaldEic kv B Enr-,

d) &£tk

i) BEER
TR (HE B R - HERF IR (A EF S 175/242 61 (72.3%) (238 bz, HERERITIX
77 /AR 79/121 B (65.3%) KOVT 2 I REE96/121 65 (79.8%) Th-o7-,

i) Bl4EFA
TR G EWIRH +HER IR ICRD DNRIERIZ. 77 BARRET 42/121 4 (34.7%) kYT
2% REET 56/121 i (46.3%) 2D BV, 7 2% I NEEORBIENE -7, IR TR b
%2 BOLNZEEMIL. 77 B ARBETIEIR 14 6] (11.6%) T, IRWTT AT XTI/ b
TUAT = T —BEIMNE OFEMED 0 4 6] (8.3%) \ WNZT F7=T ) TV AT x2T—
BHIN, 57 KOG 3 (2.6%) Tholz, 74 I REECITFEIED E v 21 i (17.4%)
T, WWCHERR 16 #1 (13.2%) KO 96 (7.4%) Th-oTo,

i) RERIEICEEFBEEER

TR (R 1 ]+ HERE IR 1SR BT IBBRR O G- IEICE - - A HE FR O BIFIL 6.6%
(16 ) T, WHGRERTIXT T REES B (4.1%) KOT =4I REE1L 6] (9.1%) ThHoT=,
EREDOR G P IICE T AEFRRLIL, HEMEPIZZRO O, 2F8F T 1419 FTho T,
BHHNTIET 78R 36 LT 2 I NEE11/18 1 Th o7,

v) EEGHEEER

TR CE R MR ICRO ONT-EHE A EFERORIRIL5.0% (124) T, &5
BEATIET 7R 46 (3.3%) KOT a4 REESHI (6.6%) ThHh-oTz,

V) AERHBIICE FARBMRBERVIA V0 —KRERBRARNEML-EEFEORE
Prospective ~— 2 7 A WIS 2 1051 (= WIM +HER ) o 28 H 7= D O RIFEAE
XX I A7 v =—RERB BB L2 B OESIE, 77 R EL DT 28 3 FEECRA
FEAERHLH B 25% LA FHEM L 7= B 1T 4 6] (9.5%) KOV 1 1 (2.0%) (LAFRENE) . 25%i@#
50% LA FHIMN L7 /B 1E 2 5] (4.8%) KO 14 (2.0%) . 50%E 75%LL FHIN L7 BF 1% 1 4
(2.4%) KO0 B, T5% M L7 BFIL 26 (4.8%) KO1H] (2.0%) Thotz, 347 =
—IEAEFEEL A HS 25% LA FHEMN L7213 0 Bl N 1 41l (2.1%) . 25%i8 50% UL RN L 7= fBs
IE 16 (2.0%) KOV (2.1%) | 50%t8 T5% LA FHIMN L7 B#F1E 141 (2.0%) KO0 6, 756%
FEHIN L7 B 14 (2.0%) KOV 461 (8.5%) Th-oiz,



V. BEICEET5TEAE

2) REMERER
@ BrRBEN SHEFFE~OYYBRICHAT HEMARER (RA) (EP0057 5XER)
a) AR E
H (| S FAE (RIS FEE ETe) 2B T 5 BAADRKA TAMABEICHT 2K 600mg/
HOZ a4 3 REFIGE~OY) ) B 2B 5 2eM 4 3T 5,
st G| HSRIE (CURMESEREEZED) 28 T2 ARADRATADARE

LERVERENT R GAER (SS) ¢ 19
R OFENT R SEEM (FAS) : 19

B 5 0k | RS RER

1) MR
R, 7293 F 100mg/H CTHREZBA L, B 100mg/ H 328 E L, 5 4 #EBRAEEE
IZ 400mg/ A2 L7z, HEHMFOREIERD T, BRMEICHEN S - HE1E, BE Ik
THZ L E LT,

2) HiT Ahs A TR A5 R
PUCADASEBEBUE P, IR ELEMIIRE ORBEROFIEa v b — A0 il & 72 D &
9. 7aH% I FHEE 200~600mg/ H OFMH T 52 & & Uiz, 1 S0 O HElEIE
KT 100mg/H & U, BEEITREER: (BUERBER OBLESNKPE) 12179 2 & & L,
PUCAARBER A RIBIAERF O 7 29 X RHEDY 600mg/ A RO BE N, F-28IE BT
A AEBERIIR BT A HIEI3EE) R Z L72m6E, 720 FHES 1B SH7Z Y 0
BEEN 100mg/ H 2 2 72V K 9 K 600mg/H £ CHETHZ L & LT,

3) HAFIEEWIN GRAM MM & ONEHRERA )
FUCT DA SEBER ] & [FERIC BAR AR, 7 =3 I FHE% 200~600mg/ H O Hi[H THY
BT B EE Lz, 1HEEHZ Y OHRIRITERAK T 100mg/H & U, BRI BN OHE R &
OBLEA KDL 1IKfTH2 28 & LT,
PUC A A SRBERIR & AR I AR B AR D T 24 X RHEDY 600mg/ B R0 BE
M, FioZesE (HAREMRIC BT 2PIERIE) 2EZ LcHaiE, 723 FAREEZ 13
o7 O ENE 100mg/H Z# 272V K 9K 600mg/H £ THETHZ L& L,

FEAGOE B | [FEEHMnEA]

- BE O AROWE ITEREBELEMOBIEIC L vl S AESER

< HEHSIC L BB

- HELRAEESR

1) AANOARSN-MEROCHET TEE, RAIKIZZ a3 I FELTL H 100mg &Y R5ZGL, Z0%
1EML LOMREZ &I THEL, #SFHELZ 1 H 200mg & 722, WTiLth 1 B 2 BT TRAKRE T
Do 7ed, MEIRICE Y 1 H 400mg %8 A 70 EIFH Tl EIE 225, HEIT 1 EMU EoMFEEZ HIT T 1 A
MEELTI00mg L2179 28, | THD,

b) BEE=
AO#fEHEa0 M (SS)

2BE (n=19)
PER] Bk 11 (57.9)
(B (%)) ok 8 (42.1)
il (%) SR+ AR YRR 7 39.2+15.8
& (kg P + AR R 7= 64.54+13.11
BMI (kg/m2) B AR R 23.796+4.329




V. IBERICBET 5 HA

HERE (SS)

28 (n=19)
pil%: 18
HER () iéfgﬁijiﬁ%ﬂﬁﬁiﬂé 13.765+13.127
RO FEAE 19 (100)
Ef@*ﬁ AR 14 (73.7)
TADAIEVERL 358 EHE 3 FEME 16 (84.2)
(Bl (%) ) ZRMEERLFENE 16 (84.2)
EXe 0
IYFEARBED T A TR 0
AT 4 (21.1)
A SR sz 8 (42.1)
T%&%@ﬁfu SRIAE 1 (5.3)
REAZ%E 1 (5.3)
A 8 (42.1)

E 1 O TADAERENLICE S T 2 B 25T,
2 O TAPARIERSBISE Y T 28 E 2 &,

RERBRET R WERHIRPICERA L TOW = TANAE (SS)

2HBE (n=19)
Bl (%)
0 #l 3 (15.8)
YRR B AGRT O BT A A SR O I SEHI %K 1~3 7l 14 (73.7)
(RBRBAGAIREIZOFH L T2l TANAEERS) | 4~6 A 1 (5.3)
7 HILL E 1 (5.3)
" . NI HY 10 (52.6)
TBERBRIGIED V<P v OF .S 9 (47.4)
BB HICBER L T T AN AR
TR B 10 (52.6)
A A=1" el RN 5 (26.3)
V=3I R 1 (5.3)
=7 ERL 1 (5.3)
Tr=hAfV 1 (5.3)
FERY X 1 (5.3)
LARF TR H L 1 (5.3 @

a) FIFIKBE A D LARF T8 7 LG 2 6m LT,

c) ARERICH THRLM (EETMEER)

i) BEER
AFRER OIEHIE (SR + 5T C A2 AUSEBERUYI ] + BLARE IR + e WIE) o SS i2kn T
ROOLNTAFERELIT 1961 (100%) Thotz, HbEZ<BOOLNIZHAEELRIT, FEMEDEN9
B (47.4%) TH Y R THEHR 6§ (31.6%) ThHhoT-, EELAEFSLE LN 14 (5.3%)
WIZRRO b,

i) BEERICK BRG]
G5 HRIICE ST EFERIT, ZEMEDE VA 246 (10.5%) IZRD LN, WTROFRLEE
HI TR Th -7,

i) El1EF
BIVER T 16/19 f (84.2%) 1278 BTz, 2 FILL ERBL U= BIEA X B D 0 8 1] (42.1%) |
EHR 6 B (31.6%) . [AlMED K OELE 2 6] (10.5%) Tholz,

T—H 1y bAT 201643 H (GF 2 [BIFF )



V. BEICEET5TEAE

@ R#MMEIRESHER (BA)
a) BRI E
H i)

(SP0994 iER) 19

WA RAE T EMRIERE R EIEE BT 5 TANA L BT SN BEEZ IR, I <vP
EURMEE L I LT, T I REHAREE UCHEA LERORNZEMEZRFTT 5.
AT U CFEM L2 E BRI RS AR (SP0993 RER) 2> BT L7280 FME ST e M SR iE [
REEZHT DA TANARE

LRVERRHT R GAER (SS) @ 548 5™

ke a5

BETWT LS SP0993 RO 2 BIERREE H (HERFIM OS2 T H) UFFMEFEIC L 5 B
HESREE H 2 ARBROSE 1 BBREEH & 3%0E L, Bt A &% SP0993 #BK THRrD R 58 L [F— &
L7e (¥ REETIEZ 2% 3 R 200, 300, 400, 500 Xi% 600mg/H, /L 3\<EE Rk
BERECII I V3~ B iR LEE 400, 600, 800, 1000 X1% 1200mg/H) ., 7272 L, SP0993 X5
OHEFFEAM P 1 BEAE (7 202 K 200mg/ B X T H A~ B B U 4RfksE 400mg/H) XU
%2 HEEME (F a4 3 F 400mg/ H X EH "< B ¥ 45RHGE 800mg/H) CRIEEZFEL LI/
DARBUCHAT LIHE . ARBROE 1 FORBRICH RS 5 2 L L L,

[FEFAMEA )

- BE ROV XATA#E O B REAWE AR EEMOBIEIC L i S A EHESR

- HEHSIC L BB

- B ERL

A i TH H

W) AR OARINIZHELOCHET NEY, #AKIEZZ7 29I FELT1H 100mg LV #E528GL. TO%
1AM EDMREE H T CHEE L, MEEHELY 1 H 200mg 92508, Wb 1 H2EIZT CRAOKET
b, 72E, EWRIZEY 1 B 400mg Z 8 2 A0 \WEFE CHEEHEKT A2, HEEIX 1 EMU EoMREHITT1H
HEELLTI100mg L FT21T75 28, | Thd,

*  HAAN 142 Bl & & e

b) EEER

ADO#REHFRIEE (SS)

AR Za%I Rt HINR2 B
WIbERt
(n=548) (n=279) (n=269)
esyilll T 298 (54.4) 154 (55.2) 144 (53.5)
(B (%)) |4tk 250 (45.6) 125 (44.8) 125 (46.5)
HA 458 (83.6) 236 (84.6) 222 (82.5)
EIN 5 (0.9) 4 (1.4) 1 (0.4)
(ﬁﬂ%ﬁé%é)) TYT AN 74 (13.5) 36 (12.9) 38 (14.1)
T AV AFAERIT T AW FAER 1 (0.2) 0 1 (0.4)
Z DA 10 (1.8) 3 (1.1 7 (2.6)
il (%) S fE AR 2 42.9+17.0 43.2+17.2 42.7+16.7
wE (kg S R 7S 73.25+15.20 72.710+14.87 73.81£15.54
BMI (kg/m?) | F¥IE = IEHER = 25.42+4.67 25.19+4.63 25.65+4.71

T 0 ANFIFSEAT LN L7z SP0993 RIRDEE 1 [EDREERF D7 — 212D & | £ OO A DEHARIRE A
BROEE 1 FRREER O 7 — 2 1235 <,



V. IBERICBET 5 HA

c) ARBRICHEITHREM (FEFHMER)

i) BEEBR
AFABR DI O SS IZB W TR O b A EFEEFRIL, 720 I FHET 170/279 1] (60.9%)
TR BV UREERET 169/269 i (62.8%) Th-ol-, EliebDix, 7 a4 I REECERMEIHEK
18 4 (6.5%) . 58 15 1] (5.4%) . == L AT v —/LdE 10 6 (3.6%) K ORSE 9 4 (3.2%)
ThHO ., NN EE ARMEERE CHYR., SMHIHR L OVFEIMED V3% 15 61 (5.6%) . v-Z v
HINET AT =T —BEM126] (4.5%) . @2 L AT 2 —/VifE 11 6] (4.1%) RO EXGE
B 8 5l (3.0%) THotz,

i) BEERIC K BAREBRPIEF
ARBROIBFHFIC BN TR GEFIICE S ToAEFLIL, 7 a9 I REEC 1241 (4.3%) . A<
B URIEERET 20 B (7.4%) THolz, WTNNOEGHET 2 BILL EDOBEITFRD b= IREREE
OEEFIRIZE > 2HEFGIT, BEFOERE (DA~ B BsERE 3 6] (1.1%) 1. v-Zv
ZINKIT AT 2T —EBHMEOBESE [WTFhoFERE 73t I FiE 1 6] (0.4%) KOV
N BV RIEERE 2 61 (0.7%) 1 . AREX [ ~BE U RiEERE 2 61 (0.7%) 1 ThoT,

i) EELEETSER
ARRBROIGHFHHICB W TRO bNHERAEFEFLRIL, 728 I FEET 3141 (11.1%) . AN
~ B URIEERE T 22 ] (8.2%) Th o7, WTNHOHEGHET 2 HILL EDOEFIZFRO bivi-EHE
REEELT, BRI~ B REGERE 3 61 (1.1%) ] BASE [Z 2% X REE 141 (0.4%)
KOOI NS BEARKMEERE 2 B (0.7%) . PlER @ MEMEImASIE [Z 2% NEETH 2 4
(0.7%) 1 . BEHEPOLIER O AERR (I A~V RHEEREC& 2 6] (0.7%) 1 Thoi,

T—=H By AT 201644 A (5 2 BIFREHE)



V. BEICEET5TEAE

@ R#MMEIRSHER (BA)

a) BB E
H i)
*f %

(EPO009 iE&) 5

7 3% I P& 400mg/ A £ TOMBETRIEREG LIz rer, BAMK A MEE TN 2,

FeATUCHEM Lz A ILFSIERER (EP0008 B DRREIMN & OBATHIR 258 T L7285

RAE (CIREEMILRIEEZET) 2872 ARALROCPTEADOKA TADABRE

MR B (SS) : 473 1 (AARNEFE 123 )

RO SRER (FAS) 471 1 (HARANEE 123 f1)

B 5 5 ik | FERHIRE Wk 5 R

BEITOTR Y EP0008 SRBRK THRIO T 243 Ro#E5RE% 200mg/H (100mg % 1 H 2 [mlfE D

#eh) & L7z, EP0008 B Dk kb H 2 ARBR O 1 [MkPE H L34 E L, ARBROBIAAEED

57 a4 3 K 200mg/ H #HERE, & (18H7-V 100mg/H 3o, HKAHEREIT 400mg/H) X

R (R/NHEIL 100mg/A) TEHZ & & LT,

FE AL OB | [REFEEE ]

- BE O BROME IIEREBETEMOBIEIC L Vil S AESESR

c HEHERIC L DIEB T LG

(Rl mIE A ]

- BlE (EP0008 SRER OB (<33 DI1BEMIM D 28 A 7= M RAERE OB HE (%)

- Bl (EPO00S BREROBIZZHIM]) (kT 21D 50% L AR #—L— K (BIEHIMIZ %)
I LI 28 H & 72 0 O FIERIE OB FER 50%LL ETh > 72 BHFDOEIE)

) AFNOERSNERAELOHAERT MEFE, EAKEZa I FELT1 H 100mg KV HRESEEBBL, TO%
1AM EOMREEZ ST CHERE L, #EHELY 1 A 200mg 92528, Wb 1 B 2B TRAOKET
b, ¥, ERIZEY 1 B 400mg B X 70\ WHEIFE CTHE BT 228, HEEIX 1 EMU LoMBEEHITT1H
HAEE L T100mg L TT2795 2 &, | THD,

b) BEER
AO#REHFRIEE (SS)

4L H AN HE AL
(n=473) (n=123) (n=350)
PERI] Bk 259 (54.8) 51 (41.5) 208 (59.4)
B (%)) |tk 214 (45.2) 72 (58.5) 142 (40.6)
N HAN 123 (26.0) — —
B (%)) | PEA 350 (74.0) — —
i (%) S+ AR R 7 32.7£12.0 35.0£13.1 31.9*£11.5
E (kg) S+ AR R 7 62.09+14.11 58.02-14.74 63.52-13.62
BMI (kg/m?) |F¥JEHIRMERE 22.76+4.23 22.03+4.83 23.02*3.97
1% 4712 123 3482
RS (F) %gﬁit%@ﬁ%é 17.3011.08 19.98+12.42 16.36+10.42
AR Sy A 165 (34.9) 72 (58.5) 93 (26.6)
TADAFEER j@?gﬁij\%{/ﬁ e
wéa\iié S Eggf;gﬁ;ﬁfg = 136 (28.8) 59 (48.0) 77 (22.0)
BRI ez 50 | a0 e ] o ao TGS
TR IAE 309 (65.3) 74 (60.2) 235 (67.1)
%Efﬁfﬁfi 17 112 (23.7) 4 (3.3) 108 (30.9)
D A 2 il 194 (41.0) 50 (40.7) 144 (41.1)
B (%) ) 3 7l 167 (35.3) 69 (56.1) 98 (28.0)

a) A HILFEZBIFERENCCTT 24 X F 200mg/ HHECEI D A5 Hivte 2 GIOREIIRIZARE Th - 7272 DA

SRS LT,

b) DRI B OFAERL D 7 TV —IZ5%24 3 2 BEB 2 E Lo,




V. IBERICBET 5 HA

c) ARARICEITHREM (FEFHMER)

i) BEER
AR ORI (B -+ HERAIE) o SS 123\ T 357/473 f5il (75.5%) IZHEFLPRD
bivlc, EERATFEREGIL 35/473 B (7.4%) . ®EOAFEELIL 17 1 (3.6%) . FELIX 5 f
(1.1%) &5, PEAD 5 BIAMEZE (1 F) . TADLAERRKE (3 #) ROBFHE (1
B AL VIE LT, ERAEFRRIL, SHIEZK 103 61 (21.8%) | FEIED F 1 100 f (21.1%) |
BAGERGE 5T 1 (12.1%) | HE 46 5 (9.7%) ThoTo, EREBLRAFTFRIL. TANLAER
RRE 71 (1.5%) . TAMA 3H (0.6%) . Wi 2 6] (0.4%) Th-o7-,

i) BEERIC& DABRDIEG
FaY I FOFLGEHRILICESTZHEFRIL, 31/473 # (6.6%) ([ZHH Lz, Tt Oixizahity
FWVTHI (1.5%) . TADAERIRE3H] (0.6%) . rolEREE, EEERRE, B & OEH% 2 4
(0.4%) TH-T,

iii) B4R
RIVEFIE 203/473 il (42.9%) (258D BT, ERBWERIZFEIMED F > 84 ] (17.8%) . MR
27 %1 (5.7%) . $HYE 18 i (3.8%) Th -7z,

T—2Jy hAT 201645 A (5 2 BRI

d) BIREFHEIER (B3EICBEd DERRAE)

i ) EZ2HAR (EPO00S SHER DB HARM) I 9 5 8B EAMD 28 B H 1= Y DI HRIEEH DB ZFE (%)
7 2% I F100~400mg/H% 1 H 2 [BNZo0 T TRRAK G- Lz & & (hH#E, && 767 Hix5) |
EP0008 A5 OB 4 216 0 28 H H 720 OERSYFEAEEIEL O Wb 2 o o il 1%
55.2% Th o7, IREHIHAITIZ0~6»H. 6 » AE~12 v A, 12 » A#~18 » H k118 » H
H~24 # HNRENEI 51.6%., 59.7%. 66.7% KN T72.0% TH YV . 1RFEHHIZIIT 528 HH72Y
DERHFEAEEEE 0~12 » A CTHRANCEHERBA R B, £ 0% HIRFHIM 48 U T i
MeERF S LT,

HEUMICT 5ARMD 28 BH1-Y OB EERBDELE (%)

TR P FEBIE (1) o FAEEE DWW FE (%) HhfE
IR 471 55.2
0~6 % J 471 51.6
>6~12 » A 418 59.7
>12~18 » A 311 66.7
>18~24 # A 106 72.0
>924~30 # A 9 100.0*

% i 100% (100%6 i, 96.8%. 77.1%. 33.2%% 1 #)

i ) BRERHAR (EP0008 BHERDERTHAM) (T3 9 HAaEHAM®D 50% L AR A —L— b (BB
¥ HRERHED 28 BH1=Y O FEIERBDBDEM 50% L ETH--BEDEIE)
7 2% I F100~400mg/H % 1 H 2 B2 TRAKEG- Lz L & (TH®E, & 767 H5) |
TREHIRI D 50% L AR & — L — MIBRIREHRIZI T 56.3% (265/471 i) Th o7, IREH
fRITILO0~6 v H, 6 » HlE~12 v A, 12 » HE~18 » H KT 18 » AlE~24 » ANRZENnEh
52.2% (246/471 %) | 62.4% (261/418 #i) . 65.0% (202/311 ) K 70.8% (75/106 f5]) <
HY . IBEBRAE LT 50%L AR F—L— NI S,



V. BEICEET5TEAE

HEHPMIICNT HAERAMD 50% LAR T —L— bk

TR MM 50% L AR Z— (f) 50% L AR HZ—L—k (%)
ER(=S T 265/471 56.3

0~6 % H 246/471 52.2

>6~12 » A 261/418 62.4
>12~18 % A 202/311 65.0
>18~24 % A 75/106 70.8
>24~30 » A 8/9 —

) AFNOAGRINT-HEROHEE H@E, BAIZIEZ7 29I FELT1H 100mg LW ES52HGL, T0%
1AM EOMEZ ST CHEL, MRAELZ 1 H200mg &3228, Wb 1 H 2B TRAKS T
%, 72¥, FERICEY 1 H 400mg &8 2 72V EEPH T a5 08, HEF 1 EMU LoMREHIFT1 A
HEELLTI100mg L FF21T75 28, | Thd,

@ ER#RE THERABGRIREHR MR) (SP848 HER) 9

a) AERME

H i)

INRTADPAEEZRRIC, fHAFREE LT 24 3 MDA 2 RIREG LcRror e, 2
BB OV 2 RS 2

b 5B | BB SNIZH A FIEE AT 5 4~1T mO/MNRTAD A BE
LEVERNT M GREM] (SS) @ 13761 (SHELA 91 6, BHAA 46 )
R DOENTHRER (FAS) : 136 61 (SMELA 90 51, BAN 46 fi) *

B 5 05 ik | e IRE Wk 53R
gl -4 1H2BNCHT TRAOKE L,
BREEEMIL. BE / NEELHEL, 73V FoARE LTRAK (e vy ) **dsE
23R Uiz, 5 1 ISR TR G2 L, £ O®%RECEM T Tllits Uiz, ARMROFME
Ay b= MREZ B E THE L LIEREEEMHE L he. XidReHEICREL
T28A. 8§ 1 EEERRIC AT Lz,
91 [RBE AR, IR ETIERT ORI L 0 | KIS 2mg/kg/B (32 v ) XX 100mg/H
€7 ﬂ)\a*%%1ﬁg&ga(ym/f)ﬂi%n’W%ﬁéﬁé(ﬁﬂ)@ﬁﬁf%&f%
2L b LT, F, (KED 50kg B2 2 BEITH L TE, REHEITEEIZESE 600mg/H
EREZRNEOIZ LT, ARBROREHEIT 12me/kg/ A XX 600mg/El DWTHIMENHEE L
77

R OE B | <BEH>

c BE RO XIS O BRI TR ELEMOBEIC L fE SN EES
- BEERSRIC L HIEB AL

< MIESFAIRAE ., MR LR, N

<12 FHELEX

A ZNY A (I, RS OYRIR)

- KE, K. BMI

<ﬁﬁﬁ>

< FEAE B FRICIES < BB CHBERICB T T a4 3 FEYRGC L 260231l 5 720)
-«—z74/ TR D ETRELIRI O 28 H I 7= » OERAIEIEREE DR
- EVREMIM O 50% K TN 75% L AR Z—1L— k

) Ziiﬁﬂ@ﬁﬁ SNz 1 Amm AR, E}ZJ\&KMZ!KE 50kg LA E/NRIZIEL 400mg, AT 30kg VL I 50kg A D
/NRIZIE 8me/kg, RE 30kg RN O/NRIZIX 12me/kg TH B,

¥ AME AL O 1 ENTIE R %WH%®£%#&#0KK&IMS#B%%SMK

kk 0 T av I Frmy TANTAMTITAR SN THRN,



V. IBERICBET 5 HA

b) EEER

LEHOAOKEFHRE (SS)

AHER 30kg A 30~50kg i 50kg LA E
(n=137) (n=55) (n=45) (n=37)
PERI] Bk 73 (53.3) 27 (49.1) 24 (53.3) 22 (59.5)
(B (%)) | ik 64 (46.7) 28 (50.9) 21 (46.7) 15 (40.5)
HA 70 (51.1) 25 (45.5) 27 (60.0) 18 (48.6)
PN A 12 (8.8) 4 (7.3) 4 (8.9 4 (10.8)
B (%)) |77 A 49 (35.8) 24 (43.6) 12 (26.7) 13 (35.1)
Z O/ ifn. 6 (4.4) 2 (3.6) 2 (4.4) 2 (5.4)
Eln (k) @ | FEHE AT = 11.04%+3.79 7.57+2.24 12.15+2.56 14.83+£2.02
HE (cm) RS - 136 55 44 37
B R R A 139.64+21.75 | 118.62+11.76 | 145.15+10.00 | 164.35+10.39
HE (kg) B AR R S 39.5120.06 22.06+4.85 38.93+5.47 66.17+15.86
ko 136 55 44 37
BMI (kg/m?) B AR R A 18.94+4.57 15.55+1.99 18.61+2.50 24.38+4.10
a) AEBRERGRIF DT — 2 125,
BARALHO AO#HETENEFE (SS)
H A NEE[H 30kg AT 30~50kg ATl 50kg Ll -
(n=46) (n=23) (n=11) (n=12)
PR B 19 (41.3) 10 (43.5) 3 (27.3) 6 (50.0)
(B (%)) | Lotk 27 (58.7) 13 (56.5) 8 (72.7) 6 (50.0)
il (%) @ | FHE RS 11.11£4.08 7.86+2.41 13.02+2.60 15.59+1.67
HE (cm) EEIE YR 136.99+22.92 | 118.28+13.53 | 146.37=10.18 | 164.23+7.68
wE (kg P + R R 7= 35.90£18.65 | 21.47+5.43 35.74+5.09 63.72+17.79
BMI (kg/m?) | FEJEHIEHERAE 17.73+4.15 15.13%+1.64 16.67+1.54 23.69+2.97
a) ARBR BRI DT — 2 12 <,
2EHDEBHME (SS)
AHER 30kg A 30~50kg i 50kg LA E
(n=137) (n=55) (n=45) (n=37)
MR (4F) | FOE AR R 6.26+3.82 5.19+2.68 6.91+4.30 7.05+4.33
B FAT 137 (100) 55 (100) 45 (100) 37 (100)
%§,$%2E B 5 76 E 57 (41.6) 26 (47.3) 18 (40.0) 13 (35.1)
B (%) ) TEHEER 77 FEAF 107 (78.1) 43 (78.2) 35 (77.8) 29 (78.4)
ZIRVEERRACRIE 106 (77.4) 44 (80.0) 36 (80.0) 26 (70.3)
T ARRBROBEANCRI LT N TORELZERN LT,
BARAEHDOEERE (SS)
H A NS 30kg Al 30~50kg A 50kg ULk
(n=46) (n=23) (n=11) (n=12)
FOREIM (R) | PR AR R R 6.55+3.59 5.62+2.60 6.61£3.92 8.27+4.51
B #AE 46 (100) 23 (100) 11 (100) 12 (100)
g{%@gﬁ B4 FE A 27 (58.7) 16 (69.6) 7 (63.6) 4 (33.3)
B (%) ) TEHEER > HEAF 43 (93.5) 22 (95.7) 10 (90.9) 11 (91.7)
ZIRVEARAERIE 38 (82.6) 19 (82.6) 10 (90.9) 9 (75.0)

o AR OBBRANCRE LT X TORELER LT,




V. IBRICB 55HA

EEHADRTAMAEDERRKER (£aRMMBIRE) (SS)

4] 30kg Aifi 30~50kg A 50kg LA b
(n=137) (n=55) (n=45) (n=37)
BE (%)
BEHHTT A A SR D ERFIHK 1 Al 23 (16.8) 9 (16.4) 7 (15.6) 7 (18.9)
2 Al 66 (48.2) 25 (45.5) 22 (48.9) 19 (51.4)
3 Al 48 (35.0) 21 (38.2) 16 (35.6) 11 (29.7)
4 FILL E 0 0 0 0
1 FILL EOHCADASEZGH L CBE | 137 (100) 55 (100) 45 (100) 37 (100)
PEAHC A ASE
LRF T H A 56 (40.9) 16 (29.1) 18 (40.0) 22 (59.5)
2L R 40 (29.2) 17 (30.9) 15 (33.3) 8 (21.6)
FZERY X 32 (23.4) 17 (30.9) 9 (20.0) 6 (16.2)
BN 26 (19.0) 8 (14.5) 9 (20.0) 9 (24.3)
FES<— bk 25 (18.2) 10 (18.2) 11 (24.4) 4 (10.8)
T AR 24 (17.5) 11 (20.0) 6 (13.3) 7 (18.9)
VA=PA 2N 20 (14.6) 8 (14.5) 7 (15.6) 5 (13.5)
V=% R 19 (13.9) 9 (16.4) 4 (8.9 6 (16.2)
7z = hA A 12 (8.8) 4 (7.3) 3 (8.7) 5 (13.5)
7 aFERA 10 (7.3) 4 (7.3) 5 (11.1) 1 (2.7)
N7 4FIR 7 (5.1) 4 (7.3) 1 (2.2) 2 (5.4)
ZNNFT I 5 (3.6) 2 (3.6) 2 (4.4) 1 (2.7)
7 x ) Ve — LA 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7)
= FFERA 3 (2.2 3 (5.5) 0 0
HRAR L F o 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7)
ThRZUIFR 3 (2.2 2 (3.6) 1 (2.2) 0
EH NN 2 (1.5) 1 (1.8) 1 (2.2) 0
felbamate 2 (1.5) 0 2 (4.4) 0
ANTIEPILEPTICS @ 1 (0.7) 1 (1.8) 0 0
=L OAWA 1 (0.7) 0 1 (2.2) 0
07 Z¥ I FIL 1 (0.7) 1 (1.8) 0 0
tiagabine 1 (0.7) 0 1 (2.2) 0
BAbm U A 1 (0.7) 0 1 (2.2) 0
1 2RO A CTAMARIT, BRI L TR TANARRE L-, BREEK L
L COH TANATITERS Lz,

