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(2R )-2-Acetamido- NV -benzyl-3-methoxypropanamide

6. lERA4. 4. BE. L5ES
S TR EFT = — R SPM927IV. SPM927. ADD-234037
—fi%4 : lacosamide |IH4 : harkoseride
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1. MELEMEE

(1) 81 - IR
AE~REAOHRTH S,

(2)/BfF M4
CAFIVBRNVAT I RXUIA Y /) —MIETRT <, T hUE 22788 —UIRRRITRT <, KX
WEEEE = T UCOREITIZ K, T R= )b, =& 7 —)L (99.5) XiT M AZETFIZS S, ~TH
WZIZE A EBT R0,

(3R
WM A TR S 7R,

@Em (DR | B, HER
fils 0 140~146°C

(5)ERIE R ARBETE R
pH1.5~12 O#iH T, pKa ld@@ bieho7c (ELAERE) .
(6) P ERIRER

log P=0.25 (1-4 72 % /—/ /K%, 20C)

(7)ZF DD E 2 RIENE
7 a3 NIEFRRMEE (BR-=F v FA4~—) THYH, i (25C, 10mg/mL, A%/ —/L) (F+14~+18
ThoT,

2. AT DBEREEHTICETHREN

¥ RIS FRATH R ‘DIERE AE R
—EmR AN
BRI | ascisovrn 60 » /] g s
N o mEo THEARY =F LAY
MRS | 40°C/75%RH 6 % A SN ity
71 H B TEEWE
IR 120°C 71 HE BT AR (Bike) W A& A D fE A3 I
% b,
i o | A0C/T3%RE 12 ] T A5 (k) iliia
B | | 40C/75%RH 12 ] HT ARG (k) R
y 25°C . HITATF A,
X (ID65 7 > ) =12075 bchr K7 5 == R
HIEEHE -

FORAF L OV < PRIR, Bl BB E, L, Koy, @i
Wi OERWE. LT, SR



. A4 5 HH

3. AMHN OHRRABRE, T2

feRdalBRiL « RO A~ FVIEYE (BAbA U v AEEANE UL ATR E) | Wik e~ 797 41—

E ' BRI e~ T T 40—
Retias « AL (MIERE : 258nm)
BT NEE4.6mm, £ & 15cm D AT L AT 3.5um DEIAs v~ 757 4 —MF+ 7 Fv

UM D BTNV ERTAT D,

717 NRFE  200CHHE O —EIREE
BENMA A : KU 74 o BRI (1000 : 1)
BEMHB: A%/ =L/ 7k =1LV MU 7 aFRRRER (5000 : 5000 : 3)

Vg 1.2mL/%y
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V. 2H|(ZBHd 51EH

1. &
(MHFIR DR B
TES 7
(QBEFI DN ER KR VIR
s A%y kAR
g 1y b Al 200mg
P EIN BT DR

Q@A —F
A L

4EF DY
. B ANy bRTEENE 100mg
R 52 4
7 B A8y R A HE 200mg
pH 3.8~5.0
8% T b K91 VEREEIE 3T 5 k)
(5)% Dith

PRI

. RAFNDHERK

(MEMRS CEERS) OEERVHMHF

R 52 4 v 2%y hEHEFE 100mg ANy b EEERE 200mg
sy - AR 1347/ (10mL) 154 74 (20mL)
77 B — ~ e — ~ e

” 7 2% X K 100mg 243 F 200mg
wom T HimR

) AFOEBROFETCARITFRREL VS, FRE

R)EREFNDRE
WALF P U UL 0.762% a5,

B, =
PRI

. RMTERBEOERRUVERE

AR ONANA

i
FE L

WMol HIZRDLETH D,

(Na: 130mEq/L, Cl: 130mEq/L)
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5. iBAT HAIEEMD H D KW
WHNIRIET D ATREVED & D FHEMIL. B DRRERM T D, W7 EF L7 a1 K (SPM6912) T
b, M7TEF LT a3 N, 73V RO invivo TORGEHEDTH H 5,

6. WEDREEHTICETELEN
E LNy kRiEERE 100mg

HER A4t A7 R AT HE R
FHIRAER 30°C/75%RH 36 1 H TS AR T+ 2 A+ FikEN
PG v 40°C/75%RH 6 7 1 RV TRV RT Y v THET Xy T RN

WEEE MR, pH, FEEWE., NN, &8, Ao atEsie
* B E L TERELTHARNA, = R HOMEEREE O DV 125 0E L7-H B

E LNy kRiEERE 200mg

B TRAFSett TRAFH TRAETERE i A
E R 25°C/160%RH 36 % A Kk
HTEI )RR 30°C/65%RH 36 » 1 H T ABNA T+ T B+ AR
A 40°C/75%RH 6 7 J1 R TeE LRI ) v TET Y 0T Bk P
S EVERAER 120 77 Ix * hr HG N

HIEEHE - MRR*, pH*, HEiEWwE*, = N Moy, Rk -, e, S&"
% 1 R EVERER CHEM L 723 H

7. AEERVBHREOREM.
(1) FREL 1%
D AFNIARZR L CHRETE 5, RT 25 5ITABBIER, 5% 7 R USRI Y o 7 R TR
T5H &, WRZRIE, HONTERT L2 L,
2) %, B XITFRPICEZY 2RO LG EIIMER L2nZ &
(2) AFNOFRWITHEFEST H 2 &,

8. fuFl & DEESEIL (MEILFHEL)
AHN L PR FRENLEH L ORAE(LROEMZ TXLIEE T OMOBSEER OHIZFEH

9. Bt
A LR

10.83% - 2%
(EEPDELGRSE - LK., SNEIEKRLEEE - ARICET 515K
%Y L7g
a %
(E LNy kRiEEE 100mg)
5347 )
(E LNy kRiEERE 200mg)
5347 )V
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V. ‘aRICEI SIHE

1. WEEXIEHR
—HBMICROBRENTELVEFICE TS, TROARIIHIT 55393 FEROMKORERE
OTANABEDINRE (ZRELBILRELZED)
OMDIRTANAETHA LIRS EDONBEVTANAVEREDRERKEEICHT IR TANAELDH
%A
R
AN TR AREN TERWEEO—RR2RRERA L LT RAANCHELC L2 D TH Y, [ZREUIZNR)
OFEEIE, RaAlLF—E Lz,
O RAER AT DN T KR L LI iR R ]
7t I ROGEXIIRRIT. A PEERILFE IR (EP0008 k) 2 | [EERMLFE S MRS (SP0993 ik
Br) 9 R OEWNHIFERE (EP0057 iER) 9 ORRRICESEHE LT,
EP0008 #Rix, FfE=a s Fr—ARNFLATHWRWESFEE (ZREERIEEEZET) 2AT 5 16 ik
DTCADIEEEMEIZ, 73V 3 K (200 XX 400mg/H) OHFHEG IR 5 A 80 K OV 2k & 35 L7-
Ll dkF, —EEMR, BERL, 7T AR EATHERILERER T, T 29 3 F 200mg/ H#E & T 400mg/ H
BT T AR LT MEFRIMIC R T 28 BIEOFE (Ot Wind p<0.001) 7Zzimli4
L7z, E£72. EP0008 5k K OF EP0008 7k O & Wiflkise % G-7lER (EP0009 #BR) 9 [Z&u T, 7 4 I K 200
~400mg/ B O BL4f 7222 M e OB RS S 7=,
SP0993 FBRIT. Hi7o 2 UTHTBWr 252 T 7o, W RIEEZ AT DA TANABE 2RI, BARRIE L LT
Dl h 1AM LZKEOZ a3 K (200, 400 XX 600mg/H) OFAMMELNZE2MEEZ L \~vE B
WhksE (400, 800 X 1200mg/H) &Ml L=, ZhEskdtF, —EHEEMR, ¥ 7 V¥ I —, BiEAL, %
AR TH 0 | BT E TORMBHIMICI T 5 6 » AMFEIEHEERIZONWT, DA EE AIRUEEIC
X957 3t I ROIELMEPREES L7z,
EP0057 iBr T, FLCAMNARIC L DHATGETHRIEa Y b — 355 TOARWEDRIE (RIS R(L5E
Eaate) 2HT5HANDEATANAEEZHERIT, K 600mg/H DT a4 I FEFEIE~DY Y 2
Bl 2R, BEMKOHIMAZ RN LB, ZhaskItE, HEEHR. RHERGRBRTHY | HAREL L
TT7a% I FERWIRG Uk, BIEEMD PR S5 2 LRI I,
SP0993 i [ N EP0057 BRICE W\ Tk, 7 243 K 200~600mg/ H O B4 72 BAME DR S 7,
[FRIEEIRRIEAE AT DAL OVNRZ 55 & U 72 B RHUR ]
FEFEILFE B ARG (SP0982 #BR) © 1%, FiE= v Fr—ARHLN TV RWIRERMREEEZ AT 2 452l k-
DTADIVEBEESGIZ, 73 RE 1~3 FOFTADPAEKE JEAEE Lz & &0t Zatk OER
MEaGHIE L7 2 htisk dtm, —EHEEMR, BIEAL. 77 BRI, WATHERLERR T, 729 FEHET 78R
BEAXTIRE Lo AREDGE &7z, F£72. SP0982 3Bk D EHifkki i 535k (EP0012 #Bk) » O H[EfigsT ©
R, MEMRBIELHT D 4 B EOTANABEOIMFEE LTT7 2% I RORMAME GhROF
fo) EXFETHLOTHoT,
LLEORGFEN S, 7 a3 Nt BOREZE T TANAERE (4l ) (SR 5 0FAFEE R AR &
LTHHATHS Z &, MEMNRBEIEELZAET 2 TALABE @ik b)) SRT20FH%IEL LTHATHL Z L
DIRSNTZZ &M D, BREUIBRITHAIRE T L OFHFIE T H AR [ CADNABE OIS FME (TR
LFRVEE G Te) | KO THOBITADAIE T3 7SR50 B AL\ TA M A B ORE R IEIEIC KT 240
TANAEEE OOFREE) ERE LT,



V. 1BRICEEd HEH

SHEER IR ICERET 553 &
BRE I TV

. BiERUA=E
MAZERUVAZEOMEER

ZaHh I ROROFEEDLAANCE 0 R 2 2854
WE, 7V I FRAKRELFT 1 B HEROERGEFEIC T, 1E&EE 30 06 60 /30T CRIEFIRN IS
T 5,
Zat I FORAEGIENL DL AR 2 &5 2854 ¢
A EE, RAICIET a2 RELT1H 100mg kW52 L, 0% 1 HEMU EOMEZ H T
BEL, #MEFFAELZ 1A 200mg & T528, WL 1 H 2ENST, 1IEEZ 30 20005 60 437 T T i
RN 575,
AN EE . 4 Eo/NRIZIE T 22 RELT 1 H 2mgkg XV #5246 L, Z0% 1 BEFLLEORM
a2 &I T T1 AH&ESE LT 2mg/kg o8& L, MFFHEL AE 30kg RimO/NLIZIZ 1 B 6mg/kg, AREH
30kg LA I 50kg Aiid/NRIZIT 1 A 4mglkg & 925, WInd 1 A 2 =N, 1EIES 30 55705 60 47
T TSRNG4 5, 7272 L, K& 50kg DL EO/NETIE, BRAEFUHE - HEEZHWS Z &,
WTNOEEICE N T, BRI K VEETHER TX 223, 1 AR@mEGELOEEFEIUTO LY & 552
&
FRA : BRATIE 1 i 5813 400mg 282 7202 L & L, &I 1EMU EoMEZH1 T 1 AR
L LT 100mg LL 9217 9,
NR 4R ED/NRD S HIKE 30kg RiiO/NETIE 1 B 12mg/kg, K& 30kg LI E 50kg KD /NET
X1 H 8mglkg #2722 & & L, HEITL 1AM EORREAZHITT1 HHES LT 2mgkg L FT
179, 72712, 1KH 50kg LA EO/NETIL, BALFIL 1 AREmEGEROHEETIEE T2 L,
QUEZERUAENRTERE - Rl
4% 0L BRI L CT 3 X FIERAIZ &G U2 BREBRILTENE L TV WS EHRANE T 23 3 RO
FIORIERIET & 2 72 D#R O A O/NEBF 23T D OF L K OHEAIFIEICR D HIEROHEICES S /b
RA~OBEH S EORE LT,
EP0036 3Bk 91X, HARANORERERAZXGIZ, 7 2% I K 200mg % 30 KO 60 432> THELEHE T L
7o RE & BARIRE S L 72 Rp O SEWEhRE 2 Lhik L Cds 0 | 2 OFEWBRE T 1 7 7 A JVITFRIENRRD B, £
SRR S RS ST,
EP0024 Bk ®TlX, HARADHRA TANABEZRRIC, 73 I FATRFER (200~400mg/H) % 30
ST T A 2R 5 HE#HEE L7z, EP0024 REROZEMET v 7 7 A id, 173 (EP0009 #liR) 5
EREETH Y, F-Ws B (SP616 R & N SP757 i) OF — & 20 & DIt L724EM (PoolIV) T
DEEET T 7 AN E bR TH ST, REHIMO 5 H & X—Z T A D 8 HZ T, FHIERED
S3A & AR E IR Do T,
AARNDANTANABEIZBNT, 73V I FRGEFTER (30 X600 72f) &7 a4 I MRROKRLEROHK
a7 v 7 7 A VITHEPERRD v, o, MRFOFNER L EMETIFAKRTH D Z LRI,
PLEDRERI G JRAD TAPAVBFIZBNT, 724 NIIHEZATEEFICROBE D ERANCY) D B
Zbh, Fio, AHEOT a4 I FEfkk 53252 ERRETH D LB b,
7 % I REHAZ AW R E R RIEIEIC R 2 BEARRBRIT SN L TR0y, FEHFNERE 0 & o ORI
T 57O N OREMAFEEAR D Ak AEICESE | A OB RREIEIC RT3 2 8@ iem s 08
CHRGERHIGE LT, TERANZZOME - &L LT, BUKROMARETITRAF L F L 1 A HE&K OG- RIE
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a8

RIESNTWD, T2, SERFEMEICH LTS, 734 I FEFAOMEL O EZ, fOH & F—

ETHIENWEYITHD EBRT,

4. RERUVRAEICEET 58

7. BERUVHEEICEET 5EE
< ZheeFHE >
71 ZVvT7F =227 U7 7 AN 30mL/min LA F O K OORBISHRERE D H 2 BE I AT 1 B

7.2 WEESUITEEZ OEREREE D H 5 E& (Child-Pugh 7736 A kO B) 1ZiE, AL 1 A& EL

7.3 AF|D 1 BicE HEIXIAE 30kg RiO/NETIE 1 B 12mg/kg. KE 30kg LA b 50kg A /N2 Tk

7.4 RIEEIRNE G Dt NGO B 2 D BROR DR GO ME R O &L, SIS SFRC 1 H

7.5 ARG FREIZR S TG B ITEPNT T 2 I FROGANCEI VB 5 2 &, [ERSORRKRERIC

<TREMKRE>
7.6 AFZRERNFEIEICH L THEAT 2558123, oS TAnAREIAITD 2 &, [HRRRBRIZED

EHE%L 300mg, /NAIT 1 HiREHESZ 25%EE TR CEBEICEEF T2 L, £, MRS %
ZATTWAHEFTIE, 1 HHEIZINZ T, MEENT%ICHEKRT 1 EHEOYEDOENKRGE2BET5H 2
L. [9.2.1, 9.2.2, 16.1.2, 16.6.1. 16.6.2 &#]

300mg, /NMEIZ1 Hi@mHEE 26% &L T o SEEICKRGTH52 8, [9.83.2, 16.6.3 ]

1 H 8mg/kg Th 5, A% 1 H 8mglkg i x TG L TV HRE 30kg Aliii O/NNEA, s ICIEWE
ERNRED 80kg L EE RocHEI2iL, BEOREEZ HSICBE L, DIRLORIER OB ZEE
L7292 C, WU HEZRET2 2L, 28, RRBEITRTS 2 L,

MEXR R E TS L,

BT, b HHZE A SRR &G ORI 20, ]

T, SRIEFIIEVRIT 9 D AF B 5 TOMERREBRIT 20, ]

w3

7.1

7.2

7.3

7.4

AANTHEEBOK) 30~40% N ARELEE L CEHR S, BHEREOH 2 BE T, AFI O P AT
TBAREMEN & D720 E LT-, MBS HIEICHOWTIL, BITE LI L T 5 KHIBHERESE 25T A
BHEIK THICB T D 7 24 3 ROEYEREZ MG L s KRB (SP641 3BR) 9 Dl &k UM ¥
7 —% 33— b (Company Core Data Sheet : CCDS) ([ZHESXFHE Lz, /MNEZEXMGE LT at I ROE
APEICR 2 BEEIS N ~ORBITHE LT\ e, sAIE 1 H 400mg % 25% i L 72 300mg A3 HELE
KEHETHDL Z LIk E, NEOHEESHREEZHE LT,

HAEHE DFFHEREREE D B D RN BE TR D T a4 2 ROMWBIRE & M LMo iR RBR (SP642 #ER) 10
OFER KN CCDS 123 & | MR E 42 A3 2 B TIEAF o miEh R ELiko AUC 238804 2 "lHe
PENRD DT E Uiz, MNREMG L Lz T 3 2 ROREWITHT 2 IFEEIE TE~OREBIIMRF LT
72\, BRI 1 A 400mg % 25% e L 7= 300mg MWHESR MM & TH H 2 LIS & | /N OHER R & H
BAERE LT,

FNEOa L Fr—=ANRIFTHY | DORFEERPHEEL TORWEFICH LT, BERISCSELDEED
AERFRGOFBUZ LV BEEZRFT 2, BEATHIHEIX BIEOa Y Fa— AR ET 5 Z LN ENLE D |
RefE] 2 N TR G EOFRE LT O LER B D, BEOIREEHERT 2 Z L7 < KED 30kg LA RIZHINL
2 DHEBRIZLIEEGEOBEIITORNZ & 2MiEL T THAREDORRZ )T THEZ
FETHENPVETHILIT-OHRTE LT,

AANTR ARG N TE WA O—RRABRRA L LT ROAICEL D DO TH L, EHA L LTRE

e
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L7eGFETHE, ARG EMAEICRERTE 52 L6, REFEFIRANE G0 6 05280 B 2
DO QG O EL T EIZOW T, ARG EFRLE 1 AHEROEREG R TH Y EZ S5 2
LY THD Z L bERE LT,

7.5 AFNI YIS MR G TERVWEREICKREG T2 2 2BE LA TH Y | ENERRRICEN TS, &
WHIORERGHEIZS AMTHY | RENCEHM L725E OFMIIEFER L TW 2Ry, 20720, AN
AIREIC R S 7o G BTN 7 ¥ I FROANCEIV B2 5 2 LRI TH D Z LML E LT,

7.6 MEMAREEZAT D TAPABE ZHR E LIEERRBRIZES W T, AANIMOHLT A0 AR E OO RIE
TEANDOFHI 21T > TRV . HMEB LG TOMARBRIT AN TZ0RE LI,
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& R RS
(MEBERT—% /Ny 5 —3
BRERT—2 /Ny r—

S GHEEHRUSEEH)

1) ELsSy b EiERSE 200mg (2019 &£ 1 A&ER)

e | FhE - x5 - y - o | BEER | % | 4
B | PROVE G v PP | e |
HESS | 784 AT A | fEEHERR N B WA ERRBRA Z =29 2 N 824, SP645
T U T 4| (2440 PEHLAIRR O 4% 5.0 L T oY | AR ol -1o
B S R ATEEREIR 15 AT EL
ST E R B 0D SR Eh e LG
HESN | SA AT o | R B RSN R RBRT 7 29 2 R | 8241, SP658
ZE U T 4| 2740 PEHLEIRR OB G- & T oY | SRR
B i N AEFEFER 30 KT 60 O] —-10
5y [ B[] 30 TR Ry D 3K )
FRE L
» SN | NA FT A | B AR AR A Z 2 X REEHERR OG- & | SEHI, EP0036
% 1A FEUT 1| (264 J a4 3 R AURHER 80 & | AURHER ol - o
PR o X 60 4] B J EfEERF
RO SEAIBIE
E§§?@¢éﬂ%$%E]H¢A@%ﬁA%@ EARTRT 293 FEEE T | §EA. EP0059
i AR (24 ) aPIRRIA vy TH| FI4 v ©||—-|-
DY FRIENEDRET > 7H
HEsh |42 2 B | A ABERERE AN B | R 7 =9 2 FEE & | A SP657
B PEERER (16 1) FadI Koy THE*O| NRK ol —1 -
AR R O R 2= 1)
AL | SRE e | R A B T a3 NHERIEIRN TSR | SR | SP834 ol - 1lo
(28 #) DB OB REO MR | (R
sk | S EREER | £ 1 » A~1780 |[ERNATRT 29 3 REEXT | §E41. SP1047
INRTANERE ZFaYI Konmy FEI*ER | NG O — | —
(32 51 & O SR EMERE DR | Ca v THD
FUAH || 77 BRI | o RIEEZET S | B IHARR FEA SP616
HER :jﬁ%@ﬂ:ﬁkf@ﬁmﬁﬁ FUERASTR Ol —10
LIEEN (60 1)
o | EERARR | BOREEFETS 5 IARRER (AR5 | NARE SP847
1 H H~17TmE0 =D ) ololo
INRTANAEBRE
(Mm)
WIAE | BAS | FEE MR Eo3EE A4 5 | HIFERER FUEERER | EP0024
HER ﬁkf@ﬁm%% - | -1 ©
(9 1)
W | e A | MOREEET S | HIERER FUMERAR | SP757
AT ANABRE -1 =10
(160 1)
Wigh | 7" 7 B AR | M RIEE AT 5 | BIHRER BEA SP0969
== pq7ﬂ$%® PIARIE olol|o
R INRT AN A ERE (a7
(343 #1)
EW# | BAR | BB GRB | So%IEZ2 AT 25 |56 LHERR BEFHI SP848
L | kO 1 H~1750 PRI
s INBRT i (a7 ©|©®| O
(137 il : HA A 46
W%z Ete)
U | BB G3 | MoREE a3 5 | HIHERER BEFHI EP0034
A% 1 H H~1T 50 PIlRifE “lolo
INRT A (a7
(283 1)
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Z OGR! | AP EIRET T L A2 Wz, 18 MU Fo/NRICT 29 3 MR D& 5HF | CL0096

DOIYBRET R DI=ODET Y o F « I al— g ViREE
WA O W/ MFHFRER T — & % A T- RHE MR ENRE - 3 b s £ CLoi61| O | — | —
S@uﬁ%&USHM7ﬁ%@%lA@m LCADAERE (LE% 1 4 A~17|CLO177
) Extg & U RHERESEY B e AR s
S@Wﬁ&\$HM7§$\&&Bﬁ%&@SM%Qﬁ&@H$A&G%E(EM%
ANO/NRTADAERE (B 1 5 H~17T55) x5 U REH R B Re b © | — | —
Wrfs
WA REN R R B e T — % s — | — | O

©
*

CRHEER O 2EEE
p 7 At ]\fﬂz150mg 200mg K O'T 24 X Romy TRIFAR TIIARB ST,

ok AR DIEHTHEIL, 4~1T I TH D,

2) BMERRREICT HHEEE (2020 F 12 A%&ER)
o Eh | L. - pop- e 5 - o | BRER | A% | 2
TR | g | PBOE G ) g AT | PBRES | e | e | g
%A oL | FEE AR MERNRIELFT S 5 O ARFER | BEA SP0961
AR ThAmEBEE — — O
(49 1))
B | BA | 77 AR | mERNARIEEZET S B IARFAER | BEA, SP0982
B | LD | “HEHEREE | 4 U O TADABRE AR © | ©| 0O
s | R (242 51 : HAR N 30 fil & &e) 2=
EI% (st | B 5 | MEMAREEZETD 50 ARFER | BEA SP0962
5Bk T EBE — — O
(39 #1))
AA | ESR5HEB | MERREIEEZET B IARFAER | BEA, EP0012
praoy AU DT ANABRE AR © | ©| ©
HEF: (239 5 : HAN 37 fil&&e) (v 7#l)
ZOMOEE | SP0962 7R & 8 ik (EP0008 ik, SP754 ik, SP755 ik, SP847|CL0447
B, SP1047 3ABx, SP848 3Bk, SP0969 %t%’ﬁ&o“ SP0966 #Br) O | RrS—| © | — | —
FHET — & Z HFE U 7= REEE SR Bh e it iR it

©
*

CFHEER OB ER
T aY I Rve y TRNIARM TIIAR SN THRN,

(2)ER PR ER

1)

2)

B E 1 HHEER (EP0036 5XER) ®

AARNEER AR E LTZEER. BIEAL. 3H7 0 A4 — "—EBRIZBW T, 618V DFREIE [3 >0
5. (200mg % 30 77 ATRERE (A) . 60 oA EE B) . s (C) ) 2#RAIITY 6 &548#f (A-B-
C. B-A-C, B-C-A, C-B-A, C-A-B, A-C-B) ] OWTIIBIEANEIEI /25 L 5 BAEAIZEI 41, 155
HAHERE L, 2ot AR OSEYEELZ G Le, &G ORORIERFIZ 7 ARIELEE Lz, 20
FEF. FEWENREMATRIGHER D 24 1T, T 2 X ROFWENE NT A —H %, 200mg % 30 &N 60 47 il
FE LT LR OG- L2 CRBECH 0 | ZRMMTIRER D 26 HIT, 7 3% I FOLEMER OB
DR SN, AR CIL AR PEE LA EFRITRD N> T JBRO P I E > - G EFRIT 2/26
Bl (7.7%) IZPBD LD, WTFROELR S BEEITERE TH Y | JFBRIKE OREERITIGE ShAR o7,
QT/QTc FHMEEER (BOFIZH (T HHKERRAE) (SP640 5HEk) 1

SRENERERC AN x5 & LT R A{b, —HER (a3 REKOTTER) | 77 2R KO,
AATRERH] Fie . QT/QTe sFAMFAER TlL, 247 BlOWERE 4. 7 2% I F 400mg/H, 7 =¥ I K 800mg/H
TR, RO (B 7uXdv ) O4BHCEELIZEID AT, ZaI FUIET 78R %
6 A, EX7uXH % 3 AMKIERS Lz, 214 23 )Pt G & Uiz, F2RHnE B
ThH 5 QTel (ERIOHERE OFT — % Z AW TLALK CHIE L7 QT Mig) o, Fifa —HIg~—2 7
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A NEDORRKENED T T ERFELEDZEIL, 7 2% I F 400mg/ H#EA-4.3msec, 7 2% I K 800mg/H
H73-6.3msec Th o7z, WTILEH 90% MmANEHHX M O EIREIX, 7 =24 I F 400mg/ A # TiX-0.5msec,
Z a3 K 800mg/ HEETliI—2.6msec &, 10msec A TH V., 7 2H I Nid QTel BIEEILERE Lah -
Too MR T a4 I RIREE & ]2 — B S 72 QTel kR, QTcF MR, QTeB MkE I ARMIED QT MiE
DOEAC R L ORNTAHREITR O bR h oo, EF T a4 I FRE &Rl 2 —E 72 PR ML OV
BOEE L OMIZIVIEOHBNE®D biv, 7 2t I FRED BTV PR BIFREE OB DT H
RIERDFBO Bz, T3V I FEEO PR BIFROFEHELEITH 6 H B OKRS 1 FFE%ICRKRE R 7
T REEE DFEL, 400mg/H T 7.3msec. 800mg/H T 11.9msec T&H o7z,

&) AH (BOAD) OERENCHELOHET HEFE, ZAIKIEZ7 2 I FELT1 H 100mg XY #EGEBAL,
Z0% 1AM EORIREE HIF THEE L, #RFHEZ 1 B 200mg £ 7525, Wiivh 1 H 2EIZSITTRAKRSE
T2, 7B, ERICED 1 H 400mg %8 & 70\ WVEPA CREEMNE T 523, WEIX 1 BRI LoMREEHITT1 HA
HELTI00mg U TT21T52 8, | ThD,

R BREREIEFERHER

YR L
(4)HREEROEAER

1) BRI

@ BN FEIMEEHE MR AEAT—42) (SP0969 :HER) 12
a) FHEREIE

H B | BIEa s ba— AR B o TWRWESIEIEE T2 4~17 A O TADAVBE ZRIRIC
a3 RE 1I~3FIOFTANAEKE OFREE Lo, ZeMEROREEZ T 5,
St G| BIEay br—ABELR TRV SRIEEZE T D 4~17 ERHO/NETADAEE
MEVEALBIER - 34301 (7B AREE 17261, T =93 FEE 171 #1)
LRMEENT R G 4E ] (Safety Set : SS) @ 343 %l (7 vREE 172 61, 7 =¥ I KEE 171 1)
B ROfENTRIZAEM (Full Analysis Set : FAS) : 340§ (7F &AREE 170 1, 7 =93 FEE 170 #1)

B 55| 7R ERRE L RESL — E e

THEHEMRFCTH - 1H20E, AAREROEELE,

IR 50kg A D BE TR A (v m v 7Hl) *. 50kg UL EORBFIXFER BN E S iz, KA
DOFEIE, ABREZBE L TR—2 T4 > (52 ERREEE) DEE(C %Ob\fﬁ%m L7z, BEEM&E
1L, REDS 30kg RO B 8~12mg/kg/ H. 30~50kg Al D HE 1T 6~8meg/kg/ H. 50kg LA
Lo #EEIE 300~400mg/ B & L7z,

FEJFEJ@%% ARSI, BIZR ﬂ;ﬁf’ﬁ%ﬁ& TR RBEILT a2 FEEOW TR0 S
Ei‘& BRTT1:1 0FECERIERICEN f1)7-, 6 BMOEHIMCIX, BIEHAREE TIHER
AW U, 7eds, AR ftf%ﬁﬁi@ﬁﬁguﬁﬁﬁ%%t@iﬂ/\ (= /A%TEEEM)#UU?T\
HESTHEOMR UIEE (W bIEEOHIBRITZRV) ZrHEE Lz, ME LZGEE, K
m%OMEE 3 HIMUL EHERF L, 2% oMEE L Lz, HERFMA~BITT 5720 i b
EHIHOKRED 3 HFITERFEO BEHELZHERF L TWD Z e a20HEE L, Etﬁﬂﬂg Iheelbe
RN ENHDL D E o e BFILE ORI CHEIM A2 B 1R L, RN A~BIT L,
BEHMOR%ZO 3 B TEEARZMER U2 B3, 10 HE ORI ~1T Uiz, #ERrm
TR, BEEMIMK TROHRZ Mk L CRG Lz, #RFMEZ5E T L, EP0034 RB~D&N%E
BN CBHIX, ERTT4HEBOBITHIRA~BIT Lz, MEHRICHBOEENLE L o7
BEFITHER IR A PRI L, BT CREMB~BIT L7z, EP0034 RBR~DOSNNEZFINL 2o
TERED . HMEMMASBIT L




V. 1BRICEEd HEH

AF Al OB | <BHME>
(=R H ]
- BN 9- 2RI 0 28 B & 72 0 DR FEAERIE D ZE AL &
(B R E H ]

- BIEWIRNC KT 2 1A% G20+ HERIRD) © 28 A& 7= OFL IO & (L E

- B RT T 2R O 50% L AR A — L — b (BT 24RO 28 B H
720 OERSy FEAERIER DB R 50% L0 ETH - 1= BEDEIR)

BRI D HERFIRT O 28 H & 720 O FEAIEREEL ORI R A 25% LA 50% A, 50%
PLET5%LLTF., Th% B0 REDOEIE

- BRI KT DRI (E IR HHEREIRD) @ 28 H 72 0 O RIERIE OJRF A
25% VL E 50% 0. 50% LA E 75% LT, 75% B0 BE OEIA

- BIEARNC KT A IR AR (Y B MR @ 28 H H 72 0 O BAERIE N AL (25%
RIEW DS 25%AKIWBEM) TH - = BEHEOEIL

- BRI kT A IR (B B AR MR o 28 H H 7= 0 O FAEREA N (25%
CLEs) LizERE RS

< FEAETUBI OB ZZIARNC X9~ 2 60 (8 SR + HERF IR o 28 H 72 0 O FRAERIEK
DEAE:

- HEFFIARIC 1) B BB H S OEIA

- HERFHIRIIC BT DRI L BE OBIS
VEW S IRTE 2 FEpk L 7= )

<BZEMH>

C BFE RO IS #EE O BRI AT ELEM OB L0 #fE S E S

- BEHELIC LB IE5R T IE)

- MR, MRAECERE, NOWRE

<12 FHELEX

A B A (IE, IREE ERIR)

- {FE, &, BMI. FEHA

(MEFFHIM 22 T LB ED S b HERFIM 4208 U T

) AFIOERENTE 1 BkmARIE, RAKLOEE 50kg L ED/NRIZIE 400mg, A 30kg UL E 50kg Kii D
/INRIZIE 8mg/kg, RHE 30kg A D/NRITIE 12mglkg TH 5,
% 0 Ja¥ I Fuay TANEAR TIIAR S LTV,

b) BEER
AO#fEHFEE (SS)

AR 77w AR S a3 RRE
(n=343) (n=172) (n=171)
PERI Bk 190 (55.4) 99 (57.6) 91 (53.2)
(B (%)) | ik 153 (44.6) 73 (42.4) 80 (46.8)
HA 267 (77.8) 129 (75.0) 138 (80.7)
2A 3 (0.9) 1 (0.6) 2 (1.2)
(ﬁﬂ%ﬁ?%@)) TYT A 60 (17.5) 35 (20.3) 25 (14.6)
T AV IEERIT 7 ADEER 1 (0.3) 1 (0.6) 0
Ot /IR . 12 (3.5) 6 (3.5) 6 (3.5)
Fim Ok) SEEE AR 10.7+3.5 10.9+3.5 10.5+3.6
HE (cm) FEk - 341 171 170
SEEE AR 143.03+20.55 143.75+19.22 142.30+21.84
HE (kg) %k o 342 171 171
SEEE AR 41.48+19.51 42.00£19.79 40.96+19.26
%k 340 170 170
BMI (kg/m®) | sy + g 19.16+5.06 19.32+5.31 18.99+4.81
= Bk 338 168 170
I e 52.61+4.19 52.53+4.85 52.69+3.42

T REITE 1 FRRBERR O 7 — 2125 <, BMILIZH 1 FERBERF OB E KR O R DR Lz,
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REBHFE (SS)

AR 7T R 7 aH I N
(n=343) (n=172) (n=171)
PR () JFi’Jﬁ? AN 2= 6.58+4.05 6.59+4.21 6.57+3.89
o 5AE 343 (100) 172 (100) 171 (100)
%f@*ﬁ TR 179 (52.2) 85 (49.4) 94 (55.0)
TEHEER 77 FEAF 265 (77.3) 131 (76.2) 134 (78.4)
TADAFNER | IRV FEME 215 (62.7) 104 (60.5) 111 (64.9)
Vg AR 5 (1.5) 1 (0.6) 4 (2.3)
(B (%)) | wpssie 3 (0.9) 1 (0.6) 2 (1.2)
FEERI R ARFEA 1 (0.3) 1 (0.6) 0
AT m=—F(ME 2 (0.6) 0 2 (1.2)
IHEARBED CTAMAFELE 2 (0.6) 1 (0.6) 1 (0.6)
T ARRBRBAMA LV RN LT R COREZ BN LT,
a) [FIEBEH £ ToHM,
BEXIIHRPHEFBRITOERIZERA LI TAMAE (SS)
A4 WA A Y Za% I N
(n=343) (n=172) (n=171)
Bl (%)
W L= HiC A A SR SEFIH |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 |k 11 (3.2) 6 (3.5) 5 (2.9)
BIEIRIBAART O BRI LTz 1 4l 59 (17.2) 29 (16.9) 30 (17.5)
PUC A A IR DI 2 %l 158 (46.1) 81 (47.1) 77 (45.0)
3 Al 123 (35.9) 60 (34.9) 63 (36.8)
1 @ECHEA LHICAAIKIL, 8 1Bk BIEMFEBLARE) @ 29 AL ERNCER RO L7cHiTA
AL LT,
D BB O BT Lz b C A AR, BT A Al (BLESRBRART) (&5 2 B4s LT
AL L, TREBICHER LI CAASE] 13RI LT,
WIFNHLDIREH T 5% BDEENFRAL TL IR TALAZE (SS)
DM A N i Zay I Nt
(n=343) (n=172) (n=171)
BiEx (%)
1AL LI TADAREE D L Qo B 343 (100) 172 (100) 171 (100)
AN T A 166 (48.4) 86 (50.0) 80 (46.8)
LRFFH 5 A 142 (41.4) 68 (39.5) 74 (43.3)
AN E 89 (25.9) 39 (22.7) 50 (29.2)
TERYF 89 (25.9) 41 (23.8) 48 (28.1)
FET~—h 82 (23.9) 43 (25.0) 39 (22.8)
T ATNNREE 53 (15.5) 30 (17.4) 23 (13.5)
VA= I A TN 33 (9.6) 20 (11.6) 13 (7.6)
VA=TaN AN 30 (8.7) 15 (8.7) 15 (8.8)
7 x ) e A — LA 20 (5.8) 15 (8.7) 5 (2.9)

WL BEFTAPATEZ, 1 AU B L TRESNTZHTAMAIEL LTz,

E2: v agisizos v afg, Svrapgpt IS R va, S F et v U v A Ergenyl chrono KO
valpromide %z & ¢,

T )NV EEZ— LA T = )NV ER—)L T2 )NV EE— L F RN TLA AFALT = )N EH
—AEOT I RUEET,

* 3
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c) BEICEY HERRAIE

i) BEHRMICx T HMIFHARO 28 BH-Y DML FKERKOEILE (FETMEER)
BT D HEFFHI O 28 A H 720 OF S BIERIBOEEO R RAEIX, 72V I REET
-3.05, 77 EAREET-1.55 Th-oT,
BIE O 4y FERIEL TR SN -HERF IR O 28 B H7- 0 OBy FEERIE O JHH& 3 e /N — 3
BNE, 9% REET835, I EARRETI1223 THY, TaH¥ I FETIET T B RBEICHTHR
FHFHNC A B DREIRINC B IR O & 2 58y BAEIEE OB 358 0 BTz (p=0.0003) .

BB T SHFHMO 28 BH1-Y DD FEERKDEILE (FAS)

77 A (n=170) 7 a% I Nt (n=170)
oy | BRI ey | BRI
BIEHIM | Bl 168 - 170 —
i 8.77 - 10.41
MEFFIART | 2K 168 168 170 170
A 8.71 -1.55 6.36 -3.05
N Y (BEERRE) — 12.23 (0.10) 8.35 (0.11)
TTRREEL DFE DD B - 0.68
(95% (5 X [H) » (0.557, 0.837)
7T RARRHI T Dl (%) 9 _ _ B 31.72
(95% 15 #E X [H]) P (16.342, 44.277)
p fED — — 0.0003

o EERRZE I T A B DL,
a) I _RIEHOT T v AR L DE=exp (/N _REEOT a¥ I L T T2 RHEOZE)
b) In(X+1) (X IFEHFIERR) CTrIBEHE Uiz Ea s EREa Ay, #5858, 0FG L7 iR5R5 i gk Rl
BRTE L, RS L-BIEME O 28 B 7= 0 OESRIER A 258 & U= L5854 % i L
72
¢ FTEREEHIAT AR (%)=100 x {1 —expUp/h "R FH DT 2V FREE 7T RO }
HFHED 28 BH1-Y OELRERBOELEDTH S EFBEHT—FHH T IL—TH| (FAS)
BRI DHERFIIR O 28 H 72 0 O RAEEEOZL B O FRIEIL, 4~12 RN & 12
~17 AR CRIEETHY ., 735 I FEETIEZENEIN-3.02 X11-3.35, 7T BREETIIENE
N—-1.47 L O-1.87 TH -7,

F@ T IV — TR OBRTHRE ICx I D EFHRD 28 BHt-Y DM HEERBDEILE (FAS)

7T R ZaY% I Kt
oy | BRI ey | BRI
4~12 AT
BEHIM | Bl 89 - 90 —
W fiE 7.50 — 10.32
HMEFRFII % 89 89 90 90
L fE 8.21 -1.47 6.95 -3.02
12~ 17 A
BEHIM | Bl 79 - 80 —
L fE 9.00 - 10.47 —
MEFFIART | 2K 79 79 80 80
L fE 10.11 -1.87 6.01 -3.35
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i ) ERETHARE 9 B ARREAR (HEERAR HHHFHAR) @ 28 Bz Y DR HERBDELE (BIXREHEER)
BT DIREHIM O 28 HH72 0 OEFGRBIERBOE{EOHIAEIX, 72 I FEET
-2.46, 77 BREET-1.22 ThHh- 1=,

Bl Oy FAERIEL CRRME SN TIBHR I O 28 B &7 0 O S AEBEIEL O JHHE 3 e/ -
PZ, 73V REEC9.34, 7T BAREET13.38 Thotz, 7a¥ I RO T 7 BRI 5
DA% 30.18% (95%1EHEIXH 1 17.490%~40.919%) TH Y . MeFFHICHERZENHD bz

(p<0.0001) ., BIEHIHICKTT DIRFEHIH O 28 H &7V D %ﬁf’ﬁlﬁl%x@ﬂ?ﬂzi X, B
Xt 2 MEFFIM O LR L FfE CTh o 72,

BEYE 0T SBRPMO 28 BH1-Y DEDFEERKDEILE (FAS)

77 A (n=170) 7 a¥ I Nt (n=170)
ot | B ey | BRI
B | Bl 169 - 170 —
L fE 8.69 - 10.41 —
TR | Bk 169 169 170 170
HuE 9.33 -1.22 6.46 -2.46
TERY) (FEYEAE) - 13.38 (0.08) - 9.34 (0.09)
TTRREEL DFE DD B - B 0.70
(95% 5 X[H) » (0.591, 0.825)
7T /RIS Dl %) © B B _ 30.18
(95% 15 #E X [H]) P (17.490, 40.919)
N — — — <0.0001

R T A LS L,
a) BRI DOT TR E DiE=exp (/N VB O T aY I RiEL T RO
b) In(X+1) (X ITHE S RIERER) CTHREREH UI- 5B BRI 2 AV, 58, OFE U7 TR F20 SR %
KTF-& U, el 3284 U7 BEifi o 28 H &b 7= ) Oy TR & 45 5 & U 72 300 b & 520 L 7=,

¢ T EREEHIHT AL (%)=100 x {1 — exp(p/P “FFEDOT oV FEEE 7T 2RO }

i) BRI I T AMFHE D 50% LAR A —L— b (BEIEICH T 24 FLHRO 28 BH-Y
DEREERBOBLEN 0% LU LETH--EEDEE) (BIXTHIER)
50% L AR Z—L— hE, T aV I REETIL 52.9% (90/170 #]) . 77 REETIE 33.3% (56/170
B THO., TaVI FEET I ERELEERL CEPoTm, T3V FEEOT T REEICHT 5
Ay X 2.17 (95% 154X : 1.8391~3.382) TH V. HMEtFMIZHE TH-7= (p=0.0006) ,
EEEART It DHESEARI D 50% L AR A —L— k (FAS)

77 AR EE (n=170) Za% I FiE (n=170)
5%k 168 170

50% L AR A — (FilEk (%) ) 56 (33.3) 90 (52.9)
7T R RBIIKT DA X @ (95%(5HEXE) @ — 2.17 (1.391, 3.382)
pfE? 0.0006

a) FEHEEL OUFE U2 1RBR SEH R A% B % [K 7 & L7z Logistic [BlJfE 7 V& iz,
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iv) BREREAR IS 9 SR 28 BH =Y DS HIERMBO D ES 25% L £ 50%KiE. 50% L
75% U T, 75%BDEEDEE (BIREHEIER)
Bl 2 HERFI 0 28 A & 72 O RAERIEL ORI L0 T5% O BF OEIE
B+ REET 31.2% (53/170 f5]) . 7T BAREET 15.9% (27170 4)) THY, T a¥ I REEHEIT T
BARBECHARTE D o T2, EFIERIB OB FEN 25%LL E 50% A4 & T 50%LL L 75%LL D
BEOEIGIX, 7aVI ML T ERHECTREE TH- T,

. 7=

BRUMICHNT SHFHRO 28 BH1=Y ORI RERBDBEDEAL 25%LL L 50%KiHE. 50% L L

75%LLT. 75%BNDEE (FAS)

B 7oAl =170) | 73 FE 0=170)
Bk (%)

25% LAk 50% A 25 (14.7) 20 (11.8)

50%Lh E 75%LLT 29 (17.1) 37 (21.8)

75% 27 (15.9) 53 (31.2)

v) SRR Y HiaKREM (EEHRE+#EFEAR) O 28 BH =Y OERS RIERK DA A 25%
LLE 50%Ki#. 50%LLE 75% LT, 75%HBNDEEDEE (BIRFHIER)

BIZIRN 6 DB O 28 H & 720 DRy FEAERIEL D273 T5% 88 O BFH OFIS

P REET 23.5% (40/170 1))
RERZHEARNTE N -T2, &
FHOEE

. 7=

. ST ERBET8.8% (15/1704]) THY, T4 I NEEET 7k
Sy FEAVERIBDORA RN 25%LL E 50% AR KT 50%LL E 7T5% LA F D H
X, 7293 Fﬁ&77?fﬁfﬂ&ﬁf%oto7ﬂﬁ REEIZ

B D EGFEAEREL D

B T5% O EHE OEIG L, MR (31.2%. 53 #i) IZH TN (23.5%. 40 #i)
T 7o, IRFREIRICIE E.Eﬁﬂf'aﬁiﬁé‘ih“(%‘@\ HEHIF T, PR SN D Rm M EICRET

LF TOMITRVHEN KRGS TWZ Eb, PHRTEOMETH T,

=R T 2 AEMD 28 BHT-Y DL FHRERB OB =N 25%LLE 50%FKHE, 50% L E

7T5%LL T, 7T5%HBNDEE (FAS)

b 25 7IEAl =170) | 73V FE @=170)
Bl (%)

25%LL E 50% A 26 (15.3) 28 (16.5)

50%Lh E 75%LL T 35 (20.6) 35 (20.6)

75% A 15 (8.8) 40 (23.5)

vi) BRI HaREIE (BEHRM R © 28 BH Y OBHIRERBNFE (25%KiHE
WM D 25%KiEEM) THo-EEDEE (BIRFMHER)

BN 63 DIBHE 00 28 H & 720 O FAEREA R

FH#ET 20.6% (35/170 #il) |

~0.919) THY .

RETHT-EBEDOEE
7T AREET 32.0% (54/170 f5) TH Y |
BEZLERTIE o T2, 73 Y2 REEOT 7 BREEIC

X, Za%
FaW I REI 77 '8R

$t9 B4 > Xk 0.56 (95%1Z#E X : 0.338
WA AEE TH o7z (p=0.0220) ,

BEYE T 2ERPMD 28 BH1-Y ORI RERMATETH - 1=EE (FAS)

77 2R (n=170) Z a3 Mt (n=170)
% 169 170
RE B (%) ) 54 (32.0) 35 (20.6)
TR ARFEIRIT B A XLk D (95%[EHEX ) @ — 0.56 (0.338, 0.919)
p fif @ 0.0220

a) FEHLOPRFE LIz TRBRIEiE R % [ 1 & L7 Logistic EURE T /L& A\ iz,



V. 1BRICET HIEH

vii) BRERHAR IS 3t 9 2 AKAAR (EEHM+HHERHRM) @ 28 BHizY OBHFHEEMEBHEM (25%LL L
#m L-BE0EE (BIRFHHEEER)
BIEHIRN 6 2100 IR 00 28 H o712 ) OF D FAERIBOSEI L7 BHEOEIGIX, 72 I Nt
T 18.8% (32/170 #) . 77 EARET 23.1% (39/170 #il) THV ., HEEHH CHRREE TH -7,
FaY I RO T BREHCHT 54 v Xl 0.79 (95% (54X : 0.465~1.348) TH - 7=
(p=0.3893) .

HEAR T 5AEHEO 28 HH1-Y OIS RIERMAEM L -EF (FAS)

77 AR (n=170) Za% I M (n=170)
ik 169 170
B (i (%) ) 39 (23.1) 32 (18.8)
TT R REIKRIT DAy XD (95%FFEXH) @ - 0.79 (0.465, 1.348)
pfE® - 0.3893

a) FEHEEL OUFE U 72 1RBR SEH R R4 B % [K 7 & L7z Logistic [BlJfE 7 V& iz,

vil) EER RO BRBHAMICK T HaEE GEEHR+HEFHAR) 028 BH1-Y DI REEHD

e (BIRFFHEIER)

28 H& 72 0 OFRIFAEEE DO RARIL, 25 4~7 BDRPERF £ TiX, 3 DOFIER (BLAIER A FEAE,
BHER 3 FAE R O ZIRMEERALTAE) onTnt, 723 FEHT T 78 RREE RIRE T 7 &
REEC TR - 72,

BIZWIMIT 3 26RO 28 HH72 V) OFGRIEREICHOWT, a4 I FEEO T T BRI
XD RIL, B HAETIL 30.82% (95%(EHEIXH] : 4.475%~49.893%) | HEHEH /3 - 1F
TlX 832.41% (95%[EHE X H] : 16.266%~45.443%) . _IRMEEMALFEIETIL 23.35% (95% 154
X[H : 1.8356%~40.439%) ThH-oto, WTHORER S, 7 a4 I REHEXT 7 B RBEHC TR
FHNCAH BRI DR bl (AT JEAE « p=0.0255, FEHER /3 FEME : p=0.0004, KM
4t§§ﬁf:pz00390)0
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BEYPEN S ARBRETD 28 BH=Y DD EMERBDOPRIEDHBR (FAS)

AR R4k

(=)
15
o0 TS5 tRE
o—e SIHINE
12

SEEIF R

0 T T T T T T T T T T T T T T T T

10 1

12 13 14 15 1|6 (&)
SETEERE S5 8[E1 K

TR {E

o 1t 2 3 4 5 6 1 8 9
Fomkbe HEIEERE FaEkEE HSEREE  H6ERE

BHER Y Ak

(G
15 -

12 A

SEEI I

0 T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 (&)
Fomkle HEIEERE HaEkEE HSEREE H6ERER 7 EKE ELIEERE

R {E

ZREEMRICFEE

(ED)
15 -
o-----0 JS5REE
o—e SOHIRE
12 1
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ix) #HEFHREICE THREEXBRDEE (BIRFMIEER)

MEFFHIM 252 T LI BE 2R L Lz, f

BT D FAFHEE BB OEI G O FIIE AR 2=

I, 7 =% I FRET0.71+0.32, 7°?*1ZTJ<E$’C“ 0.65=0.35 ThH o7z,

HEFHRICH T SREHLBRDESE (FAS)

77 AR (n=154)

Z a3 F#E (n=152)

SEEE = Y 7
g fE

0.65+0.35
0.82

0.71%0.32
0.85

1 BEHE B EOBIG= GEERED 0 O B GEEREE ¥, FEERGEIC

IRIEM] LRER STz RITBRAE LTz,

ST — 2 OFEENH D R,

X) MIFHRICE T A2REBERBEDEE MEBFHMZETLEZEEDS L., HEBHMEEC TREHE
SREEERL-E2E) (BIRFHEIER)
MEFFHIRI 252 T L72BE O 9 b HERFHI A28 U CRIEIE IR & 2k L 7o g 0 FIE
I FEET15.1% (23/152 4)) . 7T BREET9.7% (15/154 ) TdHh-7=,

d)y ®2%

i) BEER
B HBERICRO DN A EFRITT 2% 3
il (65.1%) Th -7z,

i) BlYER
BIERNEZ =24 X REEC 58/171 f5l (33.9%) .
I REEO R BBLRITE o T2,
WTNDDOFEERET 3% U LOBEICHBELLZAEH D> H, 7 3% I FEEORBIENR T T 2R
£ 0 b 3%LLEEN - TREIWERIL, IR (7 24 3 R 14.0% K07 7 B REE 5.8%. LLFFEIIE) |
FEMED E VN (8.8% M1 5.8%) Th-oTz,

X, 7

REET 122/171 61 (71.83%) . 7T BAREET 112/172

7T RARRET 421172 4] (24.4%) IZREO DI, T

WINHIDIXREBRTHRIRE 3B LEDOEIER (R5RR%E) (SS)

SRERIR A 75 B AREE T a3 Rt
FEARGE (n=172) (n=171)

% (%)

mIEH 42 (24.4) 58 (33.9)

i R 27 (15.7) 43 (25.1)
fEHAR 10 (5.8) 24 (14.0)
EFEED F 10 (5.8) 15 (8.8)
H RlE 7 (4.1) 13 (7.6)
Mg - 5 (2.9) 8 (4.7)

AR e 7 (4.1) 9 (5.3)
i 3 (1.7) 7 (4.1)

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

kL UukgREE 2 (1.2) 7 (4.1)
[EIHAPE 8 F 2 (1.2) 6 (3.5)

MedDRA/J Ver.16.1

i) REPILICE--HEER
BeHGHIEICE > 2 A FFERIT, 729 I REET 7/171 41 (4.1%) |
ZRO BV, 72V I FHEO BRI - 1=,
RbHZ<RBOONTHERILICE S TEAEFEFGLIL, 7 28 I FETITEEKOEREED 0 (£ 2
Bl 1.2%) THY, T7T7CRBETET I7=20T I b T AT7 2T —BEIN, TARTXUET
J NT AT 27— B, REER IR (%2461, 1.2%) Th-oTlz,

752 AREET 12/172 6] (7.0%)



V. 1BRICEEd HEH

v) EEREEER

HEDAFFRIIT7 2V I FEET 11171 6 (6.4%) . 77 BAREET 13/172 # (7.6%)

qu&) %

M, FEHRBIIREHE CTRRETH T,

2Bl LOBEICRO DN EERAFFERIL, 73 I FRETIIRE (2 4,
7R ARHE TR (4 61,

1.2%) THH, 7

2.3%) . WONZIIER K OWER (% 261, 1.2%) ThHh-o7-,

KERBMEDNGE CTE RVWEHERAFEFRL LT, 73t I FHO 1 R38O b,
V) £ REMEHER

MRFEORRA » ML R - N IR A ORES.
FEPH OF5 5
B _— 2T A b OB NI

NAZNY A OFER, (KE - &K - BMI -
DEROERNG, 73V I FERGICERT B2 65— B L7 UIERICE
ntu &b 6“73?75)’) 71:_0

@ EF#RIEMARER (RARWNMNE  SAEAT—%) (SP0982 &iER) ©
a) BRI E
H #) | BEa Y e —ARGORTORWVBRERREELZ AT D 4 R LD TANABE ZHRIC

Y I P& 1~3 HOHFLCANAIE L BEE G LIR30, 2tk ORA 27 H i1 2,

WEICBHRBRD DL S T PLTADAIEOFEREIC b 63, BIFEJFH L TW5 1~3 Aot
TAMAIETHIREa L b r—ARELN TWVRWIRERIMEL AT 5 4 il Lo TAMAESE
BEVEAILBIER - 242 B (7T BAREE 121 6], 7 =% 3 RRE 121 #1)

LAAEVERT R GAEN (SS) : 2424 (FT7BAREE121 6], T =293 FEE 121 #I)
BROENTRIZEN (FAS) : 240 (FZ®REE 12161, 7 =93 FEE119 #1)

B 5 5k

TI R e E U EIEA{L T E B R R

THEMRTCTH -4 1A 20, 12 REEOMBEZET CROBS LT,

% 2 [FRBEIFIC, B OFEL OMREICHE DX 4 sl B 18 iRl CIRED 50kg A /N A
FIIERE O (va > 7AD) ¥ 18wl EORRABE K OMKE 50kg UL EO/NEEFITITEER %
5L, 1 BICRG SNDEROBDNFEOEEIL. HIHEHETYICEHEEZ G L,

BEHROHREBEERroa1—)L

TREREE D BAE A &
%18 5238 % 31 %48 % 5 1 % 638
30kg A
&M (vuy7) ] 2mg/kg/ H | 4mg/kg/H | 6mg/kg/ H | 8mg/kg/H |10mg/kg/ H (12mg/kg/ A
30kg LA _E 50kg A
&M (vuv7) ] 2mg/kg/ H | 4mg/kg/H | 6mg/kg/ H | 8mg/kg/H | 8mg/kg/ H | 8mg/kg/H
N N R
?gg;u%kﬁoﬁk}\'“% 100mg/H | 200mg/H | 300mg/H | 400mg/H | 400mg/H | 400mg/H
PAMICHELCHEREBLELESE
mEIEo | BERECLS WA
KE G b BRI O BB it
(D) B2 Bl 5 | S 5 | Bl 5 | Bepipt 5
30kg it
Erik Gry7) ]
2mg/kg/H | 1mg/kg/ A | 2mg/kg/H | 1mg/kg/H | 2mg/kg/ A
30kgL_E50kg A
Enw my>) ]
50kgll RN
‘ 100mg/H | 50mg/H | 100mg/H | 50mg/H | 100mg/H
RN BE (BEA)

) 50mg Z & OWENSMNERBFITIE, ¥ - A TRRIAEOERE (B RO 50mg LIN)
AfEE LTz,
A LAATNZR 5 STV R WA BICRET 5 72D O BB




V. BRICEd 5

F6EDDH EHHED 3 BRIDGREDRSE

RE (5I8) AR R R
30kg i [RROW (1) ] 8mg/kg/ H 12mg/kg/ A
30kg LA I 50kg K [RRAWK (uy) ] 6mg/kg/ A 8mg/kg/ H
50kg DL E R O AR (BEA) 300mg/ A 400mg/ A

BEHEDBER T 31—

RGO D 5 & %1 %21 3 #4
11 X% 12mg/kg/ A 9mg/kg/H 6mg/kg/ H 4mg/kg/ H 2mg/kg/ H
9 X% 10mg/kg/H 8mg/kg/H 6mg/kg/ H 4mg/keg/ B 2mg/kg/ H
7 X% 8mg/kg/ H 6mg/kg/H 4mg/kg/ B 2mg/keg/ B —

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

3 X1 4mg/kg/ H 2mg/kg/ H — — —
2mg/kg/ H LAF — — _ _
350 X 1% 400mg/ A 300mg/ H 200mg/ H 100mg/ A —
250 X% 300mg/ A 200mg/ H 100mg/ H — —
150 i 200mg/ H 100mg/ A — — —
100mg/ H — _ _ _

) 125 4 X MBFEEL LIcHAE, HEMMICEELZARIS U OREZTIE LT,
FHmE A <BMHE>

[F2FMEA ]

TRHIRNC T 5 2 B H OREFAFIERFEEL T 5 £ TORFH

[F72BIRFAE A ]

- Kaplan-Meier 1% CH H L 721G I 31T 2 SRE HRFEIEDOTE K

[= oo EIREHGIE E ]

JRRMEIC R S 1 B ORERMIEIED IS 5 £ TORHS%

<=ZEH>

- BE ROV I HEE O BRI E AR TEMOBEIC LV fE Sh A EFS

c HEFERICLDHIEG)

VRO 28 BHT7Z 0 ORMBIEKR O A7 v =—FVEFRELH D Prospective — A7 A
IR & B LT 25% 20T, 25% 48 50%LA T, 50%E T5%LA T KT 75% N L 7= & o

B

) AFNOARBESNTHERFEIL, BRAKLOMEE 50kg LA EO/NRIZIE 1 H 200mg. K5 30kg LA E 50kg Al
AIIZIE 1 B 4mglkg. {AHE 30kg AR D/NEIZIL 1 B 6mgkg TH 5,

* @ HAAN 30 Bl & 5o,

k% 0 T aV I Fuay TANTARTIIAR SN TR,



V. BEICEI 9 %IHE
b) BEE=
AO#RET RS (SS)
7T R Z a3 N
(n=121) (n=121)
PERI) B 45 (37.2) 55 (45.5)
(¥ (%) ) EeQ 76 (62.8) 66 (54.5)
HA 89 (73.6) 97 (80.2)
B=A 2 (1.7 2 (1.7
(WJ%@&AEA)) ) TYT A 25 (20.7) 18 (14.9)
T AV BRER/T T AN AR 1 (0.8) 1 (0.8)
DAt/ 4 (3.3) 3 (2.5)
g (k) SR R R 2 27.64+12.45 27.82+13.13
4~<12 7% 9 (7.4) 8 (6.6)
Efp 7 N—7 12~ <18 % 16 (13.2) 16 (13.2)
(% (%) ) 18~ <65 ik 95 (78.5) 96 (79.3)
65~ <85 % 1 (0.8) 1 (0.8)
&E (kg SR R A 72.75+22.19 70.42+21.84
BMI (kg/m?) SR R A 26.47+6.78 25.09+6.21
BT (SS)
75 B REE a3 FiE
(n=121) (n=121)
IR (4F) SERIE AR = 15.39+12.97 15.53+13.12
FIEF N (%) SR R A 12.91+5.88 12.90+6.75
oA 0 1 (0.8
B Sy 7 AE 0 1 (0.8)
DFEAE 121 (100) 121 (100)
RIPFEAE 41 (33.9) 49 (40.5)
. s FETER R APFE A 2 (1.7) 2 (1.7)
T/”(;J;%gﬁ?f = Y m =R 48 (39.7) 46 (38.0)
FEAE 2 (1.7) 3 (2.5)
TRE AR 1 (0.8) 2 (1.7)
SR E AR TEAE 121 (100) 120 (99.2)
B FAE 3 (2.5) 2 (1.7)
SHEARRED T A AFEAE 0 2 (1.7)
FERMER T AN A 121 (100) 121 (100)
BYEFHAR T WILA 0 1 (0.8)
LRRMEI A7 n=—TAMA 0 1 (0.8)
INRRFRT A A 6 (5.0) 9 (7.4)
EERCTAD A 15 (12.4) 13 (10.7)
FHEI A7 v =—TADA 42 (34.7) 34 (28.1)
TAMAIEERR A TERERFRFEIETADA 19 (15.7) 15 (12.4)
(% (%) RS ORISR TA N A 54 (44.6) 55 (45.5)
FEEL 2 RIEBHEREEZ L O TADA 6 (5.0) 6 (5.0)
SEBEMEEAE TAD A 1 (0.8 0
FERFRRIA, R A7 v =—NE, 1 (0.8 0
YLy g e =R NEPES BIFLIETC
2o ARG LA DS T A A
R B PR A 4 (3.3) 1 (0.8)
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MTANAEDERKIR (SS)

77 R 723 R
(n=121) (n=121)
H% (%)

WEIHER L7zt CANAEOER S |0 Al 70 (57.9) 63 (52.1)
1~3 Al 37 (30.6) 47 (38.8)

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

7 HILL E 1 (0.8) 2 (1.7)

BEIKR

77w AR T a3 Rt

(n=121) (n=121)

B (%)
M) el 121 (100) 121 (100)
M 5E T 51 114 (94.2) 107 (88.4)
HERFHIM 52 T 61 66 (54.5) 78 (64.5)
SET @ 110 (90.9) 103 (85.1)
k5] 11 (9.1) 18 (14.9)
R PR

HEFL 4 (3.3) 10 (8.3)
NRAA53 0 1 (0.8
TRIER S F 0 S s A 1 (0.8 2 (1.7)
BIRAEE 2 (1.7) 3 (2.5)
El=%i{E 3 (2.5) 1 (0.8
oLk 1 (0.8) 1 (0.8

a) & THIE, ETREOWNT NG LB SUTRERAEIEDS 2 IR O 24 1 O 1GHIRH 58 T 61

ZaYI FHOERESE., REKREE. THUBREEDHSH (RARUWNMNE ((KE 50kg LLLE) )
. (N
A e
_ (f&7 50kg L k)
(n=97) (n=14)
%R (%)
1 A& BEEERE | BEEEE | FHREE | RKESE | BERSE | THREE
. 13 15 12 1
200mg/HELT (13.4) (15.5) (12.4) 0 (7.1) 0
200mg/ H 8 23 20 34 5 3 5
300mg/ F L1 F (23.7) (20.6) (35.1) (35.7) (21.4) (35.7)
300mg/ F # 61 62 51 9 10 9
400mg/H LA F (62.9) (63.9) (52.6) (64.3) (71.4) (64.3)
400mg/ A A
600mg/H LT 0 0 0 0 0 0
600mg/ F
800mg/H LA T 0 0 0 0 0 0
800mg/ F # 0 0 0 0 0 0




V. 1BRICEEd HEH

3 FHORKIRSE. REREE. THREEDSfH (IKE 50kg RisdD /M)

N NG
(k& 30kg LA 50kg i) (k& 30kg i)
(n=6) (n=4)
Bk (%)

1 A5 E R E | RElRGE | EHRSE | REELGE | RERGE | FORLGE
4mg/kg/ H LT (lé 7 0 0 0 (2510) 0
4mg/kg/ H 8 3 4 5 0 0 0
6meg/kg/ A LL T (50.0) (66.7) (83.3)
6mg/kg/ H # 2 2 1 2 3 4
Smeg/kg/ A LL T (33.3) (33.3) (16.7) (50.0) (75.0) (100)
8mg/kg/ H B
10mg/kg/ HLAF 0 0 0 0 0 0
10mg/kg/ H & 2
12mg/kg/ H LA T 0 0 0 (50.0) 0 0
12mg/kg/ H 0 0 0 0 0 0

c) BNMEICEY SERIRAUIE

i) REHEICE TS 2 EE0ORERKRENRKER T HFE CTORME (FTEFHER)
BRI (24 B (2815 2B HOREMARFEMEOIBLY 2713, 77 vRREL LTI 2
I FMEECTIRL |, HEHFPIICAE Th o 7o, IR T 2 [B] B OMBEMARFERFEILL T
720y Kaplan-Meier #EEE X, 77 B FREE 833.37% K T 24 I it 55.27T% CTh -7z (N — K
ke 2 0.540, 95%E#EIX R : 0.377~0.774, p<0.001) , F7=, 2 HOBRERRBIENEKIT L E
TORMOFRAEIL, 77 BREEN 77.0 H (95%FFEXH : 49.0~128.0 H) Th-o7=, 7%=
RREI 50% B O EENERHIFIC 2 7 H OREMAFBIELRBL L 2o To/c ), HREITHEE T

ol

AREHEICET S 2EEDRERMAKEENRIET 5F TORME (Kaplan-Meier Bi#R)

(%)
100 =

90 -
80
70 A
60 -
50 -
40
30 -
20 -
10 1

Op S i

04 at risk$
JaYIRE
T5tRE

67
47

84
71

73
58

70

90 53

- SOYIFEE(n=118)
= TS5tRE (n=121)

52
31

62
44

56
35

0 10

70 80 90 100 110

RAENFERT HFTOHAM

20 30 40 50 60

120

130 140 150 160 170 (H)
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BRPEIZE1TS 2 E B DRERAKREENRIERT 5 F TORRE

\ 5 ARy FRERETORR (B) P A AR
N ]
B 5 1 LS [95% {5 < 1] [95% {5 < 1] bl
— 77.0
77 RN 121 [49.0, 128.0] 0.540
- - — [0.377,0.774] = 0001
PN AN i 118 [144.0, —]

a) Full Analysis Set

ZaY I REEO 1 HNIE 125 01 X2 bR L 2R ICEIELBIT Sz, 2 fillE 24 HEOR

AR ORIEERDE SN0 T2720, BT E DR o1,

b) Kaplan-Meier /412 & 5 24 B OIEEIARIC IR 2 2 [B]1 B OFRERAFREIEOFEL £ CO R OHEEM (HPkE)
[—1  AFIFETIE 24 R OHRBEYIMIC 2 [ B ORE M RIEED 50% A LDIEFIZRD biLieh > 727z

OHEEAHE

o) BIEWIMICIIT S 28 H 7= v OREMRIEIEDEEAY 2 [HEATO/NE 2 HIEAT O, 2 B DALY
IR %E 8 & Lz Cox Hffil v — RETICE-SL, Wald Bic kv B S,

i ) Kaplan-Meier ;i THEW L =8B ARICE T 5RERAKREDHEL (ELRIRFTHEIER)

TBEMIRT (24 HM) ICHREMMRBIELZER LIZEZEOEE O Kaplan-Meier #:EfE (Mantel-
Haenszel /= THEE) 1X. 7T BAREE 17.2% (95%EHEIXH : 10.4%~24.0%) KO'T =4I FiE
31.3% (95% 15 HEX M : 22.8%~39.9%) Th U | Mt FMICHERZENRD btz (14.1%. 95%

EHEXE : 8.2%~25.1%. p=0.011) .