E2: T aBiANT A v ek, ST ait I Y va ST et U A Ergenyl chrono &Y
valpromide % &1,

HES: o= v8HNEZ T == My, Zo=r v F RV TA, = MY, RAT 2= AV, RAT
== hA 2F MU 7 LK Zentronal & &0,

Hd: 7=/ "\ EZ—ABFNET = ) NV EZ =L, T2 ) NV EZ—LF R DA AFALT =/ NLEH
—VROTY I RrEEie,

a) [ERNFCHE O H 781X Normesuximide



V. IBERICBET 5 HA

BAAEHADORTANAZEDOERRERE (£ARLMBAARE) (SS)

H AN 30kg Al 30~50kg A 50kg UL b
(n=46) (n=23) (n=11) (n=12)
% (%)

BEHHTT A A SR D ERFIHK 1 Al 0 0 0 0
2 Al 17 (37.0) 9 (39.1) 4 (36.4) 4 (33.3)
3 Al 29 (63.0) 14 (60.9) 7 (63.6) 8 (66.7)

4 FILL E 0 0 0 0

1 BILL LD CANAEE G L QB 46 (100) 23 (100) 11 (100) 12 (100)

PEAHC A ASE

W va=13 v 19 (41.3) 9 (39.1) 5 (45.5) 5 (41.7)
BN 15 (32.6) 6 (26.1) 3 (27.3) 6 (50.0)
FZERY X 14 (30.4) 9 (39.1) 3 (27.3) 2 (16.7)
LARF TR H L 12 (26.1) 5 (21.7) 2 (18.2) 5 (41.7)
V=% R 11 (23.9) 7 (30.4) 1 (9.1) 3 (25.0)
7 a R 10 (21.7) 4 (17.4) 5 (45.5) 1 (8.3)
= 10 (21.7) 4 (17.4) 3 (27.3) 3 (25.0)
7z = hA HRUA 7 (15.2) 3 (13.0) 1 (9.1) 3 (25.0)
N7 4FIR 6 (13.0) 4 (17.4) 1 (9.1) 1 (8.3)
T x ) Ve — LA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)
7 aFERA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)

=FFENRA 3 (6.5) 3 (13.0) 0 0

ZNNFT I 3 (6.5) 1 (4.3) 2 (18.2) 0
HIRR U F 2 (4.3) 1 (4.3) 0 1 (8.3)

07 Z¥ T 1 (2.2) 1 (4.3) 0 0

BAbm U A 1 (2.2) 0 1 (9.1) 0

ThRZUIFR 1 (2.2) 1 (4.3) 0 0
1 2RO A TAMARIT, BRI L TR TANARRE Lz, BRENEK L

L COHTADAEIEITIERI LT,

E2: T aBlANT A VT ek, ST et Y oA ST et U A Ergenyl chrono &Y
valpromide % &,

H3: 7x= A VAT T == v, Jo=b A F NI DA Zbh by, FATz=b AV, KA
== Mo F N U 7 LK Zentronal %510,

Fa: 7=/ VEX—)LHFNIT = )NV ER—)L, T /) N)VEX—)LF RN TA AF LTz )L EHR
—AROT Y I RoEEt,

c) ARERICE T HREM
i) BEER
B G-BIRR ZFE O DA EFRIT 135/137 fil (98.5%) Th o7z, (KEZ N—TRIOFBIRIL,
30kg il T 100%. 30~50kg AJiii T 95.6%. 50kg LA £ T 100% CTH -7,
i ) BI4EFA
BIWERIX 77137 5] (56.2%) IZ#8® BTz, KEZ/L—T7RHITIiL, 30kg Ajiti T 27 il (49.1%) .
30~50kg A0t T 29 % (64.4%). 50kg LA LT 21 #4] (56.8%) Th o7, b BDO LA
TERNZ, ZEWED E 0 28 ] (20.4%) TH YV WWTHIR 27 61 (19.7%) . #Hk 11 61 (8.0%) T
bolz, TNHORWERIZOWT, KEZA—TRIORREZLLTITR LT,
c FEMED EVOFRBIERIL, b0kg UL ETHRb®E < (35.1%) . KW T 30~50kg K (20.0%)
30kg Aiifi (10.9%) TH o7,
EHIROFEBLEIL, 30kg Al e O 30~50kg A (LI ZHL 27.3% Y 22.2%) D F5)8 50kg LA |
(5.4%) (X TEhoT,
IR ORBRIT, FERESNL—TTHRBEETH- - (5.4%~9.1%) ,



V. IBRICB 55HA

i) /EHIITE-BEESER
BHHIEIZEST-AEFZIT /13761 (5.8%) IZ#ED LTz, 2 HILL EIZRED bz G- 1kIcE
STEEFEFELIL. FHEDE V36 (2.2%) . KE 2 6] (1.5%) Thol, KEZL—TRIDO%
WRIIBARE I/ N —T CRIBRETH 7= (5.4%~6.T%) . 52D 2 41X 30kg Riili DAIZFRD 5
L. FEIED Vo 3 Fili% 30~50kg A T 1 . 50kg LA T 2 FlICFE S bz, EOMOESE
HIEIZE > T2 A HFFERIT, WTNUDOEE T L—7 T 1 HIOHRITRD Bz,
BehHHPIEICE ST FEFR 8D H 4 1k (FEED E WV 3 R OREITE) 1 144 1K RER
(EHhebnziang E&h, 14 G82) 1% TBEHY ) & ahiz,

v) EELREEER
BEESAFFRIT 33/137 #i (24.1%) IZRDO LI, KEIZ7V—TRIORBRL, 30kg Kl T
20.0% (11 ) . 30~50kg A5 T 28.9% (13 #) . 50kg UL =T 24.3% (9fI) Tholz, &b
% < RO DAV B BIRFEIL, MREEE 23 #] (16.8%) THV . kb Z RO LNIZHHFFL
%, KR 12 4] (8.8%) Th o7z,
HEZAEFZO O b, ERERK O TANAERIREBORIRIL, 30kg Kl [ZNEH 7.3% (4 )
K3.6% (261) 1. 50kg LLE [ZNZi8.1% (341 K1UN0.0% (0f) 1 BREARETHY
30~50kg A [ZNZH 11.1% (B H) KO8.9% A fFl]) 1 NEd-oiz, FERIEZE L K OM# fik
1L, 30~50kg Riifi DA TRD HAL, FELRZINTNE 6.7% B Thol, ZDOMOEERE
FRERLORBFIIEL, FEES NV —T CHEE CTH T,
KRR TBEH D | T B bV L SNEEELRAEERFSZOL L 2HILLTT
FHL LTz, ZOWNTUL, KN 2 6, W, FH, (R, CANAFERIRIE, AARBGR K O
AN S 1B ChoTz, TNHIEFNWTNLELEPIEICEEST, H2RET—4 7 v A TRED
RIFIEIE Ch o T,

V) BRRREENE L
R OFERN D, 7ah I FEGICERT 2 B2 615 — B L7 IR EE /g — 2
FTA N DOELITRD N7z,

Vi) "L B2 LY A UDEE
WA BN A OFERNG, T ah I FEICERT 2 EE 2 b5 —B LI IR EE R
R=Z2 T4 U NEDEITFRD bR o T,

vi) RE. K. BMIOZE1L
R—=2 T A OFEIfEIL, RED 39.54kg, HED 139.67cm, BMI 73 18.94kg/m2 TH ¥ | (KEH
=T HITIE, RENEVIEE ZNSOMEIREN - T2, BEEREREOR—2F A b OFEZEL
BiL, RED 5.89kg, &S 6.80cm, BMI 7% 1.04kg/m2 T ¥ | (KE 7 /L— 7 BT, (KEN 4.43
~8.09kg. FE 3.81~8.55cm. BMI 78 0.60~1.69kg/m2 D&EPHNTH 7=, N HDR—RF
A b0 ERE NERTETRENDREOHFANTH -7, RE, HE, BMI CIIERNICE
BRNR—=Z T A b DOEGITRD bR T,

vii) DERDEE
DA%k (-3.48~-1.40 #1/43) . PR [#&E (6.09~8.97msec) . QRS fifE (2.69~4.67msec) .
QT [HkE (—2.06~7.90msec) . QTcB [l (-6.12~0.23msec) . QTcF [#iFE (—4.69~2.94msec)
DEAEKBEREDR— 2T A B ORI EL RTINS | FREI/NV—T7 CRRE TH - 72,



V. IBERICBET 5 HA

d) BB Y HERR AR

i)

N=R2TA D 28 HHT= Y OEZFAEREDO T RAEIT 17.68 BITH Y | KE 7 /L—T7 5 Tid 30kg
AR C 32.48 [A], 30~50kg Aiili T 16.80 [A], 50kg LA ET 8.00 B TH o7z, N—ATA NI T D
BAEKBERED 28 H &7 OE S HIEREOZE L EDO R IEIZ-4.78 TH Y, KEZ L—T7HITIX
30kg Kiiti T-8.84, 30~50kg Ajiti T—5.00, 50kg LA T—-2.68 TH o7z, N—AT A NTxT Dk
Friif o fe oo 70 HE D 28 H&H 72V O RIEEE O Z L EO P RAIEIT-5.12 THY . (KEHI L
— 7 RITIL 30kg A T-7.47, 30~50kg Aliti T-5.25, 50kg LA ET-4.40 TH -7z,
R—Z 54 VT HEBEBMD 28 Bhtf=-Y DS FERBDOELER
N—=Z T A KT D RIREIIR D 28 HH7- 0 OESFEAEEE DAL RIT, IR FELIR 04 51/
U CHERF SN2, RIGEHR OREEIZHEV, 28 BHH T2 0 O BIEREOELRIT LD K& <
7pole, WAREREOENFISARE S/ V—T TBBURFRREE TH o7,

R—R 34 T 2B EARD 28 BH1-Y DMIEEEBDEILE (FAS)

—— Ay FEAERISL R—=ZF A U NEDEFR (%)
S allc] I NS
B % 2 Fp g ff % 2 L
M
R—2F5 A 136 17.68 — —
VR R 136 10.56 136 -52.73
<13 # 136 10.15 136 —-43.04
>13~26 i 127 8.31 127 -61.54
>26~52 i 117 461 117 -63.88
>52~78 i 106 4.38 106 —-60.80
>78~104 95 3.29 95 -63.37
>104 43 7.72 43 —-67.59
30kg A
R—RF5 A 54 32.48 — —
VR R 54 18.26 54 -36.45
<13# 54 19.08 54 -37.36
>13~26 47 10.46 47 -59.34
>26~52 i 42 9.85 42 —-66.46
>52~178 i 35 8.91 35 -59.34
>78~104 32 8.00 32 -61.92
>104 20 10.73 20 -77.66
30~50kg il
R—2 5 45 16.80 — —
VR R 45 11.78 45 -50.53
<13# 45 11.08 45 -39.68
>13~26 43 9.56 43 -58.97
>26~52 i 41 3.85 41 —-60.76
>52~178 i 39 5.38 39 —-60.59
>78~104 # 36 3.43 36 -65.13
>104 H# 15 17.50 15 -60.71
50kg L F
R—2F5 1 37 8.00 — —
IR 37 2.33 37 -61.04
<13 37 2.77 37 —-64.29
>13~26 37 1.54 37 —-64.29
>26~52 i 34 2.58 34 -73.68
>52~78 32 3.23 32 -65.18
>78~104 27 2.00 27 -64.71
>104 # 8 3.00 8 —-74.32

T BIEREEICE T A R—=2 T4 0t ERA RNV AINAR=RT 42 (A7 U —=" R4 BEOREIERL)
FEORAT ) —=2 R LRS- HORTH £ TORIERFICES S BERZENSHE L,
a) BT, YR RIS RIET — 2 B o BEE,



V. IBRICB 55HA

i) ZAEHED 50% kY 75% L AR E—L—k
EVEEHIR O 50% L AR H— L — MME51.5% CTh - 7=, (KHE 7 /v —7 BTk, 30kg A T 44.4%.
30~50kg AJiii T 51.1% K N 50kg LA ET 62.2% TH Y, KENEL 25 10 EL oz, &21R
FEHI D T5% L AR Z— 1L — ML 34.6% Th-oT-, KEZ/L—7HITIX, 30kg A T 33.3%.
30~50kg AJii T 31.1% M ¥ 50kg LA T 40.5% TH Y . 30kg AKiiii & 30~50kg Al I 5T edalq]
FRETH o722, 50kg A I OKE 7 L — TR TED - T,

AEHBEO 50% R U 75% L AR A —L— k (FAS)

TR 50% L AR H— T5% L AR X —
M
VB 70/136 (51.5) 47/136 (34.6)
<13 60/136 (44.1) 35/136 (25.7)
>13~26 i 72/127 (56.7) 43/127 (33.9)
>926~52 i 76/117 (65.0) 47/117 (40.2)
>52~78 i 64/106 (60.4) 41/106 (38.7)
>78~104 62/95 (65.3) 40/95 (42.1)
>104 27/43 (62.8) 18/43 (41.9)
30kg At
ER(E3 I 24/54 (44.4) 18/54 (33.3)
<13# 21/54 (38.9) 11/54 (20.4)
>13~26 27/47 (57.4) 13/47 (27.7)
>26~52 i 28/42 (66.7) 17/42 (40.5)
>52~78 i 22/35 (62.9) 14/35 (40.0)
>78~104 20/32 (62.5) 14/32 (43.8)
>104 12/20 (60.0) 10/20 (50.0)
30~50kg AT
ERE i 23/45 (51.1) 14/45 (31.1)
<13 18/45 (40.0) 11/45 (24.4)
>13~26 i 24/43 (55.8) 13/43 (30.2)
>26~52 i 27/41 (65.9) 13/41 (31.7)
>52~78 i 21/39 (53.8) 14/39 (35.9)
>78~104 24/36 (66.7) 14/36 (38.9)
>104 10/15 (66.7) 4/15 (26.7)
50kg L F
gatiey Sl 23/37 (62.2) 15/37 (40.5)
<13# 21/37 (56.8) 13/37 (35.1)
>13~26# 21/37 (56.8) 17/37 (45.9)
>26~52 i 21/34 (61.8) 17/34 (50.0)
>52~78 i 21/32 (65.6) 13/32 (40.6)
>78~104 18/27 (66.7) 12/27 (44.4)
>104 @ 5/8 (62.5) 4/8 (50.0)

HL o BERBICET A=A T A4 0E, EA NI INAR—RT A2 (AF Y —=2 TR 4 B OFER
) KA ) —=2 ZHD HAIEES- A ORTA £ TORMERAKICE S BEREN SR L,

2 %Ik, ZYHM O TRER VAR AT — X2 2/ HEER AR E L CEE L,

H3:50% L AR H—1L— KN TE% L AR F—L— ML, _—RT A KT D ETEEII O B
D 28 HH 7= O FAEEE O N, TN 50%LL EX D 75% L EOBFEDOEIE L Lz,

T—HJy bAT7 2007411 A (B8 2 [ REHE)



V. IBERICBET 5 HA

G ER#RENERARRIREHR (BARWNMRE) (EP0012 FHER) 7

a) BRI E
E] B | iE= ha— AR BENTWRWIREMAREIEEZ AT 5 CADABREERIGIC, JFREEE L
TTaH I FeRAaks Lo et a4 5t 5,
pa S| JefT U O L2 EB L RS IARRER (SP0982 i) M oBITLIZREa Y hu—AnEbh
TWARWRERRFEIEELET 5 4 EO TANABRE
BERBIEL - 240 B (SHELA 203 B, HAN 37 4i)
LRVEMRAT R GAER (SS) @ 239 il (AMEIA 202 5, HAA 37 1)
RO GEM (FAS) : 238 411 (4MEA 201 1, AAAN 37 #i)
% 5 J7 ik | Rk 53R
-4 1H 2R K12 FEOMRLZZET TRAOKRE LT,
O (vmy 7)) * TR U7 BE L, IWRETERMOHBNC L 0 EACEE S5 2 & &20]
REL L7,
%5 1 [BRBERHC LU T O B CIRBREE D% 5.2 Btk L 7=,
SP0982 b & 52 T Lo -
- {RTE 30kg AT/ NEHEE © 10mg/keg/H
- {KH 30kg L F 50kg A0/ NEBE - 8me/kg/H
- KT 50kg L ED/NE RO RS © 400mg/ H
SP0982 % ~—2 T 1 itk Lo BE
« {RTE 50kg AN D/ NTESE - 2melke/ H
« IR 50kg UL EO/NE RO RS © 100mg/ H
BABEOREREERUREEREE
FIE () kRS & Eh &
RO (a>7)  (50kg Ko/ EHE) 4mglkg/ H 12mg/kg/ H
#EAl (50kg LA Eod/NEBFE) 200mg/ H 600mg/ H
BEA (RN FBH) 200mg/ H 800mg/ H
FEAMOIE OB | <REM>
[EEFEMEA ]
< BE RO T #EE O BRORE IR ETEMOBIRIC LV REINTAEFRS
« HEHLIT XS L)
< JREIM D 28 HH72 D OKRMBIER NI A7 v =—3/ERBL B80S Prospective “N— A F A
AR & LEi LT 25% LA T, 25%8 50%LL T, 50%48 T5% LA T KON T5%EBIEM L i B&F OFIE&
TR T A B AERL 2 R 8L L T ;B O E A
<BHMHE>
(Bl mIE A ]
+ Combined ~— X 7 A H[#] (SP0982 kD Historical ~— A 7 A » Hfi] & Prospective
— AT A WM A DRI T 2RO 28 A& OFMEMARIFEIERE K OZE(

) AROAR SN EL ORI TR - @H, RAIZIEZ a3 I FELT1 A 100mg XY &5 2MMHm L.

D% 18
#HI 5,

HELL EOMIREZ &1 THERE L, MR HEE 1 B 200mg & 3525, Wihbh 1 H 2B TRA

728, ERIZE Y 1 H 400mg %8 2 72\ O EPH Tl BT 203, WERIE 1AM EoMEE H it

T1HMAZEELT100mg LFT21T9 2 &,

AN EE, 4B Eo/NRIZIE T 3 RELTL H 2mglkg LV EGEBMA L. 20% 1 HEBELL ORI
ZHU T HHES LT 2meke o8 L, #EFFHELZIAE 30kg RiFO/NRIZIZ 1 B 6mg/kg. K&E 30kg
L E 50kg A o/NRIZIZ 1T B 4mglkg & 775, WInuh 1 B 2EICT TRAKE T2, b, fERICELY
IRTE 30kg R O/NRIZIZ 1 H 12me/kg, KHE 30kg UL E 50kg RO /MNRIZIE 1 H 8Smglkg % 8 X 72\ #ibH
T EEET 528, #HEE 1 EBU EoREZHIT 1L AAZEE LT 2mgkg LFT217H 2 &, 2720, 1K
& 50kg LA EO/NRETIE, BALRIUHE - HEEZHVWDZ L, | ThD,

% Zat I Fumy TANIAR TR ST,



V. BEICEET5TEAE

b) EEER
AORETFHIEE (SS)

AL
4~12 AT |12~ 18 kAT |18 ~65 mEAiii| 65 bl b &t
(n=16) (n=36) (n=186) (n=1) (n=239)
el B 8 (50.0) 11 (30.6) 86 (46.2) 0 105 (43.9)
B (%) ) |Ztt 8 (50.0) 25 (69.4) | 100 (53.8) 1 (100) | 134 (56.1)
HA 13 (81.3) 21 (58.3) | 143 (76.9) 1 (100) 178 (74.5)
B2A 0 1 (2.8 3 (1.6) 0 4 (1.7)
Nt TIOT A 3 (18.8) 13 (36.1) 32 (17.2) 0 48 (20.1)
B (%) ) |7 AV BER 0 0 1 (0.5) 0 1 (0.4)
T T AR
Z O AR I 0 1 (2.8 7 (3.8 0 8 (3.3
i () SEYE REUER S | 8.62.5 15.8+2.0 31.7+11.0 66.0 27.9+12.6
wE (kg) SEHIE SRR S | 33.69112.48 | 63.20F14.62 | 76.80+19.84 96.90 71.95+21.87
BM (Ikg/m?) |‘F¥IMEAZHERZE | 18.06+:3.31 | 23.12+4.27 | 26.7616.22 35.59 25.67+6.29
TR (8)  |PYE YRS | 3.42+2.14 | 4.98+4.41 |17.83+£12.23 74 15.11+12.60
FIEERS (%) | TPHIEEAZHERZE | 5.53+E3.44 | 11.04+£4.28 | 14.08%£6.20 5.00 13.01+6.24
WEIZEHR L |0 Al 7 (43.8) 18 (50.0) | 113 (60.8) 1 (100) 139 (58.2)
FLCTAMAIED [1~3 Fl 9 (56.3) 17 (47.2) 54 (29.0) 0 80 (33.5)
FEHIEK 4~6 0 1 (2.8 17 (9.1) 0 18 (7.5)
B (%) ) |7THILILE 0 0 2 (1.1) 0 2 (0.8)
P 0 # 1 (6.3) 0 3 (1.6) 0 4 (1.7)
%;Qiﬁffﬁ/f;ﬁz@ L% 8 (50.0) | 18 (50.0) | 54 (29.0) 0 80 (33.5)
nﬁ?ﬁﬁ;@zmi& 2 7l 6 (375 | 13 (36.1) | 94 (50.5) 1 (100) | 114 (47.7)
Wk (%) ) 3 il 1 (6.3) 5 (13.9) 35 (18.8) 0 41 (17.2)
¢ 4 % 0 0 0 0 0
e 0 A 1 (6.3) 0 0 0 1 (0.4)
;tr%/jﬂiﬁé/j}@@ 151 8 (50.0) | 16 (44.4) | 57 (30.6) 0 81 (33.9)
“Wﬁﬁé oo 2 %l 6 (37.5) | 14 (38.9) | 97 (52.2) 1 (100) | 118 (49.4)
(I (%) ) 3 il 1 (6.3) 6 (16.7) 31 (16.7) 0 38 (15.9)
? 4 #I 0 0 1 (0.5) 0 1 (0.4)
BREIKR
SO FHORKRESE., REKREE. THREEDHST (BRARUV/NMNRE (IKE 50kg L L) )
. NG
A .
_ (f&H 50kg LA 1)
(n=195) (n=26)
Bl (%)
1 &5 & Bk 55 TedE G & RIS SE Ry 5§ SRy b5 & LAY RS SE Ry
. 43 30 8 4 7 2
200me/ HELF (22.1) (15.4) (4.1) (15.4) (26.9) (7.7)
200mg/ F #8 26 26 34 8 3 6
300mg/ H LLF (13.3) (13.3) (17.4) (30.8) (11.5) (23.1)
300mg/ F i 100 116 116 12 13 15
400mg/ H LR (51.8) (59.5) (59.5) (46.2) (50.0) (57.7)
400mg/ H #8 19 18 33 2 3 3
600mg/H LR (9.7 (9.2) (16.9) (7.7) (11.5) (11.5)
600mg/ H 8 6 4 3
800mg/ 1 2L F (3.1) 2.1) (1.5) 0 0 0
800mg/ H A 0 0 0 0 0 0
1 1 1
A (0.5) (0.5) (0.5) 0 0 0




V. IBERICBET 5 HA

a9 3 FHORREKREE. RERSE

. FHEREENSH (IKE 50kg RGN /MR

INR N
(&5 30kg LA 50kg i) (A 30kg Aiii)
(n=12) (n=6)
Bl (%)
1 HEG5& e ARG RIS 58 (AN N I VR h
. 1 1 1 1 1
4mg/kg/H LT (8.3) (8.3) 0 (16.7) (16.7) (16.7)
4mgl/kg/ B 2 0 1 0 2 0
6mg/kg/H LA T (16.7) (8.3) (33.3)
6mg/kg/ H A 3 4 7 0 0 1
S8mg/kg/HLLF (25.0) (33.3) (58.3) (16.7)
Smg/kg/ H 5 6 4 5 3 4
10mg/kg/H LU T (41.7) (50.0) (33.3) (83.3) (50.0) (66.7)
10mg/kg/ A 8 1 1
12mg/kg/ A LI F (8.3) (8.3) 0 0 0 0
12mg/kg/ H 1 0 0 0 0 0 0

o) RHBRITHEITHREM (E&E

i) BEER

FHEER)

TR TR AAT A E R 197/239 6 (82.4%) ICRO BTz, 1E3E A EDOHEREOEIEE
IR (72.8%) MUFHEEE (45.6%) T, MEOHEFEFZORIFEIL 10.9% (26 ) Th-o7z,
FRAEFEFGITRMWIAR 47 6] (19.7%) T, RUNTHIE 44 1 (18.4%) KOVEEMED E N 35 fi
(14.6%) Th o1z,

i) BEERIZ & BB LEH

7 aHh I FOHRGPIICESTAERRIL 10 ] (4.2%) (TEO LN, 2HILLEDOBEITHE L
TZIRBEEDOR G ILICE > TeAEFFLRIT, BRI IA 7 =X AETANASE 261 (0.8%) TH

277,

iii) B

RITEMIZ 83/239 ] (34.7%) (Z@&d b7z, FRRIERITFZEMED F v 26 1 (10.9%) . IR 14
Bl (5.9%) . [FHEEPED F R OMELA 9 6] (3.8%) Th-oTz,

iv) SBRHBEICE T HARMEERVIA 7 O —RERBFEBHNEMN L HEREDOEE

Prospective ~—2 7 A HIRNZK D1RFEHIM O 28 AH 720 ORMPFBIER NI A7 v =—F1/E
FEELHB 50% B U= B, 2 1/92 41 (1.1%) KO 4/92 ] (4.3%) Th-o71-,

V) ABMRIRICH L AR R ERR L BREORA

Combined ~<— X 7 1 »#if#], X% Combined ~<— R 7 1 i & OVEFHAR I RIFEER OV

F U7 m == EEFBL LA X, 22 50 6 (20.9%) KT 48 4] (20.1%) Th o7z, Ei-,

FEAEIE X 13 Combined X — A 7 A AN KAPFEAE R OV A2 1 = —FAELFEBE T 18R+

T 72 RAEAER NI A7 v =— R EZ B L2 BFIT, 224 3 61 (1.83%) KT 4 51](1.7%)

Thole, 70k, FBIFFEXT Combined X— X 7 A U HIIZ KMFEIER NI A7 v =—F/Ex JE B

B, BEMMT O RMBIELOI A7 8 =—RBIEZRB LR o T2 BFIL. ERE 147 i
(61.5%) K Tr145 1 (60.7%) T o7l



V. IBRICB 55HA

d) BIREHEIER (BB HEREREUHE)

i ) Combined R—X 54 VHIIC T HAERLAMOD 28 BH1- Y OREMARERBDOELE
Combined ~X— 2 7 A HANZ 64 2 1AM 0 28 H &7~ 0 OREFAFEIERE DR D
fHI%, —88.52% Ch - 7=, LA FIZx LA HIMoORERE THOLEHM O Combined ~X— A F A > #j
T 2RI O 28 H &7z ) OFREMAFEIERE DO ZALRO P RAEILFRFRE TH D | 169
MoRSICEbSP, —BLTHADLE (0~2238 : —88.20%. 0~46 i : —86.32%. 0~94 i :
—-89.45%) . B TIX, 94 B ~142 WD EF 1L 100 #1 T, Combined ~—2A 7 A HiRIZ%3
IR O 28 H & 72V OREMARIEREOE RO P RAEIL, —93.50% Th -7,

T By AT 201948 A (5 2 I REHE)

(5) 8% - AR
G L
(6)a A
1) ERRMEE (—RERREEE. BEERNEARE, CAAELERE) | ERRRT— 825
. WEHEERBRABONE

OFEAERE
a)%\%ﬁ’ﬂTéﬁﬁﬁﬁ[%A](£%$>
BUEIR7E% O FERE T ISR D RMOBIEMA OB, BIVER OFEARDLOHE e OV 22k, A

gﬁ%ﬁzék%z%héﬁl%@ﬁﬁéo
b) HFAEIC KT D HARE (BA)  (GEhEH)
HARIEIC BT B A ERE T CORIWERORARMOIIE, AEMEOFM, kORaM, Aotk
2D EBEZONDERERGTT 5,
QB EFEABERE
a) HRAFIEICKT 2 HAEE UNR) (FEhEH)
AN EFIFREIC R D ER T CORIERORARMOIIE, AMEORE, kULt Aok
WREE 2D EEZLNDERERGT 5,
b) WEFARFEE U] (G T E)
SRIELMIEEZ T 2/ R CTANABE IR T 2 HEE T TORWEMORARILOEIR, FhEDRE
fifi, O eME, ARG EE2 525 L E2 LN EREZRHT 5,
@% & ARSE R ER RS ER
By FEAEIC R 2 OFRRE (RN)  (SEHEH)
HKFREEE D 7= DI E NG U 7= fikfee i 538 1 TARKI DO 5% ke L T 2 3B ~ O e BRI E K OVE 1]
AR 2 REM R OEFEORFNE BN E T2,
2) RRBEFHLLTERFEOREXITER L AL - HBOME
ML
(1) ZDHts
MR L



VI, Hoh BRI R DI H

VI. BHEE(ICEHY HER

1. EBEMICEES B LA LEME
LAFTEH L, FERIFL, FNETv—h, HARUFL JasFL Y=HI R, Zx=hfr, A0
ZACT P RENVRZNY O Ve e v
B MO b B LA MOMRE LRSI, RN X EE BB 5 &,

2. IR
(1) FIEREE - {EFRRERS

Na*F ¥ RV, BUERAEIE L &R R ATEMAL O 2 FIHO A 7 = 2 L THIFE S HL T 5 1617, FRIRIRARTE
MAEIE, TADAD I ICFRT =2 —n U OWRFEILRBEEICL - TEBIY, —a—a v OBEMEZFHE L T
VB 17,18)
Zat I ML, kD Na Fy L7 my — L3RR 587 2K D NatTF v 2L ORI AL 4 3
PRI S5 2 & T RHHET & 2 NavF v S L OFIA 2D S, =2 — 1 > OlRIZRIE £ 55
LEZHNTNS L1719
% ¢ LD Na T FAT 0 o A — XA R RIS b OEI LR S L B2 bR TS,

SaY 3 FOERKERE 19
CREERED =2 —OVICH T BBHIKEME Na*F v RILIZHT 24EH)

Nk
-

EEDONaF vV
JOvAa—

SIEEAE ML BIREAE
(Fast inactivation) (Slow inactivation)
HIUBLIAD HRXFZENUALED

TEHHE TEHE

<EBEE>BAEMKZE FELARER MMEAR o *— K%



VL

NS PRIC BT A IEE

<BES>BUERAEMENa'F Yy RILIZE T 20 FLANILOFERILERF
TAPAIRITD=a—u OB MET, HHEETED NatF ¥ XL OEGICE s TiRESh D, I VB
LI TARTEMEAL2NE C 5 RO 2 ROSIZ A~ T BB T2 L E TRIEMALAE C DR R BUSDIE D 23
ATEMEAE & OREHEICEF 2 20025 Z L v, FIHFREZR NatF v RADOEIGRRDT 5, T DT OfERT:
ANEMALOEEIX, NatF v RV ORMFAATREMEAZIE T SEL 2 LICED, =a—n U OBREBEAKT &
7% 16,19)

1) BAIKREM NaF v RILISHST B4R (invitro)
@ Na*F ¥ RILOBHRLEFFHEEICHT 55343 FOER (in vitro)
~ 7 AR AEMN N1E-115 Z W T, A=k Ry F 7 5 0 FIEIC L D NarF v RV OFER
R RNIEME ISR DERICOWTRE L7z 24, 7 2% 3 RN 32umol/L 12 £ 0 A E T2 W RGN
{LARAED NarF v 1L 3N (BEHE(L B — 2 Ina Z20870) L7z, 100umol/L Ti%, 10 B DMt /3 L
A%, Ina XA D L, 320umol/L TIE, Ina AHEITED L, 7 39 2 NIRERAFIZ NatTF v %
VIZEB T DR 72 NEMH L 2 (et S 7,

Y I PO Na"F v RILOBRRGRFRLISHT HEEEA

AER]
P2
P1

549 32R32umol/L S343K100 ¢ mol/L 54 =2K3204mol/L
—10mV
; 10/30s R/ nA|
mE % m ; 2ms
—80mV
1.0 7
0.8
i
g
it 0.6 |
T
7 04
INa FKoK
029 O SaYIFNBERIDERTP2/PI
—o— SO IR NER DEREEP2/PI
OO - T T T T T T T T T T T T T T T T T T 1
10 100 1000
SaYIREE (umol/L)

P1: BB/ NLRBIOE—IER. P2: B/ LR EBOE—IER
EEE—Y1n:P2/P1

( )N =R

ns:not significant

SEHEHIZHERE

%% p<0.01, *%* p<0.001(Kruskal Wallist&5E)



VI, Hoh BRI R DI H

@ Na*F ¥ RILOBREFFHERUVREEEN SOEEREIZRIFTSIY I FOFEE (invitro) V
~ 7 AR IENEAD N1E-115 2 AWV TT 2% I RO NatF v RVOFERI RNIEHAIZ KIFE T B K O
RIEPEALRBED & O EEEE IS5 5 BB OV TR LTz, R AL & RS, EFIRETO
Na+F ¥ RV ORI ARTEMAL D 7' 1 2 A IEEN KT T D, NEEILELL AR O[A] )7L Boltzmann
DOREWEL T To 7o, 2 ba— LR TIZBIT 2BIRBEARIEHENRERTH o272, Fx FL
DERFIFAED 50% % 7~ RIGEHEALEIL (Vso) 135 64mV & HEE Sz,
ZOFER, T aH 3 NiE, 32umol/L & O 100 umol/L THEMR 2 ARTEMALBALMIAR 2 & SIS BLsr Mfil~72
FERFHICY 7 hEEE (KA . 72343 R 100umol/L iZH1F % Vsold—57mV Th -7z,
Tz, NEMHAED D ORERRICRT2 7 a2 I NOEEE | REFEM —80mV 2B\ T, 10 BdH D
VWME 30 BPRE. —20mV F TR S A5 T CRET Lm, BB, 1.5 BRIO SR RIETE
fboEEHIMZ B\ -1%, 2 BB T, —10mV £T20 I VPO VA ZHZ | ©—7ERO FL—
AZfRNTE 5 2 LT X 0 BIERERE 2 HIE LT,
ZDORER, BRI ARNIECT ¥ VB EHET 5 E TORRILT 29 I FIEFETTIES598, IR
100mol/L fFIE FTIL 6.7 TH Y . 724 RIZBomorEICE L 53, BR2RE LT ¥ 20
1835 £ CORMICEEL 52 eh o7z (KB) ,

J3Y 2 FOBRRGFEFRHEBLBRICHT HER (A) RUOFFRHENSDRERFEA~DZE (B)

A

10 - BEH

0.9 - —10 mV 5s
’g 08 1s
P o7
£ —120 mV
,} 0.6 - -
Tu 05 4 O B 5 ZaHIF100uM

== 53Y3F32umol/L
047 _@ S53#3K100umol/L
0.3 1 nA
—140 —120 —100 —80 —60 —40 —20 (mV) 1 ms
ST ER
B
‘5

104 PHEEAT=585+05%
= ’ 10s
# O —20 mV
£ o8 wgg
T —80 mV 1.5s
I’i 06 4 T0S5aYIR=6.7120.3%) (ns) S3YSF100uM

1 nA
0.4 - V n
T T T T T TTTT 1 1 ms
0 10 100 (s)
[El 5 R

ns:not significant

THfE+ R



VI, S E B4 D IH H

@ Na*F ¥ RILDBRERFHEENSA—FII/MT S5 393 FOER (in vitro) 29
Na*F ¥ XV ORI ARTEMACIZX T2 T 23 I ROERHIZOWT, NatF v XV EER A H T 58E
FOFT M IV A~EBE Y Z==b A, FEMNIFL, V=¥ I K) KISPM6953 (7
W RO SSHEFRRMER) LR Lz, 7 2% FEE0 T X TOEAOREE T 100umol/L & L.
~ 7 2RI N1E-115 2 W T, A=At ARy F 7 5 FEICT, BREARIEME LR 5
A =2 L LT, Vso. SERZARNIGEVEACHIARO A & OREHE(L ©— 2 Ina B RER LT
BREFEAE R CIE, BRI ARG D Vo DZLE (AVs) 2SAFREEX—8+ETmV TH
STDITR L, 728 I FEETIE—33E£TmV & AERiBSE~D > 7 RiH b (p<0.0001 [
Pl AR 2] WHRREIC K Dt RE) .

Y32 PO Na'F v RILOERGRFRILEICHT HER

(/e LS (/1mes) SOYSRE
10 . 10 ws..... - =
S8 g,
0.9 R 09 ii
---------------------- %) R R i
0.8 1 . .. 08 H
A 0.7 - ﬂ:o 0.7 4
- ; E
| 0.6 ; [ 0.6
Ive 05 v 5
041 e ST 041 - R
{-=- A% (DMSO 0.1%) ! e Soysp
031 ; 0.3 ;
—120  —80  —40 0 40 —120  —80  —40 0 40
i (mV) B (mV)
FEERERE

7 24 3 R CIREHERBA AT CORMA T 20 NatF v RANERBK L BRATIEELT © 1
R R R AR A TR PE(L RO R 2 BUE S 70 o T,

S

Na*F ¥ RILDBBRETREMELE (AVso REM) 126355343 K,
MO TANAZERY SPM6953 D4R

(mV)

kK%

[ B8 #¥ (DMSO 0.1%)
W S>aY3K

SPM6953

B HILNTEEY

N Jz=hkq>

Y =¥3K

H x{EE# (DMSO 0.2%)
B SEMFY

20 -

FHERERE
*%p<0.005, ***p<0.0005 (AEIREIZL D tIRTE)



VI, Hoh BRI R DI H

5393 K. ORTADAERY SPME953 D Na*F v #LIZHT 3
BRETEL 5 A—5

BilE | AVso (mV) Aslope
*TRERE (DMSO 0.1%) 6 —8+7 —2+2
Z a4 3 K 100umol/L 6 — 337 —1+3
SPM6953 100umol/L 7 —11+£6 —3%5
H3<E L 100umol/L 6 —3+6 —6+£3
7 == kA > 100umol/L 6 —4+5 —6*3
Y =% 3 K 100umol/L 6 —4+6 1+4
xfHE#EE (DMSO 0.2%) 6 —5+7 —5+1
Z%E h U 100umol/L 7 74" —10£2%*

FE AR ER A, SPM6953 : T 24 X Fod St Rk

Vso : Il KFIHAE D 50% &~ RIEMEL BN
AVso @ R SUT IR 5% O Vso—HE5-HTD Vao
Aslope : FEHR 72 RIEMEAL H#R O A Fd

*% p<0.005, *%*%* p<0.0005 (MHMREIZLD tRE)

(2Q)EME R 1T HHERBHR
1) TAMAREICHT HER

@ FBHEZT Y R O TREICHT BER (ROR) 2

K~ 2 (C57TBL6J., & 9~10 ) Z AV, BRI CRPMZIOBREM 2 2 A A, 10 H HOEITE
Wi, MREMmEZ T L CELANE (FM VA 250pA, 1 2 VR, 50Hz, 1 #H) 2k x> KV
VIO EFRSE, TaV I RO~y AREX Y R O RIEICHT A ERZRE Lz, BIEAaT

(Racine A7 —/V) 5 OFIEN DI &b 5 MIEFHRIETHZ LIV F U R U U5Eke L, 72
P R0 3, 10, 15 L 20mglkg & IEPENE G- L, 30 4314 IC[A— DO BESANKIC L 0 FBLT 2 FEL B

=17,

TURMEAZENE (=T 23 OFIG) (LT, 7 aY I R 20mgkg TIEAEREHE (70%) HAH5

iz (KA .

HIEA a7 OFRfEILT 2 I 8 3mgkg MO ARIIKT L7enn, HEEEEITA LR oT (K
B) . 7293 K 20mgkg B5TORIEAaTIE, BHRIO 505 1 £ THLLRBDEZRLT,
RGP R DWW TIE T =29 X R 10mg/kg UL BT, ABEIKTFH THERREMN A Bz (X C) ,



VI, S E B4 D IH H

REX VR VIIDRICETS5aYI FORENSTA—2IZHT SR

A (%)

100 W &5
. 80 O #%5#%
i 60
3
#* 40 *

: |

O T T T T

3 10 15 20 (mg/kg, ip, —30%)
BEE
B
g ° « . W E5HE
Q 4 O #%51#%
%
= 3
o
2
3 *
B, ||
3 10 15 20 (mg/kg, ip, —30%3)
BEE
c ()
45

L5 W5
g 3 . mE
i 30 * N
& 2
o 2
% 15
10
Al 5
0 T T T T
3 10 15 20 (mg/kg, ip, —30%)
5=
EHEHIFERE
* p<0.05 (5 FMEZE*THR)
A 22 F4E (Fisher sIEETERIRTE)
B: H{E X7 (Racine X4 — L) (WilcoxonFf & {1+ E B LR E )
C: &R ST REFRE (R E)



VI, Hoh BRI R DI H

Q@ BEXURYTRECHTEZER (Tv k) 2

HEZ » &~ (Sprague-Dawley : SD, #&#f 7~8 f5) Z FHu . YRS MDA E AR 2l 2 A, 118
M OEIE LI, WM EmEZ T L C 6 BRI 30 4 REIFE THll% (TAH/ LA 2000A, 1 2 Y 5D,
50Hz, 10 ~FL A 1 H12[E) 52 L%, 1 HBZIZ5 HRE (460 ) i L. Racine
R/r—)L Stageb DX NV 7T v NEAER LTz, EXIHA 1EMFBIL%Z 2 I8 (7, 13, 19
JOf 25mglkg) & HRIAGENTEG- L. FBIEA 27 (Racine A7 —/L) KOS FHgER M AR & L
TEDOERAZFTM LIz, WEX RY 27Ty M+ 57 24 3 R 25mglkg O HEIREREPE 512 &
HERZBEFOR CANAEO R KA E (7 == b1 > 150mglkg, 7/ 3~E L 50mglkg, /3L
7af 250mg/kg LR N A7 X R 250mglkg) [ZHBITAEH EBRE L2 A, a3 R
FEA T OKRT (5225 3LLF) fEA® EDsol% 13.5mglkg Th o7z, 72V I KD 25mglkeg 13,
Stage 5 DFEAEIT L2 ARHY T I Rl e 22 J] BRIl L7z,

BEXFOFIVITSY MIBETEIIY I FORITLNAER

I B i RiEA2T 9 EDso R (F)
(mg/kg) ARE D E R S (mg/kg) A4 + HE 78 5%)
7 4,4,5,5,0,4,5,4 3.9 64.5+4.5
13 4,4,4,0,1,4,5,0 2.7 135 34.6+8.3%
15 45[H b)
19 0,0,1,0,5,0,1 1.0% (9.11~17.8) 13.4+10.1%
25 0,1,0,0,4,0,1,0 0.8* 11.0+10.2*

a) Racine A7 —/v
Stage 1 : AL UEHOENME
Stage 2 : Stage 1 DR + SHEHIT W ILA
Stage 3 : Stage 2 DIEIR + R DFAMT W ILA
Stage 4 : Stage 3 DIEIR 4+ H L3 Y
Stage 5 : Stage 4 OAEIK + HA(H
b) 95% = HHIX[H]
EDso : 50% 0 RH &
*p<0.05, &EHMEEHEL THE
(FE1EA 27 : Mann-Whitney ® U K€, %I EHFRN : Student O t HRE)



VL

NS PRIC BT A IEE

7 a% X K 26mglkg TIIEE T NV 7Ty MIBT 2BBEHFHHIRH OB ot TAs i
IV RE DT,

BEXUOFIISYMIBTFSIIYI FOREICLDRMERTT (A) RUERRSEHGERE (B)

A
5 -
4 -
i3
£
|
7 -~ JOH=K
2 - Jr=h
O AILNTEEY
1 R PAV al::
s TRRYVER
o EMks
—100 ' 6 ' 160 ' 260 ' 360 ' 460 (4)
B
B (f)
100
-~ 73k
80 - - JI= Y
O AILNTEEY
# 0= /\L7O8
60 - “fes TRRYVER
gf
5
]
B 40
i
20 |
o EUESs
—100 ' 6 ' 160 ' 260 ' 360 ' 460 (%)

B

2) TALAREICHT HER (Sv k) 2

7 >~ & (Wistar, &8 9~10 ) Z M, A RRHAILECSMAEL R 2 5A A 72 BB B A > L CER
FF U7, BERTIE 50uA KV BAMA L, BIKOE I ITHM 20% 7o, 1 R TR &b 3B DO%KI
RPRFEHRINDETHB LI, TLF 0 N 7 HBEHEE (ADT) 2E S - B L0 EEE (EBAaE
) . 7R3, 10 KO 30mg/kg/H A 1 H 1[5, I 5 E, 22~23 AW, EEAEL L, &&5
H o544 30 4712 1 [, Rk A2 BRI CRA T SV A | B RO IO ADT X 0 Bas LK 20%
O, 1 I VR, 50Hz, 1B/, BIZ5E) ICXB%IEA2T (Racine A7 —/b) K UOME TR S ERE R
IS DWW TR L 7=,

TarIROTy Mk R U 7RIS T OEHZBEI LI 2A, F R U 7 ERBIR S,

7 2t I RO 3mgke/H TIEEHIZA BN >7- (BMA, D) ., 7=2H% I R 10mgkg/H TiEF o RV~

7 OHER (FEIEA 27 R ORI R (2 286 EHR A6 (K B, E) | v FU 7 A%
(BIYEA =T 5) [ZiET 5 FE TOFEHRLIEIED 90% BN L7z, 7 2% I N 30mgkg/H Tidsx> KV



VI, Hoh BRI R DI H

RIS D O RIEER A A B, ZOHETIIEWEN (BREFEE) 2Tz (K

C. P,

Z a3 FIEHTOWRAERIIA, 2 B 7RO b,

Sy rRBREF RV VITETVIZEITS5IYIROX U Y U TERICHT H1EH

A
F
1E
S
)
7
1 -
vom XHEERE
= SOH3K 3mg/kg
0 T T T T T T T T T T T T T T T T T T T T T T T 1
012345678 9101112131415161718192021222324
3% B 1
B
5 x 9 x
AR St
S Jf T\
4 [
¥ 3
1E
4
7 2
1 -
wom XPHRRE
-- SOH 3R 10mg/ke
0 T T T T T T T T T T T T T T T T T T T T T T T 1
012345678 9101112131415161718192021222324
Fili% B 3k
C
£
_ * * *
5 « X :a‘l.:q.“Lg’ﬁ‘g P’@B
PEAVA R AR
47 H
34
3
3
7 2
1 -
won X BREE
- SOH 3K 30mg/ke
0 T T T T T T T T T T T T T T T T T T T T T T T 1
012345678 9101112131415161718192021222324
Fli# A 3
T iE 1R ERE

* p<0.05(DEADITHRICEELTIRE)

() EFARIRRFMAE - FrikhFm
LR L

D

m

()
100 -
90
80 -
70
60
50
40 -
30
20
10 1

won BB R
= SOH 3K 3mg/kg

(")
100

0123456780910111213141516171819202122232

i B 31
1 o XtHREE %
== SOH IR 10mg/ke l

()
100

o
o o
<o -
o~
o1 4
=
-
oo -
o -

1011213141516 1718 192021 2223 24
B

] wom tEREE

-- SOH 3R 30mg/kg

1
iy

Ay
L

o
o
<o
o~
< 4
o -
-
oo
<

1011121314151617181920212223 24
B



VIL_ g B 5 H

VI. RHBEICET SEE

1. MAREDHRS
(1yaELtAEMGOLPRE
MR L
QRUERKRABR THRRINzMHEE
1) BERRRLA
@ BE[EEKE 19

AARNERER A B M 18 fillz, 3 W7 v A A —/"—EIZTT 2% I F 100mg, 200mg } U* 400mg D 5
HER D 2 HEAZZEERICHER ARG Lz, R T 24 I FREFRGZESHIC LA L, 0.6~
4 T Cmax ([TEE L.tz DRTFEEEITH 14 B TH 72, AUC KT Cmax D EEIEITHR 5-&

W L TEIn L 72,

(ug/mL)
18 1

15 1

@I U B

BEEB 5RO MTFREKR

~@- 592K 100mg(n=12)
== 53Y32F200mg(n=11)
== 533K 400mg(n=12)

A4 {a] 1918 K 1N95% 15 FE X RS

30

36

RE&REERE

48 54 60 66 72(h)



VI EhhE

R SHIHA

HEKZREROEYHE/NS A4

B5E 100mg 200mg 400mg
=S 12 11 12
AUCo- 57.0 [20.4] 116.4 [18.2] 219.1 [16.1]
(ug + h/mL)
AUCo+ 55.0 [18.7] 112.1 [17.1] 212.5 [15.0]
(ug » h/mL)
Cumax 2.96 [15.2] 5.84 [25.0] 11.8 [15.4]
(ug/mL)
tmax 1.00 1.00 1.00
(h) (0.50—4.00) (0.25—1.50) (0.50—4.00)
85 14.0 [20.2] 14.6 [13.0] 13.7 [15.3]
CL/F
(L/h) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
V(‘It/)F 35.5 [13.4] 36.3 [13.0] 36.2 [12.8]

HAEEME [CV (%) 1 | tmax (XHJAE ()

AUCo- : MEFRIRFR] S C o0 A7 Hr i B - RE AT iR T i fE, AUCo- : B E =
Crnax : B MAEFIREE | tmax : i
VAL VAF : BT OS5

ISR O 0D L R - B ] R T T
oo MR T FE B RS L b« BRAHOTH ], CL/F : RToesy s V7 J

) AFOARSN-AELOCAEREDT M@, RAIKIEZ 29I FELT1 H 100mg ;D&“ﬁ%ﬁ%#b D%
1AL EORIFEZ S CTHEE L, #EHEL 1 0 200mg 72528, Winb 1 H 2B TRAKEST
Do 7ed, JERIZEY 1 H 400mg 28 % 22 WP CRE a2 3, #ET 1 @MU EofEEHITT1 A
MAEE L TI100mg L FT21T9 2 &, | THD,

@ REHRS BHEAT—%) 20

e AN M 6 45 (1 fFIIk) (2T =R 2oomg/|E|z»E 1H 207 AFRAER AL Lz & &, M
T 72 NREIZEG B D 3 HRICERIREICERE L2, AUCo120 DRFREIT 2.4 TH ST,

REBREHOMBERREEHEDS
(ug/mL)
100 5
-8~ 200mg 1 H2E#% 5 (n=5)

ml 10 3
35 ———
T h//k
5
|
Y 13
i“
B
B 0.1 4

0.01 : . : ; ; : . . )

0 24 48 72 96 120 144 168 192 216 (h)
5%

FyiE



VI g B4 5 H

RERSEHOENE/NS A —42

R 200mgl H 2 [E# 5
TR (n=5)
NRTA—H — —
FH1HH wHTHHE
AUCo-12n (g * h/mL) 34.2+4.44 81.4+11.3
Crmax (ug/mL) 4.05+0.596 8.94+1.43
tmax (h) 3.0 (2.0—4.0) 2.0 (2.0—3.0)
tuz (h) — 13.91+1.25

EEME - FELER S tmax (TTRAE (HEFH)
AUCo-12n : $5-# 12 el 5 C 0D MU rp i BE - R e -

) AFIOEREINEAELOAERDT HEFE, RAKIEZa I FELT1 H 100mg KV FRESEBBL, T0%
1AM EORIIEEZ & CTHEE L, #ERFHARE 1 B 200mg &3228, Wiith 1 H 2 BICH T TROEE T
Do 7ok, ERIZE Y 1 H 400mg 282 22V HEIPH CEEHEET 28, #HEIT 1 B LoREAEH T T1H

MAEE L T100mg L TT21T9 2 &, | THD,

Q@ EMFHIRFN 2

fEFERR A BN 24 i 7 292 K 100mg (R7 421 v 7 10%% 1g X% 100mg $8% 1 §8) % 225
HERSG Lz E, TaV I NOMBEPREHBE OCERYEE T XA —X I TDO LY THolz, K

T4y 7 10% & 100mg $ED W FHIREISEVEDNHER STz,

JAYIRiE- Fo4 o0y THEEBEROMRHREERE

(BfIFHfE £ 95%{EMERM)

(pg/mL)
5 (ug/mL) o8 5/ 0vF10%
5 OOH 100mg

4 $
Z 34
pun |
v

3 p
E 1]

B 5 &I

prib) S AIC AN B P = )

T T T T T T T T
0 05 10 15 20 25 30 35 4.0 ()

0 "r‘ T T 1 T 1 1 1 T
0 8 16 24 32 40 48 56 64
B 5%
HEREBOEYEIE/ASA—4

IR Eh e K41y 710% 100mg % (B O @
RIGRA—H (n=24) (n=24) (90% 15 #H X [#])
Cmax (ug/mL) 4.46 [23.5] 4.24 [29.5] 1.05 (0.93—1.19)
AUCo+ (ug * h/mL) 56.2 [14.7] 56.0 [15.7] 1.00 (0.99—1.02)

tmax (h) 0.25 (0.25—0.75) 0.50 (0.25—3.00) -

Cmax&w AUCO-t li%%{ﬂ‘qzi@1ﬁ [CV (%) :I

a) NoA4vmy 7§

v bmax (ZPRAE (FEDH)




VI HPEhie B4 5 H H

2) CYP2C19 Bz FLZEAMBEHRE (HRARUSNEAT—%2) 19

HAA K O A ERE R A B PE 18 1%, CYP2C19 B n AU K3 < REHRESEIC L v | AulEReS
(UM : CYP2C19*1/*17) 1 #il, mfitfe® (EM: CYP2C19*1/*1) 17 %, *FRI{CHHES (IM: CYP2C19
*1/*2, CYP2C19*1/*3) 10 #il, KR OVMKRHIEESR (PM : CYP2C19*2/*2, CYP2C19%2/*3) 8 Billc/3¥E L
72 ZOEMIZT 2% I R 100~400mg ZHERROKL GO T a4+ I RORLG &R OMRE CREEL L
AUCo-D AL, EM IZEET PM T 24%, IM T 10%m»->72, 73V I ROEKEHZY DR
MIDORE 7 VT T A (CL/F) OFRfiiz, EMIZHSTPM TiE 17%K< . 7343 RO tye O
fEIX EM O 12 FfElicxi LT PM TI3K 18 Ffffl Th o7z, —F, 7 a3V I FOELGELOMKE TR
B L7= Comax X QYR RO PRl EM KOV PM TRIFRE TH o7z, O-ilA F/ARDIKE Y7219 D
#H2 VT T2 (CLEm/F) 1% EM (2T PM Tidf) 85%1K <. O-fil A F/UIROD $ b Jy OMARTE T AL
{t. L7z AUCo+ o OF Cmax D H AL, K T0%K70> > 7=,

) AROERBSNIZAEROHEE @E, A7 29I RELTI H 100mg £ D&“ﬁ%ﬁﬁ#‘b D% 1A
MLl EOREE &I THE L, HFFHELZ 1 H 200mg &35, Wind 1 H 2T TRAKET S, 72
B ERICED 1 H 400mg #8270 WHPH CHE BT 24, #HET 1AM EoMBEE ST 1 BAREE L
T100mg L TF2179 2L, | THD,

() E
MR L
4EB=E - HAEOFEE
1) BEOEE NBEAT—4%) 20
FRERERR AN 4% 24 Bl 2 %E 502 2 17 0 A4 — "—{EIC kD | 7 2% 3 K 300mg % 28I X id m R
RIERBALA 30 R ICHEIRE NG Uiz, REHIRIZ 7 BRE Lz, 72333 RO AUCo X Cuax D 8
" s % H’Eﬂ#i&fﬂ DR DD 90% 15 HEH X BT AW FHR SO LERENTH Y | AFITT o
B RO AUCo-t T Cmax (T EE T S 2o 72,

EERXIERERZORSHOMEPREHS

(ug/mL)
9 -

-8~ ZE[EEF X5 (n=24)
O REEE (n=24)

T LB B

12 24 36 48 60 72(h)

15
T RERE



VIL_ g B 5 H

EERXIBERERZORSHROENTE/NS A —42

AUCo+ (ug - h/mL) 140.8 [13.1] 138.0 [13.2]
Cmax (ug/mL) 7.7 [15.3] 7.4 [16.9]
tmax (h) 1.5 (0.5—4.0) 2.0 (0.5—4.0)
tiz (h) 13.3 [15.1] 13.4 [11.5]

RATFEIME [CV (%) ] | tmax IXHRAE (HEPH)

2) BrAEOEE
D AUNIEELLDHRA BAEAT—4) 20

a) Y FOEMBE~ADEE

SMENAERERC B M 20 il A2 70— 1 XA 2 124 10 BIEEERICEI 0 1072  pifik) o 77X To
WEREIZT7 2 F200mg #55 1~16 HEIX 1 H 2[04% 5, 17 HH &) X1 H 1EREAOHES L
Too ANN=BENITN—T 1 OBREICITH 2~4 HHEIZ 100mg 2 1 H 2 [\, % 5~8 HEIC
200mg Z 1 H 2[E, 559 HHA GI) 12200mg Z 1 H 1EFEAFKG L, ZL—7F 2 OMERE 2T 10
~12 HHIZ 100mg # 1 H 28], % 13~16 HHIZ200mg # 1 H 28], %517 HA (§) |2 200mg %
1H1E®RAFE L, EMHAEENEZRE Lz, 72333 F (200mg/El, 1 H 2[E]) OEFIREIZEN
T, 7\ CYPSA FEI L OHEEE D CYP2C9 B8 TH H L \~wEE L (200mg/[F], 1 H 2 [A])
EOFRAKEROEG Lz x, a4 FOEFEKRED AUCe12 XD Crax D 7 aH I R+ I3~
BEr,/ 7avI N OKBMEHOLD 0% EEX NI AEY TR EEOEERHFANTHY | N
<~ BB NET 2V I FOEFEIRED AUCo120 X TN Cmax (ZHE 2 RIE S 2o T2,

342 FOEREREOEDEBE/NS A =5 (WULNAIEEHAFER)

;ggiiﬁxwa Fa¥ IR (n=19) Fa¥I R+ HAATEEY (n=19)
AUCo12n (ug - h/mL) 79.7t13.4 83.3114.0

Cmax (ug/mL) 9.1+1.6 9.9+2.0
S R R 7S

b) WILIAIEE L DENPBE~DEE

R A B 20 il Z 70— 1 XX 2 124 10 BIHE(ERICEI 0 72 (2 #idik)  F_XTogiE
WCHN~_REBE %28 1~3 HAIZ 100mg & 1 H 210, % 4~21 HHIZ 200mg % 1 H 28], % 22 H
B (8) 12 200mg # 1 A 1 FREO#KG Lz, a8 REZAe—7 1 ofBRE IS 7~8 HHIZ
100mg # 1 H 28], 5 9~13 HEIZ200mg # 1 H 28], 5514 HH (F) 12 200mg Z 1 H 1[8N
BhH L, Z—7 2 OFBREITITE 15~16 HHIZ 100mg 2 1 H 2@, % 17~21 H BIZ 200mg % 1
A2, $22H0H () 12200mg Z# 1 H 1MEREAKE L, FEWHEEENZBRR Lz, I 3~wEBE
> (200mg/[El, 1 H 2[A) OEFREIZEBWNT, a8 I K (200mg/El, 1 H 2[8]) Z0fHKERD
BhH L&, IR EBECOEFIRED AUCok1on K Cnax D [NV A BE L +F a3y K/ 7
WA BE V] ORMELDOLD 90% (5K MITAED LR LSO RERGHANTH Y . 7 3% I NI
FNNR=EBE L DEFIREED AUCo120 & O Crmax (2% RIT S e o T2,



VI HPEhie B4 5 H H

AINTEECDE
EHRAED
HENHE X T X — X
AUCo12n (ug * h/mL)
Cmax (ug/mL)

S + AR R

BREOEMEE/AS A -4 (Ta39 3 FFHREER)

BN (n=18) HNNR2EE L +T a3 R (n=18)