75 AREE Zah 3 Nt Za% I N
n=121 n=118 — 7T REE
Kaplan-Meier % CHH L7 1R7
. 17.2 31.3 14.1
R 31T 2 5RE R I IEDOTH &
% (95%(Z 4T (10.4, 24.0) (22.8, 39.9) (3.2, 25.1)
piE (FSBREELE DOHE) » — — 0.011

a) x2ME

~

ARAMICHETS 1 HEORERKRENRES S ETORE (ZOMOEIRFTHER)

TR (24 @[ 1I2B1F 5 1 A OMEMAFIEORELY 271X, 7R EEL R LT a3

RHE TR < TR AR C 1 B H O FRE I IEDFEBL L T 720y Kaplan-Meier HEEEIL,
7T R REE17.27% K ONT a9 2 FEE30.97% T 7= (Y — RE:0.683. 95% (18X ] : 0.507~0.921,
p=0.012) , 7=, 1[EIHORERFEIENIEELT 2 £ TORMOTIfEIL, 77 BHREEA 20.0 H (95%
153EXE : 13.0~34.0 H) KT =243 RN 36.0 H (95%(EHEXM] : 25.0~78.0 H) ToH-7=,

BEHEICEITS 1 BREDRERMAKEENRET 5F TORME (Kaplan-Meier Bi#R)

(%)
100

©
o
L

80 -
70 -
60 -
50 -
40
30 -
20 +
10
04 at risk$

SOYIRE 72 52
TS5tREE 58 40

OIS DM~ C A CHH T, F

48 44
30 26

42 36
22 20

- SOYIFHE (n=118)
= TSR (n=121)

32 30
17 15

0 10 20 30 40 50

66 76 8I0
RAENERTHETOMM

110 120 130

140 150 160 170 (H)
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BRPEICETS 1 BB DORERMAREENRIET 5F TORRE (FAS)

\ B AR NEEETORRK (H) A AR
N )
B 51 s [95% 5 <] [95% 15 <] it
o o 20.0
77w 121 [13.0, 34.0] 0.683 0.012
B - 36.0 [0.507, 0.921] ’
7 a3 N 118 [25.0, 78.0]

a) Full Analysis Set
Z %I REED 11T 125 DA R S BARE L BRICEERLET T S eo, 2 Bl 24 B OTR
I ORIEFRNE SN R -T2, T E DR o T2,

b) Kaplan-Meier (2 1 % 24 HE OMGEHIFIC IS 2 2161 H OFREFIEIEDOFBL E T ORI OHEEE (HfE)

[—]  ARHIFETIE 24 BRI OTREBIRIC 2 BB ORE RFEIED 50%LL EOIEFNZGRD G- 772

OHEEARE

o BlEWIMICE T 5 28 Az OMERARIEIEDREIILA 2 BILLFO/NRE, 2 BILLFORA, 2 BEO/NEX
IR A ZEE & Lz Cox eI — RETICES<, WaldiEick v B shre,

d) &2t

i) BEER
TRIEII (B8 B - HERF AR (C EFRD 175/242 1] (72.83%) 2R LTz, #GHEHITIX
7T 2R 79121 6] (65.83%) KLONT =3 KEE96/121 1 (79.3%) Th-oiz,

i) Bl4EFA
TR O &I MR ) ISR DN IERIZ. 77 B AT 42/121 #1 (34.7%) KO'T
a3 REET 56/121 il (46.3%) IZiRD B, 7 2% I REORBEN G- 7o, HEHMTRD
2 BOLNZEWER X, 77 B ARRETIHEIR 14 6] (11.6%) T, WWNTT AT X BT I/ b
TUARAT 27— BHMEONFEIMED 0K 4 6] (8.83%) . WNZT =TI/ TV AT x2T—
BHIIN, 95 L OELS 3 il (25%) Thoto, 724 I REECIXFEMED E W 21 6 (17.4%)
T, RWTHEIR 16 1 (13.2%) KOMEL 96 (7.4%) ThoTe,

i) REPILICESH-AEER
TR (B ]+ HERF IR 1S8R BT IR D G IEICE > o A FHFRORBEIT 6.6%
(16 #l) <, BHERITIET 78RBS B (4.1%) EOVT7 24 REE11 6] (9.1%) THoTz,
BRFEORG P IICE ST AEFLIT, HEHRTIc2<{RBD LN, 28T 1419 fFTh o7,
BHHN T 78R 36 XN T 2 REE11/13 1 Th -7,

v) EELEESRR
TR (E &M MR ISR OGN EERAEFROBEBEFIL5.0% (124) <, &5
BT 7R 406 (8.3%) MOVT7 2t NEESH] (6.6%) ThoTo,

V) ABRPAMICETARBEERVIA VO —FERBEKEN MEMLE-EEZDEES
Prospective ~— 2 7 A IR 216K OF B +HERIR) 0 28 B &7 O RFRFEAE
XX I A7 v =—FAERB BB L7z BE R OES X, 77 BR LT 28 I REETRM
FEAEFEEL A BN 25% LA FHIM L7238 1% 4 ] (9.5%) KOY 1 1 (2.0%) (LAFRIE) | 25%i#
50% LA THIMN L7- B X 2 5] (4.8%) KOV 1 #] (2.0%) . 50%E 76% LA TN L7 B3I 1 4
(2.4%) JKOV0 B, T5% MU= BEIX 2 6] (4.8%) KOV1A] (2.0%) Tholz, IA 7=
—FEVEFEEL Q208 25% DA FHIIN L 72 B 1L 0 Bl OV 1 ] (2.1%) . 25%8 50% LA R L 7=
E 16 (2.0%) XO1H] (2.1%) . 50%#8 T5% LA FHIMN L7 31X 1 61 (2.0%) KT 0 6Bl 75%
HEHIN L 72 B 1 (2.0%) KOV 4 61 (8.56%) Th-oiz,



V. BRICEd 5

2) REMHER
@ BOFOSEHF~NDOUYBEZICEHT HEMERER (RA) (EP0024 5HER) 9
a) BRI =

H 0 | BB FEME (CRMEERIEEEEZ G T) Z2H T2 AARANDRATADNAVBEIET ST 23 3 Fig
H&RGORIBFIEL LT, 724 I NAGEETE L 2RO R e N OEARME 2GS 5,

*f % | EP0009 #BR 22BN O35 E (CRMESBIERIEE GT) 28T 2 AANDRATAPAES
LRV RG] (SS) : 9 Bl
R OFEHT R RIEN (FAS) 9

a) EP0008 SR DIGRHIM X OBATHIM 2572 T L7 E o 81 (UMb BIELET) A+
B AANKROCHEANDOENTAPAVEBEICHT DT 2 I FIFARGICB T 2 Xk Of
OEZ R L7 HEE M. TR, Rk G-

B 5 k| EEHREER

DA ) —=1 7 H
EP0009 itk L [A—H&D T 2 NigZ - YD 1 B 2R OF G5 Lz (724 REEIT
EP0009 #Br DIRBR#E 2 )

DIBIEHIH
Z oY Nk e - 4o 1 8 26, AAET S REiELL, 723 FOoME (200
~400mg/H) X, EP0009 &bk L Rl—HE L L7,
RO, FANCIRBR KA SRR LR B AR v 7 R OF = —7 % T, 30 45
T TIT o 77,

3)IRBRAE T IR
TR T B O H OFFAMA T2, EP0009 B CTHO T a4 I FEEE R NOES LT,

A E OB | <&%E2E>

- BE O BRIWE TR BT EMOBIEIC L S SNICAEER
- BEHELIC I D15 LG

- MIRPAIRRA, MR K ORI

c N B A (IR OWREAED

- 12 FHELEX

<HmiE>
- Y FEIE DT

b) BEE =
ANO#Et=2a04EE (SS)

B
(n=9)
el I 4 (44.4)
B (%)) Eeqis 5 (55.6)
i (%) S A R 2 26.9+10.0
& (cm) SEEE AR 159.07+8.63
®HE (kg) SEEE AR 55.99+13.13
BMI (kg/m?2) SEEE AR R 22.15+4.91
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REBHFE (SS)

ENGES
(n=9)
FEIRHIH (4FR) S+ AR R A 15.30+6.40
BRIy FEAE 5 (55.6)
TEHEER 70 FEAF
T AL RE I ) BB B L0 4 (44.)
EilBETHELI LD 6 (66.7)
TIRMEAIBAVIEIE 6 (66.7)

TE BRI EPO00S 3B Do 1 [EkBEiE D7 — Z 1235 <,

a) HEDOTAM /u%%{’ﬁﬂ%\fﬁ&z»%éf’ﬁﬂ@ﬁT T IS T HEREE ST,

b) EP0009 iR DS TR T, #im%E (CUMEERILRIEEZET) BT 5 HARAKOFEADRA TN
MEFIIKT DT a3 Mﬂ?ﬁﬁ&“ff B DHEMEROLZEMEEZFTME L7 —Hek, BEAL, 77 2Rt
TR MRATRER LR R,

BEABPICHAL TV RTANAZE (SS)

EBH
(n=9)
B% (%)
TR T 1 AL EOFICAMARE G L T 9 (100)
RIS L T TAMASK
LARF TR N 7 (77.8)
HLNR<wP 4 (44.4)
Tx=hAr 3 (33.3)
VA=VASAEN 2 (22.2)
Y71 ull U RSN 2 (22.2)
FE M) X 2 (22.2)
FETw—h 2 (22.2)
7 )N LEH—)L 1 (11.1)
7V R 1 (11.1)

c) AHRICHETHREM

i) BEER
ARFRROTEFEWIMNERD LI A EFEFGIL 4/9 61 (44.4%) . BEWERIL 2/9 #] (22.2%) IZRDHH
Nz, BERAERES LRGN IRICESTZHERERITRD LN o7,

RAEBRDAFHMICERD o =BIERA (SS)

SREBIRIE B
HARGE (n=9)
B% (%)

B 38 BURE Bl 5% 2 (22.2)
H S 1 (11.1)
A 1 (11.1)
—% - RHEER L OB GENOREE 1 (11.1)
TS ERATALEE 1 (11.1)
B FRRB X OWEAHE 1 (11.1)
LB X 2 EEE 1 (11.1)

MedDRA/J Ver.16.1
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i) TDtDREMETEEB
MR - MEALFRE - RREOHK NS, 733 NAMHEROBGICERT D L5
A BN DRI HERBRITRD bR oTe, Tlo, S Z YA L ORER, LEROR R
5, 7aY¥ I FAMMERORGITER T 5 L B2 b 22T bhRnoT,
d) BEXNEICEAY DERRAUHE
&l 2 DERFIZH T HRIFERBOSGMCRKERIIOLDE RO LN, BUT, /AFEIHE 5 AL
R—=2 T A v (RRBBEET 8 MO EP0009 HBRDT — %) Z g L, RBIERED HAmLCHAE
BNZEWT R o T,

Q@ ERLRE IHERARGREHER (MR) (SP848 HER) 19

a) RERME
H B | NETADABRE ZHRIC, JEREEL LTI a4 2 FROMKZEHEG L-oert, 2
B OH M 5,
ot G| BEERG SN RIEE AT D 4~1T % O/NETADABE
LM R BEM (SS) - 137 61 (UFEA 91 51, HAA 46 #51)
R OHTHRERM (FAS) : 136 % (JMEA 90 Bil. BAAN 46 fi) *
B 5 5 k| FEXTERE IRk 5 ER
B« A 1H2ENZTTRAOKE L,
IRREBLERNL, BF NHEELHREL, 7aVI FOAFEE LRI (S ay ) ** i
FlaBR Uiz, 5 1 B EKpE TG 28A L, T OBBCEM T Tl Lz, ZAMERUSEE
oy ha— Ui/ HEE TR Lz SIRRELEM B L2546, XdkmHRICEEL
=356, 81 BERBRICEAT LT,
%1 [EIREBELAERIL, BBRELEMORWIZ LY | BEHE 2mg/kg/H (v v ) XIE 100mg/H
GEAD | eEAE 12meke/ B (v v ) ITZIUTHEY T2 8 GEH]) o cigcx
LU, 72, IKED 50kg 2B 2 5 BRE K LCL, ke ARIIAEEICESE 600mg/H
EHZIVE DI LT, ARBOKEHEIT 12mg/kg/ H X1 600mg/ H OWFAdMEWHE S L
776
Bl IE B | <REME>

- BHE RO TS HEE O BRI TR R OB L 0 #F S B S
A EERIC K IR L

MR, MR, AR

- 12 AL

SR IR A Y (UE, IR OV

-k, &R, BMI

<BHMHE>

< FEME A ERICTE-D < BMEEL GIEHEMICRBW T T 29 2 REYIFREIC L 28923l 5 720)
PN AT A KT D RIGREIRI O 28 B & 72 ) O REIERER O 2k
< SR D 50% K N 75% L AR X —1L— |

) ARFNOAGRINT- 1 BEEAEiE, ALK ORE 50kg L EO/NNRIZIT 400mg, RE 30kg LA | 50kg A D
/NIIZIE 8mg/kg, RE 30kg Al O/NAIZIE 12mglkg TH 5,

*  AMEANEM O 1 HHTARBRBEICRIE R SEOREN 20 o 7272, FAS bR ST,

)k 0 T av I Fomy FTANIAMTITAR SN THRN,



V. 1BRICEEd HEH

b) BEER

EHRMADADORETFHIRE (SS)

DM 30kg Al 30~50kg AT 50kg ULk
(n=137) (n=55) (n=45) (n=37)
PERI) F 73 (53.3) 27 (49.1) 24 (53.3) 22 (59.5)
(B (%)) | &k 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 (%)) | 7oT7 A 49 (35.8) 24 (43.6) 12 (26.7) 13 (35.1)
S L bIAIIN 6 (4.4) 2 (3.6) 2 (4.4) 2 (5.4)
Fin GR) @ | FEEIE YR = 11.04%3.79 7.57+=2.24 12.15+2.56 14.83£2.02
HE (cm) % o 136 55 44 37
EEIE R 139.64+21.75 | 118.62+11.76 | 145.15+10.00 | 164.35+10.39
HE (kg) P AR 2 39.51+20.06 | 22.06+4.85 38.93+5.47 | 66.17+15.86
R 136 55 44 37
BMI (egm) | sy g 18.94+4.57 | 1555+1.99 | 18.61+2.50 | 24.38%4.10
a) AERBRBGRIF DT — 2 |[2HSL,
ABARALEHO A O#HEFEMEFYE (SS)
A A N4 30kg A 30~50kg AT 50kg LAk
(n=46) (n=23) (n=11) (n=12)
PR Bk 19 (41.3) 10 (43.5) 3 (27.3) 6 (50.0)
B (%)) |4tk 27 (58.7) 13 (56.5) 8 (72.7) 6 (50.0)
Fi GR) @ | FEEIE YR = 11.11+4.08 7.86+=2.41 13.02+2.60 15.59+1.67
& (cm) EEIE R 136.99+22.92 | 118.28+13.53 | 146.37+10.18 | 164.23+7.68
wE (kg) SR+ R YRR 2= 35.90+18.65 | 21.47+5.43 35.74+5.09 63.72+7.79
BMI (kg/m?) |V¥JfE IEHERAE 17.73+4.15 15.13+1.64 16.67+1.54 23.69+2.97
a) ARRBRBGRIE DT — # [ZHS <,
LEHADHKEERHFE (SS)
DM 30kg Al 30~50kg AT 50kg ULk
(n=137) (n=55) (n=45) (n=37)
FIREIH (4R) | TR AR R R 2 6.26+3.82 5.19+2.68 6.91+4.30 7.05+4.33
o HAE 137 (100) 55 (100) 45 (100) 37 (100)
g{%j;;;ﬁ AR S A 57 (41.6) 26 (47.3) 18 (40.0) 13 (35.1)
B (%) ) TEHEER 70 FEAF 107 (78.1) 43 (78.2) 35 (77.8) 29 (78.4)
TR FAE 106 (77.4) 44 (80.0) 36 (80.0) 26 (70.3)
o ARRBROBEANCRE LT R CTORELZ TN L,
AXRAKEEOEERYE (SS)
H AN 30kg Al 30~50kg ATl 50kg ULk
(n=46) (n=23) (n=11) (n=12)
FIREIH (4R) | TR AR R R 2= 6.55+3.59 5.62+2.60 6.613.92 8.27+4.51
B HAE 46 (100) 23 (100) 11 (100) 12 (100)
%ﬁégﬁﬁﬁ B 5 R 27 (58.7) 16 (69.6) 7 (63.6) 4 (33.3)
% (%) ) TEHEE > FEAE 43 (93.5) 22 (95.7) 10 (90.9) 11 (91.7)
/s e 38 (82.6) 19 (82.6) 10 (90.9) 9 (75.0)

I ARBROBGENICREL L7z T X TORMELZ TR LTz,
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EEAOMTADMARDERRE (£8RHIMEEFR) (SS)

DM 30kg Al 30~50kg ATl 50kg ULk
(n=137) (n=55) (n=45) (n=37)
B (%)
BERHTT A AR HHI S 14 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
1FIL EOHCTADASEZHA L O BE | 137 (100) 55 (100) 45 (100) 37 (100)
BERPTT A AR
L RF T H A 56 (40.9) 16 (29.1) 18 (40.0) 22 (59.5)
Y a=1 - v 40 (29.2) 17 (30.9) 15 (33.3) 8 (21.6)
FERIFX 32 (23.4) 17 (30.9) 9 (20.0) 6 (16.2)
HN R P 26 (19.0) 8 (14.5) 9 (20.0) 9 (24.3)
FET=w— | 25 (18.2) 10 (18.2) 11 (24.4) 4 (10.8)
F I AT NN 24 (17.5) 11 (20.0) 6 (13.3) 7 (18.9)
V=PV aNN 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 (6.7 5 (13.5)
A=0 R RPN 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)
AJVFT I 5 (3.6) 2 (3.6) 2 (4.4) 1 (2.7
7z /L e A — L | 4 (2.9 2 (3.6) 1 (2.2) 1 (2.7
= FFENRL 3 (2.2) 3 (5.5) 0 0
H IR F 4 (2.9) 2 (3.6) 1 (2.2) 1 (2.7
TR YIR 3 (2.2) 2 (3.6) 1 (2.2) 0
EHARRY v 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
=R OAPN 1 (0.7) 0 1 (2.2) 0
07 oY T 1 (0.7) 1 (1.8) 0 0
tiagabine 1 (0.7) 0 1 (2.2) 0
B U oA 1 (0.7) 0 1 (2.2) 0

1 AREMRBGEREOOF L CAPAIKT, EEREMFIZOH L TW i TANAIEE Lz, BENEIK L
L COHTANAIKITERAN LTz,

2 T agEiAi s v e, SrvvaikEtlF N A SueTafEt Y v A Ergenyl chrono KT
valpromide % & ¢,

HE3: 7Vx= b VHEANT T 2= A, T2 F RV TA 2 h by, RAT 2= b AV, RRAT
z= kA ) bU LK Zentronal =& e,

Fa4: 72 )V EX—=LVRANI T = ) SV EZ =)L, T )NV EH =)L F R U DA AF)LT =)L EH
—IWKRORTY I RreE,

a) [ERTELH O HFEIL Normesuximide
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BAAEHOR TANAEDOERRE (£ARHMBIRE) (SS)

H AR NS 30kg Al 30~50kg A5 50kg Ll E

(n=46) (n=23) (n=11) (n=12)

Bk (%)

BERHTT A AR HHI S 14 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 FILL EOHTADASEZHH L QOB 46 (100) 23 (100) 11 (100) 12 (100)

BEAHTT A A

v a=1 - v 19 (41.3) 9 (39.1) 5 (45.5) 5 (41.7)
HN R P 15 (32.6) 6 (26.1) 3 (27.3) 6 (50.0)
FERYF 14 (30.4) 9 (39.1) 3 (27.3) 2 (16.7)
LR_RF T4 N 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)
VA=VAN AN 10 (21.7) 4 (17.4) 5 (45.5) 1 (8.3)
FET=w— | 10 (21.7) 4 (17.4) 3 (27.3) 3 (25.0)
7z = hA A 7 (15.2) 3 (13.0) 1 (9.1) 3 (25.0)
N7 4 FIR 6 (13.0) 4 (17.4) 1 (9.1) 1 (8.3)
7 x ) L E S — LA 3 (6.5) 1 (4.3) 1 (9.1) 1 (8.3)
a0 3 (6.5) 1 (4.3 1 (9.1) 1 (8.3)

= FFENRL 3 (6.5) 3 (13.0) 0 0

ZIVFT L 3 (6.5) 1 (4.3 2 (18.2) 0
TR F 2 (4.3) 1 (4.3 0 1 (8.3)

07 ISR FIL 1 (2.2) 1 (4.3 0 0

B U oA 1 (2.2) 0 1 (9.1) 0

TRV IR 1 (2.2) 1 (4.3 0 0

1 AREMRBGEREOOF L CAPAIKT, EEREMFIZOH L TW i TANAIEE Lz, BENEIK L
L COHTANAIKITERAN LTz,

2 v Tappigliz sy raig, SeraptIF ) s ST alEt Y v A Ergenyl chrono XY
valpromide % & ¢,

E3: 7= M VBFIZ T ==, T2= b, F MY DL TRV, RAT == RARAT
== hAF NU T LK Zentronal % &,

Ha4: 72 ) SV EH—NLVRIANLIT = ) SV EX =)L, T2 )NV EH =L F RV DA AFNVT =) VEH
—ROTY I RUEETe,

c) RABRICH T HREM

i) BEER
BG5BT O BV A EFLIL 135/137 5l (98.5%) Th o7z, WE I L —TRIDOFBLRIT,
30kg Aiifi T 100%, 30~50kg Al T 95.6%, 50kg LA ET 100% TH -7,

i) BI4EF
RIVERNE 77137 f5] (56.2%) Z38® Haviz, RE 7 L—7RITIE, 30kg AKiifi T 27 #i] (49.1%) .
30~50kg Aifi T 29 5] (64.4%). 50kg LLET 21 ] (56.8%) Th-o7z, bHEBOSNIZE
TERNZ. FEED £ 28 ] (20.4%) TH Y . WTREAR 27 #1] (19.7%) . #=Hk 11 1] (8.0%) T
bolze, ZHDREIWERIZOWT, (KEZ V—TRIOMKERE LI TICR L,
CFEMEO EVORBLERIL, 50kg UL ETRb®E < (35.1%) . KW T 30~50kg AKiii (20.0%)
30kg AKiifi (10.9%) TH -7z,
HIROFEBLZRIT, 30kg A 2 Y B0~50kg Aifi (ZIE 4 27.3% KT 22.2%) DF5Hs 50kg LA 1

(5.4%) TR TEMN- T2,

CRERORBRIL, FRESN—T TRBETH-T- (5.4%~9.1%) .
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i) ERILICE--HEER
B ICE S T HFFRIT 8/137 B (5.8%) (T8 bz, 2 HILL EICER® bbbz
STEEEFERIL, FEMEOEV3H (2.2%) . KE 24 (1.5%) Thol, KEZL—TRIDF
RRIBRE I N—T CRIRETH -2 (5.4%~6.7%) . JEHD 2 1T 30kg K DIAITFBD &
U, FEMED E Vo 3 fili% 30~50kg AT 1 ffil, 50kg LL ET 2 BlIZRO billc, £ OMos:
HFIEIZE ST A EFRIT, WTNUDDEREZ L—7T 1HORITRD b,
BHPILICEST-AEFL 8 HO I L 4 (FEMEDE WV 3 R OREITE) 1 4 1XREREHER

FEHH LBV &, 1 B2 1T THEHY ] Lani,

v) EELGEESER
EELAEFRIT 33137 4 (24.1%) (RO LN, KEZ LV—TRIOFBLET, 30kg KT
20.0% (11 41) . 30~50kg AJifi T 28.9% (13 f5]) . 50kg LA =T 24.3% (9#l) Th-o7z, &b
%’7< D BT ERE RIS, MRCREE 23 6] (16.8%) TH Y, b L RBOOLNT-AEER

. e 12 4] (8.8%) TH o7z,
E%iﬁﬁi%%@ O b RN T A AVEHBRIRIEDIEBLRIZ, 30kg Ais (L4 7.3% (4 #1)
FN3.6% (2641) 1 . 50kg L E [ZnZi8.1% (B#I) K1r0.0% (0#]) ] BRRETHY .,
30~50kg Aiii [ZNFH 11.1% (BHI) K8.9% (4 #l) 1 Em-oTz, FEAIRIEZE AL K OE ik
1L, 80~50kg AJiii DA TR HAL, BEFITIWTFNE 6.7% (Bl Thol, TOMOEE A
FERERORBHLIIRL | KEEIN— T CHEE TH o7,
RIEBERDS TRE B ] XX (866 bRV L SNTEHERAHFEFLOL AL 2HLLFT
FHL LT, ZONFIL, B 2 41, M, TR, B, TANAERIKE, BRJ0E K&K ORHIR
AL E 1B ThHoTe, ZNDIFNTNEEEGEHILICIEEST, HE2ET—F Iy MFTREAD

HRIFILEIE Th o 72,

v) BRRRBREENEL
FERRAE O RN, T3P I NEEICERT D LB 5D B L UIEERNICEE o — 2
TAUNHDOEALITFRD Lo T,

Vi) N B A UDEIE
A BN A L OFRERNG, Tah I FREICEKRT 2 LE2 65 —H L7z IR EE R
NR=2F A UNEOEITRD IR o7,

vi) AE. K. BMIOZE1E
R—=2 T A4 v OFEEIL, RED 39.54kg, HE2 139.67cm, BMI 78 18.94kg/m2 TH V) | (KE S
N—TRITIE, FESEVIEE 2O DEIZE» > T2, BEEREROR—2F 4 L nt OB
BiX, (KED 5.89kg, HES 6.80cm, BMI 7 1.04kg/m2 Tdh Y | {KE 7 /L— 7R TiE, KED 4.43
~8.09kg, HE 3.81~8.55cm, BMI 7 0.60~1.69kg/m2 DFiFAN TH 72, ZhHDR—RZF
AUNHOEFIE, NETEFRINDIEEOFBENTH -7, KE, K, BMI CIIERKICE
FIRR—=2A T A b OELITRD b o7,

vii) DEROZEIE
DA% (-3.48~-1.40 #1/4y) . PR [IfE (6.09~8.97msec) . QRS [fF (2.69~4.67msec) .
QT fk@ (-2.06~7.90msec) . QTcB [#kF (-6.12~0.23msec) . QTcF [#lF (-4.69~2.94msec)
DERAERFERFDRX—R T A b OVEE b @I/ NS, FEREISNV—TTCRIBECTH -T2,
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d) BREICEE Y D ERR AR

NR—=2F7 4D 28 AT OEHIFMEEFEOFRAEIL 17.68 B TH Y, (KE 7 /L— 73 TiL 30kg
AR5 T 32.48 [, 30~50kg Ajiti T 16.80 [A], 50kg L LT 8.00 M TH -7z, _R—RA T A xT 5D
IARBERF D 28 A & 720 OEFAFEIE O ZEEO T RAEIZ-4.78 THV . KEI L—7HITIE
30kg Aiiti T-8.84, 30~50kg Aiifi T—5.00, 50kg LA L T-2.68 ThH o7z, =R T A NZkT DHifE
FrI O &Aoo 70 AEO 28 HH 72D OFRS IR O EO P RIEIZ-5.12 TH Y | KEI L
—7BIITIL 30kg Aiifi T-7.47, 30~50kg Alifi T-5.25, 50kg L EC-4.40 TH o7z,

) R=RSAVITHTHEABEHED 28 BH1-Y DEHFEMBDLELE
NR=2 T A N D IR O 28 A bz O RIERE OZELRIL, RIGFE IR % 1M
Zl U CHERF STz, IR ORGEICrE, 28 A H 720 O FIERBROZERIT L Y KEL
mole, HARIERBOENRIZERE S NV—T ThBURABRE TH T,

RN—R T4 VI D eBERBED 28 BH1=Y DM FEERBDEILE (FAS)

R By FAERIEL R—=2F5 A b DI (%)
n {54 » th o fiE % @ th o fiE
AAE]
R—2AF5 136 17.68 — —
AR 136 10.56 136 -52.73
<13# 136 10.15 136 -43.04
>13~26 127 8.31 127 —-61.54
>26~52 I 117 4.61 117 -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 Aifi
R—=2AF A 54 32.48 — —
AR 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
>52~78 i 35 8.91 35 -59.34
>78~104 32 8.00 32 -61.92
>104 # 20 10.73 20 -77.66
30~50kg i
R—2AF5 A 45 16.80 — —
AR 45 11.78 45 -50.53
<13# 45 11.08 45 -39.68
>13~26 43 9.56 43 -58.97
>26~52 41 3.85 41 -60.76
>52~78 i 39 5.38 39 —-60.59
>78~104 36 3.43 36 -65.13
>104 # 15 17.50 15 -60.71
50kg UL E
R—2AF5 A 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 34 2.58 34 -73.68
>52~78 i 32 3.23 32 -65.18
>78~104 27 2.00 27 —-64.71
>104 ¥ 8 3.00 8 -74.32

T BIEEEICE T A _R—=2 T4 F, ERA RNV AINAR=RT (2 (A7 U —=" 7RI 4 BEORERL)
BRI ) —=2 W B HIE&S- HORTH £ TORIMER IS BERENSEH L,
a) BRI, L HI RIS RIET — 2 BN o= BEE,
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i) LABEHMOD50% R 75% L AR A —L—k
EIEFEHIM D 50% L AR H— L — MME51.5% CTh - 7=, (KE 7 /L—7 B TlE, 30kg Aiifi T 44.4% .
30~50kg Aiiii T 51.1% K& ¥ 50kg LA ET 62.2% TH Y, KENEL 25 1V EL eoTz, &R
TR D T5% L AR X — L — M 34.6% CTh o7, KEZ NV—TRHITiX, 30kg Kliii T 33.3%.
30~50kg AJiii T 31.1% K TN 50kg LA =T 40.5% TH ¥ . 30kg Alifi & 30~50kg AiijiTIsdsteiald]
FRECTH 720, 50kg LLEIZMOIKRE 7 L— 12X TEN -T2,

LREHMD 50% KUV 75% L AR A —L—k (FAS)

el 50% L AR X — 75% L AR X —
M
AR 70/136 (51.5) 47/136 (34.6)
<13 60/136 (44.1) 35/136 (25.7)
>13~26 72/127 (56.7) 43/127 (33.9)
>26~52 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 i 27/43 (62.8) 18/43 (41.9)
30kg At
VR 24/54 (44.4) 18/54 (33.3)
<133 21/54 (38.9) 11/54 (20.4)
>13~26 I 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
AR 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 i 10/15 (66.7) 4/15 (26.7)
50kg UL E
VR 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)

W1 BEERICEATAR—ZF 1 E, E AN IAR—=ZT A (A7 Y —= 7 4 BEOIEER
B) ROAZ ) —=2 7S HREE HORTH £ TORMEHFEICES < BIERE HFHH L,

E2: %L, ZUWB O ARER LV ARV AT — X 2T BER L L TEH LT,

H3:50% VAR H—1L— KRN TE% L AR H—L— NI, _—RAT A NIk D TR 0% B
D 28 HH 7= OERIFIERILDOWA RN, ZNEFI 50% LU ER P 75% L EOBEFEDOEIE L Lz,

T—XJy AT 2017411 A (55 2 B RS
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Q E#ARENARPBGREHR (RARWNE) (EP0012 HER) 7

a) FEREIE
H B | BIEa s br—ARELRTORWVIRERNRFBIEEL T T 5 TANABRETEXGIZ, JFHREE L
TT a4 3 FeRkasks Lo e et L OF 2 i1+ 5,
pa S| JetT U CFEN L2 EBRILRF AR (SP0982 k) MoBITLIZRIEay Fu—AnEohn
TWRWRERRBIEEZ AT D 4 L EOTANABE
BERFIE - 240 1 SMELA 203 11, BAAN 37 fi)
LARMERET R GAER] (SS) ¢ 239 5l (AMEA 202 i, BHAA 37 i)
BRI GEN (FAS) : 238 il (FMEA 201 1, HAA 37 i)
% 5 J7 ik | Rk 535
A1 H 208, K12 REOMBREZ 22T TRAKE L,
R (a > 7)) *CTREME LZBE T BRI TEMOAEMNC LV SERICAEE T 52 L& w
BEE LT,
%1 [EERBERFIC LA T O & TR o 5 2 Bas L7z,
SP0982 A 5T LI BE -
- {RTE 30kg KD/ NEEZE  10mg/kg/H
- {RTE 30kg VA I 50kg K D/NREBFE : 8mg/kg/H
+ {RTE 50kg UL LD/ K OB AEST © 400mg/H
SP0982 ik & X—A T A itk LT-BE
« (K 50kg R O/NEEF - 2mg/kg/ F
IR 50kg UL ED/NR R OB A B : 100mg/H
ABEORERSERURREEE
A (RHE) kRS & eEf s &
i (va v (50kg A D/ N EE) 4mg/kg/ H 12mg/kg/ H
BEKl (50kg LA Lo/ N B 200mg/ H 600mg/ H
BEA (RN BFE) 200mg/ H 800mg/ H
FE A T OB | <T2ME>
[ = ZFEAMTEA ]
- BE ROV IUINHEE O B RS IR EEMOBLEIC LV 5 SN EFS:
- BERRIC L 505
RO 28 HBH72 0 OKMFEIER O A7 v =—5 (BB H ) Prospective ~— AT A
AR & LR LT 25% LA T, 25%i8 50%LL T, 50% 48 T5%LL T & N T5% I L= B o FlE
RIS A R ERL 2 R 8L L T B O E A
<BHMMHE>
[FI Y EHmE A ]
+ Combined ~— X 7 1 H#f[#] (SP0982 #lik ™ Historical ~— A 7 A ] & Prospective
— AT A VHIR A DRI ST 2RO 28 A&7z OMRERAFEIERER DL

) AROAR SN EL ORI TR - @H, RAIZIEZ a3 I FELT1 A 100mg &Y &52MHMG L.