63.4+19.4
5.6+1.7

59.8+12.8
5.5+1.2

) AFOARBENT-AELOHERDT HEE, RAKIEZ7 a3 I FELTL H 100mg LV ES5E20%HBL, £0%
1B EOMFEEZ H T CHEEL, MEHELZ 1 B 200mg & 7523, Wb 1 H2ENZSTTROKST
Do 2B, FERIZE Y 1 B 400mg 48 2 70 WEPH Gl BT A28, BRI 1 HEL EoRREEH T T L H
HEE LT 100mg LT 2179 28, | THD,

@ FATSV—L GHEATF—E) 2

HMEAREERR A B 84 Bl % 2 17 0 AA4— N—JEIZ XV 7 v—T A T BIC 17 Bl > MAEAI2E
10, ZA—7AIFFE LIRS HAICA AT T Y —/L 4A0mg* ZHEfR NG L, FE3HAEICT a3
K 100mg, % 4 HEIZZ 29 K 200mg, % 5~8 HHIZZ7 29 F300mg % 1 H 2[5 6 HMKIE
BOEG L, ZLv—7BIidHE 1 X8 HHIZZ 2% I F 300mg #HAROEG L, % 3~9 HEICA
AT 7Y = 40mg¥1 H 1[0 7 HERERORE L, EUHEER LB Lo, S5O ONRE
HWil&E 7 BMLLEE L,

Za% I K (300mg) OHEREOEG 2BV T, 850 CYP2C19 [HEIHRTH L4 A 77—/ (40mg/
B, 1H1E) Z20fARERAEGLIEEE, 733 I FOAUCH XN Cuax @ 73 I R+A4 AT
TGV =N/ T aY IR OBAEEOLD 90%EHEKHENII AN PR RO RUEFPAN CTH Y | 4 2
77— E T 3% I RO AUCot O Cmax (S BEE IE S T2 o 72,
NEPNICHT 2 ER AR L B2 5,

Z3aY% 3 FOEYEREN

NSA=8 (XA TS IV—ILGRBER)

WENE T A —

ZaP IR (n=34)

FahIR+A AT TV — (n=34)

AUCo+ (ug * h/mL)

122.9 [20.5]

139.3 [20.1]

Crmax (,ug/mL)

7.366 [19.8]

7.335 [16.9]

BEE [CV (%) ]

A AT T —)v (40mg/lA]) OHEREO#EGIZBWT, 7243 K (300mg/El, 1 H 2[B) Z0FHKE
BoghLizb&, A2 771D AUCw K Cnax D [FH AT Z V)= +FahI R/ FRATTY
— V| DA DD 90% FFXFNI A FHIRIEHE O L HEFPHN TH Y . 7 =% I Fid CYP2C19
HEHETHLA AT T =D AUCot KO Cmax [ ZHBEZE RIFE E 2o T2,

TATZT—ILOEYENRE

NTA—=8 (T34 FHAFRERD

ENE /R T A — X FA7Z =)L (n=34) FATS5 =L +FaHh IR (n=34)
AUCo+¢ (ug + h/mL) 1.027 [102.7] 1.127 [83.1]
Cmax (ug/mL) 0.586 [71.4] 0.647 [61.1]

RfEEE [CV (%) ]

SAYSL WEAT—E) 2
A E R EE R A B VE 37 Bl A A AN (4 FIFIE) |
HAA 55 U7, 55 2 ) (R 5411 14 HIF) 12

FAH (BRGHIM1HE) XY T A 7.5mg %
1355 1~13 HEIZZ 292 F 200mg % 1 H 2 [7] (400mg/



VIL_SWBhie B4 5 HH

H) KE#E L, H14 BE () (12200mg &5 L7, $1, 4 K14 HE () ([xI &4V 7 A
7.5mg WA G U, EWH AN ZHRE Lz, 5 1 &0 2 BIoBOWREFIL 3 AL LS L7,
CYP3ARE CTHHI XV 7 4 (1.56mg) OHEIRAKEEIZBWT, 7293 F (200mg/[El, 1 H 2 [A])
EOFAKEROBRG L&, 7aV I NEIFL Y TLD Crnax & 30%HMEELN, 4V T LD
AUCw D XXV T h+TFah I R/IXY T 5] OKBMAEEOHD 90% 15 8 X LAY FrI R E 2%k
OIEHPANTH Y, 739 I FiL AUCH 1T EE RIE S 2o T2,

SEN TITERFAL QAR 2

SHEVSLOENHE/NS A —E (T3S FHAFER)

IXV T AOEEA
. - oM E1RHAE oM HanHE oW 14 HHE
BT Ay | A S ddda N ddans Ndddan
(n=33) A AN ZavI R ZavI R
(n=33) (n=33) (n=33)
AUCo+ (ng * h/mL) 94.066 [51.1] 101.578 [46.6] 98.365 [52.3] 91.446 [48.8]
Cmax (ng/mL) 33.863 [60.6] 35.948 [54.7] 39.660 [68.3] 43.990 [54.2]

BEEE [CV (%) ]

) AFIOEBENT-HEROHERT @E, RAIKIEZ 2 I FELT1 H 100mg i@#ﬁ@%ﬁﬁﬁ&b D%

1 EMMU EORE &SI THEE L, #HEFHELZ 1 H 200mg &2, Wb 1 H 2EZHT TRAO#KST

Bo 2B, JERIZE D 1 B 400mg %8 70 \WEPH Gl T A 2%, BRI 1 EEL EoRREEH T T1L A
HEE LT100mg L TFTT2179 28, | ThHD,

@ INT7Ir MEAT—42) 30

SEAERER A BYE 16 BilA 2 #17 v A4 — N—JRIC LY 2380 OFHIE (A-B, B—A) 12864132
EELIZEN 7, BEEAITFELIHBICYLT 7 v 26mg ZHEEEG L, H#E5EBIZT a4
KF200mg #5 1~9 HEIZC1 H 2E&OHKE L, FH3HEICUALT 7 U 26mg ZHERROHEE L,
KW EAER &2 Wat L, SR GHoRELIMZ 2 BEUE (VLv7 7 U v ofb5iEe 3 B )
L LT SSULTF U UNCYP2CO WE THAH UL T 7 1 v (256mg) OHERKEOKLGICBWT, 72
FIF (200mg/El, 1 H 2 B) ZHFHKERATREGLZEE, S KB R-ULT 7 U D AUCot KD}
Coax D [TNT 7V +TaVhIRTAT 7 U2 OBEEOD 90% (5 X LAY FH F 4%
PEDIHEFFANTH Y, Ta3H I FIZS KO R- UL T 7 U D AUCot LT Crnax (252 % R IF ST,
F7-, 7m brr eV (PT) KOV a b e o B R HEREREL (INR) Ofc K8 & OY AUCo-168h
DIINTyVr+T7ahI R/ TLT 7] OEBFAELOLD 90%EHH KHEILAEY FHIREMED
FEHERFHNTH Y, 7 3% I Rk PT KOV INR Of KA Y AUCo-168n IZFEEBEE RIT S 72730 T2,



VI HPEhie B4 5 H H

SSTLIZ7UIURURIILIF7) VOEMEERVENFENSA—4F (S92 REREER)

757U (n=16) o770 45393 F (=16)
HMENE T A —H
S-UnNT7 7Y
AUCo+¢ (ug « h/mL) 44.43 [29.5] 43.14 [30.5]
Cmax (ug/mL) 1.224 [15.2] 1.204 [16.7]
RonNz>1
AUCo+ (ug - h/mL) 65.53 [15.8] 67.78 [17.2]
Cmax (ug/mL) 1.214 [12.7] 1.184 [13.8]
WHFENRTA—H
PT
PTumax (s) 21.88 [26.9] 22.58 [22.6]
AUCo168n (s + h) 2532 [17.5] 2624 [15.1]
INR
INRmax 1.968 [27.2] 2.031 [22.8]
AUCo-168n (h) 226.9 [17.7] 235.2 [15.3]

MPEEE [CV (%) ]
AUCo-168n : #% 5% 168 Bl £ TOMEFFRE - R T, PTmax : HIE SN ET 7 b v B UM,
INRmax : HIES N7 1 b 1 o B o B E B A YE B 0D B i i

® N7 GEAT—42) 3
a) SaY I FOEPBHRE~ADEE
SME AR B 16 il A 7 v —7" 1 X% 212 8 BT DIEAEZIZHI 0 T, T X CTOWRFICT a4
S REFH1~21 HHIC200mg 2 1 H 2[E, #22 HA G) (1 H1EROKEGLZ, ZA0—7F10
PR I L S oA 2~4 HEIZ 150mg 2 1 H 28], %5 5~13 HHIC 300mg # 1 H 2 [A], #
14 HA (&) 12300mg # 1 H 1E#EAKELE L, 71—7 2 OHERF I3 10~12 H HIZ 150mg %
1H2[E, %13~21 HHIZ300mg # 1 H 217, 22 HH (F) ZSOOmg%‘f 1A 1EREAES L,
FEWMAAERZ B Lic, 728 I8 (200mg/lEl, 1 H 2[E]) O@EFIREIZBWT, UDP-Z L7 1y
s eSS (UGT) FHERCTH S L7 afiE (300mg/[Hl, 152E)%%%ﬁ@ﬁm&ﬁbtk%
Z a3 ROEFIKED AUCo120 X DX Crmax D [ 7 2 I K+ 307 afig /Z a4 3 K| OK%EE O
o 90%EH KT AW AN R EMEOEERHANTH Y . ST riRITT 3 I FOEFRED
AUCo-120 KX O Crnax ([ZE B RIT S 2o T2,

Z3Y 2 FOERREOEMEE/NF A—4 (WL TOEGHAAER)

G T 5293 K (n=15) 5293 K+ LTl (n=16)
AUCo12n (g - h/mL) 82.7+13.9 82.9+t13.8

Cmax (ug/mL) 9.5+1.3 9.7+1.2
LA R R 7S

b) /L TOBEDEYEEADEE

SEMERER A BE 16 Bl & 70— 1 X 212 8 Bl S HEIEAICEI D (11, TR CoOWBRFIZ LT
ofEa® 1~3 HEETIZ 150mg % 1 H 20, % 4~16 HHIZ 300mg # 1 H 2[A], 17 HE (§) IZ
300mg # 1 H 1 [HfR&A&KE L7, Z7Vv—7 1 OHBRFITIZZ7 a2 I FE2E 11 HE () 12 100mg %
1H 1A, %12 HHIZ 100mg # 1 H 2\, % 13~16 HHIZ 200mg % 1 H 2@, # 17 HE (&)

I2200mg # 1 H 1 ER&ROKE L, 7 —7 2 OFBRFIIEIT7a I F28E 5 HE (¥) 12 100mg %



VIL_ g B 5 H

1H1[E, 6 HHIZ100mg 2 1 H 2\, % 7~10 HHIZ200mg # 1 H 2=, 11 HE &) I
200mg # 1 H 1 FERRAHFEG L, EWHAEERZBREF Lz, ~S v 7 vz (300mg/[Al, 1 H 2[8) OFER
WEBIZIBWT, 729 I F (200mg/[El, 1 H 2 [E) Z0FAKERAKELG LizE &, ST m@Bo gk
BED AUCo12n X Cmax @ SV T 0+ F 2% I R/ N0 T 0] OBMPEEIOEO 90% 15 #E X [
XAEFEOREEORERENTH Y | 73V FiZ 7 a@BoE s IRIED AUCo19n & O Crax (25
BrERIES 2ol

NILTOBOEEREOEMEE NS A—2 (T39I FHABFER)
EFRERD
Y TRE T A —H
AUCo-12n (g * h/mL)
Cmax (ug/mL)

R E AR R A

)7 alE (n=16) N TapEp+o7atI R (n=16)

433.4+84.0
41.4x17.9

448.91+88.9
42.1+8.6

) AFNOERBENTZAELOCHEIX M@, RAZIEZ7 29I FELT1 H 100mg KO E5EZBBL, 20%
1 EMU EORREE ST THE L, #HEFHAEL 1 H 200mg &3228, Wb 1 H 2ENCOT TROKEST
Bo 7B, FERICE Y 1 B 400mg %8 70 \WEPH Gl BT A 2%, BRI 1 AEL EoRREEH T T1L A
HEE LT100mg L TFF2179 28, | ThHD,

® >3x2 >y MEAT—4R) 2
SME MR B 28 il 2 Bl v AA—/R—JEIZ L0 2@ OF%GIE (A—B XX B—A) 12725 &
I 10 BIFHMEER ICEI D 1T 72 B FITIE) o T RTORBREIZT TH2 0 0.26mg 2% 1 A HIT
1H3FE, F2~21 HAETIX 1 H 1ERA#EELG L, ZoEERGOHMT:, #5EA X7 2
K 200mg % 1 H 2[a] 3.6 AR D& G, &5EBIT77vAR% 1 H 2R 3.5 AMEO#KSG L Lz, &H
1HTIEE8~10 HAIWC 1 A2, 11 AH (§) (210 1EREA%KL., 52 T35 18~20 HH
WC1A2E, F218H () 1A 1ERERAO#LS L, EWHAERZRF L, F12~1THHRET
D6 Az 7 a4 I ROWRGEYIF L Lz, PREEABORE TH LY ITF 2  (0.25mg/FHl, 1 H 1[A])
DEFIREIZEBNT, 7233 I F (200mg/[Al, 1 H 20) Z0HKEROKG LzEE, YI3F 00
EFIRIED AUCo2an KT Cinax D [P X+ T aV I R/ UAx ] OBIEEOHD 90%1E
XX A FREREOREEFHFHNTHY . 72 I NI ax o oEHIREBO AUCoom KO
Crmax [ZHBE RIT S 2o 72,

DIAXFTUDEBREOEYBENS A -8 (S3Y 3 FHAFEIND

TEFIRIED

vIXxvr+7at IR

CaAxT U+ T TR

SRYENRE /R T A —H (n=20) (n=20)
AUCo-24n (ng - h/mL) 11.96 [18.1] 11.68 [22.2]
Cmax (ng/mL) 1.12 [14.8] 1.07 [23.8]

EMTEHE [CV (%) ]

AUCo-24n : 51 24 WEEE T oD e rp i B - W AR T i fs

) AFIOEREINEAELORAERDT HEFE, RAKIEZa I FELT1 H 100mg LV HRE5EBBL, TO%
1 EMU EORRE ST THEL, #HEFHAEL 1 H 200mg £ 32528, Wb 1 H 2EICHT TROKST
Do 7ok, JERIZE Y 1 H 400mg 8 2 72 \WEIPH ClEE IR T 503, #ET 1AM EoMREHIFT1H
FAEL L T100mg L FT21752 &, | ThD,

@ A rRLETY GHEAT—%) 3
SMELBERERR A B 16 il 2 70— 7" 1 RO 21245 8 BIBEAER ICHI D (1T 72, 7 —7 1 O#ERE ITIE
Za% I K 200mg #% 1 A BICHFERRO#EL 5 3~9 HHEIC 1 A 2 [BEROES .25 10 A H ()



VI HPEhie B4 5 H H

W1 H 1EEOEE L, £/, A MR 500mg 245 7~13 HHIZ 1 A 3 mIERAKY, H
14HE ) IC1 R 1ERAFKE L, 74— 2 OFRFITIEA FA/L I 500mg 255 1 HEIZ
HERO#ES, B 3~9 HHEIC1 H 3EIKERAES, 510 HE ) IC1H 1ERKRAKS Lz, £
7. 7% I F200mg 2% T~13 HAIZ 1 H 2 MIERA&KRSG, F14 BE () (210 1EREOE
H 17,7 2% F(200mg/Fl, 1 H 2 [B) OEFREICS N T AL T4 F T AR —4%—2(0CT2)
DIETHD A MR/ (500mg/El, 1 H 3[E) Z#0FHKEROES Ll &, 728 FoEFIK
BED AUCo120 K Crnax @ [T 3H I R+ A MFRAI L A MR ] ORITEL DD 90%(E4E
KT LO RSO RERHENTH Y, A PAALI T T7 a3 )2 FOEFIREED AUCo12n KO
Crax (TR R AT S 2o 72,

A RAAIy (500mg/lEl, 1 H 3[E) OEFIREIZEWT, 3% I K (200mg/lEl, 1 H 2 [R) %0f
AREROBRG L&, A RERAVIOEFIRED AUCo6h KX Cmax @ [ A FBEALI U +F a4
R/ A MRV OBAEHOD 90%(E XX AEMFN RSO LGN CTH Y, 7 a3
RIZA R U DOEFIRIED AUCo-6h L O Cmax ([ZFEEEE KIX S 20572,

Y I FRUA PRLI VOEEREOEYBE/ANS A -2 (S3Y 3 FHAFEN

TEFAREED _ . -
IR VI
STIHE T A — ZaH#I R A MR
B (n=8) + A AL (n=8) Bl (n=8) +Z7 a9 I K (n=8)
AUCo1zhor AUC0sh | 74 09 90 g1] 81.41 [18.97] 4090 [22.18] 4163 [20.16]
(ug * /L)
Cmax (ug/L) 9.217 [17.40] 9.965 [14.12] 907.3 [26.59] 920.7 [22.02]

KA EHE [CV (%) ]
AUCo12h or AUCo-6h : $5-%% 12 FEE & 2\ ME 6 B S C oo 5 A B2 - i) dhf T i Al

W) AEROARSNI-AEROCHEDT TEE, RAIKIEZ 29I FELT1 H 100mg LY #5E2BBEL, 20k
1AM EORIMEEZ S CHERE L, #EHAEL2 1 0 200mg 92528, Wb 1 B 2B TRAKESY
Do 72d, JERIZEY 1 H 400mg 28 2 22 WP CRE a2 3, #ET 1 @MU EofBEEHITT1 A
MAEE L TI100mg L FT21T9 2 &, | THD,

® BOMIE (TFZIIIRMSSH—ILRULARIILTZARLILOEHD) HEAT—E) 39

AE RS 2otk 40 Bl A M AT (9 B IE) o TRBREEIER G- OY A 7 v 1 (35 1~28 H) 1THE
XY A2 (BF1~28 H) KO3 (55 1~22 H) T 1~21 H BIZROBEHE (mF=1xT R |
Z VA =1 0.03mg KOLAR /LA KLV 0.15mg) ¥& 1 H 1 [EIKERSE L, 1427138 Tk, B
3~11 HHIZZ =% I F200mg # 1 H 2 BIJFHRERO#ES, # 12 HAIZZ 2% X F 200mg % 1 [F]
BO&E Lz, ROBHER (=F =12 X s T4 —/L 0.03mg LOLAR /LF A RLJL0.15mg, 1 H
1) @21 HEREKRODEGIZBWT, 728 I K (200mg, 1 H 2[E) Z0FHKERAKES LZE
&, 7at I FIMET 7w 5 AT 0 AREZEE L3 DR8N EN (Mg 7 v 727w R
5.1nmol/L Kl TH DI &) ITHELRIFET, ZF =2V AN T IV KRV ER VT A KL AD
EFIRRED AUCo2an © TR ABHEF+ T 2 I N /R ORISR DKM OO 90%EHE X HITA
YRR RIS O SEFPAN CTH Y, 7 a2V REZF =L 2 T V4 — KL AR V7 A KL LD
TEFIRAED AUCo-24n (T B RIT X 72700 T2,

% [E N AR AT



VIL_ g B 5 H

Ao EDTOFRTOVEE (nmollL)

WA o1 TATL2 Y473 (%21 AA)
gwornm | FEEL gy says | TIM2E
- (% BRI SE | - : YA 73 DE
(n=31) _ n=31)
n=31)
S - R AR = 35.81+13.09 0.93+0.58 1.14+0.35 0.21+0.68
90 %17 %8 X [#] 31.00—40.60 0.71—1.14 0.93—1.13 0.00—0.41
fe/IMiE 5.5 0.2 0.2 —-1.3
S N1 57.0 2.3 2.3 1.6
e 38.78 0.92 1.18 0.13

IR OF—ILRUVLAR/ VTR FLILOEEREDEYEE/ NS A —4 (5243 FFHRAFAER)

. YA 703
FEFARIRD YA N2 S <
STE 5 A — ¥ (AT, n=36) o (ﬁ”ﬁﬁigfjﬁ‘b‘
ITF =)V A RNTIF—)L
AUCo-24n (pg * h/mL) 1067 =404 1173+330
Cmax (pg/mL) 116.91+48.8 185.7+28.6
LR INVEFA L
AUCo-24n (ng * h/mL) 74.2+21.4 80.9+18.5
Cmax (ng/mL) 6.7t1.9 7.4+1.5

S R R S

a) SEYBhREMENT x5 36 Hl

) RAOARIN-AEROCHEE @, BAIKIEZ7 29I FELT1 H 100mg LW #ES52HGL, T0%
1 EMU EORREE ST THE L, HEFAEL 1 H 200mg &3228, Wb 1 H 2ENCOT TROKLST
Do 7ok, JERIZE Y 1 H 400mg 48 2 72 \WEPH ClEE IR T 203, #ET 1AM EoMBEEHIFT1H
HEELT100mg L TFF21T5 28, | Thd,

3) L hORRY T4 TEH

O BEMAEYENRERZHT 1030
HARANKUOSNEANDR AL OV NED TAMNAEE N DA LIET T a4 I NRET — 2 2 VT,
RESE BN B IRNT 21T o 7o, Z OFER. CYP FEMEM A2 AT 2 TANAE TH LI AL |
Trz= MM XTI T7 = 7 S Z— L OOFRIZE Y T a3y I FOEFIRED AUC X, AKT/NE
T, K2 25% KON 17%WA Lz ( WL3.QINTA—FEBER] BH) .

@ MTANAE BHEAT—4)
FRANTAMNAVBEEERRL L7 I8 RHBRBRICBNT, Ta3% I FEHTADAE (LRFF1H
Ly AN BEY | INNRTEE TRV R, JERIFY, bETv— b, AT AIAREE Y
ORFMTHLHE/ L FRF IR, To= A, N T Rl 7= /) NV ES =)L NN F
saFERA V= R) OMPEPREICLY, 73t Fe IR OHTANAIO KN HEIER %
Ml L7z, ZORER. 7 3t X Mo RSO EFIREO MAE P REICEEL KT S 2 ho Tz,

@ PREROEER
BN TADABE Z x5 & LT B F 3L (A 5 AR ERER & O E CE L 72 7" 7 & 48 BGEER O H 53 2 [
FRMTIZIBWT, 7a% I RE PREBOIEREZEZ TBZNOH AP TANAIE (I AAwEBE
FERNIFXY) OPFHEGIZE 2D PREROE 2 HIERITRD Lo T,



VI HPEhie B4 5 H H

2. EMRERB/INSA—4
(R A %
HRMEREDMENT « ) o a L R— A R ET IV
()wuﬁﬁmﬁ
a (hrl) =1.74 (RHEMSEYBHRERETIC X 5 HEEfH)
()ﬁ%LEEﬂ
ke (hr!) =0.0562 (7 =¥ 3 K 200mg H[A[fE 1 5Ff)
@HoINTIUR
B 30 BHAR AR A 24 #7243 K 200mg % 30 /0 CHELSHEHERNE S Lzt &, 2582707

Z22 (CL) 1% 1.78L/h THVY ., T2V I K 200mg ZHERAOKEEG Lz &, Andoed /7 )7 I A
(CL/F) 13 1.84L/Mh TH o7z,

F) ARAFNOAGR S NI HELOCHET BB, RAZIET 293 %kbf1a1wmg£@&5%%%t D% 1EM
UEolRzd ) CHEL, #FFAEL 1 H 200mg 9528, Wb 1 H 2T TROEET S, 2B, JE
RICEY 1 B 400mg &80 2 22O Tl T 525, #MEIT 1 BMU LoBEEZH T 1 AHEE LT 100mg
UTFoT752 8, | ThD,

INR 10 JEER SHBAL O T EER 1 RBRICBONT6 » ATV E 175 TO/NETAARE 414 41 (A

RN 46 FlaETe) Moo mER T a4 I FREA AW CRERSEYEIEMIT 21T > 72, ZORER. it

THINAIEE DOFFZIRED R VKED T 24 I KD CL/F (ZLA T O THEE S 7z,

BW)O .75 (Age)—0.121

CL/F = 2.49 - (70 0

CL/F 1%, K& (BW) M OYEf (Age) I[TIKA(F L. {AHE 15kg @ 4 1% 2T 0.88L/h (0.058L/h/kg) . 1A 25kg
® 8 2 C 1.18L/h (0.047L/h/kg) . IKE 40kg @ 12 )2 T 1.60L/h (0.040L/h/kg) . 1RE 50kg O 16 5%
I8¢ 1.83L/h (0.037L/h/kg) L HEE 7=,

E1) AT 4L Eo/NRIc L CEMAEA LTS

B)RhEHE
A 390 BAAEEER A 24 #1127 =4 2 K 200mg % 30 43 CEEATHEHIRNZE G L- & & | ofaEsE (Vd)
1L 31LILTHY, 7% K200mg #H[EHEO&KG Lz L &, AT onmsf (VAF) 14 32.8L TH-o7z,
INR 10 JEER SHBA O T EER 1RARICBONTE » AV E 17 E TONBTADAERE 4141 (A
AN 46 BlEETe) HOAELNIZMIET T 24 3 RREZ AW CREEM MBI RERT 21T > 70, T DFER,

VA/F XL T T 0.710L/kg & HEE S 417z,

Vd/F = 49.7 - (BW>1
/ 70

INRIZEBT D7 a2t o VA/F X 0.710L/kg EHEE S v, A (0.6L/kg) ERFEETHH- T,
1) AANT 4Ll Eo/NRICH L TEAEZFE LTV D,

(6)T Dt
AR RN
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3. BEM (REaL—Tay) i@

(VR %
RAEFISE B RBARAT « 1 RIGRFE R OY 1 IR R 2 A5 1-a /= b AV FET L

QRNTA—FEBER
B : FHMFEERER (EP000S iR, SP754 ki ) O SP755 k) 2B W TT7 Y7 A (HARA, FEA) KO
FETOTN (AN, BA, B A= v TR, ZOM) OEMHBEELZETE TANABENSHE LR EF T
a3 REET—4 (906 Bl EE NSO 4272 1, EP000S RN 5 1903 #i, SP754 5 & O SP755 A 5R
D 2369 1) &V, RSB REARAT & St L 7=,
Zat I RO CL/F KORNTOSAERE (VAF) (2T DREORBEEZ AT, AR L L THER, M
B, AFl, HIK, R—ATA LD LT F=2 T YT T A ROBERATICADARORE B G Uiz, DT
TADAIEITOWTIE, CYP BERITKRT D EHIC IS & | BERITK L TR A RIF S 2R WEEHR (TSR F o
saFERA V=HIR, TERNIFU LRFTEHLE) | BREFETIEE WAy T
=hAy, T2/ EE—VE) ROEERZIRET L84 (T ~— b, AT w85 47 28
V) 1T LTS, BERA TS T 28A L IET LM A LcHaix, o7 3) —I2a% LT,
HEBORP S, CYP FEERAZHT I TCANAK (I~ BEy | Jo= b U XE T = /LY
H—) BB EL 1A LIZBED T a4 o CL/F X, FEOHHOBFITHANT 34% &< GEFR
RED AUC X 25%1K<) . 77T AN (AARAN, FEAN) 07 a4 I RO CL/FIFFHETIT7 AN (BEA, BAL E
A=y 7 F EOM) IZHAT 17T%Ey (EFIRED AUC 13 21% @) EHEE STz,
INR0 ISR 3 B (SP847 Ak, SP1047 3Bk, SP848 k) MO EEM 1 Bk (SP0969 R) I
BNT6 5 HEVG 1T E TONETANAEBE 414 F (AARAN 46 il Ete) NOELRIMEET T =3
I RRET—4% (SP847 6 312 s, SP1047 #BR7AH 90 i, SP848 #liR)> 5 933 s, SP0969 #iH>
5 356 i) & IV CRIE HISE B REMRAT 2 0 L 7=,
WELZ L& L U THAANTEEEEET V&2 v, CL/F ICEE T 5 8 &% BICHA AN B LD ATRetk
R Uiz, AEln, MERI, HEESRERGRTEEEE, AFE (77 A, BA. AA, ToOf) . BiE (AARA, A
ABNUSNOT T N, EDM) | A< EBECOOH, SV T aBEOH, 7=  VOHFH, 7= /N
NEZ— VO, RONFBEEFEE (A"~ PE L, 72 ) SV EXZ—AXET7 ==~ V) OB, I
N BHERE K OMRHHEE (CYP3A4) DRREAE #3258 & L Cali L 7=,
ZORER, ST afEotHESICE o TT7 a3 Ko CL/F 1T 12%08 LT AUC 1% 14%8800 L, AFEEsE
FHEE L OHFHICE > TT7 a4 RO CL/F X 21%H0 LT AUC 1X 17% 8045 & #HiE Sz,
ZaY I RO CL/F (235 AR, Bk, MERI. HEE RERARTEEEE , 17 OV BHSAHE & O #HE (CYP3A4)
DERAE DR BITFRD LR D> T2y, Tl DEENRB O b,
SRIEARFIEEZ AT 2 TAABE - SP0982 RO RE R RIEIEL AT 5 CAMNABE D 98 fiil 159 /A DL
T o I MRET — 2%, 8 R (EP0008 ik, SP754 ik, SP755 ik, SP847 iklir, SP1047 il
B, SP848 ik, SP0969 ik K 1f SP0966 #kliR) 7ot T oI MRET —# L& L. BEfF
OFRHEFAEYEhREE T /L &2 B8 LTz,
HEBORTND . BMEMRBIEL G T D TANVBE EHIRIEEAT 2 TANLVEELEOMTT 243
RO VT T AETRD b noTz,
I 1) AANT 4L Eo/NRICH L CEAEZE LTV 5,

4. % IR
fEEERRY A 24 B2 7 23 K 200mg % 30 &N 60 7y [ CHE SHEEHIRNE S X IZEER OES L&, 72
B RO AUCo+ 2 O Crnax [XFIFREE CRTER DD 90%EEX L. WT b AW EiE 4o L (80~



VI HPEhie B4 5 H H

125%] OFPHAN) ThH o730, T a4 I FIIREARGHRESLHHITTEEITWI S v, FEaEZR T I < D
ThY., 73y I FRARLGE O ANA T T XA Z 0T 1 131FE 100% TH - 72 36,

<£EZ HNEAT—E>
AN A B Z R L Lo~ AT AR TIE, 5 #lC[14Cl-7 24 X F 100mg (404Ci) Z#f&AKL L
lol &, HBHLBIEED 94% R R bEI S 1, [14C]-7 24 I MIRIZEREIIRIR S 7 37,

E) ARNOAGREINIZHELROHERET EE, BAKIEZ7 29I RFELTL A 100mg K0 #EEZBBL, 0% 1 EHELL
FoEEH T THEEL, HEHEL 1 F 200mg & T525, Wb 1 A 2 BEICH T TROKS TS, 2B, GERIC
XV 1 H 400mg ZH#B 72\ WEEPH G TR 5 2%, BEIT 1AM EoMFEA ST C1 AARE LT 100mg LA R
1T52&,, | THD,

.

(1% —iKBAFT @B (v BT HHADEITHE)
#t SD (Sprague-Dawley) 7 > MZ[14Cl-7 2% 3 F 10mg/kg (BMBq/kg) #HEIREOKE L, 1.5, 6 X
24 R O OFERE A 2 E LT & 2 A, IMOEBAIZ LD BSOS 2IRE L A Lotz I D
HREIR L, 2T OWUERERIZIB O CMAERRE LIRS, MakE LTRE5% 1.5, 6 KT 24 KFfHOF
BIEIZZENEN 3.10, 1.38 K11 0.26ug eqlg TH 0, MAFHEEITZNZI 6.89, 3.51 & (10.38ug eq/g T
ol

()% —RREEEAMIEEMYE (T v MIHITSEEEREN)
AEHR 18 H B XUE ikt 10 H OEHR T » R XUTEL 7 » MZ[H4Cl-7 =24 X K 10mg/kg (6.5MBq/kg) % H.[Alf#%
N#5 L, 7 v NEROWWEROMBOI 2 ERNEE A — T V47T 7 4 —IC XV RIE LT, BEEIIRHA
DRI IR 340 Lz, 2 TOMBT, RAOBPER R Th 58514 4 FERI iR E 2R L2t B e
Eidp-< 0 L L, #5144 24 FEICE W T H 2T oM CERTREAR M RES I Sz, IR VTR
TSR FE 1ot T 2 RHMAR O SR H IR L [FIFEE CTH 0 . [UC]-T a9 X RICHET 2 i REN A S (GRS
MzEmd 52 ERHLNE -T2,

QR)EAT~DBATIE (T v MTHITBH AP’
% 10 H o SD 7 » ~Z[14Cl-7 =9 2 K 10mg/kg (6.5MBg/kg) ZH[Afk OG54 2 & ARENTL
HHic e S 7o, mAECIL, O BEIR A 1T 554 1 BRI B = IR 8.6ugeql/g 12 L= %4, Fc & D JIIE e
Th b 24 FFIZIZIE 0.34ugeqlg TR T L7, FIHHIREIX, BH% 2 ReICR&IRE 7.9ugeq/g 1T L
7ot 24 FEE#121E 0.31ugeq/g £ TIK T L7z, SFHFLH /M E, #51% 30 70D 0.7 75 8 K& D 2.5
ETEINL, TO% 24 BERIICIT 0.9 128 LT,

[“Cl-Z 343 FOERBORERDOMHERE —RREHE (Sv )

(ug eq/g)
10
S aliiiLr)
8 - -0 #it
i
5o °
e
E ¢ :
o N
0 T T T T T T T T T T T T T T T T T T T T I....l.....l.. 1
0 4 8 12 16 20 24 (B5FE)
R
THfE. n=3
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@R~ DBITH
BRI L
[VIL5.(1)Mn:% — ixBEPT@id ] 2
B)Z DDA DBITE (XVR. v FRUA XIZHITE5ZDMOIMEBA~DEITHE)
~ A, Ty MEROA XZ[UC]-T a2 I REHEROESL L & & BRI mIsECmIz, LI
o348 L. FRICHFIB R OVB I, A ST R B o D ligs PR E D e b s o 7o, TSN O CIE, v
ZDRME SO HE, T > DO, LERE AR, REFEM OMEEIR, A X OREE AT O AERBRPIRE DN &
ST, FHERBRICB W THEET 2 G HE R BITRD bR h o T,
(6)MITERREE I
1) ex vivo
BRGS0 T 2 2 R 50, 100, 150 %18 300mg % §RMRINTR G- L 72 488 o i &2 v, 38 RA 722
FRAEERIEIZ LY exvivo BT D NIEE AR AREMFT Lz 2 A, MEF T a4 I FIRE 0.7~
5.5ugimL (2B W T, MEEEAMAGRIT 5% R THo=2 s, 7343 FOMBEEAMKAERITK
WZ & xR LT,
2) in vitro
v MiAEEZ AV, [M4C]-7 2 I FOIMFEEAMAHEE[14C]-T 24 I R 1.5~60ug/mL D &5 < -y
BHHEICL Y THIE L= & 2 A, [4UC-7 a2 ROMmEEAfEA RO SR TEEEIL 6.1% TH > 7=, [14C]-
7 at I ROMERSEEOEEEIL 54% TH Y . *IST 5 M — mAFHREIX 0.98 Tholz, KigFt
T, REKRFEOMHAILFED v hholz,

6. 1 i
(DBERGL R U BT

T LTHIBE B2 biILD, E%ﬁ%%?%é&%%%w%(&%ﬂ%%)i B 5B DK 30% 13RI HE

Mo, BETIE, 733 RO OBt A T/ kic Z CYP2C19 3%+ 5- L, CYP2C9 & T* CYP3A4 125

mf%%@#é&%z%héo%@m@ﬁﬁﬁ%_ﬁﬁﬁéﬁﬁ%ﬁimméhfm&wo

1) BEEA WNEAT—4) 30
HANBRERANBEZ G L Ui~ AT U AERTlE, [14C]-7 =24 X R 100mg (404Ci) OO HLZ D
MAEFIZ, 7 293 R (MEFRBNREDR 70%) . EEH O-i 2 T (IHE R EED KT 2%)
F OB OB/ 235 Sz, [14C)-F7 =42 K 100mg (40u4Ci) OFFIRNIER G- Cik, miEFicizs =
I FLBmH S oi,
B85 R OIRN G- O Wb . FERRBPEEYIET7 23 I F (REEDK) 30~40%) . O-il A F
VAR (BEH-EOK 30%) KOMBRMEE Sy (BEH-EOK 20%) Th-oto, IRPIZIX, ZotomaER#EYy (&
I I ROp-b xR O-HAF/Lpt RaXxI AR O-i A F/l-m-t Ra xR E O & F LK)
IZONWTH, TNENEGED 0.5~2%» MR Sz, 72, SP619 Bk TiIMi7 & F Lk (SPM6912)
D N-TNWAREANV-0-B-D-7 V7 v = RBFEE SN, RRIBIZOW TR RO 21T o 72558, 7 =2
I RO F U FA~—MOMHAEBRITAE TN LRS-,
7 3t I ROKEROEGREO MAETIZE51T D Ol A F/ARDIFLEIE, RE(LRDK 10~15% Th - 7=,
JFHSREIR T 26t & LImBRICB W T, AT 232 FoORBICEE T2 2 B3 Rmge sz,
CYP2C19 @ PM K O* EM % %4 & L= BRTid PM Tl O-i A F/RREME T LZZ &, I
\Z CYP2C19 OB OFERTH DA A 75V — /L L OEGR M AER B Cl% CYP2C19 FRGESK
OEHERCMAER O-i A FARREENME T L2 Z &2 5, O- i A F RO AERKIZIE CYP2C19 238535
ZENRBEE T,



VI HPEhie B4 5 H H

2) in vitro DT—74
in vitro RBROFER:, HHEZACARIEER FREH TH D O A FIVERAERICEICH 5T 5 CYP 201
I%. CYP3A4, CYP2C9 )k T* CYP2C19 Th o7z, 7 =% I FOMRFNIFEEG- I 2O REEER IXFE I
TR,
3) SOYI FOHFERBBRE (EF. YOX, Ty b, 9¥F, 4X) 3D
T Y% I FO#ER BT

BF 2 F b ° EROF AL
Jaysk

|
O-f
_o ‘ BAFILAE
: H
- N | OH
N /ﬁ( : \/@ _
v A “r
SPM 6912
L M1 M2
SPM 12809 SPM 12815 (o-OH)
i SPM 12816 (m-OH)
l / SPM 12817 (p-OH)
OH
Gluc ] Q
JonrEaatk
M4
M6 M3
N-FILAEANLT VOOV EEBEE SPM 12812 (0-OH)

SPM 12813 (m-OH)
SPM 12814 (p-OH)
QQRHICEE5T HER (CYPE) DHFiE. FHEE
1) EMFFEY OV —LZRAVHRE
HFi7ay—uZHWT7 a2y RO in vitroRi#fEHEI L2 A, e MNFI /7Y —ATIE7a¥
FOMRENIFRD o7,
2) £ MIFHERE E RV ARES
b MFfEZ W TMCl-7 a4 X FOR@EMRET Lc L 24, & MITHRO BRI~ 72,
bt MFHIR A N2 in vitro W T, 2 FHO FEGEH [O-ii A F/U4K (SPM12809) K OWLT & F /v
& (SPM6912) ] 72 b QNI EOFRMEE 43 A3 H S iz,
3) EFFRUEBTIAY—LA, £ I, BUICHEEZ CYP2C19 ALV 18T
b MIFROE S 70y —a b ME, WONSHBLZ CYP2C19 &2 VT, [14Cl-F = 3 Fofk#Et&mEt
Li=& A, WFRO in vitro 7 Vb R#EZF7204C)- 7 2 X Fix 10% Kl T o7z, Mz
CYP2C19 Z MW 7= 5, CYP2C19 137 =% I RORFNIH G5 Z ARSI,



. SEyEhREIC B 2

4) ErFI/AY—LRUHMEEZE F CYP D FRRICHT 2B ENEEEZB -5
EMFIZ ey —LAROMEHZ b & CYP 5 FREICK T 2R EDLERKEZ HWT, 7 2% I FD invitrofX
AT 5 CYP o rfEzmRat L& 2 A, O-iA FIARDAERMIZE LT % 187 CYP 7R,
CYP2C9, 2C19 K} 3A4 TH o7z,

5) REEERBEZIEA (in vitro)
b MFRIRRZ BV, B BT CYP B2 CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1 KO 3A4 IZxf+ 5T 2
2 K 100gmol/L (25ug/mL) K OERHY (O-fii A FK) OESREZFTMLIZE A, 7293 N
CYP2C19 #HE L7228, Do MFMIED CYP 2 FREMEIZEE Lo 7=, EREW (O-fi X 7
JUR) 1% CYP2A6, 2B6. 2C8 K Of 2E1 1% B EMEMIIR S 2hoTz,
CYP2C19, 3A4. 3A5, 2C9 }UN 1AL 12445 UKi biZ 0.032~0.001 O#FPHIN TH 722 L b F
292 RS CYP2C19, 3A4, 3A5, 2C9 XX 1A1 OIEE & 72 58 L OFH S 234812, in vivo TOZR
YR EAER OFET 2 AR EIR N & B 2 il d,

X TEIEMPATE Ll IER BB IO IO DY AN T A FI A4 (KR | (Frk 26 4 7 H 8 HIEALT A
SR R R A AR R A I, wRIE oSS, IEES (KD (ST 2 MEAORSIBFRE D ©
23 0.1 LR Thiud, BEELEREG9 5 U 273K < BAREYEAAERRBR O LM ITAE L ShTnd,

6) KHEERFZEMER (in vitro)
CYP1A2 K OF 3A4 1241957 2% I ROFEEHIZONTE MFMEAZHW, 7 2% FRE 50 KO
500umol/L. (ZHE4L 12.5 KT 125ug/mL) TiHMliL7z& 2 A, 7 2 I FIZWiREILIC CYP1A2 %575
Lotz 7aY I NIIRRETIE CYP3A4 #35E L e o7z,
RWEEANROEERVZTDEE
VIL4.0RYR] 21
GRBMOEEDEERUVENELL., FELEE WNEAT—42) 37
BERERRAIC 7 2 2 R &2 ER NG Lo mEF I 5 O A FAROIFAEIL. RE(LIKRDK 10~
15% Ch o7z, b hORFERMH TREATEER T 2 FOME—DOEERHMTH D OBl A FLikic, K
PREHYTEPE IR0,

CBE Mt

AT a3 RORBAE U TERGREDOK 30~40%., L L TR REOK 60% 1SN D, Fh~

OYET DTN TH B,

MEBERA. MEAT—42 (BORUEESE) 7
ShE AR R A B 5 B [14Cl-7 = 2 R 100mg (404Ci) % BA[ANRE O F 5 M O 1 IR ¢ BA ] i R A 4%
H L& &, 5% 168 Riftl £ Tlo, JRIPICELGED 94% KON 97% Ak S dv, FP~DPEIHE 0.5% A0
Thole, WRE~ETZ7 2V IR (8 30~40%) . OB TF /LK () 30%) . WRIEESr (K 20%) K OMbod
W72 (0.5~2%) & LRt Sz,
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R~ RiEHEM 3R

(%)
100

80

601

i 40 A

20 A

-0~ #0015 (n=5)
-3 FERAIE S (n=5)

0 24 48 72 % 120 144 168 (h)
R ®ERE
FHELRERE

REM SRR (REEICHT HEIH)

. rmE FrRPN 5
R (%) # (%) R (%) # (%)
0-4 HFfH] 12.06 — 10.13 —
0-8 IfH 23.46 — 20.26 —
0-12 M 33.10 - 31.84 -
0-24 WA 56.69 0.15 52.92 0.05
0-48 W] 81.03 0.26 81.34 0.15
0-72 M 89.46 0.31 90.74 0.23
0-96 M 92.28 0.35 94.39 0.28
0-120 HfH] 93.43 0.37 95.87 0.30
0-144 KR 93.45 0.38 96.51 0.30
0-168 F[H] 94.19 0.38 96.82 0.30

Tl

R REMDIRESEIZEDDEE (%)

FARNEE G- FENE

(n=5) (n=5)
FatI R 37.6+5.5 33.6+5.6
O-Jit A F Lk 28.3+3.5 28.3+8.3
R ] 4y 19.2+2.5 17.2+3.7

TEHME + YR 7
QBEERA. AEAT—42 #OKkE) 3

SE R A (5 6]) (2[14Cl-7 2% 2 F 100mg ZHEREOKR G Lz & &, BEREOK 58% 2 & 5.4 24 I
RICLNIZIEIY S 37z,



VIL_ g B 5 H

8. FZURKR—E—IZBT B1ER
invitroidBR X 0 . Caco-2 MHERIZRIT 5 7 a4 I Fodwit, P-HEER (PGP) OLE, ROy axy v
DEGEH T HHBERF LIZE 25, 732 Fid PGP ORE TIZA W I EAVRE E N7, in vitro RBRIC
BT Caco2 MR HEEIZIS 1T 5 ¥ A% 2 v OWEIZE L 5.2 /eivo7-, LavL, 7=2% 3 Fidk ~ MDR1
(PGP) #fnT-Z#EA LI PEIAMIICE T, & F PGP ORE L7025 Z LVRIB S 39, Caco-2 i
HEBICRI 27 2V RO RBERBEEREN D, 7 20 ROREBICITZEEEN k& <5 L, PGP 12
£ 2 REBNRIE O BTN 2 & AVRIB STz,

9. BNZFIZKDBER
KEBHEIK TH TIL, 723 REQ OB A F/UED AUCo- 1 4 FE O MEENTIZ L D 50% KT Li=Z &
N, Tt FEROBAFRITOTROBIIC L VBRET S ZENAETHS ( [VIL10.3) MERBEHZ
RITTVARHBTHERETREOORTEREE WEAT—4) | 2H])

10.BENDEREETLHEE
(1R 10

JEE 33l (SP847 iR, SP1047 ik, SP848 ilR) MU _HEM 1 #E (SP0969 iER) 2B\ T 6 #
HEVDS 1T ETORRTANABE 414 6 (AARA 46 BlEETe) NHELNMET T 24 I FNREA
T RESE ISR B e AR AT 2 FE 0 L 72,
AR SN AER OCHARETCONETADABEICRIT D7 2% I ROEFREO FHMIETRE (Cs) O¥
Ral—varvEEL. TOTORATANAEBREICBITD CsD¥Ial—Ta UERLIE LT, 2B,
7 ah I FHEAREZE L 2B8E DITRRFEROIENMN. 7 a0 I FIFIREZE LT BE D 51%
PIFEERHEIE OO, REFENITFRERFEELOIHOGEIZ >N Ty Ialb—va vV &fTo7,
JTEE R G DIED I FBFE D 59% MITEERFHEE DO IR FH O HONT N OLEIZB N TH,
4 L Eo/NB o E A E (KE 30kg AR Tl 12mg/ke/ B . KE 30~50kg Aiti Tl 8mg/kg/H . /K 50kg
PLETIZ 400mg/B) 1CBIT 5D Cos DFRAEIL, 7T DA O EAE (400mg/H) @ Cos OFEIPHIZE £H
7



VI HPEhie B4 5 H H

NEDHRERUVERMIEIZVZIaL—2a Y LEEERBOFEHNFERRERV T OT7ORANICTAYI R
400mg/BRE TV I aL—Y a3y LEERREDO T mMEDRE

TSTDING FTOTDINR TOTDINR
(FERGZEEEGHH (NR®D 59% M IFERFEEMRH) (FERZEEGR)
3 . .
ol
E
S
IS
L
1l
H
n
00 10 20 30 40 50 60 70 80 90 0 10 20 30 40 50 60 70 80 90 0 10 20 30 40 50 60 70 80 90
AE (kg)
TOTDINR TOTDINR TOTDINR
(FEERFEEIEGHA) (INE®D 59% M BFEER FEEHA) (FEERFEEFA)
3 20+ : .
=71}
E
S
IS
[
1}
H
U
[N

Cos 1 FEHIRTE OO P22 i B2 5 JEE

Z a3 RHARREZAE U7 PR FEE 2 IR0 AR (7)) | 7 =3 X FOFRRIEAIE Lo /NR D 59% 0 HEE =Y
WAOHHEE (b)) | ITERFERZ0HE () O7 T O/METADAMBED Cs i, (KE (1) RUHER (T) =
LIy I alb—y gL, (AE 30kg RiGOWERE TIX 12me/ke/ B, {AFE 30~50kg K DHER#E Tl 8Smg/kg/H . &
# 50kg LA EOWERE CIL 400mg/H & L7z,

TR Cos DHFRAEZ . FEENT T 90%HERIX M 279, BERIET 23 2 RN 400mg/ B 2% 5- L7727 ¥ 7 O A D 90%HEH
X% =7,

HED AR 4 Lo/ L TEAZA L T2,

QEHERETERZOMREPEE WEAT—4) 1139
BHSREDTLE (LT F =027 U7 T A : CLer) D72 D AMETRE 32 Bl 7 =29 X F 100mg % H[AlRE
N5 L7z & &, AUCo: (ZEHELER# (CLcr : >80mL/min) & bl LT, K N4 (CLer : 50~<
80mL/min) TiZ 27%. T EIK T4 (CLer: 30~ <50mL/min) T 22%. EE{X T# (CLcr: <30mL/min)
T 59% <\ Crmax [TEEE NS EHEOBEEER TH T 10~14%mE 0 > 72, BENS BEOBEERTEICE
7% Ol A F/ARD AUCo- IXEREEF H D 1.5~4.6 {5 Th o7z,



. SEyEhREIC B 2

CLcr ERI D M HIREHR

(ug/mL)

4_

351 - BHEEEES (n=8)
o 3l - BEBHEEETHE (n=8)
% ke HEEBHEETE (n=8)
f 25 e O BEBHEEIETE (n=8)
2 N
¥ 27 ;
,5: 151
;’%
B 17

051

0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96(h)

R 5 %R
FEty{E
CLcrIERIDEYENFE/NS A —4
B EE BEET FEEET EEET
il 8 8 8 8
CLcr (mL/min) >80 50~ <80 30~<50 <30
AUCo+ 47.0 59.6 57.6 74.8
(ug + h/mL) [20.8] [17.5] [19.0] [26.9]
Crax 2.69 2.95 3.06 3.02
(ug/mL) [35.0] [20.7] [10.0] [23.3]
fon (h) 1.0 0.5 0.5 1.0
e (0.5—2.0) (0.5—1.0) (0.5—1.0) (0.5—1.5)
tr () 13.2 18.2 15.4 18.3
[17.6] [18.7] [18.9] [27.8]
2.13 1.68 1.74 1.34
CL/F (L/h) [20.8] [17.5] [19.0] [26.9]
0.590 0.354 0.2772 0.143
CLr (L/h) [37.9] [51.3] [24.4] [31.8]

EPEIE [CV (%) ] . AUCot13 0~96 FFHHE, tmax (XHRAE (FPH) | a) n=7
CLer: 7 V7 F=r 2707702 Cle: B2 U7 T A

) AR OEBINHEROCHZEIZ TEFE, RAIZIEZ 23 I RELTL H 100mg LW EGZ2BBL. 0% 1M
PLEoBRZ & T THE L, MEFFHELZ 1 H 200mg & T523, Wb 1 H 2EICHT TROKET 5, 2k, JE
KIZEDY 1 H 400mg %82 72§ CHEEH T 223, WET 1 B LoMREHIT T 1 HHEE LT 100mg
UFFoiro2k, | THD,

QPR BHZZ (T TV LR EHERTEZOMEPRE GEAT—5) 1139
IMIREHT % 32 1 T 2 R B E O R AR 8 Bkt L. FEBEHTHE L ONENTBRLA 2.5 BEATIC 7 =
I K 100mg ZHERE G Uiz & &, FEBITREICEEA 4 FERIOBHT EMFFCIZ T 29 3 RO AUCo-+ 0 (i)
TEIEIE 46% 80 L, BITIC L DBREMHRITT 23 K 57%., OBl A F /UK 53% THY | B VT 7 A
DHATFLEFIL T 29 X K 140mL/min (8.40L/h) . O-fii A F/L4K 149mL/min (8.94L/h) Th -7z,



VI HPEhie B4 5 H H

M#EEMEZ T TOSIRABHREERTEZEORNBE/NS A -4

mni&BH JEETEF 4 BEREE N E
% 8 8
7ayIF

AUCo+ (ug * h/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
tmax (h) 0.50 (0.5—4.0) 0.75 (0.5—2.0)
tuz (h) 19.5 [19.4] 19.2 [26.8]
O~ A F vk

AUCo+ (ug * h/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

BATEEME [CV (%) 1 . AUCo13E 0~24 FFRME, tmax (3T RAE (HEDH)

) AROEBENZAEROHERT N@FE, RAIKIZTZ I FELTLH 100mg K V#5206 L. F0% 18
UEoM@saoHid THEL, MFFAREZ 1 H 200mg & 352, Wihd 1 H 2ENCTTRAKES TS, ok, iE
PRIZEDY 1 H 400mg %8 2 70\ W VEFA Tl BT 223, R 1AM LoMREE H1F T 1 AA&EE LT 100mg
UTFoT7528, 1| ThD,

A EEEETREICE T2 EMEE MNEAT—42) 12
R R e OV 25 PR RE IR T (Child-Pugh 4388 B) @ 8 #9217 =24 X K 100mg/lF1% 1 H 2 [A]
5 HRIRER NG Uiz & & RERAICHARTT 2% I ROEFIRIED AUCo120 & Y Cmax D AT AL
FNEN 61% K B0%HE -7z, Fio, RETEEN LIZEFIRED AUCo120 K T Cmax DR ELEIEE 41
I AT% RO 3T%F > 7o, FFHERERIK T T, tue DR IEDER L7z, IR T TO Ol A F ik
DEFAKAED AUCo120 KT Crmax DR FEIEIT, BRI A TR 40% 1K > 7, HEENTHRERRE S B
(Child-Pugh 4381 C) TOIHEMBREITMET L TR\,

BEBMARUVFHKEESEEOTEERE (GHEB) UEOMBERREHTR
(ug/mL)
12 A

- {EERRLA (n=8)
10 o - PEEIFHEEETE (n=8)

fE T E IR

RS 1&FFHE

FHEIRERE



. HREheIC B 9 5 IHH
BEBRARUVTFHEESEEOEEKETOEMEENSA—4
FFHaE EE Child-Pugh 4348 B
il 8 8
AUCo-12n 53.3 85.9
(ug *+ h/mL) [17.3] [21.7]
Crmax 5.83 8.75
(ug/mL) [13.3] [18.7]
1.5 1.5
tmax () (0.5—2.0) (0.5—2.0)
14.8 24.1
tz (h) [19.7] [23.5]

BAPTPEIME [CV (%) ] | tmax (TP RAE (FEDH)

) AAOARB SN HELOHET NEFE, RAIZIEZ a3 I FELT1 H 100mg i@j‘%'ﬁ-%ﬁﬁﬁAb D% 1 MM
U EoM@saoHid THEL, MFFAREZ 1 H 200mg & 352, Wihd 1 H 2ENICTTRAKES TS, ok, iE
RIZEY 1 B 400mg % 2 70 \WVEEFH G B9 525, BEE 1 #HEAU LoMEE2H 5T 1 HHAEL LT 100mg
UFFofro2k, | THD,

G)EREORERGHELRERRE WEAT—F) 104

65 mLh Lo B ABERE R 12 61 (1 B Ik) R OVE Lok 12 41, I ONC 18 3k BA | 45 5k PL T Ok A B 1

12 iz, =29 N 100mg/[El4 1 H 2 [8 5 HEERA&EE Lz, BABME L T, SisBE&k Ok
PEIZRBWTT a4 FRRER5%OEFIRIED AUCe10m OEMEIMEIZZEI 383% KT 50%H < . Crax
DB ENZEI 29% K O 53% o7z, Fio, RETHEEL LIZEFIRED AUCo12n D75 fE
W B R ONE R RIS B D TEIEI 26% K1 23% 8 < . Cmax DT ERIEIZZE N ZE T 22% M O 25%

Eo Tz,

= E D MmEFIREHR

(ug/mL)
8.0
-~ S B (n=11)
7.0 - S (n=12)

b BEBM(n=12)

6.0

50

b IS SN B =
S
o

BE &R
FHECIRERE



VI HPEhie B4 5 H H

EEIEDESREOENIE/NF A —4

EFAIRRED e s 5 M e i e B

Y BFRE T A — X (n=11) (n=12) (n=12)
AUCo12n (g - h/mL) 54.7 [23] 61.9 [14] 41.2 [14]
Cmax (ug/mL) 6.20 [20] 7.36 [12] 4.82 [10]
tmax (h) 0.5 (0.5—2.0) 0.75 (0.5—2.0) 1.0 (0.5—3.0)
tuz (h) 16.7 [22] 13.8 [22] 14.2 [11]

RATEEE [CV (%) ]

v tmax (ZPRAE (REPH)

1) AANOAR SN -MEROHET TEE, RAIKIEZ a3 I FELT1 H 100mg LV &E5EBMG L, £0% 1#MH
U boMEZ ST THEL, #FHELZ 1A 200mg L7525, Wihb 1A 225 TRAKEGT 5, 2k, iE

RIZEY 1 H 400mg %82 22 WHEFH THEEET 223, HMEIT 1 B EoMREH1T T 1 HHEE LT 100mg
UFFoTT92 L, | THD,

1. ZDfth

A L



VI Zeaete (B EovEEs) ([CB423EA

VIIl. Z£% (EARALOZESE) (CEH3 5IER

REEZDER
TV

W g
O

N
3

. BERAR LT DER

2. B (ROBHIZIFBESLAENI L)

2.1 KRN ORSE ULmBUE OB ERE D & 5 B

22 EHEOHREREDH L EE [9.3.1. 16.6.3 B[]

fRER -

2.0 RENIORGIIHRIT 2 IBBUE OB O & 5 BE 1, Rl 2 G LicH6 . BONRBUER 3T BT 5 rIREtER
BWEEZ BIND DT, RAIDOA RS K ORI 5 UIBBUE OBEFERED & 5 BE ITI1E, AH| D& 5 %k
T5Z &,

RE. AT Y 2 RS ORA ORI HONTIE, TIV2.MEIDMER 250z &,

2.2 AR W CEEFEERE O H 2 BE TOMAKRRITZR <. IFHREREBE IR 2 R ahExn
(SP642 ER) 12 OFERN D, FHEERE T 249 2 B CIIARAI O Mg h RZ{bikD AUC 234 2% 7]
REMED D 2 L BERE Lz, EEOIFRRER S O BT IE, RRIO#RL 28T 5 2 & ( [VIL6.(3)AFHAERE
EEE] L VL10.4)FHEESEEICET2EHE GMEAT—2) | 23H) |

3. BHEERIIHRICEET 5FE L ZTDEH
BRE STV

4. RERUVRAEICEET HERELETDEH
'VARZRUVRAEICEEYS 238 2RI 052 L,

5. EELEARMIE L ZTDEH

8. EELEARMIE

8.1 WAHIIRIT A EGEOEWMABEL N LIFRGFIIZEY, TADAREOHEE X TAMAERIRE
NooLOLNDLZENHLHLOT, HEEZFIET LG, 27 &b VEBILLENT TR IZHET S
IR EHEEICITY Z L,

8.2 FEMED EW, FHl, IRE, HEES - ) - KA EDRNEORTREZ D2 ENH LD T, KA
Lo BFEIITABEOELS, ARE ) EROBEICEESERVWEOEET L L,

8.3 PR MRDIEENHLDONDL ZENHDLD T, AFORGHITE EULOREET v v 7 % (ZEE T 2
FETR GBEAR, BRIAECRAD . WRIREE, SEIS O 500K, RiF, B)iF, BN ORBUCHEET D Z &,
AR OEEHFIZZD X 5 IIERN S Do - BE I, EBROBEREZT 5 & 0 BELONEDOFEEIC
ET 5L, IMpEEECEEOOEE (DHEXIOARSE) OBEOHLBHE, TR ULATF
Y RVEE (TN ZIEGERES) Ob s B, PR BROERZE - TB8Zh0H 2K 2 0HH LT
% BELE T, AAR GG ORARR G IO ERRE LT O e L. BEOREROHEEROLE L Z
EEERBIZT 2L, [9.1.1, 102, 11.1.1 Z/]

8.4 LyfltE, B, WEBRMSORBMIER2D Db, ARERICELZEHbH L0 T, AEIHGPITEE
DOREROTFREDO A FERBE T2 L, [85, 15.1 ]
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VI Zeete (B EovEEs) ([CB4 23EA

8.5 ME K OE DOFREICH BN, BN ORFERREBLO FIREMEIZ DWW T @t B 247V, R & B
BIOEE IR G XoEET5 2L, [84. 15.1 ]

8.6 Hitil, ZHEDIRFEENE L D AEEMENSH 5 DT, BRI, IREFICOVWTHBZZITHISHFEEL, 2
HOFRD b HAIITE 2B A7) 2 &, [15.2.1 ]

fRER -

8.1 AH A B ST H 1R 2 BRI BBUE D FEBLE TLEMEOBLEN G E HIR G4 Tk LT g 5720,
BAEERE, D b TEMM EDT CThe lZBET 572 8, EERAMIEEIT) Z L,

8.2 HENH OELE, MM OBIERE I ~DORBICET 2RI ThiL Ty, 7 a4 I ROKGRIFE TORR
NA&xtge & Uiz B PERRILF ISR (EP0008 3R & O EP0009 #Bk) 29 (23T, RIEM & LTF
Bk F U 145/527 il (27.5%) . MEHR 55/527 #il (10.4%) . 58 31/627 il (5.9%) . Ffi 27/527
(5.1%) . #EH 26/527 B (4.9%) 3t SNTWD, AAIFEG-PICILE B EOEBEIRE, GRZ S RO
BRI RS TR VLY HEET D 2 &,

8.3 AN DR N B L N Mg B A b G & L7285 T HERBR (SP640 #BR) 9 128\ T, ZaH IR

(400mg/ H X% 800mg/H) OF 512 X v FIEAKFRIIC PR B OIER B Sz 2 & ROKETRN ST
FEOFLHUTFESEHE LT,
AN G HENR, IRIAEED . IRIEAREE, BEI.S 5 5 DR, &ph, B1E, BYINSENRH L bh- 41X
FOEET DL LI MEEREESCEEDOMEBOBEOH HEBH . T M) VAT ¥y X VREDH D EH,
PR MG DIERE 2L 2T RBEh O H 5 A 2 0 LT 5 BES T, A G- BIIARE K OAH #5730
BHRELEITI 0 E, BEORER VRO bEEERBET D Z L, o, BESCFEEIC 0720
2TV, BE ORBIZEDFRD BT HE IR, I S ERT A~ LE S 26 S L 5 K 9 IZRUE S
52 & (NLe.(NEHHE - BERZEOHLEE] . W7.Q)MIELZTOEA] KO VL.8.(1)EKXLE
YER EHREIR) 21

8.4 Lyt BlEE, WM ORERE B L BEN BRI E D /RN D 2 DT, BFEORFHIER D
ZALICHEE L, 20X 9 RN S b5 a il etz 325 2 & (VLA12.()ERRERICE D <
B ) .