D% 14
#5475,

AL EORIBE HIF CHEE L, #FFHEZ 1 H 200mg 752, Wb 1 H 2 BISHT TREA

7o, JEWRIZE Y 1 H 400mg %8 2 7o \WEEPH Cll BT 5 2%, MR 1 EBILL EoMEE ST

T1HMHEELLTI00mg LFT21T5 2 &,

AN R, AL o/ NI T 2 Y2 FE LT 1 H 2mgkg K VS ZBIGL. 0% 1 BB EORE
ZHTT1 HAREE LT 2me/ke 708 &E L, #ERFHEZ(KE 30kg RiO/NRIZIZ 1 H 6mg/kg. KE 30kg
L E 50kg Rii0/NMRIZIZ 1 A 4mglkg &35, Wb 1 A 2EICH T TRAOKET 5, ok, FERIZED
RE 30kg RN O/NIZIZ 1 H 12mg/kg, RE 30kg LA | 50kg i D/INAIZIX 1 H 8mg/kg & 8 % 722\ i
TR 525, HEIX 1AM EOMEZHITT1 AHESE LT 2mgkg LTFF2175 2 &, 22L&
H 50kg LLEO/NRTIEL, BAERICHE - HEZHWSZ &, | TH D,

% 0 73t Fomy TENIARICIEAR I TR,



V. BRICEd 5

b) BEER
ADOREHFHEE (SS)

AL
4~12 IEART (12~ 18 AT 18~65 WAl 65 Wbl b At
(n=16) (n=36) (n=186) (n=1) (n=239)
P51 Bt 8 (50.0) 11 (30.6) 86 (46.2) 0 105 (43.9)
Bl (%) ) otk 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)
2A 0 1 (2.8 3 (1.6) 0 4 (1.7)
N TIT A 3 (18.8) 13 (36.1) 32 (17.2) 0 48 (20.1)
B (%) ) |7 AV DIAER 0 0 1 (0.5) 0 1 (0.4)
T T A SRR
Z DR L 0 1 (2.8) 7 (3.8) 0 8 (3.3)
i () PRI AR | 8.652.5 15.8+2.0 | 31.7+11.0 66.0 27.9+12.6
KE (kg) SR+ FEYERZE | 33.69+12.48(63.20+14.62(76.80+19.84 96.90 71.95+21.87
BM (Ikg/m?) | F¥MEHE%ERZ= | 18.06+3.31 | 23.12+4.27 | 26.76+6.22 35.59 25.67+6.29
W (FF) | PIERYERE | 3.42+2.14 | 4.98+4.41 |17.83+12.23 74 15.11+12.60
FIEAEE %) | PECEYERZE | 5.583+3.44 | 11.04+4.28 | 14.08+6.20 5.00 13.01+6.24
WEHEALE |0 H 7 (43.8) 18 (50.0) | 113 (60.8) 1 (100) | 139 (58.2)
PCADAIED | 1~3 Hl 9 (56.3) 17 (47.2) | 54 (29.0) 0 80 (33.5)
SRAF 4~6 Al 0 1 (2.8 17 (9.1) 0 18 (7.5)
B (%) ) |7HILLL 0 0 2 (1.1) 0 2 (0.8)
P . 0 7 1 (6.3) 0 3 (1.6) 0 4 (1.7)
%ﬁfﬁfﬁ;g;@ 1A 8 (50.0) | 18 (50.0) | 54 (20.0) 0 80 (33.5)
Aﬁ?ﬂ%%@%ﬂi& 2 # 6 (375 | 13 (36.1) | 94 (50.5) 1 (100) | 114 (47.7)
B (%) ) 3 #ll 1 (6.3) 5 (13.9) | 35 (18.8) 0 41 (17.2)
° 4 0 0 0 0 0
. 0 1 (6.3) 0 0 0 1 (0.4)
ﬁjﬁj’éﬁj}@@ 1 Al 8 (50.0) | 16 (44.4) | 57 (30.6) 0 81 (33.9)
Aﬁ?ﬂ%%@%ﬂi& 2 %I 6 (375 | 14 (38.9) | 97 (52.2) 1 (100) | 118 (49.4)
I (%) ) 3 %l 1 (6.3) 6 (16.7) | 31 (16.7) 0 38 (15.9)
° 4 % 0 0 1 (0.5) 0 1 (0.4)
BEIKR
SO FHOEKRESE., REKREE. THUBREEDSH (BRARUNMNE (4KE 50kg A L) )
‘ (N
A son
_ (fA# 50kg UL _E)
(n=195) (n=26)
H% (%)
1 HEE & R 5E | RAERGE THEE R | BRKEER | RERERE D& SE Sy
. 43 30 8 4 7 2
200mg/ R LT (22.1) (15.4) (4.1) (15.4) (26.9) (7.7)
200mg/ H 48 26 26 34 8 3 6
300mg/H LA F (13.3) (13.3) (17.4) (30.8) (11.5) (23.1)
300mg/ H #8 100 116 116 12 13 15
400mg/ A LLF (51.3) (59.5) (59.5) (46.2) (50.0) (57.7)
400mg/ H 48 19 18 33 2 3 3
600mg/H LT (9.7) (9.2) (16.9) (7.7) (11.5) (11.5)
600mg/ H 47 6 4 3 0 0 0
800mg/H LL T (3.1) (2.1) (1.5)
800mg/ H #A8 0 0 0 0 0 0
1 1 1
A (0.5) 0.5) 0.5) 0 0 0




V. 1BRICEEd HEH

3 FHORKIRSE. REREE. THREEDSfH (IKE 50kg RisdD /M)

N NG
({7 30kg UL I 50kg Kiifi) ({7 30kg AJii)
(n=12) (n=6)
Bl (%)
1 A5 g e e R RBES N A& 53 e ey R
. 1 1 1 1 1
4mg/kg/H LT (8.3) (8.3) 0 (16.7) (16.7) (16.7)
4mglkg/ H 2 0 1 0 2 0
6mg/keg/ A LL T (16.7) (8.3) (33.3)
6mg/kg/ H 3 4 7 0 0 1
8mg/ke/H LL T (25.0) (33.3) (58.3) (16.7)
Smg/kg/ B 4 5 6 4 5 3 4
10mg/kg/ A LI F (41.7) (50.0) (33.3) (83.3) (50.0) (66.7)
10mg/kg/ H 1 1
12meg/ke/ A LL T (8.3) (8.3) 0 0 0 0
12mg/kg/ H & 0 0 0 0 0 0

c) AHRICHETHRLM (FEFHMEER)

i) BEER
TRBRIE G BIAA R A E TR 197/239 ] (82.4%) IR BT, 1L A EDHERGOEEE
IR (72.8%) UL (45.6%) T, MEOHEFZOIHBIERIL 10.9% (26 #) ThH-o7-,
FERAFEFLRITHWEEL 47 641 (19.7%) T, RVCTHEUFE 44 1 (18.4%) KOVEEMED £ 35 fi
(14.6%) Th oz,

i) BEERICK DARBHILF
7 at I FOBRGHILCESTEAFEFLIL, 10 6] (4.2%) ([ZEO LN, 2 BILL EOBFITHRBL LT
BBRIEOE G ILICE ST AEFEGT, REL I A7 a—X ZETANASE 241 (0.8%) ThHh-oT-,

i) BIEFA
AITEA 1L 83/239 il (34.7%) IZRBD Bz, EREIWERIZFEIMED E 26 61 (10.9%) . IR 14
Bl (5.9%) . [BEEPED E VKR OHELS 9 6] (3.8%) TH-oT-,

V) ARBRBICE TARBRERVIA VO —RAEXBAKHIEM L -HREDE S
Prospective ~— 27 A UHIBNZXT T 276 O 28 AH72 D ORMIBIER NI A7 v =—54E
SRS 50% L U= B, 2 1792 61 (1.1%) KON 4/92 5] (4.3%) ThH o1,

V) BRHIE RIS G RERERE L HREDOEE
Combined _X— 2 F 1 . i Combined ~— 2 T A o B} ONEREHA ] 12 RARFEAER NS
v = —FAEE B LT BFIL, 2450 1] (20.9%) KLY 48 i (20.1%) ThoTo, 7z,
FEVERE XX Combined N— 2 7 o U HIRNIC KAFFEIER OV A7 v =—FAEZ 3BT, 180
WZHT T I RAFEVER OV A7 o = — 3 AEZFEBL L - B IL, E 240 3 11 (1.8%) KT 4 411 (1.7%)
Thoto, B, FIEFEXIL Combined ~N—A 7 A VHARIC KAHIEKR OV A7 0 =—F/EE H B
B, BEMEF L RMBIER I A7 v =—RIEZRB L 2o T2 BEIL, ERE 147 i
(61.5%) K1N145 4 (60.7%) Th -7z,




V. 1BRICET HIEH

d) BIREHEIEE (BB T HERKRAR)

i ) Combined R—X 5 4 VHIEICx T HAELMAMD 28 BH1- Y OREMARIERIBDELE
Combined ~— 2 7 A M6 215 O 28 H &H7- 0 ORE BRI MERE DL RO g
X, —88.52% T -7z, LA FIZa L= A I 0 ER5E T H O£ HH D Combined ~N— 2 7 A 1]
T3 216 0 28 H 7= ) OFREMAFEIEREOZ(LRO FRAEIXFARE TH D | 1B
WoOESICEbOLY, —BLTHEHAD L (0~223# : —88.20%. 0~46 3 : —86.32%. 0~94 i :
—-89.45%) . ®EMTIE, 94 I ~142 WO EFH 1L 100 T, Combined ~— A 7 A » HIRJIZxf7
6%?%%@28E%k@@ﬁpﬁﬁ%¢@ﬁ®£M¢®$%ﬁ . —93.50% T -7z,

T—F Ty bAT 201948 A (GF 2 [FIH A

(5)8%E - FREEAIGEER
R L
(6);a A& A
1) ERABERE (—REAKEAE. FECARERE. FRARBLERE) . ERTRT —FX—R§H
. REHRTRERHABRORNE
O—MfERARERE
a) FBOYFEARITMT D HA, ROGFAERIE (AR OVINE] (56t
BLEIRERR O SRR T2 T 2L ER PR IERBIEFZOBARI 2R L, AFEREOH| L O SF %
et 5 &L bic, AOMEOFREATFT S,
b) FRIE Wﬁ%%[ﬁk&@mﬁ](%%ﬁ)

RIEIR5E % O 8 TIC 31T 2 /0 FEM PR IER BIEF5 O ARP OISR | B L OFIME A2 MR T .
)%s%#&LT%M%E®W§2@%ML#mE HEBROME
M LR
(7)Z Dtk
MR L



VI AP BE 4 5 T H

VI. EMEIE (I HIER

 EEZHICEEHSILEYMXITILEWE

LRFFTEHL, FERNIF, PETw—h, IR TU Z7anF A V=HF IR, T=z=hr v, L
A=1 ol N RVIVN VA O T VAN e il =

R BEOH 2EAEW O XUIRE T, REOEFRIEZRT L L,

. RIEER

()YERERGL - EFRKE
Na*F ¥ F /Ui, Sl NEMEAL & BRR R RIEMAL D 2 D A J1 = X L THIFEI ST TV D 1415, $RIRZR NS
PEALIE, TADAD LI IZFRT D =a—n  ORRZBEICL->TEIY, =a—0 r OBEMEZFHHE L T
W% 1516)
J ot I RIE, KO Na Fr 37y h— L dRABZHFESICE Y . NarF v XL O 2 RIGHEL £ 8
FENRE S5 2 & TOHEMETE 2 NatF v 2L OFIE 2 S, =2 — 1 O Rl 72 B 2 14 2%
LEZLENTWVWA L1516)

¥ RO Na F v 371y I —32 NG bORIEZELE DL EEZEX LN TV
5043 ROERIERE ©
GBREBREND= 1 —0 (2B SBEEFN Na*F © RILISH T 2 46/)

S Nat

NEEENSDEE

EMEE
)

HEERDNaF v+
SIRTEMEE BERTAEEE
(Fast inactivation) (Slow inactivation)
HEUBLIAD BRXEZENULED

TEME(E g

<EE>BAERKE FEILAFR BEEss u R— £4%



VI LRI B9 5

<BES>BHEKFHENaF vy RILIZEFTEDFLANILOEEILEF

TAPICBT S =a—n rOBEMR T, EHETE S NarF ¥ RV L > TIRESN D, HI VB
IR TARTEMEAL2NE C 2 2 2 ROSIZ AT BB T2 U ETRIEHAE2E C D BR R RIS DX 9 23
RIEMEAL B ORAEICE R 2 03005 Z L vb . FHFREZ: NarF v FAOEGRBD T 5, T O OfERT:
AEMAEOMEEEIL, NatF v RV ORIFIAREEZ KT SEL 2 LICL), ma—nrOREEZIK TS E
% 14,17

1) BAHKTEME NatF v RILICHT B4R (in vitro)
® Na*F v RILOBRERFEEEICHTE53493 FOER (in vitro)
< 7 AREERARRAIEAL N1E-115 2 W T, =Lk Ry F 7 T LI L Y NatF v RV OFER
RARIEMARICRT T 2ERHICOWTRREI L7 E 24, 7 283 R 32umol/L 2 & 0 AE TRV A EH
{LARRED NatF v /L2348 (B L e — 71m%ﬁ@)btommeLfi:m@W®% LTI
X&Imiﬁ%;@&b 320umol/L TIE, Ina BHIZHA L, 7 24 I RIZREKFHIIC NarF v ¢
BT DBRIEATEMAL 2R S H T,

a9 FO Na"F ¥ RILDBBHREFRFHEEICTT HIREER

&R
P2
P1

Z3aHER324mol/L S3493K100 4 mol/L 5349 =K3204mol/L
—10mV ‘ ?
, 1nA
nE® b ”L—
1.5s
1.0 7
0.8 |
=
it 0.6
E
|
7 04
INa Sk
029 «O-SaYIFNERIOERTP2/PI
—o— SOYIRLER DERLP2/P1
OO - T T T T T T T T T T T T T T T T T T 1
10 100 1000
SoYIRERE (mol/L)

P1: M8/ L RARTOE—EGR . P2: B 1B/ LR R OE—JER
BEE—Y1n:P2/P1

( YN :{ERHIE

ns:not significant

EEIREERE

*k p<0.01, *%¥%* p<0.001 (Kruskal Wallist& 3E)



VI. RT3 2 A

@ Na*F ¥ RILOBREFFHIERUREHEN SOEEREICRIFTSaY I FOEZE (in vitro) D
Vﬁxﬁﬁ%@%@Nmﬂw%%wfﬁﬂﬁiF@Nw?k*w®%@&K%ﬁM’ EI B2 Y 30
RIEVEACIREED & ORI T 56 5 B OV T Lo, BUl 2 RIEME L & [RRRIC, EFRIETO
NatF ¥ 2V DGR TRIEM LD 7 1 & R IEENI K ET 5, REH(LE UEHEM"?O)IEI 1 Boltzmann
DREWEL TT 27, 22 b — LR TICBIT DBIRRANEEED AR TERThHoTelod, F¥ 1L
D KRR D 50% % =3 RIEHEALEIL (Vso) 138 64mV & HEE Sz,

ZOREHR, T3 2 FiE, 32umol/L } ¥ 100umol/L THEMR 22 ARIH AL BT HIHR 2 & 5 12 B A3~
FEARAFRIIZ FEEE (KA . 7293 F100umol/L IZH 1T 5 Vsold—57TmV Th - 7=,

EN mﬁmhﬁ%@lﬁlfﬁﬁ%ﬁ KT 5T 2t FogBEEL | REFEM—80mV (BT, 10 BdH D
W 30 B —20mV E THUAME S 5 &M T CTHRET Lc, REIBOE, 1.6 B ORE R ARG
{boEEHIM A BV =%, 2 BREIBT, —10mV £T 20 S VPOV RAEZHE X2 ©—7&ERD L
AERATT 5 2 L1 K IR 2 JE LT,

T OFER, IR ANIET ¥ FANEET 2 E TORRILT 29 I FIEFETTIES9, 7atI R
100umol/L fFE FTIX 6.7 TH Y, 7 a4 I NIIBOWOERICED S, Bk RNHLT ¥ 1R
[F1E 35 F TORMICEEL 52 eho72 (M B)

J3Y 3 FORBRLGFFHABMMBRISHT HER (A) RUFFERENSORIERE~DZE (B)

A

1.0 - 51

0.9 —10mV  5s
2 i
% 08 1s
1 07
t —120 mV
é 0.6 ~
I 054 O B 5 Z3aY=R1004M

=B~ 53493K32umol/L
041  _@=5343K100¢mol/L
0.3 1nA
—140 —120 —100 —80 —60 —40 —20 (mV) 1 ms
EHATITER
B
AT

104 “CERERI=585+05%
= . 10s
# O —20 mV
£ 08 weqp”
l|: —80 mV 1.5s
e 06 4 0S50 HIR=6.710.3%) (ns) Sa43R1004M

1nA
" v w_
T T T T T TTT7T 1 1ms
0 10 100 (s)
Bl 5 R

ns:not significant

FiE LB



VI S HERIC B9 5 IHH

@ Na*F v RILDBRERFHAL NS A—F(THTHF3 43 FOER (invitro) 19

Na+F ¥ RV OFER R ATEELIZH T2 7 a0 I ROEHRIZOWT, NatF v xR EERZE T 258
TFOPFTADAIE (I ~wBEy ZJx=hA Y, FERIF, V=9I F) KOSPM6953 (7
Y I RO SRR LR Lz, 7 2% I FEEL T X TOEKAOREIT 100umol/L & L,
~ 7 AP IEEMN N1E-115 2 VT, BR—L By F 27 5 0 FEIC T, BIRARAREE bl <5
A= L LT, Vso, FEIRZRATEMACHIHRO AR K O B — 7 Ina Ziifk L7,
BRI R T, R AEE LRI T D Vso DZELE (AVso) DKTHEEL—8ETmV Th
ST=DIxt L, 7 2% I REETIE—33ETmV & AR R\ ~D 7 R RA L7z (p<0.0001 [
Y AR E] | WAREIC LDt RE) .

J3aY = PO Na*F v RILOBERGTERILISH T 5468

(/e LS (/lmee) SOYSRE
1.0 1 1.0 1 i_%
0.9 - R, 091 ’}
0.8 INCHL 08 1
“:0 0.7 A : “:0 07
£ ; =
[ 061 ; [ 06-
Ine 05 v 5
041 w13 5B 04 1 P s
= A% (DMSO 0.1%) -
031 : 0.3 - ;
A T T T s a
BiL (mV) EhL (mV)
TiEEAERE

F a% I PO EEEA AT COFRM T E 20 NarF ¥ RSB R U R RIEM LT v 7L
DK  OFEIR IR ARTEMEAL B O AR IT B E RE S e o Tz,

Na*F v RILDBELETESEIE (AVso EHEIE) IZ/T 55343 K,
MO TAINAER Y SPM6953 DEH

(mV)

kK%

O B8 ¥ (DMSO 0.1%)
[ by N

SPM6953

B AT EEY
NIJz=hq>
BY=¥3F

H x{EE## (DMSO 0.2%)
BSERN) XY

20 -

Tl 1Z%RE
*%p<0.005, ***p<0.0005 (MAIREIZLD tBRE)



VI RS ARBLIZ B3 5 H

JaAYI K, O TADAERY SPME953 M NatF ¥ RILIZHT B
BIRGRFMIENS A4

% | AVso (mV) Aslope
*THEEE (DMSO 0.1%) 6 —8=+7 —2+9
Z a4 3 R 100umol/L 6 — 337 —1+3
SPM6953 100mol/L 7 —11+6 —3+5
71 V3= ¥ 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
*TRERE (DMSO 0.2%) 6 —5+7 —5=+1
Z% kY ¥ 100umol/L 7 T4 —10£ 2%

P fE AR R A, SPM6953 : 7 =t I Fod St Rk

Vso : I KFIFHE D 50% % /~m 3 A& AL ENL
AVso @ SHRSOTEEFNER 5% D Vso— £ 5-RID Vso
Aslope : FEHR 72 RIEMEAL MR O AL

%% p<0.005, **k% p<0.0005 (FHIREIZ LD tIRE)

QQEME R 1T HHARME
1) TALAREICHT HER

O RHZF R OO REICHT HER (R R) 19

K~ A (C5TBL6J, &8 9~10 Bl) Z M\, JFRlEE N CRMZICPBRER 26 2 A%, 10 A OE#E
iR, PREMmE N L CELKANG (FEME VA, 250pA, 1 2 VR, 50Hz, 1 M) (I2kv x> KU
VI EFRESE, Tat NOv T RARES S N VO RIEICHT D ER 2B Lz, BIEXaT
(Racine A7 —/V) 5 OFENRD72< &b 5 FERHEBLTHZ LIV F U R 7%l E L, 7=
F I Ko 3, 10, 15 XUV 20mg/kg ZEVENE G- L, 30 /0% IR — OB XN & 0 BT 25 1E% 8L

217,

TRMERFIE (RaT7 =3 OFIA) 12X LT, 7 a% I K 20mgkg TIEHAEZRME (70%) BH5

= (KA

FIEA 2T OHRRAEIET 29 I K 3mglkg NOABICKT L2, HEEFAEIAON -T2 (K
B) . 733 N 20mgkg KRG TORIEZaTIE, &ERIO 5025 1 £ THLMRBAD Z R LT
HIIFHRE IOV TIZZ 24 X N 10mgrkg VLT, AEEAH THERERAZ BT (K C) .,



VI LRI B9 5

REBRER) I IRIIEITETAY I FORENSTA—2II1T HER

A (%)

100 W5
s 80 O#%5%
% 60
¥ 40 *

: |

0 T T T T

3 10 15 20 (mg/kg, ip, —30%))
B’EE
B
% ° « . W5
1/_’(5 4 O#&5%
%k
24 3
A
2
2 .
o, [ ]
3 10 15 20 (mg/kg, ip, —30%)
BEE
c ()

W =55

% 40
g 3 . D5
B 30 * *
% 25
g 2
E‘é.;' 15
mo' ﬁ

0 T T

10 15

3 20 (mg/kg, ip, —30%3)
BE=E
EHEHIZERE
* p<0.05 (& 5RI{EZE X ER)
A: & FEAE (Fisher’ sIEFEFERIRTE)
B: #{EX37 (Racine R4 — )L ) (WilcoxonfF 5 {+=BRIETE)
C: & F ST (R E)



VI RS ARBLIZ B3 5 H

Q@ BEXVRYVIREICHTZER (Sy k) 20

K7 > & (Sprague-Dawley : SD, ##f 7~8 i) % U, YRS MR WA E A A Al 2 A A, 118
Mo RIE %, WABRMEEMZ T LT 6 B o fIC 30 /M@ Tl (TF VA 200pA, 1 2 VD,
50Hz, 10 LA, 1 H12[E) +228%, 1 HBEIZ5 HRE (£ 60 [BH) # YKL, Racine
Alr—)L Stageb DX RV 7Ty FaER LTz, EXIMA 1EMTILEZ 2 IR (7, 13, 19
KO 25mglkg) # HAEVENE L L, BIEA 27T (Racine A7 —/V) K OMRRG FHoiRHE 22 & L
TEDOIEMZFMi L7c, MERX RU 27Ty MIRT 57 a3 K 25mglkg O HRIERENE G2 X
HERZBEFOR CADAERDOR KA E (7 == b1 > 150mglkg, W/ 3~E ¥ 50mglkg, 73V
7 afig 250mglkg KON b A7 23 K 250mglkg) (BT HIEH EMEI LIz 2 A, a3 RO
BIEATTOMT (5725 3LLF) 1EM® EDso 1% 13.5mg/kg Th o7z, 7 29 3 FD 25mg/kg 1%,
Stage 5 DFAEITKRE L hHRAY THIEH R RFH 2 ] B Aa9 s Bl L7z,

BEXURIUITSY MIBETSTaY I FORITLNAER

R & FEA =T 2 EDso PRI R e (BD)
(mg/kg) AR D E R SEEE (mg/kg) CP¥IE + A )
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 34.6+8.3*
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 : H & OEHDEME
Stage 2 : Stage 1 DIEIR+ HEAIT VLA
Stage 3 : Stage 2 DFEMK + RO OB T W ILA
Stage 4 : Stage 3 DJER+7H L3V
Stage 5 : Stage 4 Dk + #rfE
b) 95% {5 X [H]
EDso : 50% %03 H &
*p<0.05, EHAIEEHELTHE
(FE1EA 27 : Mann-Whitney ® U HE, %RIEHERHEFFRE : Student @ t FR7E)



VI S HERIC B9 5 IHH

Fa% 3 K 25mglkg TIXEE XV R 27T v MIBIT DB OB, MoHTANA
LY REN-T,

BEXUFUVITSYMIBEFSEIIY I FOREICEDREMERTT (A) RUERRSFHGERE (B)

A
54 e
4 4
#
A 37
4 ; s
7 s - Saysp
24 = Jr=h Y
’ “O ALNTEEY
1 0= /LT O
------- fes TRROVER
0 T T T T T T T T T 1
—100 0 100 200 300 400 (%)
R
B ()
100
-~ 7O =K
80 - B i el 0 0
O WL EEY
® 0= /N0
60 - wfes TRRGVER
&
=3
i
B 40 A
&l
20 |
0 T T T T T T T T T 1
—100 0 100 200 300 400 (9)

R

2) TANAREIZHT HER (Sv k) 2

M7 > b (Wistar, &8 9~10 #) & M, ARURHAREESMAUEZ 2 2 A A 72 BB EE R 2 7 L CER
I U7z, RMERIEL 50pA X VB L. EIROM S 138 20% T2, 1 R THR< e b 3R D%
HWRFERENDHETHBLZ, LF NV /7&%%%@1 (ADT) MHIES 7z H X0 Eet (el
W) . 7= I N3, 10 XU 30mg/kg/HZ 1 H 1[H, @I 5[E], 22~23 HIH, EENKE L, &5
H o5 30 7312 1 18], Wbk Z &<l (%*ﬁﬁ%?ﬁ/\ﬂ/?{\ BRI H D ADT X 0 B4s LK) 20%
TR, 1 I VR, 50Hz, 1B, BIZ5[E) ICX5FEA =27 (Racine A7 —/V) K OMEIEHFifilks
T DUV TEHM L 7=,

ZayIROT vy MRS N U Z@ERICHTDEIZBRE LIZE 24, T Y v 7 @ERBR T,

7 2% I RO 3mglkg/ A TIEERIZA L2 72 (WA, D) . 7=2% I F 10mgkg/ A TidF¥ o KU~
7 OHER (FBIEA 27 R O%BERFHRRE) (S 2MEER 2”260 (K B, E) | ¥ RY o 7R %
GEIEA 27 5) \ZEET 5 F TOFELRPLIEELA 90% @I L7z, 7 =% I K 30mg/kg/H TiEF o KV
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VRIS DM O R IEER S A b= ZoHETIEEEN (BRIFEE) 2o Tz (K
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Zat I FiFHT O AERICIA, v R o 7RO b,
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-~ SOH IR 3mg/ke
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VIl. EYEREICET 5EHE

1. MAPREDHR
(MAaRLEMGOLPRE
MR L
QEERFABR TR SN -OPRE
1) BERA®
AARNERERAIZZ 293 K 200mg % 30 40X 1T 60 /AR ERIRNE 5 U3 NG Lt &, 93
X RO MSEPREHERS K OEYBEEE ST A — X I FTO LB Thote, BOKGREL L T, A
RN G-RED AUCo+ X O Coax [ERRRE CThH o7z, 3B, 7 a2t I REOHINA AT XA T Y T ¢
IXIEIE 100% TH - 7,
Z3Y 3 F 200mg ZH[E T 30 £ EREERAES XIE

BO/FSEHEOmMBRREE#HTE
(ug/mL) (B F191E £ 95% (EFEX )

10 (ug/mL) oee 514 3 K0S S HERNES
10 00O 5 3% I FEO#RS
9 - m 9
#% 81

P RSN N[
-

FRE - /7 L B

SRR

T T 1
0 8 16 24 32 40 48 5 64 72(h)
1R G 1R R
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J 3% 3 ~200mg %[BT 60 5 miEFIRAR S X &

BOBRSRHOMBHREEER
(ug/ml) (BETTH3{E 05 % ERERR)

oo 5143 RE0H E A RIS

ooa a4 3 MEOES

10 (ug/mL)

10

9 - m 9

1% 84

8 Eg 7-

5 9

_m]_ 7 1 # 54

% 3 4

6 K 3

Z = 21

;I_ 5 - Fi_ 1_

3 04

K 4+

P
B

5 1RRFE

2 -
1_
0 -
0 8 16 24 32 40 48 5 64 72(h)
B 5 %A%
HEESBFEOEYEIRE/NS A —42
Y ENRE R T A — X 30 4y M 60 4y S Boks
%K 23 24 24
AUCo¢ (ug * h/mL) 110 [15.6] 111 [16.2] 106 [15.7]
Cmax (ug/mL) 8.47 [25.3] 7.99 [16.7] 7.60 [28.6]
b () 0.5167 1.000 0.7500
e (0.500 — 8.00) (1.00 - 1.27) (0.233 — 2.98)
tye (h) 12.1 [16.6] 12.3 [18.4] 12.3 [15.8]