8.5 FE AR AAMEEWIZ THEEBE L TV ARERD 5 B BRICHRME, AREKICOWT, BESLEEIC 5
IR A ATV, B ORSIERIC 2L 258D BTG E IR, FRD & ERT~EHE Uil O e xhis 23 B 5 &
HCHET HZ & ( IA2.(NERERFERIZE D CER 21)

8.6 FEERARIEMBRERBRIZI T, T v FOKEKIZES% 35 HHETHMLIZZ & KO HEFEIEFZE I
FHERER (EP0008 3R & Y EP0009 #BR) 29128\ C, FEL (5.1%) KOEM (4.9%) BEL<EBOHHIT
WLDOT, MBEITH>REFHITEEL, 2O X WERP S SN IITEY sz 452 &
( TVI12.(2)FEEREREABRICE D CER 21) .

. HEDERZETLEEICET IR
MEHHE - BERZEOHLEE
9.1 BHHE - MERZEOHLEE
9.1.1 MEEREPEEDNMER (DHFEEXILTLE) OBREFEOHIEBE. T ) ILFYRILEE (T
WA TERRSE) OHLEE
AHID PR MRIERIERICEVEET vy 7 EREBT 28201 H 5, [8.3, 10.2, 11.1.1 ZH]

RN -
9.1.1 MBSO B O MERRE 254 & U7 1 AHERER (SP640 RBR) W 2B\ T, ¥ I K
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VI 724t (EH EoikEss) (R4 AHEH
(400mg/ H X% 800mg/H) D512 & 0 HEAKAFAIIZ PR FIRROIEE DGR bivie 2 &0 K OSKIETRAT
LEOFTHICEKESEXHRE Lz, MolEEESCHEEDMEROBEEDHH2HBE, 7 M) UAF ¥ R IVEFO
HHBRE, HOHVTPREBOIEE 2R ZTHBENOH A ZHH L CWAEETIIERE T 0 v 7 %)0
RETHBENNHLDT, EEICEGFTS 2L (IS5 EELERMIEEZOESR] . VIL7.Q)6:H
FEEZFOEA) KO VILS.(MMEXLZEER EWMHER 2) |
QEMEERERE
9.2 BHEIEERE
921 EEBHEETDHLIESE
[7.1. 16.6.1 ]
922 MAEEMZZIT TS RYBTHEEESTESE
[7.1. 16.6.2 K]
RN

9.2 AANTHEEEDOK 30~40%NREMMMAEE LTRSS 720, BKRERE O H 5 BH TiE, AHIOJE
NEIET D ARV DD DT, 27 VT F=0 7 V7 7 AMaaBB Il G &, RERRZHG T 5728, H
HIIGT528 ([VARERVAECEEYT 58] &K VIL10.3)Mi&KEN &2 (T L5 REABEHAE
BEEEOMBEHRRE WMEAT—%) | 1) .

(Q)FHaElET B
9.3 FFiReREEEE
9.3.1 EEDIEEEEDHLEE
BhLpnwz &, RFomMPREN AT o8Z1AnH 5, [2.2, 16.6.3 2]
9.32 BEXITHEEDHHEERENDHSHEE (Child-Pugh 7748 A RU B)
(7.2, 16.6.3 &[]

s

9.3 JFHREME BE BT 2 ey (SP642 ABR) 12 ORI G| ITHRERE 263 5 BE TiX. KA
D MAEFREARD AUC 23T 5 ATREMER H L 0T, EHEICREGT 52 L ([ VAREERUVAZICEE
T HEEI KU IVIA0.4)FEEREZTREICE T 2EDTE GAEAT—%) | 2]) |

METEREEET 5F
FEESH TR

(5)8E 5%

9.5 1R
B SUFAENE LTV D RTREME D & 2 e MR, 1B LA RMEDNERMEZ EFE D &S 555120
HEEGETH L,
7 v MTBEWTREBITESRO 5N TN D,

fRER
95 W ER (T v ) THRE~OBITROHAROEERDLDARBRD N TWVWD, ¥ PIET—4% 2 — b
(Company Core Data Sheet : CCDS) #&#%Zit# L7,
B & BB O TSR SUTIER L TV B ATRENED & D I GRS BRI ST 5 720 [N TO
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VI %4 R EoirEs) (B4 25MHEA

PRI AT D A REBRITIEF (S 70 < IR O GBI D L AAMEITHESL L T, w3 AR LT
WD HATREMED & D e PEIT R LTI, At L Zatta +oB o b, M+ 252 & (TVIL5.(2)MM& — kG AERE
FI@@ME (5v MBI DREERE) | 2R .

(6)?§$L§%

‘/’Eu‘fﬁfi@ﬁ%ﬁ@&@“?L%%@ﬁéﬁ%%ﬁ%b AL O I I ERETT 5 2 &
IR (7 v ) THHT~BIT T 2 LadESnTnD

fiZEn

9.6 WMIEHR (7 v ) THAHHF~OBITHRRD LTS, CCDS #&&(Tidk L7,
BRI GET 25 3R E#ET 2 L0 IR E 352 & (VL. QJ)EA~DBITH (v MIBITD
FLitrhEt) | 28 .

(7R

9.7 IMNR

9.7.1 XHAEMER, FrAER, FLIESUL 4 AR O IR 2 BRRRERIT SN L T2,

9.7.2 /NREH OHFAE ’iﬁ"é@ﬁﬂfﬁ/ﬁ B9 2 B ARRBRITEA - M5k & bITAThRL T,
fEER -

9.7 4RI ONTIL, EWNICHIT 5 ERRRICHE O THARBRA 2, £/, NEOEMAFEIEITKTT 5 HiFA
FREIC BT 2 RABIZEN - #5 & b ICER STV,

(B)SHErE
0.8 EE
— RIS ERE CITAEFERENME T LTS, [16.6.4 2]

BN
HF
i

8 AFANIEE-FDK 30~40%NREIKL L TR E D720, BHEDMET LW D RN H 5 &l
FHCIEARROYPRME DS EIE S 5 AIREMEN B 5, SME N @SS (7 24 I FEEOSEEFH « sl BrE 71.3
k. EERAME 69.7 iR) ZxtGrl LTiEsbME RS (SP620 7kER) 4040 |28\ T, KER NG5 % ORET
B L7 EHIRRED AUCo12n KON Cmax 1. HHEB AR TEEHBER ORI 25% VR TH
STz, EEREIIRE OB A, BHEREDNE T L CWAAREM RN H D720, 2 LT F=2 27 U7 7 Al
B |G, REGMREZME TR SEEICKRE TS5 2L (TVL10.6)amEORERSRMENRE
HNEAT—42) | ZR) .
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VIL.

et (N EorEES) ([CB42EA

7.

8.

HEER
(MBERZER L ZTDER
BE ST e
Q)BtREFE L ZTDER

10.2 BFFEFE (BFRICEERET S &)
S 4, % FRPRIEIR « 8 1k HEF - flgiA -

PR MBOEEZEZTBIND | BEET v 7ENREEH T 582 | fFHICE Y PR BIFRLER/EMH
& B FHHA nndH b, IPNZHER T BTN H 5,
(8.3, 9.1.1, 11.1.1 ]

fiEE -

10.2 WS OWERERR N B R O R BRE 2 xt G & L7255 1 #H3kBR (SP640 R fER) W 2B\ <T, a4 I K
(400mg/H X% 800mg/H) OFHIZ LY HEKFIIC PR BIBOIEENR D b 2 & R UOKERAS
LEORRICESERE L, MolEESLEEDOVEROMEDHDLBE, T F) U LF v FLRED
HHEE, HOWVIEPREBOLEEZEZTHEZINOHEFZ0H L CWHABEFTIIEET v v 7 &R
RUPTLBTNRNHHOT, HEICES T2 (ML EELGEAKITIEL TOEA) . VI6.(1)EH
fE - BEBREDOHDLEE] KO VIL8.(N)EXLGRIMEREWEER 2R |

BEl{ER

1. BERA
WOBEWEH R HoD Z e N HDT, BEL ATV, BERRO b IidRE 4 hik+
578 EEGIRIE AT Z L,

(MEXZEIER & MEERK
1.1 EX#BEMERA
1111 BEJAv Y., ®Ik. &8 (Wb 1%A0)
PREMBOIEREZE - THZhRH 5, [8.3, 9.1.1, 10.2 B3]
11.1.2 HHEMRFEEIEFAERIE (Toxic Epidermal Necrolysis: TEN) | FKE#LRIRAEIZR (Stevens-Johnson
FEMREE) (W3 B R
BB, RLBE, K - OB AL T 9, IR, IRFEM, ONRSEORENED SR GA I3 b5 %
kL, EYRLEEITO Z &,
11.1.3 FEXIMBBAEEIRSE (B R
MIHER & UCRB, BEANRHR LIV, TICHHEEEREE, U o SEENR, AmEkgmmn, eekis, 2
WY 2 NER B 20 5 RO EEBBUERRNH b s 2 b5, B, & b XA T A
LA 6 (HHV-6) D7 A NV ADFIEMHEALZ LS Z 3% <, Gkt R85, BE FERS
EOIERD RS 2 WVNTEBELT 52 L BHLDOTHEET D L 49,
11.1.4 E|EEMERE (BERH)
fRER
1111 BEJBA v Y., §Ik. &8 (WFhb 1%AK0)
H RERRIEFE S AR (EP0008 #R5R) 2 K OVEBEHL R IFHGER  (SP0993 #R & O SP0994 7-lR) 319
T _EL EoRET vy 7 ORWERITHRE SN0 o728, 7 2% I N 400mg/ H #EIZ IS0 THAH
2261, 7 2 X K 200mg/ HEEZB W CTHRARDS 1 BIE Sz, £7-. EP0008 sBRIZ 5] & i & F2hi S
e R HIkGiE 535k (EP0009 #BR) » TH _EL FOREET v v 7 | Kb, RIROEIVER SRS 1720
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11.1.2

11.1.3

11.1.4

oz, LMLeA 5, CCDS M TOMMRBR A BB L, ERREWEMICEE vy 7 Kb, RIK
R iE LT,
AR OBEHITEE L T, BARERZ FoICBE2 L, BEPRO NG EITE, G2 Pilkd5kE,
WO EZ1TO 2L (IS EEGEARWIE L EDER) . I6.(1)EHE - BEEFDHLESE)
KoY WIL7.QHREE L ETDER] ) .
EMRKZIEERAIE (Toxic Epidermal Necrolysis : TEN) . RIE#EIEREIZEE (Stevens-Johnson fE
&) (Wb BEEARE)
H P EERLFEF ISR (EP0008 7Bk K O EP0009 #ER) 29, FEFRILFEFIFAFER (SP0993 B Kk Y
SP0994 #BR) 319 KON DOE D FAEE TR & LT 7 B RGBT I T, iR F e Ml e
(Toxic Epidermal Necrolysis : TEN) | FJERIEIRIEERE (Stevens-Johnson JEMERE) O REIVEH MRS
Fe otz LinL7eh b, CCDS OFtHk, WA COMHRER, FLOEBEMELHE L. RE LT,
AHNOFEITE U TR, BRRIER OB 2 01470, B FLBE, AN - DAL £ D FE, THETR. IR
e, ARNRFEORFENED bNTHEITIEL, HEEZPIL, #ERRAEEZTTY Z &,
KR BBUEERRE (HEAH)
B H ERSEFE S MARER (EP0008 382 & O EP0009 #5h) 25 | [EFIEFEFIAHFER (SP0993 3 K& O
SP0994 #kBk) 315 L OV DER T HAEE IR & L7 7 B AR RERBRIC I\ T SEAIME B B e A
(Drug-induced hypersensitivity syndrome : DIHS) OFIEH#ME X720 -7, LU G, SO
TR Z BN T, AHI & ORENENTGE T X R VEEOBRBUEN S IS4, CCDS (21X DRESS (Drug
reaction with eosinophilia and systemic symptoms) Z=AFNZEBITHEMWEH L LRI L TNDZ &n
O, BERZREMERNICFERI S EUEREGERE 2 5RE L7z,
DIHS (%, A7 LF—L U A VARIYEDE S LIIRETH Y | HAlRE 2~6 BH% (£ 134~
6 H[F%) (CEFRAICRIE L, @A BERIES 2 (5 BIEOFZ T, FAITILE LBIE LT 52 L2 H
Do FHT LAX—DIEIRTH DI, B, THEREEENRAEL, ZHUTHIERE E b2 T AL
2 6 (HHV-6) SFOFHEMALIZ X 238, JHEREES OFR1IRBD b5,
KA 2~6 BRZRITIE, BEENRL G5 EIZIE. DIHS O FTRENE & B & U FHRER A E O 25
REA Y L NERHHBLAE | DIHS IZFHBAI RGER ORBUCAEET 5 2 & BEPRBD b5,
TG L, EURAEEZITO Z L,
BEMIRAE (B B)
B H EREFE S MARER (EP0008 75k K& OF EP0009 #Bk) 25, [EFRLFRIF MRS (SP0993 3K O
SP0994 &) 319 K OMEA DI RAEE XIS & LIz 7 T 2R RERBIC I T MEERLERSE O fIVEFH #
Hix oz, LinL7ed s, CCDS Oft#i, Mo COMMRER, FROERMEL MR L, BE LT,
AR OB L T, BRIEROBIREZ H0124T70 REREO GG, &52TiEL, #
Ol EZ1T D Z Ly
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VI Zete (FEF EorEs) (B4 5EA
(2)F DD EI1EH
11.2 ZOHOEIEH
Tk 3% 1~ 3% Al 1% i WL R
SREIMED E U (17.8%) . | oMk, RE. B | 5 oMe. R, BOEM . | WRUEMEE, 255
TR B | W SRR . SRR
WEEE, BEITH, #
o FLARAE, EEME, T
FHRAREER . ISR, IR,
WEEEREE . WEIR. aE
AT, IF 7/ —X A
MTADA
B, B
R
B 1 i BRI
R
- Bl MR T WEARE, DN, 5
WA B, (ERK
N LTS
B
FFHSRE B2
PG
R Ot R
ek
S5, WS, T 5P | AR
e
SR
SR
A
T
n [Bl#EEPED F g
}izr‘—ﬁjﬂu
W TR, Byl A PR M. S | IEEEZ
Z o B, BB AN, B
AR
RN -

11.2 A PEBEILFESIHERS (EP0008 it & 0 EP0009 it5k) 29 | [EREILFEFIMARRER (SP0993 #h & Of
SP0994 #fR) 319 J ONERRIL RIS TR ke e G-kl (SP848 AliR) 9 | [EIFILIFIZE AR (SP0982
ABR) O K OVEREEF S AR Rk Ge R 58k (EP0012 3RBR) 7 TR0 b= gIfEMFE BRI Ot CCDS
(CHSEREMR LTz, ks, SMEICIT D MO ERRTER K OSME O Hillk il O B R E B DRI & B
AL L TR LT,
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15 B Al Bl 5 AR TRSEE R OERR
NEAIRE (BRRAREIIHE

BREEEE-E

§LER : SP0993 HER R U SP0994 EER)

FORE
FRATIE %% 444
BIVE R BURE Bl 181
BITERRBUERIR (%) 40.8
RIVERZOFSE |%%fﬁﬁ1ﬁd?§ (%) FIVERZ:OFSE FEUERIZE (%)
BRE S & U B L RAE SRS N 1 (0.2%)
RUE R 1 (0.2%) FEE S 1 (0.2%)
B 2 (0.5%) BAE AT 2 (0.5%)
SLIRGE S 2 (0.5%) R 1 (0.2%)
B, ESLUVEHATBHOTEY (ERBIUKRY — HRREE
TE#ED) = 1 (0.2%)
T RRE R | 1 (0.2%) | 1 (0.2%)
MES XV VNRREE 7 IN B A T Tl S 1 (0.2%)
1 ifn BRI AE 2 (0.5%) Je A 1 (0.2%)
U R 1 (0.2%) D 1 (0.2%)
U oSBT 1 (0.2%) R kE 8 (1.8%)
Y SERBENIIAE 1 (0.2%) FEMED F 37 (8.3%)
U > RERIDE 1 (0.2%) HRB 5 1 (0.2%)
i R ER A E 2 (0.5%) HERE R 1 (0.2%)
MR kA i 2 (0.5%) BRI 1 (0.2%)
REREE KIEANEFRE A 1 (0.2%)
HUE 1 (0.2%) PR 18 (4.1%)
FiME T L L — 1 (0.2%) JE AR 1 (0.2%)
R EE TR BILRR 1 (0.2%)
IR IR RE A T E | 1 (0.2%) I ERRIK T 1 (0.2%)
RE#BLUREBREE EAR 2 (0.5%)
EalL AT a— Ve 5 (1.1%) Aol RE 9 (2.0%)
ERUZUERY RLE 1 (0.2%) FEP R B RE R 1 (0.2%)
KF N Y 7 A E 1 (0.2%) Jv 5 1 (0.2%)
RBRITHE 1 (0.2%) SRR 3 (0.7%)
REKEE 1 (0.2%) TR 22 (5.0%)
RAEHR 1 (0.2%) TADAETERRE 1 (0.2%)
e g I 1 (0.2%) KA 5 (1.1%)
FEEEE Wi 1 (0.2%)
LA 2 1 (0.2%) At 5 (1.1%)
RIEREE 1 (0.2%) eSS 2 (0.5%)
Bk 2 (0.5%) JEE ST AR 2 (0.5%)
NS 2 (0.5%) ARFEE
o255y 2 (0.5%) L) 4 (0.9%)
5 O 4 (0.9%) AR A 1 (0.2%)
HHEIEET T 5 5O 1 (0.2%) R 1 (0.2%)
ETESASEN 1 (0.2%) A EE 2 (0.5%)
T EhpE L 2 (0.5%) AR E B 1 (0.2%)
i 1 (0.2%) EBLURKBES
ANHRE 2 (0.5%) Hug 1 (0.2%)
Ve R—ik 2 (0.5%) [l#EPE D F 12 (2.7%)
K EA 2 (0.5%) IE NI 1 (0.2%)
Ui ST 2 (0.5%) DEEE
s 2 (0.5%) DA E) 1 (0.2%)
NKEZAL 1 (0.2%) EERETO Y 4 (0.9%)
s pep i g (- 1 (0.2%) SIS 4 (0.9%)
IR e 2 1 (0.2%) Do A i 1 (0.2%)
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BRI & Dl FKBUEFIZE (%) BIVE R % O E FHKIBVEFIZE (%)
DR PR 1 (0.2%) B K TR 1 (0.2%)
TRPEER R 1 (0.2%) ik 1 (0.2%)
DA SR 1 (0.2%) 0U iz 1 (0.2%)
mEREE 0 i AR R 1 (0.2%)
EmiEZ V—+8 1 (0.2%) BB LURBES
1B 1L 1 (0.2%) AR EBRIR 2 (0.5%)
TRAH RS 1 (0.2%) Y BERBLUVIERESE
FEIRZS. MERE & UHERES A BRI 1 (0.2%)
BaEED 1 (0.2%) PR RE R A 1 (0.2%)
AT 1 (0.2%) —f& - 2EEEL L UVREEHHLOIREE
I R e 1 (0.2%) M IE 3 (0.7%)
S H i 1 (0.2%) 57 25 (5.6%)
U TEp e 1 (0.2%) [OX QOG- 1 (0.2%)
1 [N 5E R 2 (0.5%) AT 3 (0.7%)
BIEES Zy i 8 (1.8%)
G S A R J 3 (0.7%) JRFTIERR 1 (0.2%)
20 1 (0.2%) EEIF TR T 1 (0.2%)
g 5 (1.1%) FHEARRE DS 2 (0.5%)
Y i 1 (0.2%) RAREE
15350 2 (0.5%) TI=VT ) NTUAT 2T 5 (1.1%)
T 3 (0.7%) TARNGEVBET I ) hT VAT =T —PHl 5 (1.1%)
(R 1 (0.2%) HH 1ff. AR T 4B 1 (0.2%)
LR R 2 (0.5%) e Y e s 2 (0.5%)
BLW 1 (0.2%) 7w 7 F 8N 1 (0.2%)
53] 2 (0.5%) MHF A N AT a L E» 1 (0.2%)
R E W R 1 (0.2%) AT A N AT o 8 3 (0.7%)
GLOYI 18 (4.1%) IR ERSBE N 2 (0.5%)
BESTE/S 1 (0.2%) yINEINNT AT =T —B N 7 (1.6%)
g 4 (0.9%) DA R 1 (0.2%)
M O SRR 1 (0.2%) DaEE M 1 (0.2%)
0 OSERH 3 (0.7%) ELEY REAHRE 1 (0.2%)
FEEEREE U SRS 1 (0.2%)
S 1 (0.2%) HERAEE N 1 (0.2%)
Jrbe s 1 (0.2%) B H ER A 1 (0.2%)
BEHS L UETHEES 1IN E 1 (0.2%)
S 2 (0.5%) GNGERT 2 3 (0.7%)
WiBAE 2 (0.5%) TR EEHE N 3 (0.7%)
T LIV X — R Ak 1 (0.2%) F i BR N 1 (0.2%)
a3 1 (0.2%) BRATNT v/ 7 LT F= o i 3 (0.7%)
HLBE 1 (0.2%) T RrZET Y RrAxTasEd 1 (0.2%)
% 9 FEIE 3 (0.7%) PERVE URES T 0T Y N 1 (0.2%)
B 1 (0.2%) M 5 2 (0.5%)
W5 4 (0.9%) o 2L Z R R B 2 (0.5%)
BEIR 35 1 (0.2%) BE. FEBLUVNESBHE
STV E 1 (0.2%) BIEA)EER S 1 (0.2%)
BEKRRELUHEAHERBES i8] 3 (0.7%)
RE 1 (0.2%) A5 2 (0.5%)
A 2 (0.5%) R 1 (0.2%)
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VI Zeete (B EovEEs) ([CB4 23EA

2)ptFAEE (APH£RIFEMAERE : EP0008 HER K& U EP0009 FAE%)

TR
FRATIE 5K 527
RIVE R BURE Bk 313
BIVEARBUEGIZE (%) 59.4
EIVER & O |%Efﬂﬁ1ﬂ$ (%) BIVEH S DR FBUERFIFE (%)
BEPES K UFEREE YR RE 2 (0.4%)
H %K 1 (0.2%) AR R 6 (1.1%)
AP 1 (0.2%) T 1 (0.2%)
A TN 1 (0.2%) JAF R — 1 (0.2%)
EAEIERS 2 (0.4%) VA h=— 1 (0.2%)
fiti g% 1 (0.2%) Th A 3 (0.6%)
REEY 5 (0.9%) IR N 1 (0.2%)
B, BB L UVEHEHTHAOTHEY (BRELUKRY— SEIR 31 (5.9%)
TE#ED) IBHIRAE 1 (0.2%)
R LR | 1 (02%) 5 B ARAR T 2 (0.4%)
mES LV VINREE &R 1 (0.2%)
=il 1 (0.2%) FLIEREE 9 (1.7%)
H Bk iE 2 (0.4%) K= 2 —a T — 1 (0.2%)
U 2 BRI E 1 (0.2%) AR FEAE 4 (0.8%)
M/ N E 1 (0.2%) s 55 (10.4%)
REREE REHREE 2 (0.4%)
T BUE | 1 (0.2%) TAMNAERIKEE 2 (0.4%)
REELUREES FAp 2 (0.4%)
& I A 1 (0.2%) PRH 12 (2.3%)
1&F N U 7 AfE 3 (0.6%) S 3 (0.6%)
KU ERAE 1 (0.2%) ZIRMEARAL 1 O ERAFEAE 1 (0.2%)
AAEOR 12 (2.3%) ARFEE
AHEE R i g 4 (0.8%)
Bk 2 (0.4%) foxl 26  (4.9%)
itk 1 (0.2%) RS2 A5 1 (0.2%)
F) 1 (0.2%) IR9m 1 (0.2%)
5 OK5y 1 (0.2%) £ IRk 1 (0.2%)
9O 2 (0.4%) T 27 (5.1%)
RISy 2 (0.4%) Ll 2 (0.4%)
F M SiEREE 1 (0.2%) EBFURKES
R 1 (0.2%) i 1 (0.2%)
LI 1 (0.2%) Hig 6 (1.1%)
WIHAAHRIE 1 (0.2%) [Bl#EPE D F 7 (1.3%)
AHRAE 6 (1.1%) IDEES
SR 7N 2 (0.4%) FEEETa v 4 (0.8%)
SR ETNE 1 (0.2%) IR 1 (0.2%)
HH&# 1 (0.2%) EMZ7 oy s 1 (0.2%)
T A AFEHIR 2 (0.4%) D E PR R E 1 (0.2%)
KA 1 (0.2%) B 3 (0.6%)
BEATHE) 1 (0.2%) D MEHIAMHE 1 (0.2%)
HRREE mEEE
SFEIE 2 (0.4%) R 1fn 1 (0.2%)
TEE) 9 (1.7%) JE ST E AR L 1 (0.2%)
i £ 1 1 (0.2%) BH 2 (0.4%)
i 1 (0.2%) MRS, MZRE & UHERES
i 3 (0.6%) Atk 1 (0.2%)
AR E By B 5 (0.9%) EEI N iz, 1 (0.2%)
BN E 145 (27.5%) SR 1 (0.2%)
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BRI & Dl FKBUEFIZE (%) BIVE R % O E FHKIBVEFIZE (%)
1 JPENFBE R 2 (0.4%) THLHIA #% 1 (0.2%)
BREE PSR I 1 (0.2%)
R AT 1 (0.2%) Iy G N 1 (0.2%)
[ 6 (1.1%) —fg - 2EEEL I VEREHLOIKE
g 5 (0.9%) HEFIE 7 (1.3%)
A 4 (0.8%) 8 A B 5 (0.9%)
T 8 (1.5%) NSRS 1 (0.2%)
mEA R 2 (0.4%) Ty 4 (0.8%)
+ZFE % 1 (0.2%) FLH K 1 (0.2%)
HIEARR 3 (0.6%) HATREE 11 (2.1%)
ERie 1 (0.2%) Sy 3 (0.6%)
B 3 (0.6%) JRPTIERR 1 (0.2%)
ZEHRMEE & 1 (0.2%) (s 8 (1.5%)
B 29 (5.5%) R I 1 (0.2%)
RIIRIE S 1 (0.2%) I 1 (0.2%)
AR i 1 (0.2%) RN 1 (0.2%)
AL 31 (5.9%) FEEN 4 (0.8%)
TN NI 1 (0.2%) RRE
H bR 1 (0.2%) TI=VTI) N T AT 2 TP R 1 (0.2%)
W E 1 (0.2%) TI=VT ) NI VAT 2T B 4 (0.8%)
FFREE REE TARTEVBT ) 8T VAT 27—V R 1 (0.2%)
frene = 10 (1.9%) TARGE VBT ) b T /AT =25 —PH#l 8 (1.5%)
i 3 (0.6%) i H B R R 1 (0.2%)
Jikgictes 1 (0.2%) Lo A v A 2 (0.4%)
AT E 1 (0.2%) e 27 v — L 1 (0.2%)
EEH L UVETHEEBES A7 R o 1 (0.2%)
i B 4 (0.8%) i~ U o A 1 (0.2%)
K 1 (0.2%) i H SR B 0 4 (0.8%)
T UL — PR A 2 (0.4%) T ERER ST HE N 2 (0.4%)
KB 1 (0.2%) y-INEINNT AT =T —B 8 (1.5%)
A2 1 (0.2%) B RE AT 5 3 (0.6%)
HLBE 2 (0.4%) U v SERELR D 1 (0.2%)
FZF H i 1 (0.2%) U 2 SERERHE N 1 (0.2%)
ZIFIE 2 (0.4%) BERE s 2 (0.4%)
% ) FEIE 6 (1.1%) i P ER SR 6 (1.1%)
®95 4 (0.8%) T HPER S N 1 (0.2%)
E IR 1 (0.2%) /N E s 7 (1.3%)
EHMEE D FEIE 1 (0.2%) PREEH 1 (0.2%)
BEERRSLUHEAHRBES R R L BR B R 2 (0.4%)
RAfE 1 (0.2%) NG 3 (0.6%)
g 1 (0.2%) REH N 3 (0.6%)
[PALSN 7 (1.3%) F ifiL BRI ) 18 (3.4%)
B K e 1 (0.2%) Y i 1 (0.2%)
VU R 2 (0.4%) RE Y L e N 1 (0.2%)
TEEHPEL T 1 (0.2%) JRHE At 5 (0.9%)
BE FURKEZ NT AT IF—E ER 3 (0.6%)
PR A 1 (0.2%) BE. PEBLVLEEHHE
T PR 1 (0.2%) Lot 2 (0.4%)
i fR 1 (0.2%) P 2 (0.4%)
ARIR 1 (0.2%) AL 1 HA I 1 (0.2%)
EHR 1 (0.2%) M 1 (0.2%)
PR IREE 1 (0.2%) IY5Fi= 1 (0.2%)
¥BRPLUVIEES =it 1 (0.2%)
A b 1 (0.2%) R 2 (0.4%)

(MedDRA/J Ver.16.1)
(01647 m s BT AR

—110—



VI Zeete (B EovEEs) ([CB4 23EA

3R (EFF£RISE I HARMMEIZ55ER - SP848 5XER)

TR
FRADIE %% 137
Bl 58 BURE B34 77
BIVEAFBUIERIE (%) 56.2
BIVER% o | EEBIE (%) BIVER% o | FEBUEGIE (%)
BEES LK UFERE mEEE
ELCES 1 (0.7%) WL 1 (0.7%)
7 A L AVEE g% 2 (1.5%) EH 2 (1.5%)
MEH LU VRREE MER 23S, MUERE & UHtFRRES
A BRI E | 1 0.7%) it 1 (0.7%)
REBLURERE BiEE Y 1 (0.7%)
ik 1 (0.7%) LoD 1 (0.7%)
KAV » AfiiE 1 (0.7%) KB S oI 1 (0.7%)
HEi 1 (0.7%) BiREE
RARIGE 6 (4.4%) JiE 5 2 (1.5%)
RHES LR 3 (2.2%)
Wi 1 (0.7%) PN 1 (0.7%)
Rz 1 (0.7%) 55K 3 (2.2%)
PETLIRTE 2 (1.5%) T 2 (1.5%)
5 >Ry 1 (0.7%) L 8 (5.8%)
Koy 1 (0.7%) PEHEIR Z 1 (0.7%)
iy 1 (0.7%) Mg P 9 (6.6%)
N X[ 1 (0.7%) H M D RJE 1 (0.7%)
FErRREZ L 1 0.7%) EEH L UE THREES
JAE R 1 (0.7%) S 1 (0.7%)
FAAT 2T 1 (0.7%) Wit 1 (0.7%)
FETHE) 6 (4.4%) AR BONE S 1 (0.7%)
FEthE iR 2 1 (0.7%) % 9 FEIE 1 (0.7%)
HRREE 55 1 (0.7%)
Rz 1 (0.7%) —f& - 2BEETL I VEREEHAOINE
et 4 (2.9%) A 1 (0.7%)
FEED E 28 (20.4%) JZ 7 9 (6.6%)
RE 4 (2.9%) AT 1 (0.7%)
SEIR 2 (1.5%) 5 Rk 1 (0.7%)
R 5 (3.6%) ERERIRE
P EEE 1 (0.7%) 1L PR R R LV R 1 (0.7%)
R4 5 (3.6%) MR R U o A8 1 (0.7%)
P 1 (0.7%) M7 2 kAT 1 o Eb 1 (0.7%)
fEHAR 27 (19.7%) M ~Y 7 U&Y REN 1 (0.7%)
TADAERIREE 1 (0.7%) 1. FR R BEEE 0 1 (0.7%)
PRk 11 (8.0%) B Y-Syl 1 (0.7%)
A R S 1 (0.7%) DR X BE 1 (0.7%)
Sl 3 (2.2%) i rPERERR D 1 (0.7%)
REE MY S— FFu=d 1 (0.7%)
A 7 (5.1%) PRI 1 (0.7%)
F 7 (5.1%) Wil MY 3 — RF o= 1 (0.7%)
AR E 5 (3.6%) 5E. IEH LK UCNESHHE
B 1 (0.7%) BRI R 5 1 (0.7%)
IR e A ot 2 1 (0.7%) B 55 1 (0.7%)
HE L URKESE 55 1 (0.7%)
[ElfEME D F | 1 0.7%) B 1 (0.7%)
K FEY)E 3 (2.2%)

(MedDRA/J Ver.16.1)
(2018 4 7 23— =T S AL
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4R ERARE (EFRERSE MAEER | SP0982 HER KR U EP0012 EAER)

TR
ARSI %% 264
Bl 58 BUE Bl 3% 124
BIVEH S BUEGIZR (%) 47.0
BIVER & O |%E<£EJE1§IJ$ (%) BIVE S O FBERFIF (%)
MAEL LV VNREE SEA) R LR N 1 (0.4%)
H I BRI AE 2 (0.8%) yINEIN T RT 2T =B 2 (0.8%)
U L SERIRD S 1 (0.4%) NV AT IF—EEH 1 (0.4%)
i FR BRI i 2 (0.8%) RN 2 (0.8%)
I IR A E 1 (0.4%) REBLUFREEE
DEEE BARRGER 1 (0.4%)
FEEET0 vy 1 (0.4%) e 1 (0.4%)
EMT a2 1 (0.4%) HRREE
Eyfes 1 (0.4%) = 2 (0.8%)
HE L UREES JFENE 1 (0.4%)
Hug 1 (0.4%) HEE 4 (1.5%)
[BIEEPE D F 14 (5.3%) A 4 (1.5%)
RfEE AR E 1 (0.4%)
L) 6 (2.3%) T FRE B B 1 (0.4%)
AR A4 1 (0.4%) Rk 5 (1.9%)
SeARSE 1 (0.4%) FEMED 48 (18.2%)
F 5 (1.9%) KIFEEsA 2 (0.8%)
ks 1 (0.4%) GIEE) 9 (3.4%)
BaEE SR TLHE 1 (0.4%)
JE TR AR e 2 (0.8%) R BURR 1 (0.4%)
JiE 5 1 (0.4%) FLIE R 1 (0.4%)
LR 1 (0.4%) JEETR 2 (0.8%)
G 3 (1.1%) IA T E—XAETADA 3 (1.1%)
T 4 (1.5%) SERR 3 (1.1%)
1 PN RE S 3 (1.1%) INEVET A A 2 (0.8%)
53 1 (0.4%) SR R 1 (0.4%)
F O R SRR 2 (0.8%) $HE 1 (0.4%)
L 16 (6.1%) AR AR 1 (0.4%)
Mg - 8 (3.0%) B 32 (12.1%)
—f& - 2EEEL L VREHLOIRE AnhlEE 1 (0.4%)
957 9 (3.4%) TAMAERIRRE 2 (0.8%)
T i 1 (0.4%) Pk 4 (1.5%)
AT 2 (0.8%) RHES
5 Rk 5 (1.9%) Yz 2 (0.8%)
ysNR 1 (0.4%) ) 1 (0.4%)
(mF72) 1 (0.4%) Rz 1 (0.4%)
ST AR RE D G 1 (0.4%) 5 ¥ 1 (0.4%)
BEES S UFERE AARSE 1 (0.4%)
LIz W 1 (0.4%) R E 1 (0.4%)
hE 1 (0.4%) FErE RN 1 1 (0.4%)
DR 6 e 1 (0.4%) EERB L VIEES
5E. IEB L UNESHHE HikiE% 1 (0.4%)
A5 1 (0.4%) e 1 (0.4%)
PR R 5 1 (0.4%) BEEH L UE THERES
SHE RS 1 (0.4%) it =i 2 (0.8%)
RRRE JTV AR 1 (0.4%)
TI5=UTI) NIRRT =TI 1 (0.4%) % 9 FEIE 1 (0.4%)
M7 VA YRAT 7 X —EHM 1 (0.4%) BB 1 (0.4%)

(MedDRA/J Ver.16.1)
(2020412 A 22— — BT AR
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VI Zeete (B EovEEs) ([CB4 23EA

9. MRBRERRICRITTEE
BREINTWARN

10.BEERE

13. BAEERS

13.1 fERK
WEAL (K 12000mg) 12X VR0 bz EAiikix, wEED £, Bl FIE (MR
RIFIE, CTAMDAEEREE) | MeEREE, v a v 7 KOEETHH-72, £z, 7243 F7000mg &
— IR L2 TR A ST b,

13.2 B
AANTMGBENTIC L W BREFRETH 0, I L TV DIEROFEEEITIS U CIMEEN O£ % E 895
&, [16.6.2 2]

e -

13. CCDS &5 |Titdk L7,
W ER G OBE T LR, B EOHEFEZITV . AANTMBOENTIC LV BREFRER 20O, FBLL
TV DIEROFEE IS U CTRENT O FEfi 2 B2 2 & ( [VIL10.(3)MiKEH % 52 1T T 5 R B HEEE
EREOMBEHPRE WMEAT—4%) | ZH) .

MERLDIFE

E L%y Mg 50mg. EL/Xy FE 100mg

14. BRLOEE

141 EFIZFEFOEE
PTP @2 DHANT PTP > — M6l L TIRIT 2 X 5835 2 &, PTP & — FORAEKIZ L D |
BV A BRI~ L, I FEAZE 2 U CHERIAR SO REERGIHEZ PR T2 2 &0
H5,

fiZsn

141 PTP BEOFEANIBEOEEFE, [PTP OFBRKIKIZOWT) (R 843 A 27 HAT HHEHFEE 240
) KON TPTP OREERIZOWT (&FET) | (CEpk 84F 4 A 18 HA H HEHEEE 304 7)) ITHEWVERTE L
7=,

ELNRy FRFS4209F10%
REINTHRN
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VI %243

M (M EoTEES) (B 5 A

12.ZDH0EE
(NERERERAICE D 1B

15.1

BERRERICE D < 53R

WS CEIE SNTZBEEOPCADAKICEB TS, TAd i, BREBEEZ5SGE Lz 199 O7 7 &R
*f PR R RBR O REFE RIS BT, BRSEL OEEERORED Y 27 3, FrTANAZEDRAFET
T ERBEL LR 2 5E < (BUTADASERMEE : 0.43%., 77 B4R 0.24%) . FTTADA
HORARETIZ, 77 BRBEE 1000 AH720 1.9 AL W EFHE SN (95% 158X :0.6—3.9) ,
Flo. TADABEOY T I N—TTlE, 77 BRREEL 1000 AHT2Y 24 AW EFE ST
%, [84, 85

fE2ER
15.1

KEEBERLD (FDA) 23T 2B T, LTANAKD 75 v R BILERBRICB VT, i TADA
FERM LTV EETHZRBEITS (A&RRE, BN, BRMEH) MOBREED Y 27 HBHitiy
WCHBIZHEMT 2 2 L 2R T HRENEONTZ 006, FDA X0, JUCTANAIKIC LD ABELT
Zy7p O R EMARL 9 5 SCE 2008 /- 1 A 31 H AN 2008 42 12 A 16 HIZAR SN, Zhaxzld, &
A D DR B SN CAD AT 2 EOEEOSETHR (2009 4 7 A 3 HAHEA S @A
e A G R 2 R R SRS &b SIZELH L7,

L DOHT AN AT L FRFRIZ, ARAES- IS DT ERRE R EORERRD bNHEEITE, 7<IgE
BEICGERT D L2 T 5L e bic, BEOITHOLLICOWTEHo2Blg2iTo> 2L ([ILEE
BRERKEIELZTOER) 31

< FDA Alert (2008/12/16 f}) O 5L T —4% OME (HH) >

FDA 1%, FiCTADAIKIZ L 2 BRATE) (AR, BREN K OYERTE) B ZRREOFREBUT OV TH
K57, 199 07 7B RAREHBR T/ ONIZT — X DL B a— LT E5E T Lz,

OB T, T, RERE OUBMEREE . 5 S9N, REEHERE) | T OMOLEER (FEHE.
PR PR E ML AR 72 &) O AR K OHBIRIE & U CHER Si7z 11 FOH CTADASEDOH 2N
Mpf &, 543,892 A (PLCANAEEGRE 27,863 A, 77 HREE 16,029 N) O 5ikll EOBRENE
E TV,

DI L FEDOH T ADASRE GBI EA BT SN BB O ARITE, SEDO ) 271X, 77 RO
BELD G 2B EoTe HEBELER Y 227 1.8, 95%CI [1.2~2.7] 1 . HFEITE)&EOHEE
FAERIT, 7T BREE (16,029 A) D 0.24%xF L, FLCTANAZEERE (27,863 N) 13 0.43% Th -7,
ZOHBATEIEED Y 27 ERIE, PITAPARKICE 1M EZ T TV B ERE 530 ACo&, HRITH)
SR ORERID T AT 5 Z AR LTV,

HRATEY, B O Y A 71X, TADABE ORRARRERO J7 A5 B 2 O O F B EHE OERIR
R L bEroTe REZMR) , BRITH/ SEO U 27 EFIE, FiTADAIKIC X DIBRAG» b R
CT1HEZBLVBO O, RBROBEHM A L CRO BN, T ORBRIZIS T D155 HIH O H JefiE
12 THoT, 1FEAEORBRN 24 METITKRT LTV DD, 24 BEHZ DY A7 IZONTEHE
FEME DO EOFH M T X 22 o T,

PCADAERETIZRE 4 ADABZ LD L, 77 B RBETIEAZ LB XV o7z, LvL,
AR LT BEEN DT E D720, BRICKT 2 CADAEDEEZ VTR b oT,
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VI %5t (BEH EoiFEs) B4 5HEA

BIGAER D BRAER DI ) XY LM R *

1,000 A& 720 @ H MM AFED S 7o BE K .
HRFATR DI TR RRE | FUTAD AR Y - sy 27
TADA 1.0 3.4 2.4 3.5
FE AR 2B 5.7 8.5 2.9 1.5
Z DL DI 1.0 1.8 0.9 1.9
#t 2.4 4.3 1.9 1.8

* 0 BRI 2 AL TIHE AL TV 5,

(2)FEEGERERER I E D < 1Bk
15.2 JERRFRERERICE D < 1FHR

15.2.1 FEEIRFEDBIERBRIZIWT, Za ¥ I NET v b@yké%ﬁ: THEG4% 35 H H ETHOME LTZAY,
~ > 26 ] o O 104 8 [ S 1 G- 73 MR RIS D BT, A XD 52 Wﬁ@&ﬁﬂ
BRI B W TKEIRDZALITRED B iehr o 72, f@ffﬁ “’fﬁ%‘}@ﬁﬁi B4 2 BIE ORBLRIT T Z
ARREL Y E L, 16 EEE G0 H P ILFRESEMAERERO 77 2 R TIX 1.6%2% L, A% 200mg/ H
BEC 4.9%. 400mg/HEET 12.2%, EHE G TIL5.5% TH 0 | MEAME IR (PFAREE) © 7
T AREETIE 4.4%12%F L, A% 200mg/ H BT 8.9%., 400mg/H#£T 18.0%., 600mg/H #C 30.5%
Thot, [8.6 5]

1522 XRHFEEET L THD WAG/RI) 7 v + (3, 10 &1 30mglkg ZEHENEE ) KA 5 27 —b
HARERMTADAT v b (15.6 KO 31.2mglkg & IEIENEL G (28T, KIRIMEDBENGED
LT,

R

15.2.1 FEERRFEWEREABRICB N T, 7 v FOKEERICE L% 35 HH £ THA Lz Z & BRRRERIZ BV T,
RICBET2E8WERN 7 7R REL D 2RO LN Lo Lz ( VIS EELGEKRKIEIELZD
Bl 2H) .

15.2.2 FEREIRBUERAS Fos O AFIN KAPBIEZ I I 5 AR IS RIS B ETE N2 bt Lz,
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IX. FERER

BRI B D IH H

IX. 3E

FREREAER(CBE 9 SIRE

1. EIBHER
(N ZENZEE AR
VI.EMEECEI SIER] 2H
Q)R &M EEHER

1)

2)

PREBZERICRIZITEE (ROR. Ty )

~ 7 AZKT S 7 2% 2 KN 10mg/kg OREERN# G CHRESEEZAPERIZER O b (RIS T 28
RO BN MhoTz, T ARNT v MIRBIT 5 Irwin OIERBIEZERBR TIL, 72V I N5k, #Ei
(w7 AKNT v b 16mgl/kg UL EEFENEE S, T v b : 64mglkg UL Bk O#EE) | LADEHT (v

A : 8mglkg UL EMEVENFEE . T v b 16mgl/kg UL EIEVERNS S, F v b @ 64mg/kg LA EREOEEE) KO

EIRDIK T (=7 A @ 16mg/kg VUL EREPENE S 7 > b 8mg/kg LA EIEVERNE S, 7 v & : 16mg/kg

PLEROEE) BAL, BICEHETIIRE (w7 X @ 32mg/kg BENEE, 7 v b @ 64mg/kg IEIEN

e i, 256mg/kg #& 0% 45) K OMRIBIK T (= 7 A K OVT > b :32mg/kg L EEVENSE S 7 » b : 256mg/kg

ﬁﬂ?ﬁ’ﬁ-) ERHL LN, Ty MBI ARRAOEGIZXE S Irwin 38R Tl 25mg/kg VL LT HIEEB) DX

- RER K ONE S D B IROAR T 8 2 BTz,

lL»JI[l‘”“??:I RIZTEE (nvitro, S k. 4 X, HIL)

<in vitro>

HEEL 724 XOT X i fElcB W, 7 2 3 RIZL Y 90%IHENEN FiGihif] (APDgo) OF E 7%

i (APDgo : 50umol/L T 15%) K OVEENENONLH E3 D EE (Vinax) O FEE (Vinax : 50umol/L T
9%) DRD LN, A4 XXFTENE Yy FOHEBELLEFMBIZBN T, 72 I R 10 T

50umol/L TYEENEN Ffe e D 0T DR g2 7 ATz,

F v A =— AN AL IR B S E 72/ %2 NatTF v RV K O M TES LD NarilEit L7 24 2
R 50umol/L (12.5ug/mL) 12X V&) 10%HE Sz, v MREERARICREE S E 72k 2 NatF v ¢

LIZEWTH IR 2 EER [50%PFAEFRRE (ICs0) : 293umol/L] 2338 Havizns, £ OHEEM

1K) 70% TEILXVVIREE & ic D AREETH-T,

v MLEAME TR, WOMBEEMIZEIT ST 2 RO NartE il E TR bheno7-, Lo,

—70mV F T iy i Ltﬂ%ﬂ;uT IE. NatEROFE LA BIRTFEN 2B BB b, £ ICs 1

67.5umol/L Td ¥ . 5000umol/L TIX7Ea7eHENE D Hivl,

Z 2 2 K 5000umol/L 12 k5t MOLEFGMEO L CazvEiROMEIZDTH (9.9%) T, 500umol/L

FCORETENE Y MLEFHMIZO L B CaztEiticxtd 2 1EMILA %i{bﬂ*\ hERG F ¥ R/VETET

% KR LT 3000umol/L D EIRE T I < T RflE (T%) B b,

<TYblA4X, HIL>

ELEESRIIET » FTIE, 7 2% I R 100mg/kg Of% £ 512 & 0 15 K& OVFAEUA R 2 1B TEGR
LIRS T,

BRI X (HERE) TiX, 7 =% I K dmglkg OFRIRN G-I HEPIRERERFHE (Thma) &5
A6n T 3V I NN G 2~5 3% 2B\ T, PR Faﬁﬁrﬁ&@ QRS fllaa@%i’b%i}”b 4~6% KT 8~11%
DIER: % O FrgetE OB W IR TER 2580 b, DIHIEH &3 2 b7,

FMZHENTH 7 2 I K 30mglkg DFFIRNE G- T, A X & [FARRD DIB(RE K A TEN B/ T A — Z 1Tk
THERNED B,
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IX. FEREARRABRICBII 5 HH

3) HFRIBIRICRIZTHEE (T )
Ty MZBIF L2287 VFRAES T 7EEZHWERBRIZCBWNWTT 2% I RO Tsmgkg £ TOMKRAEE T
. FERERRICHT T 2 ERITRD b hroTz, 7 v FOROESIZE S Irwin 8 (50mg/kg UL E) &
W7 v ho@EMHRER (100mg/kg UL E) TR REED - 54072,

4) BigRWHILRRICRIZTTEE (v b, 4 X invitro)
Z v MZZ7a% 2 K 30mgkg ZREOFKG Li-E 2 A, &% 6 B £ TORE, Natk O KA 4 Pkt
BRI oTc, Ty M ROA XOKEHRGEERR T, IREOHIMN &K QRS OARD B i
TR, S ORERIC Té@b%@%ﬁ&é@&@ﬁ@ﬁﬂ%ﬁk%%*ﬁﬁﬁ X, BEMOH D BREEFEIXA LN
-7z,
ZaY% I KO in vitro TOHELEEREICKT T HEHZELE Yy FOfMHBEGERZH TR LIZE Z A,
Za% I FiE 150umol/L EFTORET, 7FLalr ke b=t BEAX IV KON Y 7 AIZE
DRI T A A B RERITI RS e o T,
Z v MBI D in vivo IHILEEIEEEORBR TIX, 7 29 I F 1mgkg O 05 T L& tihds BrsE o 8
D(T%) BHBIL, 25, 50 LN Tomglkg Tid 27~28% DK F &R L7,

(3)Z Db D EFBEAER
VI.2.2)EZEft T 5HBAKE DESH

2. HHHAR
(MEEHREEEHRE (IVR. Ty b 1X)

7 ath I FOHREROBEGEEERBROMSGR, v~V AKDT v MZBIT 2B L Z D LDso fEIXZ 2411 383 &

O 253mg/kg ThH o7z, mMETO—MIREDOZE L, EEWEE T, EEZGH . R MRIBML, Em St o

HR, BRI, BN, IRER, (FWivA, MEIRIRIEE, 85 ) PERENL . BiESE O K5 72, et RICE

273t I ROWEDOIBEH & EITEE L Tz,

Flo. A XORAKRGIZE DEKME (MTD) #BX v, #IEOBIEEIL>40mg/kg ThH -7z,

QREEEEMHHR

1) 13 @8[EEE (¥VX)
~ D AIZT7 3% I K30, 60, 120 &N 180mg/kg/H % 1 H 1[0, 13 MR OEL L,
180mg/kg/ H#ET 2 BN FEL L7z, 120mg/kg/ H UL EDORET, —RIEEOZE L & U CHEE OERAFH, E
P, ERR.O (IR SUIRERML, IR M OB TR BTz,
MEFEVE S IMERE T 60mg/kg/ H TH o 72,

2) 26 BE®RE (T b)
Z v MZZ7 2% R 30, 90 XN 180me/kg/H % 1 H 1181, 26 MR O#E L=,
180mg/kg/ A #E T—MoRAEDOZ L & U CHiEEDEEM, HEEPEIR T, BEBDL, RERAM SUIMENT, #% 7 o HI
KO RTTENRD bivlz, £72. 180mg/kg/ HEE TG = L A7 v — LD, ALT {&MED A T
Bk oD 1A B b BB N OV B BB D BN AN FRD S U728, I M OV BEAR AR 2 O A Dl B IR ZE I A B
A9, AST, ALP &Y LDH O#EEHIC 2 LITRBD b o7, 180melkg/ HEEOMETRED 7%k
DT, EIZ, EEFEORED ) 180mg/kg/ HBEDMEZRD BTz,
MEFAIRA, IREI RO, TERAEREMRA, HI & YRR F RO A O RITIL T 2 I M5
LEITRBO Do Tz,
MEFEVE B IMERE T 90mg/kg/ B TH - 77,

3) 52 ARG (14 X)
A XZTaH% I R 5, 10 & 20/25mglkg/H () 5 #HEIE 20mg/kg/ H THH- L7223, 2EEENIE
2o i, Bl 6 I 25mg/kg/ HICHE L) 20722k 1 8 15, 52 HE& OG- L,
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IX. FEERARPABRICEE 5 HHE

20/256mg/kg/ H#ETIL, 20mg/kg/H Z#5- L7z & X2, WEM:, JREFEPMEIT W ivA, 888 TEEh G, IERA

u&o@mu# 8 BTz, 10 KON 20/25mg/kg/ H BEOMETITE S 1 H O KRB IRIHE I 13 H B SOG
ICH B L, 20/25me/kg/ HEEOMETIIE S 13 £ TOM., AERBO B bz, —F, BT

ti%&%gkgﬁif7ﬂﬁ\F&EL%@?6EF®£M1#%MﬁﬁokO

RESOIAREINE, BAEELOEKE, REFPARA, TREERERE, IR FAMmEM, B REMmiarm

A, REEE, FIR KO B AR IS IR & b T 2 X RICBIE L 72 2 IR b o Tz,

M T 10mg/kg/H TH o 72,

B)EIEEMHER (invitro, XA, Ty k)

7

D

2 X RITME 2 OB IR AR R, ~ o /MR &L VT » M ARER DNA Gtk Cliatttbh
Too ¥ AN U7 —<BRCIFBEHER SN TV D K EE K E < LES 2000ug/mL PAE O R 70 R

BT, EHEMEALRIFIE T OEEE CTIES WG R b,

GNARHERER (XX, T H)
YT ARDRT y MZBWTTZ 2% NgKitEE COMEL 1 A 1B 2FMEA#&L Lzl 2 A, AFRIC
ROBR DT, B AR A T, S SIS A O HINERR D bR o 7z,

(5)EEFE SRR

1)

2)

3)

ZRAEERVERE TCOMHREREICET HEHER (Sv )

MEEZ ~ M2 T 292 K 25, 70 O 200mg/kg/ H O AL LiZL Z A, WO H&THIEDANRE
ICEBNIER O Die o Tz, MECTITHMR L OURE L7 A5l T A —%  (EhilkeE. BERELOIREERE) (12
37 3 X RICBEE L2 ZBIERBO b v oo, RRLHT 14 BRI 2 M E M OB OAEFHREIZ X
:%iFm%@LKQMﬁﬁban@#oko&%i@@ﬂ%ﬁﬁ I SRR, x%%u@%
B CUTHRENMEL, R BB B A B 2 T B PN R B R D D EITRD b e o T, ZIREEO M
PEEIIMERE S 200mg/kg/ B TH -7,

B - BRRFEEICEAT AR (v k. oHF)

W7 > M7 a4 K 25, 70 KO 200mg/kg/ B Z##& O #5- Lz & 2 A, 4 FYUIBREO T R L ORIEN < Z
A =TT ay I PNICE#ET BT H bR T, TRIBONELTIE, WIBRT . B OB
FUZIE T 2 I NICBET 2 BT LR D o T2,

M - BR ERA O IEFEMEEIL 200mg/kg/ H Th o7,

THRIZT Y I N 6.25, 12.5 KO 25mglkg/H # & Afeh- Lz & 2 A, 25mglkg/ HEE C—CIRRED 1L
LT, BEOEBEHIBEOT v AFENI LN OAE 2N, SEB) I M OV R O SRE M )
AVAMSBRMEICERD BTz, IRIBIZEBWT, 7 a4 I NICE#ET 24 RGE., NIRRT, SETEXILE
AR I ONT, I - JRIRRAICE T 2 EHMEEIT 26mg/kg/H Th o7z,
&EW&U&E%@%E%UIﬂﬁ%w%%r@?%ﬁ%(5vw

7w MZZ7 a3+ I K 50, 100 KO 200mg/kg/H% 1 H 2 [EUZT TROKEELZEZ A, 100 KDY
200mg/kg/ H B TRHAD —RIED 2L (200mg/kg/ B BED ) TH LT FE et RUITEM, My, %o
A, BB, BROMENLA DS L X BB EHIR, Aoslx30 | Kogafk, FIRMET,
8 WX O EFHOIREH 2 WIXEAWE OFE L OEE) | (KE, REEINE &K OB & ORI 3780
BT,

HA R TiX, 200mg/kg/ B BECHARAEITFROPRAD L ONEEMWIRE O 3578 H i,
HAERIZBNT, @EERRA (MER, BMOFR &K OYE R FAIMR AT 23 Of5HR. Mo
I EEN A LT, T OMOIRE OFIMR K YR EAZARE O RICS 7 20 3 FICB#E L7-Z&1b
RO LT, HAERORE T — B FEEICE 3 2 MEM 21X 100mg/kg/H Th o7,
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IX. FEREARRABRICBII 5 HH

4) YEBIZHT HHER (Tv k. 4X)
AT v M7 293 K30, 90 XN 180mg/kg/ H % N 5-L7= & Z A, 180mg/kg/ H BHEDOMED 7T, (K
D KOV E 1) e RREIRIEICBE T 5 R b & Lo FZREORAD (9%) BHLIT,
T v b (12 iR O HE) O EEEME I 90mg/kg/H TH o7,
WA XIZ7 a$ I K 3, 10, 25/30/35 K 50/60/70mg/kg/ H /& N5 L= & 2 A, 25/30/135 i
50/60/70mg/kg/ A D GAZ XV | E2r—REDE L (SHEE) & LT, MEMET WAL A, TR RIENML,
B, ME, RFAMT, IRER. BRECRCHRENIE, WidE. HRR M OMEREFRENRO bivic, KE, (KEH
g, EkE, BiE, ODENBRE, EFRREM, MRA L FRRAE, REEME, IREFIRA,
Tk, R EE, REEE T A —& Rl R OYREER AR EOR FIIL T 2 I FICBE L&
BT b o Tz, —RFMEICE T 5 MEMERIT 10mg/kg/H T, BT A —F (MRFHE T A —
X hate) (2B 5 MM EIT 50/60/70mg/kg/H Tdh -7z,

(6)BFT R MEEAER (VY F)

T XOERORBERICEEOZ 29I K (100mg/animal) ZHE#RS (FATEE) LR, ABRESR, 0¥

DR OFEREDFE IR, 7 L— R 1 TR I,

7 a3 K 500mg ZHIE L L7z VX OWEEE~D/ Sy F7 A L OFEH, BEREIEIERED Sie o7z,

UHRICT Y FE 30 DEOEIRNZES (1.0mL/kg=20mg/kg : #kGikE=HKkE58) | HEfjHRnNES

(0.5mL/animal=10mg/animal, &E#5) KO THEG (2.0ml/animal=40mg/animal, SUd#5) | 30 4

DOEIRN G- (1.0mL/kg=20mg/kg : it G-k E=fe & 5 &) Lk ONE R ARG 5 (2.0mL/animal=40mg/animal,

LI E) L7k, Wil W TH AIRMPT RITR® b0 o 7o, B PR OFE S CIE, 30 4

W O EARN I G- CBIRN I G-Z121E T 2 I RIZBE L2 B iE A Sz oo 7o 3, iR G- BiREE 5%

RO THEEG T, Z<BRE~BREORIE, I SIS NTRBO b,

(7)Z D DFHE M

1) iR (EILEY )
ELE &MV Magnusson & O Kligman BRERICEB W T, 7 24 I NOLJERIEMEILRD Hivie o
776