R [CV (%) ]
AUCo- :
tuz + AR DT -8

v bmax (ZHPRAE (HEPH)
B A& TE g T O AR P e - B R AR T A, Coma

%%Jﬁlﬁﬁ'qu)%g\ tmax :

i e L35 % R R R R

s s oo AR O
L A7 A= re 90% (Z I ]
30 [ R EE AUCo- 1.037 1.010, 1.064
S uE A Crax 1.110 1.019, 1.209
60 /3R SR AUCo-+ 1.043 1.017, 1.070
e Crax 1.052 0.967, 1.145

) AAOARSNI-AEROHET @, BRAIKIEZ 29I FELT1 H 100mg KW #FE52GEL, 0% 18
MU EOEEH T CTHE L, #FFHELZ 1 H 200mg 92558, WInd 1 H 2B TROKEET S, 72
B, ERIZEY 1 H 400mg %8 2 70V EFA CE BT 523, ¥R 1 BRI EoMREE ST T 1 HAEE L
T100mg L F2175 2 &, | THhD,

2) CYP2C19 Bz FEHAMBHRE (BOFICE T HHABMIE)

(BRARUSNEAT—%) 22

A A S OV [ AR AN B PE% 18 $i1%2, CYP2C19 i fm A S < fREHE EIC L 0 | U HTRES

(UM : CYP2C19*1/*17) 1 %, mfXaae® (EM: CYP2C19*1/*1) 17 4], REftH#HHER (IM: CYP2C19
*1/*2, CYP2C19*1/%3) 10 #il, R OMEACHIAESL (PM : CYP2C19%2/%2, CYP2C19%2/*3) 8 4y L
oo ZOHEMIZTZ 2% I R 100~400mg % H AR O HREO T a4 I Ro#H &K QYR E CHAHEL L
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AUCoD ML, EM 12T PM T 24%, IM T 10% &> 7, 73V I ROKEHTZH DR
WFOEE 7 )T 7 A (CLF) OFRfEid, EMIZH~RTPM Tl 17%K<, a4 I RO tig DR
X EM 0 12 FEIZx LT PM TI3f 18 Kefl CTh o7z, — . 7 2% I NOK L &K OVRE CHRIE
At L7z Cmax X ORFHEER Ol EM KOV PM TRIBRE CTh o7z, O-ilA FIARDKRE Y720 o/E
p7 V7 A (CLi/Fow) (X EM IZHART PM T 85%1K< . O-ii A F RO bG8 K UK E THE
(L L7z AUCot KO8 Crmax D YHRAE TR, K 70% (K03 > 7=,

) AANOEBEINT-HELOHERT MEF, BAIZIEZ a3 I FELT1 H 100mg LV EGZBBL, TO% 1H
MU EOMEE BT CHEL, HEFHEE 1 B 200mg & 9528, WIFnb 1 A 2 BT CRAKET S, &
B, IERIZED 1 H 400mg ZH8 2 7o W#IH CE BT 523, HEE 1 EMMY EoMEEHIT T 1L BAREE L
T100mg A F29T5 2 &, | THhD,

()b &H i
MR L
ABRZE - HREOEE
1) BEOEE
MR L
2) HHRAEOEE EOFIZE T HHEBEE)
® AULNIEELLEDOHA GEAT—4) 29
a) 7393 FOEMEBE~ADEE
SRELNAERERC N B 20 il 70— 1 XU 2 1245 10 BHEEER IR0 72 Qi) o 5 To
R IZ 7 a2 I R 200mg 255 1~16 HEIX 1 A 2% 5, 17T HE () 1210 1BEEOEE L
Tre ANR=BE NI N—T 1 OYEREIZIZE 2~4 BHIZ 100mg 2 1 B 2 [|E, #F 5~8 HAHIZ
200mg # 1 H 2[E, 9 HHE (§) (2200mg % 1 H 1EREAFELE L, Z—7 2 OWBRFITITE 10
~12 HHIZ 100mg # 1 H 2[A], % 13~16 HAIZ200mg # 1 H 2[H, % 17 HH GJl) 1 200mg %
1H1ERAKE L, EWHAEERZBRE Lz, 72938 (200mg/FEl, 1 H 2 [E) OEFIREZL
T, 58V CYP3A 583K M RRE O CYP2CO I TH D L \~EBE L (200mg/lEl, 1 H 2 [1])
EOFRRERARG LIz &, a8 I ROEFIKED AUCo120 KT Cnax D 17 2 I R+ 13+
L/ TatI R ORMEEDOHD 90%EF X HITEM FHREEO L ERHFANTH Y | HAN
~BEUNET 2 ROEFIRIED AUCo19n L O Cmax (TFEE RIE S 2o 7,

Y FOEBREOEYBE/NS A—F (DILNAIEEHRAEEN)

Egg;ﬁ:?? R s ZaHhI K (n=19) FaYI R+HIAR2EEL (n=19)
AUCo12n (ug - h/mL) 79.7+t13.4 83.3*+14.0

Cmax (ug/mL) 9.1+t1.6 9.9+2.0

S AR R 7S

AUCo-12n : #&5-1% 12 BFRE F Co M4 P R -RER iR T

b) WILNTEE L DEMEHE~ADEE

fERERL N B 20 B2 7 L—7" 1 3UE 2 1245 10 BIEEERICEI 0 72 (2 fldik) o §_XTogkRE
[CHN~ P28 1~3 HHIC 100mg 2 1 H 2 [0, % 4~21 HHIZ 200mg % 1 A 2 [, %22 H
H () 12 200mg # 1 H 1 Bf&EAHKEE L, 724 I MEZL—7 1 OFREITIEE 7~8 HAIE
100mg # 1 H 21[8], % 9~13 HEHIZ 200mg # 1 H 2[5, %14 HH () 12200mg % 1 H 1 [E#& 0
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BehH L, Z70—7 2 OWBRFITIZE 15~16 HHIZ 100mg 2 1 A 2[A], % 17~21 HHIZ 200mg % 1
A2mE, %22 0 (§) (2200mg # 1 0 1REEAKRS L, EWHEAERZBREI Lz, I i~wEE
> (200mg/lAl, 1 H 2[8) OFEFIREICHNT, 724 I K (200mg/lal, 1 H 2 [B) &0 HKER D
%ﬁbkk%\ﬁwﬂvﬁﬁymm%% ED AUCo12n K Cnax D [ B AR~ BEL+Fah I K/ h
AR P ORMEEDEHD 90%E X EITAEWERNREEOEERHFNTHY . 7343 N
HNR= B DEFIRIED AUCo120 KON Cmax (DB Z RIE S 7eiho Tz,

HLNRIEECDER
TEHIRAED
BT A —H
AUCo12n (g * h/mL)
Cmax (ug/mL)

LA A Y 2

REOEVHE/NZ A -4 (T34 3 FHERAAERND

AN (n=18) INNR=EPE L +Fa%3I K (n=18)

63.4+19.4
5.6£1.7

59.8+12.8
5.5+1.2

W) AFOARESNAER AR B, ZAIZEZ7 3T RELTL H 100mg LYV EG5EBAL, D%k
1HMU EORIREZ ST THE L, #EFHAEZ 1 H 200mg &350, WIinh 1 H 2B CRAKS T
5, 7o, JERIZCED 1 B 400mg %8 2 72 WEIPH CHEEHEET 525, #HEIT 1 EMM EoMBEEH T T1H
HEE L T100mg L FTF2ATH 2 &, | THD,

@ AATZY—IL BHEAT—4H) 29

SMENRERERC AN BVE 34 1% 2 ] 7 m AA— "R —RIZ L0 7 v —T A X BIZ 17 BT D HEAEAICHI D
T, ZA—FAFHE 1L R RS HEICA AT T — /L 40mg* A AR OG5 L, H3HHEICT a3
K 100mg, % 4 HEHIZZ =% 2 F 200mg. # 5~8 HHAICZ 243 K 300mg # 1 H 28 6 HFMIE
BOggGEL, ZVv—7Bid%HE 1 KO8 HHIZTZ 2% 3 F 300mg ZH AR OEE L, % 3~9 HEICA
ATZ =)L 40mg*1 A 18 7 AFERKER DG L, EYHEERZBRGT Lo, &85O ORE
W% 7 BRI L& LT,

Z a3 K (300mg) OHERE O EIZBWT, 550 CYP2C19 HERCTHH A A 77 V' —)L (40mg/
B, 1H1E) Z20FAKERAEGLZEE, a3 I RO AUCot KD Cnax D [ 7 2% I F+A AT
Y=/ T at I R OKMEEDHD 90%EF X HIZAEM PR EEO L ERFANTH Y . 42
77— E T 2P I RO AUCo KN Cmax (S EE RIZ S 2o T2,
XENICHT 2 HELOHAE L B2 5,

5343 FOEMBRE/ T

A—B (FATZJ—ILGERAFERN)

BT A—F

ZaHh IR (n=34)

FathI R+A AT TV — (n=34)

AUCo+ (ug - h/mL)

122.9 [20.5]

139.3 [20.1]

Cmax (,ug/mL)

7.366 [19.8]

7.335 [16.9]

RMEEE [CV (%) ]

A AT T —)b (40mg/lAl) OHEREOHGICHBWT, 724 I F (300mg/[Fl, 1 H 2[F) & 0FHKE
oG LizElE, AT T =D AUCH KW Cnax D (A AT T — N+ T aVp I K/ FATSTY
— V| DA D LD 90 %15 HE X B X A9 27 [R] 2%

ﬁgf%éj—} 70:74 V=L D AUCOt&U Cuax t :EI‘Z

MHOREERFANTH Y, 7 2% I Fix CYP2C19
A RIE S I ho T2,



VLY Ehie!

AR

FATSIV—ILDOEYERE/NTF A—F (TI3H S FHAFEID

SKYIENRE R T A — K FA TS5 —) (n=34) FAFF5S—)L+Fah I K (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]

fEfE [CV (%) ]

SAYSL BEAT—42) 2

HVMENEEER A B 37 Bl Al AT (4 fipil) o 18 E5HE1A) 234 Y 74 7.5mg %
HEREOHEGH U7, 82 (50 14 A 123 1~13 BRI 29X F 200mg % 1 A 2[4
(400mg/H) EHEG L, 14 BH (@) 12 200mg #H% 5 L7, H 1. 4 KO 14 BH &) 12
KT A 7.5mg wHERRO&L L, EWHEERZRF Lz, 81 &0V 2 HoMOWRELIRKIT 3 AH
PbE L7z, CYPBARE CTHDHIFX VT L (1.5mg) OHEREROFLGIZEBWNT, 724 I K (200mg/
[, 1 H2R) Z0FKEROEGLZEE, T3 I REIFY T AD Cuax & 30%HMN S 7223,
REYTADAUCHD [REY T h+TaVI K/ IET L ORMFEEO D 90% (546 X 1L 4E
WA S O FEERPHN CTH Y . 7 a9 3 RIZ AUCH ICHEE RIE S 2o T,
KENTITERAL DRERHK O 2

SAVILOEYEE/NT A —F (T3Y I FGHRAFERD

IXY S AOEEH
S 1 HE Fe2H H1IAA Fo2H Ha4HA F2H FH14HE
HMTIE T A — & ;yfib AT A+ AT A+ AT A+
= \mﬂw SayI R FathI R ZFay IR
(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]

fEfE [CV (%) ]

) AAOARIN-HEROHET @Y, BAIKIEZ7 29I FELT1 H 100mg LW ES5Z2HBL, T0%

1 EMU EOMEEZ ST THEL, #EFHEL 1 H 200mg & 92528, Wby 1 H 2FECHT TRO&KST

%, 7e¥, JERICE Y 1 H 400mg ZH8 2 72 W EEPH CHl IS 503, HEX 1 EMU LoMREEHIFT1 A
HEL LT100mg LT 217528, ) Thd,

ILTFYY NEAT—4R) 20

SMENERER N B E 16 Bl % 2 17 m A4 —/"—ikI2 KD 2380 O GIE (A->B, B—A) (28419
BEVEZ B AT 72, HEEAFE1IREICULT 7 U2 25mg A HERG L, #57EBIXT7 243
K 200mg #5 1~9 HEHIZ1 H 2EEO& S5 L, 3 HHEHICYL T 7 U v 25mg Z IO EG L,

WM AERZ R Lz, SRGHONRELMZ 2 WELLE (Tv7 7Y o 5EFREZ 3 EE L)
E LT, SSUNLT 7 U VR CYP2CO WETHAUNLT 7 U v (256mg) DOHERKEOKGICHBWT, 72
IR (200mg/lFl, 1 H 2 [B) ZOFAEROEG LZEE, S KO R-TALT7 7Y D AUCe KT
Coax ® [TNT 7V +T7ahIRUNT 7 U2 ORBMERO D 90% (5% X M 13 AW 51 [F 4%
PEOREHHANTH Y, T3 I RIESKORTULT 7Y D AUCot LT Cmax (2B AE T ST,

F72, e bu B UER (PT) RO m be v e R ERELERLR (INR) O KAE K Y AUCo-168h
DIONT7Vr+ZahI R/ U770 ORMTFEDHD 90%(E X M AEM 7/ [ EHE D
FEHERPANTH Y . 7 a2 NiZ PT KOVINR O KB N AUCo-1680 {25222 % AT S 0o 72,
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S-IILT7UIVRURDILI7ZVDEYVHRERUVEAENSA—42 (SaY 2 FFEREER)

L7 7Yy (n=16) | o770 +5aH3 K (n=16)
YERE T A —H
S-ULT7 U
AUCo¢ (ug - h/mL) 44.43 [29.5] 43.14 [30.5]
Cmax (ug/mL) 1.224 [15.2] 1.204 [16.7]
RULTZF7 U
AUCo (ug * h/mL) 65.53 [15.8] 67.78 [17.2]
Cmax (ug/mL) 1.214 [12.7] 1.184 [13.8]
WHENRTA—H
PT
PTumax (s) 21.88 [26.9] 22.58 [22.6]
AUCo-168n (s * h) 2532 [17.5] 2624 [15.1]
INR
INRumax 1.968 [27.2] 2.031 [22.8]
AUCo-168n (h) 226.9 [17.7] 235.2 [15.3]

WPEE [CV (%) ]
AUCo-168n : $5-% 168 WEfEE T MmMEH R EE-RER AR T HFE, PTmax : WE SN ZHE T 2 b o v KR,
INRumax : HIE S N7 1 b a o B o R E A YE b 0D e v i

® /NLT0OEE BEAT—4) 20

a) 7393 FOEMEBE~ADEE

HMENBEEERC A B 16 il & 7 v—7 1 XL 212 8 Bl T DIEAEAIZEI 0+, T _RToEHREICT =24
S R&EH1~21 HAIC200mg & 1 H 2, 522 HE (@) 1B 1EEOEE L, Zv—710
WA TNV T e E S 2~4 HHIZ 150mg 2 1 H 2 A, 4 5~13 HHIZ 300mg # 1 H 2[A], %
14 HH (&) 12300mg % 1 A 1EKEAHFEL, Zv—7 2 OMBREITITHE 10~12 A HIZ 150mg %
1H2[ME, 183~21 HHIZ300mg Z# 1 H 27, %22 HHE (3]) 12 300mg # 1 H 1 [BE#FEAEE L,
MM EAER ZF Lz, 723 I K (200mg/El, 1 A 2[E) OEFIREIZHS T, UDP-Z Vs 7y
i RESE (UGT) FHEMRTH S L7 afig (300mg/ml, 1 H 2 [8) ZOFHARKER OGS Lz & &,
5 3% I FOEFIRIED AUCo120 KL Conax D [T 3H I R+ LT 0l /T a4 3 B D&MD
D 90%FHEIX BT AW FH RSO EMERFANTH Y . AV T aERIET 2% I FOEFIRED
AUCo120 X T Crnax (A RIT S 2o T,

342 FOERREOEYEE/NS A —4 (WL TOEGHARER)

Egggﬁfﬁf—& Za% IR (n=15) Fa%I F+or7afg (n=16)
AUCo12n (g + h/mL) 82.7+13.9 82.9+13.8

Cmax (ug/mL) 9.5+1.3 9.7+1.2

S AR R A

b) NILTOBBDEMEIRE~DFE

SMENRERERC N BVE 16 il A2 70— 1 T 212 8 Bl T DIEAEZAIZEI Y (11, T X CToOgREFIZ LT
afigzd 1~3 HEETIZ 150mg # 1 H 218, % 4~16 HEHIZ 300mg # 1 H 2[R, 17 HE () I
300mg # 1 A 1[Ef& &G Lz, ZVv—7 1 OHBREIIZ7 a2 I FE2E 11 AF () 12 100mg %
1H1[E, %12 HHIC100mg Z 1 B 2\, % 13~16 HHIZ200mg Z 1 H 216, %17 B A (&)
I2200mg # 1 A 1[EEAHFE L, Z70—7 2 O#REIZITT7a I 285 HE () 1T 100mg &
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1H 1A, 86 HHIZ100mg 2 1 H 2@, % 7~10 HHIC 200mg 2 1 H 2@, %11 BHE )
200mg & 1 A 1 [EfR&A#&G5- L, EWHEFEHZBRE Lz, v 7 mfg (300mg/El, 1 A 2[E) OFEH
RiBIZIBWC, 7 a4 IR (200mg/[El, 1 H 2 E) ZOFHAKERAKSL LzL &, L7 mfBo gk
BED AUCo12n KO Comax @ [NV T 0+ T 2% I RNV T afig) OBMFEEOLD 90%15 HEHIX M
IXAEWZENRISEEORERFENTH Y, 73V I FiIZ - A7 a@Bo @ IRIED AUCo12h & O Crax (25
BERIES Do Tz,

NILTOBOEEKREOEMERE/AASA—4F (S3H I FEHEREERD
TEHARRED
HWBNRENT A —X
AUCo12n (g * h/mL)
Cmax (ug/mL)

PR AR 22

27 ol (n=16) A 7afE+7av I K (n=16)

433.4£84.0
41.4£79

448.9+88.9
42.1£8.6

W) AFOARESNAEER AR EF, BAIZEZ73HI RELTL H 100mg LY E5EBAL, D%k
1AM EOMEEZ ST THEL, #EFHEL 1 H 200mg &3228, Wiy 1 H 2FECHT TRO&KST
%, 7e¥, JERICE Y 1 H 400mg ZH#8 2 72 W EEPH ClEIEI T 503, HEX 1 EMU LoMREEHIF T 1A
HEL LTI100mg LTF2IT75 28, | Thd,

C3xLy MEAT—42) ®

SMENAEERRC A B 23 Bl 2 1 7 o 2AA—/R—1EIZ L0 218 O%EIHE (A-B XX B—A) 12725 &
1T 10 BIFDEAELIEI D 1T 72 B HIPIE) , TRTOHEBRFIZTTF 2 0.25mg #5 1 HHIZ
1H3ME, H2~21 HEETIE1 A 1EREOEE Lz, ZOERGOMBT, #5EA X723
K 200mg % 1 H 21[8] 3.5 HEEA&EE, BH5EBIX77vAR% 1 H 20 3.5 HREERNOESG & Lz, #
1HICIIE8~10HEIC1H 21, FH11HAE (@) 121 H 1EREAKE, % 2 #HTI1EH 18~20 HE
1A 2E, F21AE () (1A 1ERERAOKLG L, EWHEEREZRF L, $H12~17THHET
? 6 A% 7 2t I FOKRFEHH & L, PHFEAEORE TH LY A% (0.25mg/lEl, 1 H 1 [E])
DEFIREIZEBNT, 729 I F (200mg/[l, 1 H 210) Z0fHKEROEG LEEE, YI3F 00
EHFIRAED AUCo24h XY Ciax D [ AF L+ T ah I K/ UTF v ] ORMAELE OO 90%15
X NI A P RSO ERMERFANTH Y | 72 I R I rOEFERED AUCo2m KO
Cnax \ T % RIS 2o T,

DXV UDEEREOEMEENSA—4F (T2Y I FHABER)

TEHARRED DA%+ adI R VAR U+ T TR
Y FhRE T A — X (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]

TEEE [CV (%) ]

AUCo-24n : $5-1% 24 FERE £ T oD i oh i B - w40 T TR A

) ARNOERENAELOHAREIT B, fRACET7aI FELTL A 100mg LV &EEEBEBL, T0%
1 EMU EOMEEZ ST THEL, #EFHEL 1 H 200mg & 92523, Wiy 1 H 2 BT TRO#KST
5, 7B, JERIZE Y 1 B 400mg ZB X 7o \WHEIFE CHE BT A28, HEIX 1 EMU EoMBEEHITT1H
HEL LT100mg LT 217528, | Thd,

A LRI BEAT—4E) 29

SMEAERERR A BYE 16 Bl & 70— 1 RN 2124 8 BIIEAEA 2BV ()72, 70— 1 OFBRF 11T

Za% I F200mg #5 1 HEICHERRO#E 5 3~9 HHIC 1 B 2 FIXKEKRDEE .5 10 H B (5)
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W1 H 1TEREOES L, £720 A A2 500mg 255 7~13 HEHIZ 1 A 3 BIKERAOES., H
14B8H () 1R 1ERAKRE L, Z70—7 2 OFERFEITIZA FA/LI 2 500mg #4551 HEIC
HEROKE, $3~9 AHIC1 A 3mEKERAKS, F10HH &) 210 1ERAKREG L, £
7o, 73t I R 200mg 55 7T~13 HHIZ 1 B 2RIEROKESL, 514 8H (@) (10 1EREO#&
5. L7, 7 2% F(200mg/[Fl.1 H 2 [8]) OEFIREBIZBW T A F 4> b7 AR —4%—2(0CT2)
DIETHD A AL (500mg/lEl, 1 H 3[E) #0FAKEROKRS L&, 738 I ROEFIR
HED AUCo12h LT Cmax D [T 2% I R+ X ML A MRV ) OB OO 90%(5HH
KEIZAEDFER RSO RERFANTH Y, A AL IET 2 I FOEFKED AUCe12n X
Cmnax \ TR BE RIS 2o T,

A RFNAI (500mg/lEl, 1 H 3[E]) OEFIREIZHWNT, 73t K (200mg/Fl, 1 H 2[H]) %0f
MARERAEG L&, A MBRALI U DOEFIRED AUCoen KT Cmax D TA MR+ T a3t
RAABERNI | OBV ORD 90%EHE X I AW FHR SO LHERHANTHY . 7 393
RiZA FAL 2 v OEFIRIED AUCo-6n 2 O Comax (CFEBEE RIE S 2o 72,

Y I FRUA MRLI VOEEBREOEYEE/NS A—42 (S3Y 3 FHAFEIND

EHIRED _ - -
IR VIR
SEEIIE ST A — 5 7aFE ARAAI
Hl (n=8) + X FA/L T (n=8) Bl (n=8) +Z7a%I K (n=8)
AUCo1znor AUCoeh | 76 59 190 1] 81.41 [18.97] 4090 [22.18] 4163 [20.16]
(ug + h/L)
Cmax (ug/L) 9.217 [17.40] 9.965 [14.12] 907.3 [26.59] 920.7 [22.02]

APEHE [CV (%) ]

AUCo12n or AUCo-6n : 5% 12 B3 DT 6 FFE] F T oD M op i B - i ) dhle T~ il

W) AFNOARSNHAER AR B, RAIEZ7aIRFELTL H 100mg LV &EE52FBL, Tk
1AM EOMEEZ ST THEL, #EFHELZ 1 H 200mg & 92523, Wiy 1 H 2T TRO&KEST
b, 7B, JERIZE Y 1 B 400mg Z8 X 70 \WHEIFE CHE BT 428, HEIX 1 EMU EoMBREHITT1H
HEE L T100mg L FTF2ATH 2 &, | THD,

BOBIFE (TFILIRMSCH—LRUVLAKR/LTXRLILOASED) GEAT—%) 30
HVMENBEEERC A et 40 Bl & A AN (9 FlFRk)  IRBRIEIER G- 0% 1 70 1 (B 1~28 H) 1Tt
VA2 (BE1~28H) KU'3 (8 1~22 H) TILHE 1~21 H HIZRO#BHTEHE (=F ==& |k
Z VA= 0.03mg LRV AR JLF A L 0.15mg) %2 1 H 1 BIKE®RS Lz, 1427/ 3 Tk, &
3~11 HHIZZ =% I F200mg # 1 H 2 [BIJFHRER DS, FH 12 HEICZ 2% 3 N 200mg % 1 [H]
BOfh Lz, OB (F =LA 74—/ 0.03mg L NLAR JLF A R LoL 0.156mg, 1 H
1[E) @21 AFMKEROHEGICBWT, a4 I K (200mg, 1 B 2[R) Z0FAEROBRE Lz L
. 7Y FRWET T v 5 AT v REZREE & T 2H00MmENEN (T 7w 7 A7 v RS
5.lnmol/L Kfifi ChHH Z &) ICHBE RIS T, =F =LA T VF =LV ERLAR VT AR LILD
EFARAED AUCo-24n O TR BETIE+ T 29 I R /R DBETSE) O BMTEE D LD 90 %15 6 X 1L 4E
W RSO RMEGPFHNTH Y, 72V I REZF =LA NI VA=V ERLVR LT A RO
TEFARIED AUCo-24n [T EE RIZ E 2o T2,

KEINARAKGE
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A HNTEDTOFRXTAVEE (nmol/l)

1%
FA o1 Y72 $Ar 8 (21 BH)
@worng | FEIL sy s oy | TT7M2E
_ (% P BEAT R - Y| A3 DE
(n=31) _ n=31)
n=31)
SEAE R HE (R 35.81+13.09 0.93+0.58 1.14+0.35 0.21+0.68
90% {5 FE X [ 31.00—40.60 0.71—1.14 0.93—1.13 0.00—0.41
e/ IMiE 5.5 0.2 0.2 —1.3
I KAE 57.0 2.3 2.3 1.6
o fiE 38.78 0.92 1.18 0.13

IRMIOF—LRULKR/ VTR FUVILDEEREQOENEE/ANS A —42 (534 2 FRAER)

\ Y1703
TEHREED P12 L e o <
SN/ <F A— 5 (66 AT, n=36) » R =R T
ITF =T A NT A —)L
AUCo-24n (pg * h/mL) 1067+404 1173+330
Cmax (pg/mL) 116.9+48.8 185.7+28.6
LR IAVAARLIL
AUCo-24n (ng * h/mL) 74.2+21.4 80.9+18.5
Cmax (ng/mL) 6.7+1.9 7.4+15

PR fiE = RE R

a) FYBIREMT XI5 36 B

) AAOARIN-HEROHET @Y, AIKIEZ7 23 I FELT1 H 100mg LW ESGZ2HBL, T0%
1AM EOMEEZ ST THEL, #EFHEL 1 H 200mg &3228, Wi 1 H 2FECHT TRO&KST
%, 7e¥, JERICE Y 1 H 400mg &8 2 72 W EEPH Cl BT 503, HEE 1 EMY LoMBEEHIFT1 A
HAEE L T100mg L FTF2ATH &, | THD,

3) L FARRY T4 JHEH (BOFICHIT5HEBERE)

O BEREEYSHREMEHT 3132
AARNLOSENDRA L OV NED TANABREN LN METF T a0 FIRET —X 2 H\WC,
RHESE BN R 21T > 72, T OFER, CYP FFEEM A AT 2 TCADAETH DL I A~vEBE |
Trx= MM XTI 7= 7 A EZ—AOHFRIZE Y T3t I FOEFIRED AUC IE, A K OVNE
T, Kx25% KO 17%WA Lz ( VIL3.2UITA—FEBER] ) .

@ MTANAE WNEAT—%)
BRATANPAUEEFEEZNRE LT 7 BRHERBIZBWNT, 72 I REFITADARE (LT FTEX
L, NN EBE L INVARTEBEZRXF R, JERNIF, PETe— R T ATAREE S
DORFMTHHE /L FRF IR, To= M AT REE T )NV EZ =L AR TF
suaFERA V= I R) OMFEPREIZLY, ZadI FE IO TANAEOEYM AN %2
Pl L7z, ZORER. T 3 I R oD EFIREBO MR IR L RIF S 2o T,

@ PREROER
BN T A AR kG & Ui A AR [R5 AR RS & OME T3 L 72 7" 7 & A8 sk BRERBR O B 43 22 [
FEHTIZIWNTC, a3 I FE PRIBIBOER AR ZTEBENDOH LT TANAIRE (WA "B T
ZE M) FY) OUFHEREICL D PRBIFROE R HIERITFEO b o Tz,
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2. EMRERI/INSA—4

(MR AHE
B DT « ) 3 =R A BTV

(2) IR IR E 7E #1
Y LR

(RYHREETEH
MR L

@HIPIUTIVR
BA® 0 BARANERERA 24 I 22 K 200mg % 30 43 CHELGHEERNE S L2 &, 287075
Y AZ(CL)IX1.78L/M TH Y 7 2 I K200mg & HER AL Lz L & AToes 7 V7 7 A (CL/F)
1% 1.84L/h TH 1=,

H) AROERENCRELOHARET EE, ZAKEZ 23 bkbf1a1mmgiwﬁﬁéﬁﬁt 0% 1
PlEoga & T THE L, MFFHEL 1 H 200mg & 72523, WIhd 1 H 2EICHTCROKET S, 22b, JE
PRIZEDY 1 B 400mg % H & 70\ W VEPA TR AT 523, BRI 1 ERU EoMBE HIF T 1 HAEE LT 100mg
UFFoiro2k, | THD,

INR D JEEMR S ABRE O T EER 1 ARICBNTE » A0S 17 E TONETANAERE 414 6] (A
AN 46 BlaETe) NOELNIZMEET T 29 I FREZ W CREERSEMBENEMNT 21T > 7o, £ OREE. Bt
TADPAIEE OO N WKED Z 2% 3 R CLIF 1ZLL FONTHEE S iz,

BW)0.75 (Age>—0.121

CL/F = 2.49 - (70 0

CL/F 1%, 1AE (BW) KUYE#: (Age) I[ZIKAF L. {AHE 15kg @ 4 7% /2T 0.88L/h (0.058L/h/kg) . {AHE 25kg
® 8% T 1.18L/M (0.047L/h/kg) . A 40kg @ 12 7% 2 T 1.60L/h (0.040L/h/kg) . A 50kg @ 16 7%
2T 1.83L/h (0.037L/h/kg) & HEE iz,

W1 AFNT 4 U Eo/NRICH L C#ETAEAE L TWD

By mEE
BN 9 BARNBERER A 24 #ic 7 =92 K 200mg % 30 /0[] CHBLSHHEIRNEE S Lz & & A EHE (Vd)
X 81.1L TH YV, 724 I K 200mg # HEREA£LL Lz & & AoFonmsfE (VA/F) 1 32.8L Th oz,
INR S EERSARBRE O EHER L RBRICBNT 6 » ATVG 17 E TONETADABE 414 1 (B
RN 46 BlxETe) NO/LNTZMIET T 2V I RBEL AW CREERSEMBNRERIT 21T o 72, T DR,

VA/F XL F 0T 0.710/kg & H#HEE S 417,

Vd/F = 49.7 - (BW)l
/ 70

INBIZBTF DT 2% RO VAF X 0.710/kg EHE S, A (0.6L/kg) ERIBETH -,
W1 AFNT 4 U Eo/NRICH LT EA L TW5D

(6)F M1t
AR
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3. B&EM (REaL—vay) @

(MR AHE
RHERSE BN REARAT © 1 IRIGRFE X O 1 iR a2/ 35 1-a>X— kA v MET L

QRN A=A EFER
B : SBIAHEER (EP000S iBR, SP754 skl & O SP755 k) IZRBWTT7 Y7 A (AARA, FEA) KO
FETOTN (AN, BA, EAR= w7 R, ZOM) OWMYRIELHT D CADABREN S/ LN MESF
a3 RBET—# (906 Bl EEN SO 4272 55, EP000S iERA> 5 1903 #i, SP754 i K& O SP755 7kl
D 2369 1) &V, REE Y EREAEAT & S L 72,
7 2% I RO CL/F L ORDNT O MERE (VAF) kT D IRE OB EZ M AAATS, B L UCHEm, 7%
Bl AN, U, X=X T A4 VRO 7 LT F=0 27 U7 7 AR TANAIROREZ M L=, OFH
PLCTAMAIRIZONWTIL, CYP BERITHT HERICE S X, BERITK L TREZ RIF S WIEA] (3~
Fr. /uFERA V=Y IR, TENIFU LRFTRY L) | BEEREFET LA (DrnvBE
V. 7xz=bh My, T )V EX —VE) ROEEREZRET LIS (FET~—~ ST o, 47
AT RB ) (S LT, R AT 5 5A L BT A 20 LSS A, Blos T Y —12hy
BT,
HEBEOBF G, CYP FEEHEZA T LI CANAIE (IR~ EE Y, ZJo= MM U I 7=/ 0
Z—n) el &b 1R LIEEEDZ 2% I Fo CL/F X, EFHOBFEITHST 34%m < (EFIR
RED AUC IE 25% K<) . 7Y T A (AARAN, HEAN) o7 a2H RO CL/FIZFETYT A (BHA BAL &
AR= IR, ZOM) ITHART 17%K GEFIRED AUC 1% 21%5\V) L HEE S,
INR 3D JEE R 3 B (SP847 iBR, SP1047 iBR, SP848 ikliR) KO HEM 1 3B (SP0969 ) |
BWT6 5 HEUNE 1T E TORNRTAD RS 414 6] (AAAN 46 Bz ETe) AN MmER T =4
I RRET —4& (SP847 iR/ 6 312 s, SP1047 #XBRH 5 90 xi, SP848 il 5 933 i, SP0969 7kl
5 356 Ji) % VT RHEM S B R AT & S0 L 7=,
REZLEE L U THAANTESEEET V2 v, CL/F IZBE T 2 A8 &2 BICH A AN S5 ATRetE
wARE U, AR, PRI, HEESRERMNIEEEE, AR (77 A BAL AA, Zoft) | Rk (AAAN, A
KNS OT T N, ZOfh) | IR EBECOPH, ST aBoftH, 7= VO, 7= N
N — LD, ROFEEFER (WA~ EBE Ly, 72/ b EX— L7 == bA V) OFFA, I
NZEHRRE L OMRETEE (CYP3A4) DRRAEE A 328/ & U TRl L 7=,
ZOFER, ST OGRS E > TT 3% I Ro CL/F 1% 12%#4 LT AUC 1% 14%8n L, fTezs%
FHEI L OPFFHIC L > TT7 2% 2 RO CLIF 1 21% 801 L T AUC 1% 17%30 95 L HEE ST,
Z a3 RO CL/F 126425 ANFlE, Efik, PRI, HEERERIRIEEER, I ONCBHSAE & OMRHHEE (CYP3A4)
DRRAE DFBITERD SR -T2 08, FERORENRD b,
SREFRIIEEZ AT 2 TAABE - SP0982 RO TREHIFIEAL AT 5 CAMABE D 98 il 159 /[ DN
Wk a3 I RRET — 2%, 8 Wi (EP0008 7k, SP754 i, SP755 iR, SP847 i, SP1047
B, SP848 ik, SP0969 ik & O SP0966 k) 7 b b /-fiEf 7 2% I FMRET —% LG L. BEfF
ORHENSRYEREET T V& HH LT,
EEBORH D, BREMNRIBIEEZHT 2 TADPAMBE LTI FIEEAT 2 TCADPABELOMTT 243
RD7 VT T AETRD bR T,
W) AANT 4L Eo/NRICKH L CEAEZR LTS,

4. % U
BN ANA



VIL_HEdhielZ B4 55 H

5.

vo i}

(NI%—KEEFEERE (v MIBITHRADBITH)
Ht SD (Sprague-Dawley) 7 > MZ[14Cl-7 243 F 10mg/kg (BMBq/kg) ZHEREAOFKEE L, 1.5, 6 LT
24 WO O BSRE A 2 IE LT & 2 A, OIAIZ KX D BERREO 722X E L A ElrimnoT, PO
JHHREIR S, 2T ORERSICE W CTIMSERRE L VK, Mak s LTRE% 1.5, 6 KON 24 B
Lz 3.10, 1.38 K11 0.26ug eq/lg TH Y | MIEFREIZZIZN 6.89, 3.51 KT 0.38ug eq/g T
ol

(2)M%— e BEEARRENE (T v MIBIT5aEEEY)
FEMR 18 B B T4tk 10 B OMEIR T » F XUIHEL 7 » MZ[14Cl-Z 249 X K 10mg/kg (6.5MBag/kg) % Hilalif¥
N5 L, 7 v b ROWE ROMBO i %2 EBHEE A — N T V47T 7 0 =X 0BIE L, I RHA
DFFNIE < 534 Lz, & TOMMT, B ORER S TH 5 5% 4 R RomiBE 2 o8 Lok, BURER
T o< L L, 5% 24 BERICER VT H 2 TOMEE CER T2 eSS B S vtz TR VEMEE
T AR IR LIS 2 RHAR QMR TR L L RRRECTH 0, [4Cl-7 24 2 NICH KT 5 BERENE S (iR
Pzl s 52 EDRHLNERS T,

B)ELT~DBITHE (T v MIHITHEAREEH])
St 10 B olff SD 7 » MZ[14Cl-7 =49 2 K 10mg/kg (6.5MBg/kg) ZH[ERR OG54 25 & KAHENIL
TR S, MR TIR, HURRERR R I3 1% 1 BRI R IR 8.6ugeqlg (THE LT- 4, Rk ORI
Th 5 24 FFIZICIE 0.34ugeql/g £ TR T L7, FLyHHIRE X, 51% 2 RIS R mIRE 7.9ugeq/g IZE L
Tot%. 24 BE#2121% 0.31ugeq/g £ TIR T L7z, R /i sEid, #54% 30 43 0.7 /5 8 REff% D 2.5
FTHIML, F0% 24 FEENIZIX 0.9 (2B Lz,

M“Cl-Z2 a4 2 FORERBOREZOMSERE —BREHERE (Sv )
(g eq/g)
10 A

-o- (M3
-0 2t

R T S

.
awy
.
any
.
any
.
Aay
o
nay
o
nay
.
=
""""""
L]
"ay
Lh]
nay
S
"ay
'S
"ay
Y
aa
e
aa
»

0 T T T A T T T é T T T 1|2 T T T ; |6 T T T 2|0 T T 2!4 ( E# Faﬁ )

E{E. n=3

(4B~ DIITE
B L
[VIL5.(1)1 % — RBEFT@dtE | 2

(B)Z DHDBBADHATHE (YR, v FRUVA XIZET D ZEDMDBBEA~DHITHE)
YUA, Ty PROA RXC[MC]- 7 a% I FEHEERAOKE Lz L &, BORITHEBEEEITESHT, TR
O3A Uy RRIC TN S OB i S . A S PEIE L B o 2 it TR EE S i b i o 72, TS ORI TId, ~ v
ADFMRBEOERE, 7 v b OB, RIEEE, WREE, KRR OREER, A X ORR LR T bR E 23 & )
Sleh, BRSO TR 5 A F BT b e o7z,
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(6)1f
1)

RERREE
ex vivo

BWBRE Y- 7 a2 F 50, 100, 150 LT 300mg % HARMN S L 7= 8 BRE O Ik 2 v, IR 7
FRAEIERIEIC LD exvivollBIT 5 MIEE AR EELME L s 2 A, T 7 a3 FIRE 0.7~
5.5ug/mL 2B\ T, IMAEEAKARIL 15%RETHo7=Z &b, 73 FomEEAMARIZIK
WZ xR LT,

2) in vitro
b hiEE AV, [UC-T7 2% I FoMmEE A& E A4 [UC]-7 2% I R 1.5~60ug/mL O iFH P
BITIEIC LD TRIE L2 E 24, [4Cl-F =¥ 2 RO MmEE A AROSEREHEIT 6.1% Th - 7=, [1Cl-
7 2% I ROMERS RO AL 54% ThH VD . XIS T DM — mAEFRELIX 0.98 Th o7z, AMET
T, BEERFEOEMITED b ol

6. X #
(MR BERGL R U BIHRER
FELUFEZ 2 NS, FERHHTHD O-it A F/LE (SPM12809) 1, #5-8DHK) 30% 23R HIZHE

it

SND, BRTIE, 72343 RO O-il A F/bIZiEFEIZ CYP2C19 8% 5 L. CYP2C9 LT CYP3A4 (25

WTHHETDEHEZOND, TOMOREREEEIZF 59 D RHEER LFEE S TH2Rn,

1)

2)

BEMRA MMNEAT—4R) 3

H AR AN BEEZ SR L Lo~ AT o A Bk ClX, [4Cl-Z 2% 3 K 100mg (40uCi) O OHK 5% D
MmAERIZ, 7 29 3 R (MSEHREESREOR 70%) « B O A F /L (ISR HERRE D) 2%)
KOs EOmIER 23 Sz, [14C]-Z =293 K 100mg (40uCi) OFFRNEE STk, migEHiiz7 =
P R &SNz o7,

G R OFFIRNE GO WT s, EEZRFYEEDIZT 23 I 8 (580K 30~40%) . O-Bix F
VR (BH5EOK 30%) KOSy (B58EOR 20%) Thotz, RHICiE, ZoMmoMENR#EY (5
a% I ROp-b FeF iR O-liAF Lpt FaFi iRk 0-ii A F/l-m-t Fux I AKEOWLT & F /LK)
WZOWTH, TNENHEGED 0.5~2% M1 &iiz, £7-, SP619 R ER TIIML T EF /LK (SPM6912)
D N-BNWAREAN-0-8-D- 7V 7 v = RRFEE STz, RIBRIKIZOW TR R ST 21T o 1o/, 7 =
P RS o F A~ —MOMEERITIE LW LAVRENRT,

7 a2 I ROKEROEGREOIMBETIZIT D Ot A FAARDIFEIE, RE(LIEOK 10~15% Th o172,
FFHEBEIR T 2RISR L LEERBRICB W T, A 7 29 RORFBHCBEET 52 EBnRB I,
CYP2C19 @ PM KO EM #xf& & L7 Bk Cix PM ClEd O-BlA FARRENME T L2 &, WO
\Z CYP2C19 OB K NHEK TH LA A 7TV — /b & ORI BAE B Tid CYP2C19 [HESK
OFRREZMmIER OBl A FARBENMET L7226, OBLA F/UEDARIZITZ CYP2C19 2545
eI T,

in vitro DT—%4

in vitro B OFER, EHLICREER B TH D OB A FIURAERICFEIZF ST 5H CYP 41
I, CYP3A4, CYP2C9 }x () CYP2C19 TH o7, 7 2H I ROMRFHIEE G- T 2 OB L FE S
TUNZRUN,
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3) JIYE FOEERBER (EF. TOR, Ty b, 9HF 4X) 3
T 3Y S FOHERBIREE

_________ o]
ol
1 1 = H
3 )L\ A N
E i N
[ H o
R7tEFILE erOx1t
| SaHysR
_0 ‘ O-BAF AL
H H
: N OH
H,N W . ) .
0 : )J\ :
s ﬁ(
SPM 6912
l M1 M2
SPM 12809 SPM 12815 (0-OH)
l SPM 12816 (m-OH)
l / SPM 12817 (p-OH)
.OH
Gluc ] ;/ \/@
W RIZZI=N7 " 2 =32
M4
M6
N-FILAAEA LT VOO EREEE SPM 12812 (0-OH)

SPM 12813 (m-OH)
SPM 12814 (p-OH)

QRHICEEIT 2BF (CYPEH) OHFE. F5%X

1) E S/ BRY—LERANREH
TFI/7ay—2ZHWCTT7ahI RO mvitroR#tERF LIz ZA, E MFI /7Y —ATIET a3
RFORHHTRD D e - Tz,

2) £ MFMRE & A OV RE
b MR Z W TUC]- 7 a3 X FOREERFI L2 E 24, & MO RFTEMI IR - 72,
b Mz iz in vitro G BR T, 2 FAHO B2 [O-ii 2 F/Lfk (SPM12809) K UWLT & F /v
& (SPM6912) ] 7 & QN O 43 3 it & 47z,

3) E FHFRUBI/AY—L, £ FOEE, HUICHEEER CYP2C19 ZALV-1&E
EMNFEAOEI Z7r Yy —2a v MifE, WONCHHIL X CYP2C19 2 W, [UCl-7 =28 X RoR# & et
L& 2 A, WFRO in vitro EF VSR &2 Z T 7-204Cl-F 24 2 Fid 10% R TH - 72, Mz
CYP2C19 Z AW 7225, CYP2C19 137 2 RORFHIF G+ 5 Z AR EnT,

4) EFFI/AY—LRUHMBEZE FCYP DFRICHT IBENEEEZA LR
EMFI e Y —LARUM#Z B F CYP I T 2R E OLERZ HWT, 7 a3 RO in vitro fX
G595 CYP ffEEZRatLizE 2 A, O WA FAROAERIZE G35 FEE e CYP 41X
CYP2C9, 2C19 }x1*3A4 TH -1z,

5) KBEEERBEZE/ER (in vitro)
b MFHIE A v, B T CYP B35 CYP1A2, 2A6. 2C9. 2C19. 2D6. 2E1 KR 3A4 (ZxfT 5T aH

X K 100umol/L (25ug/mL) X OVEREY (O-Fi A FNK) ORESREZFTMMLIZEZ A, T34 Nk
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CYP2C19 #[HE L7=28, 0o v MEHIIED CYP o FREIEMEIZAE L~ 7=, EREHY (O-fi A 7
JUAR) 1% CYP2A6, 2B6, 2C8 K 1F 2E1 (ZxI9 B BLEMEMIT R S o7z,

CYP2C19, 3A4, 3A5, 2C9 KX 1A1 %3 % UKi Hiid 0.032~0.001 O&IFHNTH 7= 2 L hb* F
4 3 KA CYP2C19, 3A4, 3A5, 2C9 Xt 1A1 O L2 23 & O SN 725A1C, invivo TOIE
YR EAER OFAET L AREMHEIIRWE B 2 5D,

o TEHMPATE & W E2RE IR DT O DM AT A RT A > (B#R) | (CEpk 26 4 7 A 8 HIEATEE
SR G R R A E AR ) T, WRE oSS, IEES (KD 1S3 2 IEAORSIBRRE (D ©
23 0.1 BUF THIIE, BRMENEEGT 5 Y 227 13ELS | BREYHEERRBROERIIANEL ST,

6) R#BERFEER (in vitro)
CYP1A2 KO 3A4 1IZxf9 57 2H I ROFEEMRICHOWTE MFMlazHvy., 723 FEE 50 KO
500umol/L (ZiLZ4 12.5 ¥ 125ug/mL) TaHiliL7c& Z A, 7 =24 I FiZMmjRE LI CYP1A2 %55
WL ghotz, 73V I RIMERE CIL CYP3A4 2358 L 2oz,
BEEENREDERERVZDEE
Y LR
AHRBEYOFEOARRVEMRLL., FELE EOXICETLRBRBE GHEAT—%) 3
R AIC T 24 X R&ER N LR MR 5 O-Bh A F/URDIFEIEIE, REMKRDK 10~
15% Ch o7, & hOLGRERMH CRIHATEER 7 2% I ROME—D EERFHH TH 5 O-Pix FIRIZ, 3
FARITEPEIL 220,

7.8 it
(MWRBRERA. FEAT—4 3
AMENRERERR AN BPE 5 FIZ[14Cl-F 2 X K 100mg (404Ci) % B[EIRE 11865 J O 1 R C B [E] S0 FR AR
BhH Lz &, &5 168 Rl £ T2, RAICESGED 94% K O 97% 03 e S 4, P ~DPEINT 0.5%F
WChote, RF~NTT VIR (830~40%) . Ol A F /R (K 30%) . MPEE Sy (K9 20%) Ol
OERRHY (0.5~2%) & LTHHtS Tz,

FRAP~D RFEHE M3
(%)
100 -
80
2
& 60
hind
o
HE
B
40
$
20
o~ 0% 5 (n=5)
-0 B ARAIR S (n=5)
0 - T T T T T T T
0 24 48 72 26 120 144 168 (h)
&5 &R
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REMSTREEEE (REEITHT HEIE)

B EO&E (n=5) FRN#E S (n=5)
R (%) # (%) R (%) # (%)
0-4 FFfY 12.06 - 10.13 —
0-8 Hfi 23.46 - 20.26 -
0-12 ] 33.10 - 31.84 -
0-24 W 56.69 0.15 52.92 0.05
0-48 ¢ 81.03 0.26 81.34 0.15
0-72 ] 89.46 0.31 90.74 0.23
0-96 R[] 92.28 0.35 94.39 0.28
0-120 FEH] 93.43 0.37 95.87 0.30
0-144 W] 93.45 0.38 96.51 0.30
0-168 (] 94.19 0.38 96.82 0.30

T E

FRERBEMDIREEICEDDEE (%)

Rogs FrRN R 5

(n=5) (n=5)
Fa¥I kK 33.6+5.6 37.6+5.5
O-Jiii A F LAk 28.3+8.3 28.3+3.5
T ] 3 17.2+3.7 19.2+2.5

PR fiE R

8. I URKR—4—IZEHT B1ELR
mvitroiRER LV | Caco-2 MlAHEIIZIS 1T 57 =29 I FoFEiwtk, P-HER (PGP) oG, kOwax v
DL T 2 BERHFN LI E 2 A, 7242 R PGP OEE TIERWZ EOVRIBE N7, in vitro RBRIC
BT Caco2 M HEMIZ T 5 ¥ TX v v ORI EL 52 o7z, LArL, 72% I Fidk s MDRI
(PGP) #fnT-ZHA LI-PEEERAIRICE N T, & F PGP ORE L7425 2 L oVRBE LTz 39, Caco-2 Al
HIEHICI1T 2 7 2% X Fo BRAFRBEFEERE) G, 7 20 I FOBERIITZEIEEARKE <L L, PGP 12
K 2B O B IR N 2 L 2R STz,

9. BNFICKBHRER
KB HEIE TETIE. 733 I PR O A FAARD AUCo+ 1% 4 FFE O MEHENTIZ LD 0% IR F L2 &
o, 7aY I FERY O A F/UEKITWTN O FETIC LV BRET 22 &M THS ( [VIL10.3)MEEHR &
R TVWARABHEESTEEONREPRE EOXICETHERME GEAT—2) | 28 .

10.BENEREETHESE
(1)1 R 3V
FHEM 3 3R (SP847 ik, SP1047 ik, SP848 i) LU "HEM 1 R (SP0969 #bk) 2B\ T 6 »
HEVIND 1T IR E TO/NETANARE 414 6 (AR N 46 BlE GTe) DAL N RF 2 &5 LR
MmAEF T = 3 R %2 A\ CREE MR B AR AT 2 S0 L 7=,
HEREINTHEROCHETO/NETANAVBEIZE T ST 2% I FOEFREOVEHMFEFRE (Cs) D
Sal—varEERL. TV TORATANPAVEBEICBITS CsDYIalb—ya U iERE i Lz, 725,
7 ot I REAFEAE L SRE DS HEEREF SO, 729 I MIFREZHEE L72EED 51%



VIL_EYyihieIZ B4 5 I H

DITEERF GO, REEDTERF TSRO OLEIC O >NWTIIab—rva r&2{To7z,

Tl SR T SR DO IEHEH] BE D 59% TSRS SR OO TR FEEOHH OV TN DL EIZB N T,
4 L Eo/NR o & (KRE 30kg A Tl 12mg/kg/ B . K E 30~50kg Aifi Tl 8mg/kg/ H . /A 50kg
VL BT 400mg/H) 128BIF 5 Ces DFRAEIL, 7V T O A D& (400mg/H) O Css DHEIPHIZ G £
770

NEORERVER LTI aL—Ya Vv LEEERBOTHONRPRERVTSTORANICTIHI K
400mg/BERETY 2 aL—2 3  LEERREDOFEYMFHEE

FTSTOINR TOTDINR TOTDINR
(FFEERBEREHA) (UNED 59% M IFEERFEEGA) (FFEERFEEHR)

3 ; ;

Qb

E

3

S

[

i

EN

i\

%0 10 70 50 40 50 60 70 80 50 0 10 20 30 40 50 60 70 80 90 0 10 20 30 40 50 60 70 80 90
AE (kg)
FOTDING FTOTDINR FOTDINR
(FFEERFERIEHFA) UMNED 59% M IFEERFEEGA) (FEERFERMR)

- 20+ : .

o

E

3

S

[

1

EN

n

N 0

Fih (%)

F a3 FHAPSEZAEE U TRERFER L IEOAR () | 72 I ROFRABIEEZEE L/ o 59% 23R E
HAEOHHEE (i) | FEESEFERZO0A (F) o7 YT O/RBTADAERED Cs &, AE (b)) KROMER (F) 2
LIy 2 b—3 g L, K5 30kg RiOWERE Tl% 12mg/ke/ H . KE 30~50kg ARl OHERE Tk 8me/kg/ H . KH
50kg LI EOWERFE T 400mg/H & L7z,

FEHRT Cos DHFRAE A | FEHNTIT 90%HERIX B 279, BERIET 292 N 400mg/H 2 &5 L7=7 U7 O A D 90%H#EH
X R %R,

E 1) AFNT 4 Eo/NRISH L TEREZA LT D,

Q)EBEHMEEETREOMFHEE BORIZHTIREBHAE GIEAT—2) 939
BEHEEORE (/v T7F=227Y7 7 & CLer) DRI D AERF 32 HI27 =29 I F 100mg % H[AFE
A5 L7z & &, AUCo: IXBEHAEEH#E (CLer : >80mL/min) & be#g LT, K FE (CLer : 50~<
80mL/min) TiX 27%. TEEK F# (CLcr: 30~ <50mL/min) T 22%., BEE{K F# (CLcr: <30mL/min)
T 59% @<\ Crmax 1ZEEE N O HE OBHEEEIK T T 10~14%E 0> 72, BEN S BHEOBHEER FEICE
% Ol A FARD AUCo IXEREREIE T & D 1.56~4.6 {5 Toh o7,



VIL_HEdhielZ B4 55 H

ClLcr fERI D M 3E IR EHERS

(ug/mL)
4 -
351 -0- FHEEEIEEHE (n=8)
o 3] - BEBHAEETE (h=e)
5 he hEEBEREEE T H (n=8)
H 25 O EEBHAEETE (n=8)
T 157
0.5 1
0 T T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96¢(h)
R5 %R
Tl
CLcrIERIDFEMEIRE/INS A —42
Bk EE BEET hEEET EEET
%K 8 8 8 8
CLce (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]
Cmax 2.69 2.95 3.06 3.02
(ug/mL) [35.0] [20.7] [10.0] [23.3]
b (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)
tra (h) 13.2 18.2 15.4 18.3
b [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 0.277 9 0.143
CLr (L/h) [37.9] [51.3] [24.4] [31.8]

PR [CV (%) 1 . AUCo+13 0~96 FFRIME, tmax [IHRAE (FEPH) . a) n=7
CLer: 7 VT F=0 27 U7 T A CLr: B2 VT 7R

) AROARINHELOCHERT @Y, RAZEZaIFELT1 H 100mg L0 &EG52GL, 20k 1 HM
PDlEoga & T THE L, MFFHEL 1 H 200mg &3228, WIhd 1 H 2EICHTCROEET S, b, JE
RIZED 1 B 400mg % 2 72O CHEEH T 223, HEIE 1 EMU LoMREEHIT T 1 HHES LT 100mg
LFF2f7528, | THD,

QIEBHEZH TV RYBHEBTEEOMETRE @OXICHTIEBRRE GEAT—4E) 939
MHGET % 5 1 T BRI BHEAEREE Ok AEBRE 8 BTkt L, FEBITH R BT 2.5 RefHAfIC T =4
2 K 100mg ZHEERAOES L- L &, FEBEIHRFICLE 4 R OB EiERETIE T 29 2 K AUCo- D %1
SPHIEIL 46%I80 L, BHTIC K ABREDHRIZT 24 2 R 57%. O-BLATF K 53%THY ., Bz VT T
ADKMEEIEITT 29 2 R 140mL/min (8.40L/h) . O-iA F/L{k 149mL/min (8.94L/h) Th-7z,



- Y EhREIC B D IEE

MRBEFZEZ T TOLRUBHEERESTBEOEDBRE/NS A —4

& FEH JEFEATBF 4 BB
% 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]

SATPEEIE [CV (%) 1 . AUCo1E 0~24 BFFMHE, tmax (TH JE (HEFH)

) AFIOERS N AER O EIE T, BRAICIEZ a4 FELTL H 100mg LV #E5£2BBL, T0% 1 -
VL EDORIEE & THR L, MERHRZ 1 H 200mg 3525, Wb 1 H 2BECH T TROKET 5, 2B, i
RIZED 1 A 400mg %88 2 72\ OEEPE TR BT 525, HRIE 1 EBU EoREZ &7 C 1 AARLE LT 100mg
UTFFofro2 &, | ThHD,

(AFFEEETREICH T 2EMBE BOFICESTIHBEE) GEATF—%) 10

FINRRER Bl Je OV 45 JE FIFREREAR N (Child-Pugh 2378 B) @ 8 19227 =24 X K 100mg/[E1% 1 H 2 [6]

5 HMIER NS L& &, HRRAICHARTT a4 I FOEFIRIED AUCo12n & U Cmax D T EEIEILZ

NEN 61% KN 50%E N> T=, o, RE CTHEAEL L2 EFIRIED AUCe120 X Y Cmax DEMTEHMEZ

AT% KO 3T%mi > T, RN T TlE, tie O P RAEAIER L7z, IR TE TD O A F/UERD

EFIRAED AUCo120 KT Crmax DR FEIIEIL, RN AR TR 40%I802 > 7o, HEETHERE MR H B

(Child-Pugh 43#8 C) TOIEMENREITHG L TR0,

BEBKARVHKERESEEOTEEKE GHEB) UEOLEFREHTS
(ug/mL)
12 -

-0 EERA (n=8)
10 1 - S ETHAEE T A (n=8)

b IS SN B ] =

R &R

FHERERE
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BERARUVITEEREEEEOEEZRETOENFHE/NNT A —4
FF#aE EE Child-Pugh %8 B
il 8 8
AUCo-12n 53.3 85.9

(ug * h/mL) [17.3] [21.7]
Crax 5.83 8.75
(ug/mL) [13.3] [18.7]
1.5 1.5
tmax (h) (0.5—2.0) (0.5—2.0)
14.8 24.1
tvz (h) [19.7] [23.5]

RMEEE [CV (%) ]

v bmax (ZPRAE (HEPH)

) AFNOABSNIHEROCHET M@, RAIIZZ7 a3 I FELT1 H 100mg KV EGEEZHIGL. 20k 18H
PlEoRZ&H T THE L, #FFHEL 1 A 200mg & 3523, Wb 1B 2EICHT TRAKET 5, 2B, JE
RIZED 1 B 400mg %2 72O T 223, HEX 1 EMU LoMREHIF T 1 HAHES LT 100mg
LFFof7528, | THD,

GEImEORERSHMFHRE @OFICEITS

SHERRAR)

AEAF—%) 33

65 Ll Lo A ANEEEE B 12 1 (1l iE) R OVEE A ME 12 61, WONZ 18 it Lh E 45 kLA F Ok A Bk

12 Bz,

Z a3 K 100mg/[al% 1 A 2 [E 5 AEROES Lz, BRABMEE i LT, @Bk Ok

PEICBWTT a4 2 RERGHZOEEIREED AUCo12n DRTEMEIZZNZN 33% KT 50% 5 < . Cmax
DRMTEEEZNEI 29% KN 53% mn-oTz, £, RETEEL LIZEFIRED AUCo120 O K FHE
WEEs B R O EE LI B W TZENFI 26% K% T 23% 18 < « Cmax DMEBEITZNF I 22% KT 25%

Eno Tz,

(ug/mL)

T LB B

-~ S B (n=11)
- S & (n=12)
ke FEB M (n=12)

02468 12 24

36 48

RS ®REFRE

Eigfl +1ZHERE

72 (h)



VIL_ Y Ehielc B4 5 IH H

RN 1) e fin 55 [ Reg e B
SRENE T A — X (n=11) (n=12) (n=12)
AUCo12n (ug - 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]

R [CV (%) ]\ tmax (T RAE (FEH)

) AFOABINZHELOCHERDT @, RACE 72 I FE LT H 100mg L0521, 20tk 1 EM
iEoRilRZEH T CHEEL, #EFHESY 1 H 200mg &35, Winuh 1 H 2BICT TROKET S, ok, JE

RIZED 1 B 400mg % 2 72O CHEE T 223, HEE 1 EMU LoMREH1F T 1 HAHES LT 100mg
LFFof7528, | THD,

1. Z Dt
AR ANA



VI 2zttt (B EokEgss) (CBd5HA

VIIl. £ (ERLOZIESE) T3 HER

ERNREFTNDER
EIN Ty

Rl

2. ERNBA L TDER
2. 22 (ROBHEICIKEESLAEWNI L)
2.1 KRN ORI LmBUE OBEERE D & 5
2.2 HEOIHEREDH L BE [9.3.1, 16.6.3 2]
R
2.1 AR ORI 2WBUE DB O & 5 BH T, AH &G LI hE, BOMBUER LT 5 ArRetEN
BWEEZBND DT, KFNOERES K OUIN 5 U BOE O BEERE D & 5 B 121, AFIo#% 5%k
T5Z &,
RE. BHSYT 2 X RSN OARFIOTIMIZOWTIE, V2 HE O/ 220z &,
2.2 HRABRICI W CHEEMBEREOH 2 BF oM ARBIL R <. HFEREREEEZ IZH T 2 KBk
(SP642 #RBR) 10Dk Fs b S EREE 2 49 5 B TIIAHI O M EH R ZE LIk D AUC 238042 Al HerE
WD Z EMHRRE LTz, HEOFERERE O BE I, AR OR G285 2 & (TVL6.(3)AFHAeIES &
E)KOVLA0.(4)F#EEEEREICE (T 5EYEE BORICH T HHBRBE) WNEAT—2) 1 ),

3. MEEXRIEMREICEET 5FE L FDER
BE I TV

4. BERUVAZICEET IR L TDER
'VARERUVAZICEET 53FE) 2252 &,

5. EELEARMIE L TDEH

8. EELEARNMEER

8.1 HWAMIZRIT A HEEEORWMRIMER NV LEGHIEIZL Y, TADARIEORE T T AN AEREIRE
Do ENHLOT, JaI FokbE2HhIET 555121, 2<es 1 EHEM BT T
WA ET S CHEEILITI Z &,

8.2 FEMED E W, T, IRK, HE - &9 - KEEBRENEORTNEZ D2 L NHDHDT, KA
G 0B T BB EOEERE | fERE MO BIROBIEICEFESERVWEOEET D 2 L,

8.3 PR MRDIEENHOLDLNDL I ENH DD T, AFOKRGHIE " EUEOREET v v 7 FIZHET D
SER CENR, BRIAEOED . DRIGREE, BEES O 5 DR ph, B, BUIn%E) ORBUIEET L Z L,
KA FIZZD & 5 BRIERN S BN BEICIE, EMORRELZT 5 & 5 BEROZOFKREIC
BT 2 2 L, MRERESCHEOLEE (DHEE UL OALE) OBEOsH 288, T ) AT
X RVERE (TOVHFEGERE) ObLEE,. PR MROERAEZ T8N0 H A2 0FH LT
% BB TR, AR GBRAE R OAFE G L ERBREEZIT Y 2 L. BEORER ORIEDOZE L
HEERCBIZET 2L, [9.1.1, 10.2, 11.1.1 ]

8.4 Ly, B, WBRMSORBMERSD Hbil, BRERICELZ b D0 T, KARL HILEE
ORIER IREDZb A L EIRS BT 52 L, [8.5, 15.1 ]




VI Z24te (M EoE%s) (4 %5EE
8.5 HEAKVPZEOFHEFHICHKENE, ARENEOBHIERIEHOAHEMEIC OV THo B 21TV, [Ehh & B
BIHEKEID A L oBET52 L, [8.4, 15.1 /]
8.6 B, BHREDIREENA LD AREMENH D DT, BRI, IREEIZ W T2y %EEL. B
WD SN TIEAIIEYRAEEITY) 2k, [15.2.1 7]
fiREn -

8.1 AKZ P E XX HIET 2B IE, BBUEDO BRI E CLE OB AN DELICE S 2 Pk LT s
LW EakRE, e b THEL BT ThRAICEET 2728, HERISEZIT 2 &,

8.2 HENH OERES, MM OBRIERE I ~DOFBICET 2R BRITITHORL TRV, 7 a4 I ROKGRRFE TORL
NExg & Uiz A PEEIE R MAERER (EP0008 75 & O EP0009 #Bk) 29 128\ T, FEH & LT
e F > 145/527 Bl (27.5%) | {EHIR 55/527 §i] (10.4%) . §AI% 31/527 B (5.9%) . i 27/527 Bl
(5.1%) . 1 26/527 B (4.9%) ML SN TN D, AAEGPICIE BB EO@ERSE, GRS o
BRI F SRV L) HEETH 2 &

8.3 ME/F DREFERL A BIE R O B E 2 x5 & L7255 1 /B (SP640 #BR) W iIckB\W\WT, a4+ IR

(400mg/ B X% 800mg/H) D512 X 0 HEMKFAIZ PR MROEENRBO Hivic 2 & K OKEGRASC
FOFRLRUTFEDEHRE LT,
ARFNP G IR, RIS . IR ARIE, BEES D 5 B, b, BB, BUNSEN S S bni-Hai1ci
FHEBRT L EE B MRERESCEEOLEBEOMAEOS 5BE. T M) VAT ¥y X VEREOH D HBHE,
PR S DIER 2 2 T8 Th Db 5 A 20 H L TV 5 BEE T, AHI G BIhAR & OAA #5130
BEXREZITI 2L, BEOREBEOREOB LA ERERERBET D2 &, 7o, BESCFEEIC 720
2TV, BB ORBIZEEDFRD NI HEITIE, FIED b ERT~ERE L) 72582 B % & 9 IZBLES
528 (NL6.()EBE - MEEFOHLSIEE) . I7.QREELZTOEHA] LV IVI8.(1)EXAE
ER & MERER ) 21) .