2) RSBt (YR, Iy b A4X)
~ U A, T v MROA XOKERGEERBRICS W TR E (B # k&2 Re 4 5 B iZ A ST,
~ U A%V 28 HEGRBRORE, IgM kN 1gG 77 — 7 BT R B BRE & thile LT 2 2 N
HAZBE L7222 bix A T, 7 3% I FORERMEITERO bl ho Tz,

3) kHFEM (Tv b, 4X)
ZFah I FEAMBERKREDOEDFHIE LT, VAA—HLO“FR-ZFEIELT v FTIE, T34
FOBGIZHAME CIZ o Tz, HEWEE LTI TERLA, 7o /L EX—)L FILLX, Tz HA
7V WS TEELHOFREMEN M O M AR 5%, 72V I FOBRILT A M EITo /%, £ivh
DWTFUT b BRI R O— B S 2 AGITRO e n o7z,
7 v M WGSBS T FRIRNEEY B O 5B T H b R A2 R E o Tz,
7 v MO XORER NG EERBROFEZ T2 E L, RER5%O T 28 I NoEKEERICE
A BT RIS ORI UL RIR A2 R~ TIERIFER O b o7z,

4) fEH
TR T I L Ty, 728 I FROZEOFEERH# TH D O-it 2 F/L4K (SPM12809) 1E. 290
~700nm (2315 % UV-B, UV-A L ORI A FF 7o 7o 72,
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X. EHAEHICEI T DIHA

X. EEMEHEICEI SEHE

1. RFEX5H
g A B
LGSR R - ERFEOWLGEIZ LV ERT &
BRI - B

2. AEAR
EL/Xy FE50mg. ELsVy FE 100mg
36 » A (ZEMERRERRE RIS <)
ELRY FRS420y 7 10%
36 » H (LEMERBRERIZIES)

3. BRRETOITE
PR AT

4, BRWLEDEE
BREINTWARN

5. BERITEM
BEMTERLTA R AD, <TVOLBY : A9 (BAFE, 55

6. R—/% - RZhE
B ANy bR EE 100mg, 200mg

7. EFGEERAE
2008 4E 8 29 H (M)

8. BERFTAREABRVARES. REEHENBEAR. REMAKEARAR

RUEHR FE AR H A B A%y ME 50mg 12016427 H 4 H
2%y hMiE 100mg : 2016 4E 7T H 4 H
EARYy PRI mr vy 10% 201941 A 8 H

KRE v L8y b EE 50mg : 22800AMX00432
B L%y REE 100mg : 22800AMX00433

By hRTA v my 7 10% : 23100AMX00018
SEATFE RN A H B A8y MiE 50mg + £ 100mg : 2016 458 H 31 H
ELRy B RIAmy 7 10% 2019462 7 26 H
MRoeBiiatEH H B A%y RE 50mg - £ 100mg : 2016 458 A 31 H
ANy RRTA4vm 7 10% 201943 H 11 H
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9. MEERIFHMREM. AERUVAELEEEMENEABRVZOAR
EL/\y kg 50mg. EL/Ny kEE 100mg
ZNRE TN FAB A AAGEEA B - 2017428 H 25 H
WA+ TAPNEFEOEDTME (CRIEEBRICEIEZET)
RE AT B AAGEAEA A 0 2020 4712 H 25 H
WA O TADAIE TR ENRD LRV TANABE OMRERNAFEIEC
T HHCADAIEE OO AR
MEROHEENAZRFEAH - 201941 A 8 H
WZ - /NRISKR 2 HiE R OH OB
EL/y FFS428y 7 10%
ZhRe SN FBNAGRAEA B 0 2020 42 12 H 25 H
WA O TANAITHORNEBGRD Hie W\ TANABRE OMRERREIEIC
W HHCADAIKE OB ARRE

10.BFERR. AMERBRRARFARRUVEORE
L7

11.BEEHM
E L3y FE50mg. EL/Ny FE 100mg
WIEIKGR - 5 FEAEOF RIS
84 (201647 H 4 H~2024 47 H 3 H)
oy FEAEHAIR I
WIEAROWIM (8 4F) OF&RWIM (201748 A 25 H~2024 47 A 3 H)
NRRE R OHEDAG
WIEAGROHE (8 4) DFRHH (201941 H 8 H~202447H 3 H)
SRIELFRFRAE -
44 (2020 4% 12 H 25 H~2024 47 12 A 24 H)
EL/Ny b FS420v 7 10%
B A%y RME 50mg. B A8y hME 100mg HIEZAROHIE (8 42) ORI (2019 45 1 A 8 H~2024 4
7TH3H)
SREL R FEAE -
44 (202045 12 A 25 H~2024 412 H 24 H)

12 IR ZLHARFIRICEE 9 5 FH
AFNE, B (DD VI BIFIZEET 2 HIBRIZED S TR,
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13.&%a—F
E4E5EE ERIEE 3 L7 +EE
BR5E4 HOT (13#7) &S 4 B BN a—F MBS R T L
EELI—F (YJa— 1K) Ha—FK
E LSy k 1250794010101 (PTP100 &)
£$50n1’ 1250794010102 (PTP500 #&) 1139015F1027 |1139015F1027| 622507901
. 9 1250794010201 (75 AF v 7 ML 500 )
E LSy k 1250800010101 (PTP100 &)
£$100nj 1250800010102 (PTP500 #&) 1139015F2023 |1139015F2023| 622508001
% 9 1250800010201 (75 AF v 7 My 500 i)
EL/Ny k 1267044010101 (77 AF v 7R ML 100g)
F542Ay710% | 1267044010201 (77 AF v 77 ML500g) 11390151023 | 1139015R1023| - 622670401
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Xll. 3Z&H#

1. ERSNETORTIKR
Z a3 Rk, BRINGES T 2008 45 8 A, KETIEFIF 10 HIZA&AR S L, Zb 2GR 60 UL EoE KO
il T T AT A A BRE DB SRS ﬁ#éﬁm%&J%Lmkbf%%éMTmé(%m% wmmt
VIMPAT) ., 723 TR TANAERE O RIEICKT 2 BANE] 13, KETIX 2014 48 A, BRMEEG T
%wﬁﬂ2ﬂ_ﬁﬁém\_mg%aﬁﬁﬁAOML@lﬁoﬁﬂf%;éhfm Fmﬁfmmhﬁﬁ@%
S FEARIT R 2 OF FE M OV E ) 13, BRONEES Tk 2017 429 H | *ITi2m7$1Lﬁu% S, Z
B EEL S 30 L EOE KR UMUK CRGE I LTV 5D (2020 /29 ABE) . [4530h EOTANABE ORE
IARFEVEIT 63 2 OFRIE) 1. KETIE 2020 42 11 AIZAR S L TWD
ZaH I RO LG ERKIZ, 7 42— g (50mg, 100mg, 150mg & Y 200mg &) . #& 1k~
vry 7 (10mg/mL) . R7 A4 m vy 7 10%. sidfEFEHE#R (100mg/10mL & TF 200mg/20mL) 73& v | AR
ENTVAATER OGBS IIE S L IC RS,

BRMNES R UREICE T HIRFTRR (2020 £ 11 ARAE)

R 3B A KIEH
=t UCB Pharma SA UCB, Inc.
R4 Vimpat VIMPAT
INSCETE A 2020 41 H 2020 4~ 11 A
K - & & 7 4V a— NEE VDS AN
(F] 1B 7 58 50mg §E. 100mg #&, 150mg HiE. 200mg 5 50mg $E. 100mg $E, 150mg HiE. 200mg 5
) (2008 4£ 8 A) (2008 410 A)
10mg/mL > 7 v~ (2008 4F 8 H) 10mg/mL #£ N{#E (2010 4 4 H)
SUFEREIR P 200mg/20mL (2008 4E 8 A) SUFREREIR © 200mg/20mL (2008 4 10 )

NRETEE | A, FELOVNE @l E) OTANABEIZ | 4 KoL EOTANAVBREITEBT D845 5/E 0 BHHAl
B B3 E (CRIESRICRIEOF A2 b7 | BIEK OOFHEE

V) O BFIRRE R OF RS 4 FUEDTAPABEIZE T 2 RERNFEED
UREED RS
MIEROHE | BAWRE HLAIR
(BRI N AR 50kg P EDOFF K TV/INE) (BRA)

100mg/ B »> & 5B L @, 18 M% ICHIHTERA | 200mg/ B HF GG L o, Hx OBEOERAFNIC
FD 200mg/ HICHFET 5, EROHBNIESE, | *T D06 & BEMEITESW T, HESEHER F & 300
200mg/H THAZEL Th L\, 4 DBEDAANT | ~400mg/H £ THi &

T D BOG & BEMICHESNT, RRHELEMA & | (KHE 50kg U LOFFEKLOVNL)

600mg/ H & THEE, 100mg/ H 2 & & 5Bt L, il 0 BH OARANI
({RE 50kg A D /NE K OF4F) T 5 Bt & BAEPEIZIESW T, HESHHERRH & 300~

2mg/kg/H ﬁx%&@ﬁﬁiﬁb 1 EMZICHIENER A | 400mg/ H £ CHI&E,

D dmglkg/ HITHEET 2, Hx DEBEOKRANTK | (KH 50kg ARl /NE)

T DPUE & BBV ESWT, MEFFHEIT 1 BH | 2mg/ke/ H 2 HHRERAE L, 84 OEE OARAN
IZD& 2mglkg/ H T OMWET 52 LN TE D, A& | T2 & BEMEICESW T HESEHER & £ Tl
EARFNCXT T 2 WU R KIS GBI D £ TRa I | &, HEEMERF I &IXARE 30kg DL I 50kg KD/

i%%ﬂ“é Z b, RAELEH RIIRE 40kg A0/ | VEIX 4~8mg/kg/ A | IKE 11kg PL_L 30kg AKiifi /)

WX 12mg/kg/ B % T, (K5 40kg LA I 50kg KD | Vi 6~12mg/kg/H & T 5,
/J\ X 10mg/kg/ H X T& 3 %,

—125—



XII.

ZE gk

D RFRIE OF

(AN AR E 50kg LA EDOFERK OVN) (e AN)
100mg/ H 2> S E5-8844 L @, 1 % ICHIHERA | 100mg/ B S 8ERE L 2, fH 2 O BREDOARHFIC
O 200mg/ HIZHET 5, flx OBEORFNCKE | %95 i & BRI ESN T, HELEHEREH & 200
T HRG & BEMIZESNT, RRHEEME | ~400mg/H £ TH &,
400mg/ A % CTHIE, (K HE 50kg UL EOFFE K OVNE)

(A 50kg ATl /N OVE ) 100mg/ A2 S 8H-B4A L., (H 2 O BH OARFN %
2mglkg/ A/ HHGBIE L, 1 EEGICHIENEER | 32505 & ARMEICES VT #HELEHERH & 200~
BO 4mg/kg/ HIZHWET 5, lx OBEOARFNIK | 400mg/ H F THI &,

TR & BEMECTE ST, MERFA R 1 3R | ((FHE 50kg KiD/NR)

\Zo & 2mglkg/ H T OMETHZ LN TE D, AR | 2mg/kg/ B HF G L, (Hx OBEORAN K

IEARFNCKT T 2 8 72 KOS 033 B AL D £ THRAIZ | T 506 & BRIV C HESEHERF A & % Cf

WET D&, RRHERMAEIL, RE 20kg Kl | &, HESSHERHEIXKRE 30kg UL E 50kg A D /)N

INBIIEANEHEBE LTI VT I ARKEWED | it 4~8mg/kg/ P (AE 11kg UL I 30kg KD/

12mg/kg/ A £ T& 5, £72 K5 20kg L I 30kg | ViiL 6~12mg/kg/H &35,

A D/NEIL, 10mg/kg/ B £ ¢, K& 30kg U E

50kg A D/NEIE 8mglkg/ HE TE T 5,

a) PIEAMAE L LT 200mg % 1 [E#&E L, £ 12 KiH#%2 5 100mgl H 2 [H (200mg/H) THRET 2 Z & & ATHE,

b) SIEEHERIL. B ORGSR B REBRE L LTRSS, BE5FER. RBOES LECAELOH
BT 15~60 T THIRN~NEAT D Z &) L anT0nb, ROBEENLEIRNE S, U2 oM~ B2 b i
IR E~ORFR LIAT) ZENTE D, 1 AAER OB GBI T5 2 &,

o MUEEERIL, B N GRS A I AERAN E LCHER SR D, RS &R UG HIECHIRNE ST 2,
HESEEH RIS 30~60 0 T DA%, 15 DA B 1 AlHE,

AFRNZIT DAAN OB IZhE, FER OHEIILL T O L B0 Th 5, ENOARNEOFRFA AR Z T2 2 &,
E L%y Mg 50mg. EL/Xy FE 100mg
4. PEERITHR
OTANMAEEDEIFRIE (ZRELBIEREZED)
ODIRTANAETHRLEHENREO ONBEVTANAVEREDHRERMRREEICHT 2R TANMAVELD
GrREE
6. RiERUAE
A EE, RAICIE T 2 RELT1 H 100mg K VGG L, 0% 1 BB EOREEZ LT
THIE L., MEFFHEZE 1 H 200mg &3228, WIEiLh 1 H 2 BN CROKEG 35, ok, ERICE
D 1 H 400mg % 8 Z 72\ VEPH CHl B9~ 5 28 RS 1L EoMEE ST 1 B AR E LT 100mg
LUFF2175 2 &,
ANV . 4 LA EO/NRIZIE T 2 FE LT 1 H 2mgkg KV FRGEBBL, To% 1EBMUED
lR% & C 1 AL LT 2mg/kg 37O & L, MR E% (KE 30kg Rifio/NEIZIZ 1 B 6mg/kg., &
# 30kg LAk 50kg Riifio/NEIZIE 1 H 4mglkg £ 5%, Wb 1 B 2 ENCT CROZELT 5, 7B,
JEIRIZ LV IRHE 30kg ARimiD/NRIZIZ 1 B 12mg/kg, AH 30kg LA E 50kg Aliiio/NRIZIZ 1 H 8mg/kg %
2 72 VR O IR A A, B RIE 1B Lo A H T 1 BAE L LT 2mgkg LT o179
Zr, R L, IKE 50kg LLEO/NETIE, RAEFRUHE - HEZHAVWDS Z &,
7. RERUVAEICEET &
<EhEEdtE >
71 7 VT7F=27 07 7 A 30mL/min BL T OEE K OKIIBHEREREE O H 5 AT, BT 1 Hix
mAE% 300mg, /NEIX 1 BHikmAESL 25%EETH e PEEICKRGTH DL, T, MBI E
ZTTWLEE T, 1 HFAZEICIA T, MRS EICRRT 1 EHEDOEOBINKGZEZET 52
L. [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 K]
7.2 WRPEEIPEE ORFEREREE DO H 5 B3 (Child-Pugh 733 A KO B) 121X, BT 1 BEE &%

300mg., /NMEIT1 HEEHEL 25%HE s T2 CEREICKRETA2 L, [9.3.2. 16.6.3 2]
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7.3 AHID 1 Higm HEIXAE 30kg RiO/NNETIE 1 B 12mg/kg, KHE 30kg LA _E 50kg A5/ Tlx
1 H 8mg/kg Th b, AAl% 1 H 8mg/kg # M x TG L TV HIKE 30kg Rl D/NER, lRIZHEWE
TERNCIREDN 30kg LA L& 72 o AT, BEORELZ +0ICBIER L, WRKORIEHORBLZ S E
L7292, WURARZMHTZ L, B, AlAREEITRT S Z &,

<BERRKREE>

7.4 KHF ZsRE MRFBIEICR L TER T 2581003, ot TANAEEINT 22 L, [FBRHBRIZB,

T, REFRFEEIS KT D ARH I 5-C O HRRERIT 220, ]

EL/NRY RS2 0v 7 10%

4. PEEXRIEEHE
OTANMABEDERIFRIE (ZRELBILREZED)
OO TANAETHRLEHENROSNBVTANAVBREDRERMRREEICHT 2R TANAELD

BrREE

6. AiERUA=E
RN EE. RAICIEZ a2 I RELT1H 100mg (R4 vry7E LTl LV&EHEBBL, £
D% 1B EOMEE S CTHEE L, #MFHAELZ 1 H 200mg (R7A4 vy 72 LT 2) L3548,
WERLE 1 H 2 NS CTHERE L CRAKEGT 5, ok, FEKRICEY 1 H 400mg (RZ7 A4 my e
L C 4g) &8 2 A\ WEPH CHll e 2 2%, #9811 MU EoMEZ H 7T 1 HA®E L LT 100mg (R
FAvay 7L LTlg) UFTF2ITHZ L,
R BE, 4L Eo/NRIZIE T 2 I RELT L H 2mgkg (RT3 my L LT 20mgkg) LV
Bzt L. 20tk 1EBLL EORRE HIF 1 HHREE LT 2mgkg( K74 v a7 & LT 20mg/kg)
TOME L, #EFHE2RE 30kg A0 /NEIZIE 1 H 6mg/kg (KT 4 vy ~7L LT 60mgkg) . IKE
30kg UL | 50kg A d/NEIZIL 1 H 4mglkg (K7 A4 m vy 7E L T40mgkg) &35, Wind 1 H2
FENZAr T CHRFRE L TR O E1 5, 7ok, ERIC K 0 KE 30kg ARimO/NNAIZIZ 1 H 12mgkg (K
A vnr 7L LT 120mgkg) . KHE 30kg LI I 50kg R /NNEIZIX 1 H 8Smglkg (K74 vmy 7L L
T 80mg/kg) % 8 2 72\ LA Tl BT 5 2% R 1 HELL EOMRE HIF T 1 HH&ES LT 2mgkg

(R7A4vmy 7L LT 20mgkg) LLFT2179 2 &, 72720, (KE 50kg LA EDO/NRTIE, A LRIT

Wik - HEEfWsZ &,

7. BEARUAZEICEEYT 53R

<ZheEHE >

71 7 VT7F=27 077 A 30mL/min PL T OFEE K OKIIBHEREREE O H 5 AT, BT 1 B
&% 300mg, /NEIT 1 AREHAELZ 26%EE T o CEEICKRG TS L, £2. MKET%
ZTTWLEE T, 1 FAZEICIA T, MRS ZICRRT 1 EHEOEDOBINKGZEZET 52
L. [9.2.1, 9.2.2, 16.1.2, 16.6.1, 16.6.2 K]

7.2 WRENIITEEOIHEEREOH HHEE (Child-Pugh 7378 A KO B) 121%, BAIX 1 Af@mfE%s
300mg, /NEIT 1 HikmAEL 25% & s T4 CEEICEEG T2 L, [9.3.2, 16.6.3 B3]

7.3 AFD 1 Higm HEIXAE 30kg Ritio/NETiE 1 B 12mg/kg, A#E 30kg LA E 50kg K /NE Tlx
1 H 8mg/kg TH D, A% 1 H 8mglkg ##8 %2 THH L TV HIKE 30kg Aiili D/NED, iR ICHENWE
TERICIRED 30kg DL &R 728113, BEOREEL +0ICBIZZ L. IR KORITEH DR BLZ B
L7922 C, WURHEBEZRATLZ L, B, AR EITRTS Z L,

<BERRREE>

7.4 AKF ZRERRBEIEIC L TERT 2551003, ot TANAEEIMT2 2L, [FBRHBRIZHE,

T, ORERARFEEAEIT T 2 AA BB 5-C O HRRBRIZ A2, ]
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2. BB HERRXIEER
WEIRICBET HEIMER (A —X ST HEE)
KINZIBT HAFNOMEH EOVEE 1951w . (9.6 REIE) OHOTHIIUTFTO LB THY | 5 ADEC 75
L IIR D,

9.5 1R
W8 SATHENR L O B ATRENED & 2 L EIiE, TR LR EMENERMEE Bl D LB S b HAIco
HEHTDH b,
7 MZBWTIREBITHERRD LTV 5,

9.6 Z3LI%
AR EOFRER ORI RBOFEEEZZE L, RO TP I REFTT 2 2 &,
B ER (7> b)) THHP~BITT 52 Ll Tn5,

5 M ZE PO
FT—AKrZ7 070 | B3 Drugs which have been taken by only a
Sy ¥R L UE [VIMPAT(lacosamide)film- coated limited number of pregnant women and
tablets, UCB Pharma: 2018 4% 7 women of childbearing age, without an
Al increase in the frequency of malformation or

other direct or indirect harmful effects on the
human fetus having been observed.

Studies in animals have shown evidence of
an increased occurrence of fetal damage, the
significance of which is considered uncertain
in humans.

WM. EMR. IREGFICET HEEHE

Hih RLAINA
H[E o SPC 4. Clinical particulars

(Vimpat 50 mg, 100
mg, 150 mg & 200 mg
film-coated tablets,

4.6 Fertility, pregnancy and lactation

Pregnancy
UCB Pharma Limited,
202041 H) Risk related to epilepsy and antiepileptic medicinal products in general

For all antiepileptic medicinal products, it has been shown that in the
offspring of treated women with epilepsy, the prevalence of malformations is
two to three times greater than the rate of approximately 3% in the general
population. In the treated population, an increase in malformations has been
noted with polytherapy, however, the extent to which the treatment and/or
the illness is responsible has not been elucidated.

Moreover, effective antiepileptic therapy must not be interrupted, since the
aggravation of the illness is detrimental to both the mother and the foetus.

Risk related to lacosamide

There are no adequate data from the use of lacosamide in pregnant women.

Studies in animals did not indicate any teratogenic effects in rats or rabbits,
but embryotoxicity was observed in rats and rabbits at maternal toxic doses
(see section 5.3). The potential risk for humans is unknown.
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Lacosamide should not be used during pregnancy unless clearly necessary (if
the benefit to the mother clearly outweighs the potential risk to the foetus). If
women decide to become pregnant, the use of this product should be carefully
re-evaluated.

Breastfeeding

It is unknown whether lacosamide is excreted in human breast milk. A risk to
the newborns/infants cannot be excluded. Animal studies have shown
excretion of lacosamide in breast milk. For precautionary measures, breast-
feeding should be discontinued during treatment with lacosamide.

Fertility

No adverse reactions on male or female fertility or reproduction were
observed in rats at doses producing plasma exposures (AUC) up to
approximately 2 times the plasma AUC in humans at the maximum
recommended human dose (MRHD).

KE OB SCE
(VIMPAT-lacosamide
tablet, film coated:

VIMPAT lacosamide:

VIMPAT-lacosamide
injection: VIMPAT-
lacosamide solution,
UCB, INC., 2020 4
11 H)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to antiepileptic drugs (AEDs), such as VIMPAT, during
pregnancy. Encourage women who are taking VIMPAT during pregnancy to
enroll in the North American Antiepileptic Drug (NAAED) pregnancy registry
by calling 1-888-233-2334 or visiting http://www.aedpregnancyregistry.org/.

Risk Summary

There are no adequate data on the developmental risks associated with the
use of VIMPAT in pregnant women.

Lacosamide produced developmental toxicity (increased embryofetal and
perinatal mortality, growth deficit) in rats following administration during
pregnancy. Developmental neurotoxicity was observed in rats following
administration during a period of postnatal development corresponding to the
third trimester of human pregnancy. These effects were observed at doses
associated with clinically relevant plasma exposures (see Data) .

In the U.S. general population the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively. The background risk of major birth defects and miscarriage
for the indicated population is unknown.

Data
Animal Data

Oral administration of lacosamide to pregnant rats (20, 75, or 200 mg/kg/day)
and rabbits (6.25, 12.5, or 25 mg/kg/day) during the period of organogenesis

did not produce any effects on the incidences of fetal structural abnormalities.
However, the maximum doses evaluated were limited by maternal toxicity in
both species and embryofetal death in rats. These doses were associated with
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maternal plasma lacosamide exposures (AUC) approximately 2 and 1 times
(rat and rabbit, respectively) that in humans at the maximum recommended
human dose (MRHD) of 400 mg/day.

In two studies in which lacosamide (25, 70, or 200 mg/kg/day and 50, 100, or
200 mg/kg/day) was orally administered to rats throughout pregnancy and
lactation, increased perinatal mortality and decreased body weights in the
offspring were observed at the highest dose tested. The no-effect dose for pre-
and postnatal developmental toxicity in rats (70 mg/kg/day) was associated
with a maternal plasma lacosamide AUC similar to that in humans at the
MRHD.

Oral administration of lacosamide (30, 90, or 180 mg/kg/day) to rats during
the neonatal and juvenile periods of development resulted in decreased brain
weights and long-term neurobehavioral changes (altered open field
performance, deficits in learning and memory). The early postnatal period in
rats is generally thought to correspond to late pregnancy in humans in terms
of brain development. The no-effect dose for developmental neurotoxicity in
rats was associated with a plasma lacosamide AUC less than that in humans
at the MRHD.

In Vitro Data

Lacosamide has been shown in vitro to interfere with the activity of collapsin
response mediator protein-2 (CRMP-2), a protein involved in neuronal
differentiation and control of axonal outgrowth. Potential adverse effects on
CNS development related to this activity cannot be ruled out.

NRFICEEY HECE

AIEIC BT HARFOMHH FoirE 197 /INBE) OBEORHEHIILLTOLEBY TH 5,

9.7 INR

9.7.1 XHAEMER, #rAER, FLIESUL 4 BRI O IR 2 KRBTSR L TVh72eu,
9.7.2 /NREH OIS FAEIT KT D BARIEIC 4 2 BARREBRIZEN - ##5h & bIAThbh Ty,

BRI, KE DR CFICB T 5LHBIILL O LY TH D,

(Vimpat 50 mg, 100
mg, 150 mg & 200 mg
film-coated tablets,
UCB Pharma Limited,
2020 =1 H)

HH B FLAE A
#E D SPC 4. Clinical particulars

4.2 Posology and method of administration

Paediatric population

The physician should prescribe the most appropriate formulation and
strength according to weight and dose.

Adolescents and children weighing 50 kg or more

Dosage in adolescents and children weighing 50 kg or more is the same as in
adults (see above).

Children (from 4 years of age) and adolescents weighing less than 50 kg

The dose 1s determined based on body weight. It is therefore recommended to
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initiate treatment with the syrup and switch to tablets, if desired.
Monotherapy

The recommended starting dose is 2 mg/kg/day which should be increased to
an initial therapeutic dose of 4 mg/kg/day after one week.

Depending on response and tolerability, the maintenance dose can be further
increased by 2 mg/kg/day every week. The dose should be gradually increased
until the optimum response is obtained. In children weighing less than 40 kg,
a maximum dose of up to 12 mg/kg/day is recommended. In children weighing
from 40 to under 50 kg, a maximum dose of 10 mg/kg/day is recommended.

The following table summarises the recommended posology in monotherapy
for children and adolescents weighing less than 50 kg.

Starting dose 2 mg/kg/day

Single loading dose Not recommended

Titration (incremental steps) 2 mg/kg/day every
week

Maximum recommended dose in patients < 40 kg | up to 12 mg/kg/day

Maximum recommended dose in patients > 40 kg | up to 10 mg/kg/day
to <50 kg

Adjunctive therapy

The recommended starting dose is 2 mg/kg/day which should be increased to
an initial therapeutic dose of 4 mg/kg/day after one week.

Depending on response and tolerability, the maintenance dose can be further
increased by 2 mg/kg/day every week. The dose should be gradually adjusted
until the optimum response is obtained. In children weighing less than 20 kg,
due to an increased clearance compared to adults, a maximum dose of up to
12 mg/kg/day is recommended. In children weighing from 20 to under 30 kg, a
maximum dose of 10 mg/kg/day is recommended and in children weighing
from 30 to under 50 kg, a maximum dose of 8 mg/kg/day is recommended,
although in open-label studies (see sections 4.8 and 5.2), a dose up to 12
mg/kg/day has been used by a small number of these children.

The following table summarises the recommended posology in adjunctive
therapy for children and adolescents weighing less than 50 kg.

Starting dose 2 mg/kg/day

Single loading dose Not recommended

Titration (incremental steps) 2 mg/kg/day every
week

Maximum recommended dose in patients < 20 kg | up to 12 mg/kg/day

Maximum recommended dose in patients > 20 kg | up to 10 mg/kg/day
to <30 kg

Maximum recommended dose in patients > 30 kg | up to 8 mg/kg/day
to <50 kg

Loading dose

Administration of a loading dose has not been studied in children. Use of a
loading dose is not recommended in adolescents and children weighing less
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than 50 kg.
Children less than 4 years
The safety and efficacy of lacosamide in children aged below 4 years have not
yet been established. No data are available.
KIE D BAS FE 8 USE IN SPECIFIC POPULATIONS

(VIMPAT-lacosamide
tablet, film coated:

VIMPAT lacosamide:

VIMPAT-lacosamide
injection: VIMPAT-
lacosamide solution,
UCB, INC., 2020 4
11 A)

8.4 Pediatric Use

Partial-Onset Seizures

Safety and effectiveness of VIMPAT for the treatment of partial-onset
seizures have been established in pediatric patients 4 to less than 17 years of
age. Use of VIMPAT in this age group is supported by evidence from adequate
and well-controlled studies of VIMPAT in adults with partial-onset seizures,
pharmacokinetic data from adult and pediatric patients, and safety data in
328 pediatric patients 4 to less than 17 years of age [see Adverse Reactions
(6.1) and Clinical Pharmacology (12.3)].

Safety and effectiveness in pediatric patients below the age of 4 years have
not been established.

Primary Generalized Tonic-Clonic Seizures

Safety and effectiveness of VIMPAT as adjunctive therapy in the treatment of
primary generalized tonic-clonic seizures in pediatric patients with idiopathic
generalized epilepsy 4 years of age and older was established in a 24-week
double-blind, randomized, placebo-controlled, parallel-group, multi-center
study (Study 5), which included 37 pediatric patients 4 years to < 17 years of
age [see Adverse Reactions (6.1) and Clinical Studies (14.3)].

Safety and effectiveness in pediatric patients below the age of 4 years have
not been established.

Animal Data

Lacosamide has been shown in vitro to interfere with the activity of collapsin
response mediator protein-2 (CRMP-2), a protein involved in neuronal
differentiation and control of axonal outgrowth. Potential related adverse
effects on CNS development cannot be ruled out. Administration of
lacosamide to rats during the neonatal and juvenile periods of postnatal
development (approximately equivalent to neonatal through adolescent
development in humans) resulted in decreased brain weights and long-term
neurobehavioral changes (altered open field performance, deficits in learning
and memory). The no-effect dose for developmental neurotoxicity in rats was
associated with a plasma lacosamide exposure (AUC) less than that in
humans at the maximum recommended human dose of 400 mg/day.
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