8.4 Ly, WL, BUBRMES ORI Z R Lo BE N B R RRKICE D WHEER H 5 O T, BE ORERER O
BARICHE L, 2O X5 IERDS S b= Ha i@y axfic s 45 2 & ( IVL12.(1)EERERIZE S <
&R 20 .

8.5 MELIAMERE@WIZTHEEMWE L TWDIERD 5 B FRCB®RM, ARAENIZOWT, BESLFEIC 45
7RI ATV BB ORSPIERIZEL T O HIICGAITIE, FED S ERT~E#AE L) 225 S 28 Bt 5 K
HICEET HZ & (( TVIA2.(EREREAICE D CIFHR) 2])

8.6 FEHIRIEMBRERBRIZIB VT, 7 FOKBIKICEG% 35 AHETHM LI &, KO A R EEEIEFE I
FEER (EP0008 3B% J O EP0009 55%) 25 2B\ T, il (5.1%) RO (4.9%) BNELEH LT
WHDOT, MBEIT) R EFTHICEEL, 2O LI BRER1S SO IGEICITE 2xicad 452 &
( VIL12.2)3EEGERRERICE D 1Bk &) .

 BEOERERIHBEICEHTLIERE

(MEHHE - BEEZFDHSHEE

9.1 AHE - BIEEFOHLESE

9.1.1 IMGEEECEEDLMRE (DHREEXFILFLE) OBFOHLEE. T ILFYRILEE (T
IWHTIEERE) OHLHBE
A O PR HREREMC LV EET vy 7ENEIRT 28008 H 5, [8.3, 10.2, 11.1.1 2]

R
9.1.1 MBS DR N B e O MR G 2%t 5 & U725 T HERER (SP640 3RBR) W 2B\ T, a4 3I R

|



VI 24tk (B Fokss) (355

(400mg/ H X% 800mg/H) D5 X v HEMKFIIC PR BEIMROERE DGR bl 2 & K OKEIRR
XEORHICHESEHRE L, MoEEESCEEDEROBEEOHLEBE, T ) UV AF v FVERED
HoEE, HBHOTPRMBOLEEZEZTEZNOL A ZHA L TV HIBETIIEET 7 v 750
KHETHBZNRNHLOT, HHEHICEFTHZ L (I5EELRERMIELZOEA) . VIL.7.2)#F
FELEFOHEA] KO VL8.(MMEXLEMEREMBER 1) .

[7.1. 16.6.1 /]
922 MEBEHEZ T TLEXRYIBHEEEETERE
[7.1. 16.6.2 K]

fRER
9.2 ARFNIFHLEDK 30~40%NRE K L L TR S D 720, BHERERE O b 2 B8 Tl AHI O Pkt
ﬁ&@ﬁéﬂ%ﬁﬁ%é@f\7v7%:/7j77/XQ%£%_&5E\&Q%M%ﬁmﬁéﬁ& 15
G T52E (I VARZERUVASICEEYT 58] KO [VIL10.(3)MA&REN &2+ TUL S REAB#HEE
BEEEOMFETREE @OFCETI2RBEE) GEAT—42) | 2H) .

Q) REEE RS
9.3 FFHaclEEERE
931 EEOHKEEEDHLIESE
B LD &, REIOMHPREN EHT 2820013 bH5, (2.2, 16.6.3 B ]
932 BEXEHPEEDHEEEENOHSEE (Chid-Pugh 773 A U B)
[7.2, 16.6.3 ZJE]

B
0.3 NFHEHENTIBHIZH5 1) 2 SEMMIERTR (SP642 BB 10 OREIN D | IFHAERT &A1 5 BH 1T, AFA
PR R0 AUC AR5 FTHERER 3 5 0T, PRICRST 5 = & <rvm;£&um§l B

#éE%J&UFWAMMH% EEEEFICHITHIEYHE BOFIZHFTIHEBRE WEAT—42)
M)

AEIEReEET HE
BEEN TV

(5)bE 4w

9.5 1R
BEdE S TAEAR U TN D ATREPE D & 2 eI 1T, TEFR oA RS itz LRSS S 55612
HEETH &,
7y MZBWUREBITHERRD ST 5,

iR e -
95 IWFER (T v b)) THRIE~OBITMOHAROEERDNBO N TS, BE¥ETET—%2—
(Company Core Data Sheet : CCDS) # %% |Zit# L7-,



VI %

etk N EOEES) (S 5IEA

BT BB I oW TR IR S FIEIR L TV 2 FIREME D & D HMEIT R GRS bR STV S 720 [N TO

PEBR 69 2 fHREBR ITIEF (270 < | IR OF 512 B % L VRIS L Ty, it

fa TR LT

WD AREPED & % M3 LT, Atk etz &R o b 452 & ([VIL5.(2)ii& — 2R

FlE@% (S bMZBTHREBEEMN) | 2K

(6)/iE 51

9.6 ZFLi&
IR EOFRMERORARBOARMELBE L, RALOMKE TP ILZHET 5 2 &,
b R ABIT TS 2L HmES TV D

fi#Es -

9.6 M/ TOHIRZICE T DEENZEICBNT, T34 Fide MREILTICBIT TS Z 0 HESATWED

T, CCDS & & (Il L7,

(7N R

9.7 I©MNR
9.7.1 KHIAMKEIR, #FrAR, FLIBXIX 4 RO IRIZ kT 2 BRFEBIT IR L T,

9.7.2 /NREEFHE OH R 2 BAFIEICE T 2 BARRBRIZEN - 5t & bIAThh Tuhieuy,

fi#Es -
9.7 4 ARMEIZHOWTIE, EWNIZEIT 2 BERRBRIZB W TR v, £72, /NEOES
BRI B3 2 R AR X E A - WS & I FER STV euy,

(8)=tnE

RN 5 HiA

9.8 EiE
— R EEE CIAEEERENMET L TWS, [16.6.4 /]

fRER

9.8 AANIHKLGEDK 30~40% DKL L LTRSS D720, BHEEIME T LTV AlEe

FCIEARR OPEM D BRI T 2 FTREVED & 5, SMEA S EEERE (7 28 I REEOEEFn
k. milnActE 69.7 k) A %tG & LTSN EER (SP620 #BR) 8637 (i T, KRR
L LT EHFIRRED AUCo120 KT Cumax (3. AFE B MEITH AT Elin 5 M O 1T 26
ST, FEREIIERKOWANINZ, BEHESMET L CWARREEN S 572, 7 LT F=>
EHEICEG R, BGEREFEGT 0 SEEICEF T2 ([VIL10.6)EEHEDRER
EORIBTLHEBRE) NEAT—2) 1 Z0)

PR & 5 i
B 71.3
5% OIKET
Y% W FER TH
7 VT T v AE
BRFMmEHiRE



VI 2zttt (B EokEgss) (CBd5HA

7. HHE{ERA

MBrtRZEZS L ZDER
REIN TN
Q)BFFHEZEEEZFDHERA

10.2 #RAZEE (HFRICEET S &)

KA & B AEAR - HFE TR BFr + fbRIk

PR B0 ELZRZTEZNO |ERET7 0y 7SR RS 5282 | #HHICX Y PR BRREEER M
B % EA
(8.3, 9.1.1, 11.1.1 ]

nndH s, IRENZHERT DB LN D D,

fRER

10.2 YA OEEFER N BIE R O e BR S 2 65 & U723 THIRER (SP640 #BR) W iIckW\W<T, a4 K
(400mg/ H X1 800mg/ H) OFehiz kv HEEFHIZ PR ROIEE SR iz 2 & R OCKERA
LEOLHICHEASERE Lz, MRERESCHEOLEBOBEOH HHEHE. M) U LAF ¥ X VRED
bOHEFE, HBOHNE PR HEBOEELZEZTEBENOHLFEAZHH L TCWLBETIIEET 1 v 7 EN
RIFTHBEINRNHHOT, MEICHEEGTS2 L (MLEELERMIELFDOER) . VIL6.(1)AH

- BEEEOHDIEE) LU 8.(NEXLEMEREMHERK 21
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1. e

ROBWERR S oD ZENHLOT, BEL TIATV, RENBOONLSEICITEE 2 h IR
570 EWEE)2MEZAT O T &,

(HEX%

BIER & HER

11.1.1

11.1.2

11.1.3

11.1.4

1.1 EXGEIEA

BEJOvY., @&k, K (W3 1%A00)

PR EIROER 2 Z T BEnrdb s, [8.3, 9.1.1, 10.2 ZH]

hEMREIESERMAL (Toxic Epidermal Necrolysis: TEN) | RIEIRERAEIZEF (Stevens-Johnson
FERE) (Wb BEAD)

FEEN ALBE, AU - VD A, T O FE, WHERW. IR, NARFEORE DR bNHEIZI&kE%
iU, EERRAEZITD 2L,

REIEBBUEEREE (BEAD)

FIHER & LTRIB. DR LI, BICHERERE ., U o EilER, AmEREm, ik, 2
T o RERIHBLE 2 O BRMEOBEER2MBUERLHLONDL ZLNDH D, 0B, B h AT A
VA6 (HHV-6) %D U A NADEEMALZE D Z 132 < HETILE G IZB, BE ITHREREE
FLORER D RS 5 VITBIELT D5 LB HDLDTIEET D L 39,

WEDNIIKIE (BEAW)

fi#Es -

1111 BEJO Y., Bk, £8 (WFhvd 1%AK70)
H P EEELFEF ISR (EP000S #ER) 2 & OEBEILFEZFIAHER (SP0993 7R K& O SP0994 #ER) 9

—fC\\

W5 L EoRERET 0 v 7 OFIERITIME SN/ ->7228, 7 3% 3 K 400mg/ H BB T

224, 7 =Y R 200me/ HREIC W TRIRDS 1 FldiE Sz, £/, EP0008 flBRIZ 5| & fot & Sk &
MRk 5k (EP0009 #liR) » TH LI EOFEET v v 7 R, IRIROEIVEH #3720



VIL.

el (I EoEEs) (BT 5EA

11.1.2

11.1.3

11.1.4

o7z, L LA 6, CCDS Mgt COM MR ZZE L, HERREWEMICEE T vy 7 i Rk
R E LT,
AEOREGIZEE LTI, BAREREZ HoIBE L, BEPHEO ONEEIIE, KEGE2PIET 5L,
WO EZ1T) 28 (IS EEGEARWIE L ZTDER) . VIL.6.(1)EHE - BMEEFOHLEE]
EOY WL7.Q)BtAZEE ZDEA] ) .
hEMRRIEFEMAZE (Toxic Epidermal Necrolysis : TEN) . KSH:IEERAE{ZEE (Stevens-Johnson fiE
&) (Wb BEEARE)
A E PR LA S TAEEER (EP0008 55k K O EP0009 k) 25 | [EFSHL[EZE MAEEER (SP0993 5k M
O SP0994 #BR) 9 R OVMEAN DO HAEE XSG L LTe 7 7 B R RHRGRBRIC I\ T, i fE e i B st i
JiE. (Toxic Epidermal Necrolysis : TEN) | B RIRARAEMEAE (Stevens-Johnson SEHE) o1 HI 8 &
X720 7z, L LG, CCDS DRk, MM TOMMRER, FROEBEME LR L, RE LT,
AENOE G U TiE, BRRIER OB &2+ 12TV, FE RLBE, K - OB AL £ D8, WHETR. IR
i, ONRFEORFENRD NG, BHEPiEL, #ERRLEs1To 2 &,
RRIMBBUEERE (BEAR)
H P EBR LR 2 MAHRER  (EP0008 3k K O EP0009 i) 29 | [FFRIL[EF MAHER (SP0993 7Bk K&
O SP0994 &) 9 R OVMESN O3 AEE 3G L UTe 7 7 B AR RHRERBRIC I\ T SEAME R BUE e i
(Drug-induced hypersensitivity syndrome : DIHS) OEIEH#E X780 >72, LIrL22A 6, SO
TR TN T, A & O BIEMEN G E T & RV EE OMBUES S S4, CCDS 121X DRESS (Drug
reaction with eosinophilia and systemic symptoms) ZAFZI T HEIEH & L CRid L TW\WD Z &h»
O, ER7REE NI FERIME B ORI GRE 2 5E L7z,
DIHS i3, A7 L —L UA VABIHEDOE A LIHIETH Y . HAES 2~6 ik (£ <14~
6 M%) ([CEFRIICTIE L., @A IBEREE LM BIEOFKE T, BT IR OELETHZ L1 H
Do FHIT LR —DIEIRTH LHEN, FZ, IFERREENLELT, ZHhIZs&EkE b b~ AT AL
2 6 (HHV-6) %EOFIEMEIIZ K2 5E, IFHEREREE ORI O Hivd,
KA G- 2~6 MRS, BEEN A DLNTHEITIE, DIHS O etk b & 58 LT RER AR O 55
P Y L NERBLAE | DIHS (R IR DR BUC BB T 5 2 & RENRD b5 BT
Bh 2k L, BWURAEZITI Z &,
BEMIKAE (B AH)
H P EBR LRSS MAHRRER  (EP0008 3§k K O EP0009 k) 29 | [FEFRIL[EF MAHER (SP0993 75k K&
O SP0994 &) 9 K OWMESN O3 AEE xS L LTe 7 7 B AR RRERBRIC IV T, BRI ERIE O JITE
WD oTz, LinL7eA s, CCDS ORt#l, M COMMRER, FROBEEEZBHRL, RE LT,
AENIOPHIZEE L T, BARIEROBIEZ 51247V, BERRO bN25510E, 5 2RIkl i
U7 ALEZATH 2 &,

1



VIL Ze4bE (o) (A
(2)Z DD EER
12 ZOWOEHER
OB %0 1 ~3% it 1% WA
IR £ (17.8%) - | olahcE . (R, Wk | 5> %, G, W, | . B0y
S (GO pr Wk, SRR, SEIROE.
Tkl RATH.
I HRE. TR NEE,
FRHRAREER . . IR,
WieElEE | VIR, BRI
R, I A7 n—xX X
METAmA
m oL, B
o R
e Tl L T LR, O, 5
e 5.
P B ) R
e [Ty
R O fr kG R
3%
[ . S, 75 | R
Gl SR
AR T
o FEEED £ 1
V. TERIBTHEY | I, SR |G Pel. 0. B | WASRZ. TR ERLER.
2o B, T MR B | CEER R, RS
W I
) RSB (AT B R A~ 8] 0 B X 30 IR b LB

fi#Es -
11.2

EPEB ISR (EP0024 #U5R) 9, H PEFILFEZIEFER (EP0008 #R & OF EP0009 k) 29, [EERk

[FIES AR (SP0993 #lER & OF SP0994 #liR) 9, [EIFRILES AR Rk G5k (SP848 #lliR) 19,
EILFEEE IAHARER  (SP0982 #ER) O K ONEIREALME AR Mifkiist H5adBk (EP0012 #ER) 7 Ciled Hivi-gl
TERZBLRIL KL Y CCDS IZES &I Lz, 7eds, AMNEITI T DD REAREER K OSME O il o B 38 S
(ZHBT DRWER ZBEEAI & L CRiil L7,

HEREEFRAERBERVEREEEERE -8

1)3E5T5I
frREE (ENEMMEEER - EP0024 HER)
R
FRAAE BIHL 9
I FF 26 BUE 15 2
BV BVEGIER (%) 22.2
Rl VR % OFTE | RHEGIFE (%)
BBES
s | 1 (111%)
— - £BRES LURSBLOKE
TSR AT BE | 1 (111%)
BE. PEBLUREEHE
WL & % B | 1 (11.1%)
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VIL.

el (I EoEEs) (BT 5EA

2)#Z 0O
DEFIEE (ERLREMBRER . SP0993 HER &k U SP0994 :XER)
TR
FRATIE iK% 444
BB FH % BURE (31154 181
BIVEARBUEGIZE (%) 40.8
BIVE A & o FfE | SBEBIE (%) RIVE A % o FEE HBVEFIZE (%)
RLEFES K UFERE EEeN S 1 (0.2%)
RE SR 1 (0.2%) FEEEE 1 (0.2%)
BT 2 (0.5%) BB L E 2 (0.5%)
SLIRGE S 2 (0.5%) R 1 (0.2%)
B, BESKUHATHEOHEY (EREIUKRY— HIRREE
TE=ED) = 1 (0.2%)
B B ST R (R | 1 (0.2%) EE 1 (0.2%)
mEH LV VRREE 7N P T T O 1 (0.2%)
i afiL Bk e 2 (0.5%) JE A 1 (0.2%)
U Lol 1 (0.2%) o D S 1 (0.2%)
U oS EE 1 (0.2%) Rk 8 (1.8%)
U o SERBE NN 1 (0.2%) FEED F 37 (8.3%)
U > RERIBDE 1 (0.2%) BB A 1 (0.2%)
I R ER kA E 2 (0.5%) Tt rg b 1 (0.2%)
M/ N E 2 (0.5%) U 1 (0.2%)
REREE KEE A 1 (0.2%)
IBUE (0.2%) G 18 (4.1%)
M7 L L X — 1 (0.2%) W ARE 1 (0.2%)
A bEE R BURR 1 (0.2%)
R AR BRI T 1 (0.2%) FHERIRIKT 1 (0.2%)
RBEBELURERESE AR 2 (0.5%)
Eol AT a— ViE 5 (1.1%) PSR 9 (2.0%)
BN ZURY NUE 1 (0.2%) RS RERE & 1 (0.2%)
(2l RN e 1 (0.2%) Jr R 1 (0.2%)
RATLHE 1 (0.2%) BERA 3 (0.7%)
RS 1 (0.2%) G 22 (5.0%)
AARIREE 1 (0.2%) TAMAERIRRE 1 (0.2%)
& I M fiE 1 (0.2%) A 5 (1.1%)
EapEs PRHR 1 (0.2%)
Lo 1 (0.2%) ST 5 (1.1%)
IR 1 (0.2%) PR 2 (0.5%)
etk 2 (0.5%) L ST AR 2 (0.5%)
ENS 2 (0.5%) ARfEE
o 2Ry 2 (0.5%) B 4 (0.9%)
5 O 4 (0.9%) AR 1 (0.2%)
T EEEHT D DO 1 (0.2%) AR 1 (0.2%)
BTSRRI EN 1 (0.2%) bR 2 (0.5%)
5 B 2 (0.5%) IR e i s 2 1 (0.2%)
R 1 (0.2%) EELUREES
N 2 (0.5%) Hug 1 (0.2%)
U v R—JgEE 2 (0.5%) [mlfizit o £ 12 (2.7%)
KR4 2 (0.5%) F AP 1 (0.2%)
ekt 2 (0.5%) DEEE
ma 2 (0.5%) D EHE) 1 (0.2%)
N2 (4 1 (0.2%) EEEET0 vy 4 (0.9%)
B i) 1 R 1 (0.2%) Bk 4 (0.9%)
R AR i 5 1 (0.2%) i 1 (0.2%)




VI 2zttt (B EokEgss) (CBd5HA

BIVE A 2 o Ff g FKBUEFIZE (%) BIlVE % O FE FKBUEFIZE (%)
D PR 1 (0.2%) REE3] 1 (0.2%)
TRPEBR R 1 (0.2%) PR 1 (0.2%)
D VEHISMIUHE 1 (0.2%) DU fie g 1 (0.2%)
mEEE Ol i AR R 1 (0.2%)
EIEZ U —+¥ 1 (0.2%) BHLUVREES
1B 1 1 (0.2%) RIEHEIR 2 (0.5%)
TRAH 0 RS 1 (0.2%) YERBFVIERESE
RS, MZRE & UHERES H R IE 1 (0.2%)
BiEE 1 (0.2%) TERRE R A2 1 (0.2%)
MK 1 (0.2%) —f% - 2EEEL K UBREHMOIKE
ISP [ e 1 (0.2%) ST 5E 3 (0.7%)
S i 1 (0.2%) 5 25 (5.6%)
UTEp s 1 (0.2%) [OX QOG- 1 (0.2%)
1 e SE R 2 (0.5%) AT 3 (0.7%)
BIEES Zy i 8 (1.8%)
G A R 3 (0.7%) R IERR 1 (0.2%)
[ 1 (0.2%) EEE T 1 (0.2%)
e 5 (1.1%) FHEARRED S 2 (0.5%)
I TS 1 (0.2%) ERERIRE
(BE7 2 (0.5%) TI=VT ) NTUAT =T —EHN 5 (1.1%)
T 3 (0.7%) TARTE VBT I ) b T /AT =T =PI 5 (1.1%)
M Nz 1 (0.2%) F 1 B P A = 1 (0.2%)
HILR R 2 (0.5%) MY LE 2 (0.5%)
BLW 1 (0.2%) 7w 7 F o8N 1 (0.2%)
53] 2 (0.5%) AT A N AT v 5> 1 (0.2%)
R E W R 1 (0.2%) AT A N AT a 880 3 (0.7%)
GBI 18 (4.1%) B FR B A B N 2 (0.5%)
RIER 1 (0.2%) yINEINNTG AT 25— PN 7 (1.6%)
Mg - 4 (0.9%) DS 1 (0.2%)
H D JE SRR 1 (0.2%) DN 1 (0.2%)
0 OSERHE 3 (0.7%) ELLE Y NEE R 1 (0.2%)
FFEEEREE U oSERER 1 (0.2%)
frde 1 (0.2%) HAEREEE N 1 (0.2%)
JFBE 1 (0.2%) I HRER SIS D 1 (0.2%)
EEH L UVETHEES RN TR e % 1 (0.2%)
S 2 (0.5%) IR Rk 3 (0.7%)
i B 2 (0.5%) TR N 3 (0.7%)
T LIV — PR A 1 (0.2%) i afiL R E I n 1 (0.2%)
B I LG 1 (0.2%) RETNT I /7 LT F= 3 (0.7%)
HTBE 1 (0.2%) Al N == a7 = B &l = I 74 1 (0.2%)
7 5 PENE 3 (0.7%) PEHRNVE UGG r T Y 1 (0.2%)
7 1 (0.2%) TSR - 5H 2 (0.5%)
35 4 (0.9%) 1 YL TR ER G 2 (0.5%)
RN A 1 (0.2%) 5E. FEBLUNESBHE
STV 8 1 (0.2%) BEEAAER S 1 (0.2%)
BEKRRELUHEAHRBES i8] 3 (0.7%)
RE A 1 (0.2%) ELA 2 (0.5%)
Fo R A 2 (0.5%) KR B 1 (0.2%)

(MedDRA/J Ver.16.1)
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VI Zzs4efh (B EoiEEss) (CBId 5HA

QBtREE
a) LA (B HEFESEMAARER : EP0008 E& & U EP0009 X&)
TR
FRATIE iK% 527
BB FH % BURE (31154 313
BIVEARBUEGIZE (%) 59.4
BIVEH 2 O FEEE |%’v‘é%ﬁﬁ%%§ (%) RIER % OfEE FEUERIZR (%)
BRE S & UF L RAE LR AE 2 (0.4%)
BT 1 (0.2%) M EE R 6 (1.1%)
b 1 (0.2%) MR B 1 (0.2%)
ATz 1 (0.2%) DAFRY— 1 (0.2%)
SRR S 2 (0.4%) VA b=— 1 (0.2%)
fitige 1 (0.2%) Thni 3 (0.6%)
R E R 5 (0.9%) BN IR 1 (0.2%)
B, BESKUHATHEOHEY ERELIUKRY— SHEYR 31 (5.9%)
TE#ED) IBHRAE 1 (0.2%)
P LR | 1 0.2%) HERIRIRT 2 (0.4%)
mEH LV VRREE AR 1 (0.2%)
2 1fn. 1 (0.2%) LBk E 9 (1.7%)
3 fn R iE 2 (0.4%) TR = 2 — 1 F— 1 (0.2%)
U L SERIED SE 1 (0.2%) AR AR 4 (0.8%)
I MR E 1 (0.2%) B 55 (10.4%)
REREE A hREE 2 (0.4%)
BB [ 1 (02%) Thin i EREIRTE 2 (0.4%)
REBLURERE A 2 (0.4%)
& I 1 (0.2%) PRH 12 (2.3%)
KT N U U A E 3 (0.6%) A 3 (0.6%)
&) 8 i gE 1 (0.2%) TR A A S A RAE 1 (0.2%)
AARIREE 12 (2.3%) ARfEE
FEHEE R i e A 4 (0.8%)
Bzt 2 (0.4%) i 26 (4.9%)
i 1 (0.2%) N3z fp 1 (0.2%)
) 1 (0.2%) AR 1 (0.2%)
5Oy 1 (0.2%) SR 1 (0.2%)
5 ¥ 2 (0.4%) = 27 (5.1%)
RRR 2 (0.4%) ks 2 (0.4%)
FHME SRS 1 (0.2%) EBFURKES
R 1 (0.2%) S 1 (0.2%)
LI 1 (0.2%) Hig 6 1.1%)
A HRE 1 (0.2%) [BIEEPE D F 7 (1.3%)
AR 6 (1.1%) DMEEE
S 7N 2 (0.4%) WEREET vy 4 (0.8%)
EESENEY 1 (0.2%) NI 1 (0.2%)
EREp 1 (0.2%) W7 ey s 1 (0.2%)
T A A FEMR 2 (0.4%) DENEEEE 1 (0.2%)
KA R 1 (0.2%) B 3 (0.6%)
BAATE) 1 (0.2%) DR IR S A 1 (0.2%)
HRREE mEEE
FEIE 2 (0.4%) L 1 (0.2%)
TEE) A 9 (1.7%) e ST 1 (0.2%)
Jibd HA i 1 (0.2%) EH 2 (0.4%)
fiviAs 38 1 (0.2%) FER 2. MERE & UHtRES
ek 3 (0.6%) 0 1 (0.2%)
WhAREE) B 5 (0.9%) kI Ei7 1 (0.2%)
FEMED E 0 145 (27.5%) B AR 1 (0.2%)




VI 2zttt (B EokEgss) (CBd5HA

BIVE A 2 o Ff g FKBUEFIZE (%) BIlVE % O FE FKBUEFIZE (%)
1 e A S 2 (0.4%) ASIFAN A 1 (0.2%)
BREE 2R HH I 1 (0.2%)
[ R 1 (0.2%) PERAE 1 (0.2%)
[ 6 (1.1%) —f% - 2HEEEL K VBREHMOIKE
L REE 5 (0.9%) S 7 (1.3%)
(ETA 4 (0.8%) b s A e 5 (0.9%)
T 8 (1.5%) AR 1 (0.2%)
1 N RS 2 (0.4%) % 4 (0.8%)
+ i 1 (0.2%) FLH R 1 (0.2%)
HIERR 3 (0.6%) AT 11 (2.1%)
ERie 1 (0.2%) Gy 3 (0.6%)
GRS 3 (0.6%) JRPTIERR 1 (0.2%)
FEREIEE 2 1 (0.2%) PR 8 (1.5%)
B 29 (5.5%) R 5 1 (0.2%)
PR 2 1 (0.2%) T 1 (0.2%)
R TEA R i 1 (0.2%) R MR 1 (0.2%)
A 31 (5.9%) FEEL 4 (0.8%)
VR R PR 1 (0.2%) BERRE
H 1 (0.2%) TI=2UT ) NI AT 2T PR 1 (0.2%)
WL E % 1 (0.2%) TI=VT ) NTUAT =T BRI 4 (0.8%)
FRRERES TARTE VBT ) b TV AT 2TV R 1 (0.2%)
frene = 10 (1.9%) TARTE VBT I ) TV AT =7 =Pl 8 (1.5%)
i 3 (0.6%) 1t PR R P A e 1 (0.2%)
JFE 5 1 (0.2%) B A 2 (0.4%)
SR B 1 (0.2%) A 7 a— b 1 (0.2%)
EEH L UVE THEEBES A7 R o 1 (0.2%)
Wi EAE 4 (0.8%) M~ U o A 1 (0.2%)
AKH 1 (0.2%) I SR B N 4 (0.8%)
T L VX — PR S A 2 (0.4%) B FR B A B 2 (0.4%)
S 1 (0.2%) yINEIN TG RT =T — PRI 8 (1.5%)
ez 1 (0.2%) FrEéRemR A R 3 (0.6%)
HLBE 2 (0.4%) U v SERE R 1 (0.2%)
F2 T Hi . 1 (0.2%) U o RERERSEM 1 (0.2%)
ZIIE 2 (0.4%) BERE R 2 (0.4%)
T O PEIE 6 (1.1%) B HER S IR 6 (1.1%)
35 4 (0.8%) B H B E HE n 1 (0.2%)
E AR 1 (0.2%) /N E s 7 (1.3%)
EHMEE ) FEIE 1 (0.2%) JRERA 1 (0.2%)
BERRBLUHEAHERBES PR o R i BR 2 (0.4%)
RE i 1 (0.2%) N R %) 3 (0.6%)
A g 1 (0.2%) pRAH N 3 (0.6%)
WAL 7 (1.3%) I 1 ER ) 18 (3.4%)
R 1 (0.2%) [N RANS %) 1 (0.2%)
DU Jie g 2 (0.4%) FRHE U LB N 1 (0.2%)
EEME T 1 (0.2%) SRR B G 5 (0.9%)
B URKRREE VAT IS—E ER 3 (0.6%)
P b IR e 1 (0.2%) S5E. PESLUVLEESHHE
TR 1 (0.2%) Lot 2 (0.4%)
i R 1 (0.2%) 5 2 (0.4%)
RIR 1 (0.2%) AL 1 HA . 1 (0.2%)
EHR 1 (0.2%) E 1 (0.2%)
JRIER 1 (0.2%) VURG AR 1 (0.2%)
EBRBLUVIEREE FE R 1 (0.2%)
s 1 (0.2%) KR B 2 (0.4%)

(MedDRA/J Ver.16.1)
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VI Zzs4efh (B EoiEEss) (CBId 5HA

b) /NE (EFRF£RE I ARG 558 - SP848 &ER)

TR
FHAIE S 137
Bl 58 BURE B34 77
BIVEH S BUERIZR (%) 56.2
Rl 1 i1 O TR | RHEGIF (%) R VR 5 O Rl | REVEBIE (%)
RRAE S & UF AR mEEE
EliTS 1 (0.7%) AT 1 (0.7%)
AV AMEE % (1.5%) A 2 (1.5%)
MEH LV VRREE MEIRES. MERE & UHthRiES
I R i | 1 (0.7%) i 1 (0.7%)
REBLIURERE BiEE 1 (0.7%)
Jii Ak 1 (0.7%) L®o< b 1 (0.7%)
1&H U v A iE 1 (0.7%) RIEH oI 1 (0.7%)
it 1 (0.7%) BREE
BARIGE 6 (4.4%) fE s 2 (1.5%)
AHEE G 3 (2.2%)
Wt 1 (0.7%) IN ES 1 (0.7%)
Rz 1 (0.7%) A 3 (2.2%)
PETLIRTE 2 (1.5%) T 2 (1.5%)
o>y 1 (0.7%) i 8 (5.8%)
ROTEE 1 (0.7%) RIIRIE S 1 (0.7%)
iy 2 1 (0.7%) M 9 (6.6%)
N2 (4 1 (0.7%) R D JNE 1 (0.7%)
FErREZ L 1 (0.7%) EESLUE THEES
BIERZE 1 (0.7%) S 1 (0.7%)
FAUAT T 1 (0.7%) wiT 1 0.7%)
FEATE) 6 (4.4%) St B RS 1 (0.7%)
FEthiE iR 2% 1 0.7%) % 9 FEE 1 (0.7%)
HRREE W5 1 (0.7%)
Rz 1 (0.7%) —f% - 2 BEEE I VREEHLOIKRE
Pt 4 (2.9%) A 1 (0.7%)
FEIED 28 (20.4%) 7 9 (6.6%)
R 4 (2.9%) AT 1 (0.7%)
G 2 (1.5%) Gy 1 (0.7%)
FER 5 (3.6%) BRRRE
TR T 1 (0.7%) I A EARTE R AR LT R 1 (0.7%)
R4 5 (3.6%) fr kU o A8 1 (0.7%)
PaE 1 (0.7%) M 2 2T 1 b 1 (0.7%)
TR 27 (19.7%) e Y 27Uty R 1 (0.7%)
T A AVBERDIRRE 1 (0.7%) ifiH PR R 4 1 (0.7%)
PRHR 11 (8.0%) SRR FEHE N 1 (0.7%)
SO R S (0.7%) DR X 1 (0.7%)
AR (2.2%) T ERE D 1 (0.7%)
ARfEE FY 33— RFa=2Ed 1 (0.7%)
i 7 (5.1%) IR 1 (0.7%)
W 7 (5.1%) Wl bV 3 — RF o=@ 1 (0.7%)
WAEE 5 (3.6%) 5E. FEBLUVNESBHE
EjE o) 1 (0.7%) BREAAER S 1 (0.7%)
IR e A ot 2 1 (0.7%) BT 57 1 (0.7%)
HB L URKEE ZME 1 (0.7%)
[EIfEME D F | 1 (0.7%) B 1 (0.7%)
KRR E T 3 (2.2%)
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VI 2zttt (B EokEgss) (CBd5HA

c) BMERNKEME (EFFHLRE MAFER : SP0982 FHER K U EP0012 FXER)

TR IR
FRASE %k 264
Bl 5 BURE Bl 3% 124
BIVEHRBIEFIE (%) 47.0
BIVEHZE O |%’v‘éfﬁﬁ%%§ (%) BIER % OfEA FEUERIZR (%)
MAES LU VNREE SEA R LR N 1 (0.4%)
F3 1 BR B 2 (0.8%) YT NE IV NG AT =T —B N 2 (0.8%)
U o SERISD SE 1 (0.4%) rT AT I F—F L5 1 (0.4%)
T ER A SiE 2 (0.8%) TR N 2 (0.8%)
I IR A E 1 (0.4%) REBLUREBEE
DEEE RBRHE 1 (0.4%)
FEEET0 vy 1 (0.4%) e 1 (0.4%)
FHZ7 vy 1 (0.4%) HRREE
Eyfes 1 (0.4%) = 2 (0.8%)
B L UREEE JFEAE 1 (0.4%)
Hug 1 (0.4%) EE 4 (1.5%)
[BIEEPE D F 14 (5.3%) A 4 (1.5%)
IRfEE TR 1 (0.4%)
) 6 (2.3%) T FRIE B B 1 (0.4%)
R AL 1 (0.4%) Rk 5 (1.9%)
JEARRE 1 (0.4%) FEIED E 48 (18.2%)
=) 5 (1.9%) RIFEEgA 2 (0.8%)
v 1 (0.4%) G 9 (3.4%)
BIAES ST 1 (0.4%)
JE TR AR e 2 (0.8%) R BURR 1 (0.4%)
JiE 5 1 (0.4%) Rl 1 (0.4%)
- REERYE 1 (0.4%) JvEEE 2 (0.8%)
15K 3 (1.1%) IF T a—X AT AN 3 (1.1%)
T 4 (1.5%) SERA 3 (1.1%)
1 PN RE S 3 (1.1%) INEVET A A 2 (0.8%)
S 1 (0.4%) AR 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%) fEE IR 32 (12.1%)
—f& - 2EEEL L VRS HELOIRE DEEREE 1 (0.4%)
957 9 (3.4%) TAMAERIRRE 2 (0.8%)
P T e 1 (0.4%) PRH 4 (1.5%)
AT 2 (0.8%) AHEE
Sy 5 (1.9%) B 2 (0.8%)
AR 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%)
BRPELS FUFERE ARSE 1 (0.4%)
LIz H 1 (0.4%) R E 1 (0.4%)
hE % 1 (0.4%) FErE RN 1 1 (0.4%)
PR S 1 (0.4%) ¥ERBLUVIEEE
5E. FEB LK UNESHHE HikE% 1 (0.4%)
P15 1 (0.4%) <5 I 1 (0.4%)
PR B 5 1 (0.4%) EEH L UE THRERES
SHER IR 15 1 (0.4%) Jii B AE 2 (0.8%)
RRRE JTE AR 1 (0.4%)
TI5=UTI) NI AT =TI 1 (0.4%) % 9 FEIE 1 (0.4%)
M7 AH Y RAT 7 % —EHIN 1 (0.4%) bz 1 (0.4%)

(MedDRA/J Ver.16.1)
(2020 £ 12 A =—3— b — Vv U tENEER)
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9. BERERKRICRITTHE
BRE I TV

10825

13. BEKRSE

13.1 IR
RS (K 12000mg) (2K V80 Hiviz EAeiikix, EED T, Bl FIE (S PERE
RFME, TAMAERIRIE) | MeEEE, v a v 7 KOEETH 72, £72, 72¥ I K 7000mg %
— IR L7 CHRLE DR HRE STV D,

13.2 g
AANTIHGENT I L VBREFTRETH V. FBLL TV BIERORREITIE U TSN O Ehi %2 %84 5
&, [16.6.2 1]

w3
13. CCDS #&&(Trtdfll L7z,
RS OBEICH LT, BT £ OXHEREE TV, AFIIIRETIC X 0 B TR 7o, FeB L
TV BAEROEE I U C MBI O Fehi A S8 5 2 & ( VLA0.(3)IEBAT &5 19Tl 5 R EH AN
FEEOMEPRE EOAHTIRBAH GHEAT—H) | 38 .

MERALDEE
14. BRALDZEE

141 RFREFDOITE

1411 AFNIARAe LG TE 5, FRTLEAITERAER,. 5% 7 R 7 ESESUIHLE Y v 7L

WCHRT D &, RBIT, ECCHERT D Z &,
14.1.2 %, ZEUIEETICRY 2RO 5583 Lan &,
142 EFIEBEHOEE
ARNORRITEET HZ L,

fiEER

(DAANT R FRIRA G- ORAITH L Z Lovn, Fifi Lz,

1411 ARKIE, EEEEZMR L7, ABERK, 5% 7 UK, LY o7 Vika e L,
14.1.2 — AR EEEZLH LT,

142 WESVEAT SCE A JRICRIHEL L 72,



VI 2zttt (B EokEgss) (CBd5HA

12.ZDHDEE
(NERERERIE D < EH]

15.1

BEERME A ICE D < 154

WA CHEM SN EROTTANARKICE T D, TADA, FRESEE5E Lz 199 07 T 2 Rx%t
FREERRBOMRGHERICB N T, BRASBROEZREMOFEE DY 27 3, FICANAEORARETY
TR L TR 2 f5m < BUTANAIEIRMARE : 0.43%., 77 BAEE : 0.24%) . FLCTADAZE
ORARETIE, 7T BAREEE 1000 AbH720 1.9 AW EFHE SN (95%E#EKH : 0.6—3.9) ,
Fm. TADPABEDOY T 7N —T7TlE, FIBRBELHAN 1000 AHT-0 2.4 NSV EFHEESATY
%, [8.4. 8.5%M]

fi#Es -
15.1

KEREIRLF (FDA) 2T T UCANAED 7 7 2R B IERBRICB T, FITADA
FARML TV D EETHZABEITS (ARMEE., BREN., BEEMH) ROAREED Y X7 3 HEHH
WCHBICENT D 2 & 2RBT DR RN E LN 2 E0vh, FDA L0 FiCAMAIKIC X 5 AR TS
7p A EEMAE 9 A SCEN 2008 45 1 A 31 H LN 2008 4F 12 A 16 HIZATREI N, Zha=it, EAY
B8 7B RH SN P T A AT DM EOEEOWETRR (2009 4 7 A 3 BAHEAT B E 3R
AR R BSEARS) &b LIZRH Lz,

fOFLTAMAFEE FRRIC, AL FU 5 DT HFREE R EDORENRD bR HEITE, 3 <IE
REIGEET DL 2ERTHE L DIC, BEOITHOZLICOWTIEHoRBiggz17H> 2L ( VI EE
BREAVEELZOEH] 20

< FDA Alert (2008/12/16 £f) O R LT —H OME () >

FDA /%, FICAMAIKIZ L2 AFATE (BREBLE, BEARK K OMERITE) B8R REOFKIIZ OV TH
RH7=0H, 199 D7 7 v R ERBR CEONTZT =X DL B a— LT E25%E T Lz,

TNHORBRTIZ, TAdi, KRR UBMERES . 5O, RLZEERE) | ZOMOBRE (.
PR MR AEERE 72 &) DAL R ORBE & L CTEMA Sz 11 FEOFCTADASKDO G N
BatEi, 343,892 A (FLCANAMRBEGRE 27,863 A, 77 AR 16,029 N) @ 5l EOBRENE
FN TV,

W 1RO CTAPA SRR SR IEA SN SN-BEOAEATE, &EO Y A 71%, 77 vREED
BELD S 2L @m0 oT- (TR Y 27 1.8, 95%CI [1.2~2.7] 1 . HARATE) S8 OHEE 5
AT T EAREE (16,029 N) D 0.24%IZx L, FLTANAFERE (27,863 N) 1£0.43% Th o7z, =
DOBEEATENEEDO U A7 EFIX, FLCANATRIC L DIBFEEZ =T TV 55 530 Aico x| BEITE /&
FEOREF DK 1 AT 5 L AR LTS,

HAATE),DRE O 271, TADAERE OBRRRERO 7 H R BRSO O oK BEE O
REBRELV bE»o- RESR) . ARITE, B0V 27 ERIT. HITADAIKIC X DIRIRBE D 5
CT1#HZBLVEBED LN, RBROBELMZE L RO LN, ZbORBRICI T 2 IREH O Hh i
L 12 B THoT, 1FEALORERN 24 WETITKRTLTWDD, 24 BERBZ LY ZAZIZO0WTIIE
FEPED R ORIl M T 2 72 o T2,

HCAPARBETIIEE 4 ADBAZ LIS L, 77 R CIEZE LZBAE TV hoTz, LvL,
A& LI-BEEN DR TE5720, BRICKHT I TANAIDEEIZ O TIRHmNE LN o T,



VI Zzs4efh (B EoiEEss) (CBId 5HA

BIGIER D BFRMERDIER ) R D LY R *

s 1,000 A& 72 & B30 bivic BEHK B
WRRBOBSE oS | ket || vask |
Thirh 1.0 3.4 2.4 3.5
Rt i 5.7 8.5 2.9 1.5
Z OO 1.0 1.8 0.9 1.9

it 2.4 4.3 1.9 1.8

* o AEUEITNEGE 2 LTI LA L TV D,

(2)FEERPREAERICE D < 1B
15.2 JEERFRERBRICE D < 1FHR
15.2.1 FEEERIEMERERBRICB N T, 72V I RiZT v FOKBIRICE L% 35 B H ETHAM LR, 7
N> 26 JAM K& O 104 T8 ARG Btk BR CIRICERE IR b T, A XD 52 WHE &S ek
R WD TKBIEDOETRD b o7z, HE, BHEOIRICET 2RWERORBEITT 7
EARBEL Y &L, 16 HER G O A FERFEHIFHRRO 7 7 2 REETIE 1.6%ICk L, 7234 IR
200mg/ A F£ T 4.9%. 400mg/H#E T 12.2%., EHEGTIL5.5% TH Y | s HIIAHRE (HF5 Rk
) DT T BRBETIE 4.4%2x L, 7 29 2 R 200mg/ HEET 8.9%. 400mg/ H EE T 18.0%. 600mg/
H#ET 305% CTh o7z, [8.6 ]
15.2.2 K#MFEIEETT L THD WAG/RIj 7 v b (3. 10 L 30mg/kg ZEIENEKE) M OA T AT —/)L
BARYERI T AT v b (156 & 31.2mglkg ZMEIENFLE:) 1230 C, KAFEAEDOIGENGRD b
nic,

fEER -

15.2.1 FEERREYEERBRIZIB VT, 7 v FOKEKRIZEGH 35 HAHE THOMLIZZ & BRRRBRIZH VT,
RIZET H2EWERAN 77 REEL D Z<RBo o2 hbid#i Lz ( (L EELGEAMIELZTD
HR Z2HR) .

15.2.2 FEEGARFRBRAE KD O ARFN DS K FAE 2 R S 2 fIREHILERICEETE RN EnbRi# L,



IX. FEERREER (ZBE4 5 IH H

IX. JEERPREERICRI I S 1HA

1. EHEHER

(=

FEHE IR ER

VI.ENEEICEY S1EE | &N
Q&R e MREHAR

1)

2)

PIRHERERICRIZTEE (TOX, FY )

~ AT DT 2V 2 K 10mg/kg OIEREN £ G TR SEE AR RIS DT (MRS T 2 8
BN oT, ~TUAKDRT v MIBIT 5 Irwin DIERBERR T, 7203 MRy,
(v AKWT v b 16mglkg LA EJEFENE G, 7 v b 64mglkg UL ERRO#RE) | LAD BT (w7

A @ 8mglkg UL EERENSE S, 7 > b 16mglkg UL EIEPENE S Z > b @ 64mglkg UL RO L) KO

ERIRDIRT (w7 A @ 16mg/kg VL EIEENE S, 7 > b : 8mg/kg LA EIEFERNEE. 7 v b : 16mg/kg

PLESRAFE) RNAebi, FICEHAETIHER (=7 A : 32me/ke IBENES.. 7~ b 1 64mg/kg EEN

# 5. 256mglkg & OH&5) L OMKRIEKT (w7 AL WT » b :32mglkg L EIEVENE G-, 7 » | : 256mg/kg

BOES) SERnbniz, 7y MBI RO 5IC X2 Irwin 352 TlX, 25mg/kg P T HER) O

T IRE R ONEE O BIRE DR T A b7,

DIERICRIFTEE (invitro, Ty b 4 X, HIL)

<in vitro>

HEEL 7oA XOT N F BT, 7 a3 2 RIZL Y 90%IEENEN Rl (APDgo) O E 724

fi (APDgo : 50umol/L T 15%., p=0.01. Newman Keuls &) K NEEIEM O H LSV HE (Vi)

DAL M (Vinax : 50umol/L T 9%) M58 bilz, A X XULE/NLE > M OHBELEGMRIZ BV T

ZNENT Y I R 10 X 50umol/L CIEBYEN FifseRefi] 00 13" D 2 Bl 8 A BTz,

Fx A == ANLAZ —IRRHNICF Bl S W72 2. Nat T v XU L VT fES LD NarBitid 7 =4 2
R 50umol/L (12.5ug/mL) (2% 0K 10%FE Sz, b MEVER IR IC 3B S B 72/ 2. NatF ¥ %

LIZBWT S SRR 22 LEEN [50%BAEFIREE (ICs0) : 293umol/L] 233D bivi=i, £ DREEM

138 70% THRAEVREE L 72 W R ThH o 72,

t MLEAMIE T, WOoMBEEMIZKIT S 7 at I RO NatERILEIRO b ho7z, Ll

—70mV F THL%y @Ltﬁ% 5L Tld, Nat@&ii DO F LWHEERA 2D PR O b, £ D ICs I

67.5umol/L T& V. 5000umol/L TlXse 2 /2 ENRD bz,

Z 2% I F 5000umol/L 12 X 5 & MULEGHMIEO LA CaztEBiOHEFIZHLT D (9.9%) T, 500umol/L

FETORETENLE Y MLEFHMRO L B CazEiiticxtd 21EHIEA BT, hERG T v RV ENTET

2% KrEDEIZ & L TIiE 3000umol/L D& T 2 < TR HE (7%) 2580 bz,

<Tvb,A4X YIL>

EIEERREIET v FTidk, 7 2% 2 F 100mg/kg O A 52 L0 fiE K OVLHERIC & 2 /BRI
Lo T,

BRI A X (MERE) TIX. 7 2% X R 4mglkg OFIRNE 512 BE R ERERF M (Thae) &5
2 bbb 7 2t I FEIRNEEE: 2~5 5#%I2BW T, PR F'Eﬁﬁmléo QRS rllam%m%;h 4~6% KT 8~11%
DIEE % ¥ O FrfetE OB W I EAR FEARRD Hiv, DIHIER & & 2 biviz,

PZEBNTH 7 2% I K 30mglkg OFFIRNEE LT, A X & RAED LIRS K OMATEIRE T A — & |Zxt
THERNED vz,



IX. JERRAREAER(CRE4 5T H

3) MRFJ/RICRIFTER (Tv k)
Ty MIBIFL2EH T VFAES T 7EEZHNWERBRICBNTT 24 I RO 7img/kg £ TORFAHKET
I, MR RICKTT DERITRR D b oTc, 7y FORAFEGIZ K D Irwin iR (50mg/kg LA ) K&
V07 v b OEMERER (100mg/kg LA E) TR R EER A 572,

4) BRERRVHEELRRICRIFTHE (Sv b, 4X, invitro)
Z v MZZ7 2% KN 30mgkg R N#&G L&A, 5% 6 Rl E TORE, Natk O K1 4 2 Hiftt
B RS hoTz, Ty PROA XOERGEMRER T, IREDOEIM ML ORI ORI 51
TR T ORERIZE T 28 O AR K OV B 2RO A Tl B0 & 2 B RE XA D e
-7,
7 3% I RO in vitro TOWEEREIC T 2EHEZELE Y FORHEIGIEARZ HWTHRE Lz E 24,
ZaH% I X 150umol/L £ TORET, 7EFralr ktu b=y, EAX IV EPEEANY T AIZK
DUIHEIC KT DA EREMITI RS oz,
7w MZBT D in vivo LERIEEORER CIL, 7 2% I N Img/kg O 05 CTHILE s BEEED I
L(T%) BHBIL, 25, 50 LN Thmglkg TlE 27~28% DK F &7~ L7z,

(3)Z Db DEEHER

VI.2.2)EME R 1T HHBRMIE] DHSM

EHHEER
(MEEHFRES SRR (TUX v b 4X)
7 a% I ROHERRO#EGEFEERBROBER, ~ VAR OT v MIBIT 588 L2 0 LDsofEIXZE4 383 K&
U 253mglkg Th o7z, mARTO-BREBOZE L, EIPEIK T, EBIJHH. BEEML AUEL, Em R4 o
H, HEROIRT., ®IEM. Rk, Ty, FERIREE, 25 )M, BiESE O X5 72, FmRRICZE
57 a2t I FOWEOIKBEER & RITRE L Tz,
Flo. A XORAKREIZE HEXNME (MTD) Bk V. #IEOBIEREIL>40mg/kg Th -7z,
QrEERESSHRER

1)

2)

13 BFEEE (TUX)

~ AT 2P K30, 60, 120 &N 180mg/kg/H % 1 H 1[0, 13 @REERO#&E L=,

180mg/kg/ H#ET 2 BISEL LT, 120mg/kg/ H LA EORET, —fRIRIED AL & U CHEE OIESH LG, &
PR, R, R SUIMEEML, #REE M ONLE1 R b7,

I F P 5 JMERE C 60mg/kg/H Th o7z,

26 BERIEE (v )

7 v MZZ 2% K30, 90 X1 180mg/kg/H % 1 H 1[0, 26 & A&EE L=,
180mg/kg/ H#E T —fRED 2L & U CHETED BN, EEEAR T, BB REENE SR BT, #%E O AR
KO RTTENRD bivlc, £7-. 180mg/kg/ HEETHLE =2 L A7 m—/ /L O, ALT {EMHED LA, A
ik oD 1A B bt E B M OV B E B O BE AN AN FRD S L7208, I M OV BEAH AR 2 AR A O RACIZ B I A 5
N9, AST. ALP K%' LDH O#EEHIC b Z(LITFR® bhe -T2, 180mglkg/ B BEDMETIRED 7%
DUz, BT, BEEEORD D 180mg/kg/ B BEOHEIZFE O LT,

MIERFAIRA, IRFFFROMR A, BERAEREMRA, FIM & OV B F RO A O RITIE 7 2 I R
BEACITRD b h o T2,

i E M B JMEEC 90mg/kg/H Th o 72,

52 BEREES (4 X)

A RIZT 3P R 5, 10 KO 20/25merkg/ B (I 5 #REIT 20me/kg/ H TG L7223, &H MR IER
W25 T2, #5612 25mg/kg/ HIZHE L) 277 BWck v 1 H 1, 52 HEEO#&ES L,



IX. JERRAREAER(CRE4 5T H

20/25mg/kg/ A BETIE, 20mg/kg/H 245 Lz & (2, RH:, JRE AR WA, 885, EEI, IER
ALK OMAIBAL NGB D ALT2, 10 K U* 20/25mglkg/ HREOMETIEH G- 1 H o A BRI ] 13 0 S5O
FINCAREIZHAD L, 20/25mg/kg/ HEEOMETIEH G 13 £ TOM, AERBADFEO biv7e (p=0.01,
Student'st B/E) . — 5. HETIX 20/25me/kg/ H £ TT 2% 3 FEGICEET 2 MEDZ{LIT A 5L mn
27,

RESOIAEIE MG, BEHELOEKE, REFROMRA, BREEERE, MRFORAM, B B rEmR
A, FEEE, TR OV BRSO TR S T 29 X FICEE L2 ITER O b o7,
MM EIL 10mg/kg/H Th -7z,

B)rEIzEMHAER (nvitro, Y9RA, Tv )
Z ot I NITHEE AW ERZEARERRER, ~ U ZA/NERBRA YT v M AREH DNA &R Tt Td

D

Iz

Too ¥ UAY U7 4 —v B TIIBEHR SN TV DR KEE K& < LFES 2000ug/mL BLE O 728
BWT, HNEVEL R T OH5EE TIEFT WS35 BTz,

ABARERE (XIR, TY )
VAR DRT y MZBWTT7aHd I FEKMEETOHES 1 H 1R 2F/MRAOKELI-E A, AFRIC

i3

I=A
Z

BB LT, BRSO Tl G SIS A O EINIEE S b o T,

(G)EEFEE SR

1)

2)

3)

ZHRERUVEREFTOMNHREREICETSHER (Sv )

MEEZ >~ M27 292 K 25, 70 O 200mg/kg/ H O A& G LizL Z A, WIno H& THIEDANFE
(CHEBIIRRO Do Tz, MECITHIR R ORE L7 ARl N7 A —%  (ERffE, BREL ORI ERE) 12
137 2% X RICBE L 722 gER o bivie oo, ZELRT 14 A RICEB T 2 A OBK OAFEREIC X Z
I RICBE L7222 ERO bz doTc, REETORE A, REBWE, SR, REMRIZEY
B OUTHIREN AL, RECEN B A B2 X T BEFN R B R D 2B ITRD e o Tz, ZhEED
PE BT ERE & 3 200mg/kg/ H TH o7,

BE - BRRFEEICEATHHER (v k. 9HF)

M7 > MZZ7 2% I R 25, 70 KO 200mg/kg/ B Ak N5 Lz & 2 A, EUIBHREOFT R &K NEIE R Z
A—=HIIET a3 PICBET BT R bR -T2, FRIBRONETIE, NIRRT . BT EOVERE
BT 2 I RSB 2834 b e o T,

&« R VER A O ERERIT 200mg/kg/ B TH - T,

THFNZT aY I K6.25, 12.5 X 25mg/kg/ H ##&0#%5- Lz & 2 A, 25mg/kg/ HEECT—HRRED AL
LT, BEOBHEHIRE T v B FEN DT R OAFE /2B, BB I M OV O SR EME T )
NWARHEREMEIZRO bz, BEICEREWT, 73y NICBET 24881, NIRRT ULE
ERIIAZ OGNS, - JRIRRAEICET 5 EHEMEREIT 256mg/kg/H Th o7z,

HARRUHEZROFKEL NICBEMOHBEEICET SRR (v )

7w MZZ 2% I K 50, 100 XU 200mg/kg/H%Z 1 H 2 BT TROKELZEZ A, 100 KDY
200mg/kg/ HEE TRMAD — B IRIED 2L (200mg/kg/ B BEOENMW) T Hivl= Lt i3, M., %o
BB, < BEORIL, BMONENK OSSO & BREOBEHIR, Ro5IE3 0 KRoFAk, REK T,
5550 EFORGEH 2 VITEHWE O KO | (RE, (KREEINE LK OEEORD MR
T,

AT, 200mg/kg/ H BE THABRAEFRORD L OB IR EORD 3580 Bk,
HAERIZEWT, BEEZRBRAE (MERE, MoOSBE OWREMERFRAEICS T 2546 O R, Mok
IR A HNT, T OMOIRE OFR K OFFEAARZREOFEIIC S T 24 3 FICBE# L7-Z(k
RO HIT, HAERORE UL EEMEICE Y 2 THEMERIL 100me/kg/ H TH -7,



IX. JERRAREAER(CRE4 5T H

4) YESMICHT HHER (Tv k. 41X)
YT > M2 2% I R 30, 90 XY 180mg/kg/ H A& A5 L& Z A, 180mg/kg/ HHEDOMED AT, 1K
TP K OEE B AR GBI IC BT 2 ki (ke LIZMO EEEDOWD (9%) NH LT,
A7 > b (12 WERFORHL) O HEEME R 90mg/kg/H Th -7,
A XIZT7a¥ IR 3, 10, 25/30/35 KUY 50/60/70mg/kg/ B ##& 05 L= & Z A, 25/30/35 i
50/60/70mg/kg/ H DIEIZ XV | EZa—efREBOZ L (SHE) & LT, mEMET WAL, TR, RIEVL,
BEE ., VREE, FHAMT. IRER. BUERCHRENIE. AR, HER M ORFERFENEO b, KE, (KEE
e, BKE, B, OEXBEA, MR RE, MRAFmREiE,. REAEME, IR ERmA,
HikR, FEEE, RKREBE AT A —&  FEH L OB R A OB RITIE T 2 I RICBEE LA
BIFRRO e o dz, —FMEICBIT 5 MHEMERIT 10mg/kg/H T, BiE/RT A —F ([WRIEENRT A —
X &ate) (ZBI9 2 MEM R 50/60/70mg/kg/ H TH - 7=,

(6)BATFIEEEAER (VY F)

Y X OLIROFEREICEEO T 292 K (100mg/animal) Z HBlES (RFHEE) LR, ARNEE, o

DR OFEREDFE RN, 7 L— R 1 TRIE I,

Z a4 I F500mg ZHE/ME LIS XOEHEF~D /v F 7 A S OFER, FERIEMETERD Hie oz,

UHRICT at I RE 30 HEOFIRN&E S (1.0mL/kg=20mg/kg : #af& 5ikBE=R&k58) | HREHRERNES
(0.5mI/animal=10mg/animal, 2##E5) K OE TS (2.0mL/animal=40mg/animal, 2##E5) | 30 57fH

DOENIRN B G- (1.0mL/kg=20mg/kg : it G- E=f & 5 &) K OVHERIEFARE R 5 (2.0mL/animal=40mg/animal,

BHEEG) LR, WIicB W TH ARAAT RITRD b o 7o, JREHEAIRAE OFE R T, 30 4

M OFARNE G- L OBIRNE 5-#%12137 23 3 RICBE L2 TR b o 7oy, RN G- §rlRes i

HGREOETHRETIE, Z<BRE~BEORIE, H SIS SR iz,

(7)Z D O4FHEM

1) B (ELEYF)
E/LE » b &MV Magnusson & O Kligman BRERICIBWNT, 7 29 I RO LJERAIEMEILRD v -o
77

2) RESME (YVR, Ty b 4X)
<~ A, T v MRS XOREFRGEERRICE W TR ISRt 2 R+ 5 2 XA 5T,
<7 A% AT 28 AMHEGRBROB R, IeM KW IgG 77 — 7 BUITIEER AL L ki L CTF a3 F&
HAZEE L7223 A 6T, 7 2 I ROMEREEITRO bivienroTo,

3) IKHEME (T k. 4X)
Fay I NEAHBERE OEYIFFRIE LT, LA—HLO “FR—Z2FEIE2T Y FTIE, a4
R OAGIZIAME TIE R Do Tz, BB L LT TERLA, 7= /2L EZ—)L ELEXR, =P A
7V EWVWSTEELHOAREERMON DY E T 5%, 7 aV I FOBILT XA M & To /R, 2 b
DT U S A EERFAEL O— B S DI D b o7,
7 v M WG LR SO TFRIRN Y B & 53R T H b2 R 2 R S o T,
7 v M RO X ORAER NG FEERBROFEZ T2 L L. REEG%0O 7 23 I FOIKERIEHIZTE
FA DT, IR O RS UL RIRAT 2 R 9RO Do 7z,

4) EM
JeEERBRITE L T, Tt I REROZEOFERF TH S O-i A F /LK (SPM12809) 1%, 290
~700nm (237 5 UV-B, UV-A K ORHSEIC RN & Ff 7= 72 0o T2,



X. EHRHEIHICEY HIEHA

.’Fll, EIRRE TDETIE

. ROV EDEE
BRES TV

. BERITEM

BEMTERELTA R A

. FA—H5 - A

EHMNEEICET IR
. BHERX S
& Al B3
WGBSR, - EE — R O WL
BHRRRSY « BI%E
. BxhEARE
B ARy bSTEEE 100mg : 36 4 H (&
v A%y b ETETHE 200me : 36 v H (%

<FVoLBY : AV

E- AP QURC Ji5 i e Rt

FEPERBRE RIS <)
TEMERBRRE RACEED <)

v A%y ME 50mg, 100mg, EL8y R RIA v m v 7 10%

. BFEAEFAR
2008 4F- 8 4 29 H
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1.3@%@?@%%%%
7 a3 RiE, BONE S T 2008 4F 8 A, KETIEFEFE 10 AIZ&AR S, b aE et 60 UL EoE KW
%WTF%ATAﬁA$%®%\%W IHTDOPHRRIE] A E L TEARSN TS (IRGE4 - wmmt
VIMPAT) ., 723 [HATANABE OEIFIEITKT 2 BANRE] 13, KETIX 2014 48 A, BINES T
2016 4F 12 AITKRENTWD, UNETANABRE OERSREIEICKTT 2 G E L OEARE ] 13, BRNES
Tﬁ2m7$9ﬂ\%ﬁﬁﬁ2m7$1Lﬂ:%%éhf“ o T43ELL EDOTANABE ORERREIEICKRTT
DO 1, KETIE 2020 4F 11 HIERR SN TWD, 722 Rk, 2hbzgiett i 50 UL EOE KW
mﬁﬁﬂméﬂxw\ (2022 4= 8 A BIfE)
7 aY I FOFBEOE &KL 7002 — MgE (50mg, 100mg, 150mg X O 200mg &) . #&HHK~
vy 7 (10mg/ml) . 7428y 7 10%, AifEFER (100mg/10mL & OF 200mg/20mL) 23& 0 | K58
SN TV DA R OE BRIEEZ L I2R22 5,

BRNES RUXREIZE 1T HIRFTIKIE (2022 F 10 ARTAE)

R B A KIEH

=t UCB Pharma SA UCB, Inc.

e Vimpat VIMPAT

IRSCSGTH A 2022 410 A 2022 49 A

(#) [\l 7k 3 50mg $E. 100mg £, 150mg £, 200mg & 50mg $E. 100mg . 150mg £, 200mg 5
/) (2008 4£ 8 A) (2008 4 10 A)
10mg/mL > & v~ (2008 4F 8 H) 10mg/mL #£ 1{#E (2010 44 H)
FUMERE P 200mg/20mL (2008 4E 8 H) FUMERER © 200mg/20mL (2008 4F 10 A)

RESUTRNE | AL FELONE QL) OTANABRER | A% 1 » AULO TADABE BT D5 RE
B DESRIE (CRERBRACRIEOG A MDA | OHEARE L OO A%

V) O HEFIERE K OF R 4w EOTANABEICBIT 5 RERAFREIED
AL FELOVNE (4L OTAMABHEIC | fFREE
B 2B R FEO O HFRE
AELEOCHE | BAEE HiAIRR A

(A NTHRTE 50kg LA EOTF4AE K OVANE) (B A)
100mg/ H 75%&%%%% L@ 1AM ICOEEM | 200mg/ A HEEBBL 2, fHx 0BEEDOAANC
BO 200mg/ HIZHERET 5, ERIOHKHICESE, | T 2506 & BEMHEICHE-S W T, HERER A & 300
200mg/H CHZAL T Ly, A~ om%%m&%ﬂa: ~400mg/ H £ THi &,
KT D & BRMEICESN T, KRR E | (FE 50kg 2L EOFELOVNE)
600mg/ H & THY &, 100mg/ H 7> S EB4A L, il %~ D BFH ORFN K

(T 50kg Al D /N OF4E) T B & BAEMEICEES VT, LSRR 300~
2mg/kg/ A 7 %&Efﬁﬁwb 1 HEEZIHIATREEA | 400mg/ H £ THI &
B 4mglkg/ HIZHERT 2, fllx OBEORFNKE | (KE 50kg Al D /M)
T i & B %Ob\f\ MEFFFHEIT 1 M | 2me/kg/ B2 BEREGBIA L, 82 O BE ORFI XS
IZo % 2mglkg/ H T OMBETHZ LN TE D, A& | T2 & BRSO T HEEHER & F CH
WEARANZ T 2 MO 22 OSB3 E HN D £ TR IC i HESEHER A B3R 30kg LAk 50kg AR5 /)s
WET D Z &, RORHESHH BIRE 40kg K/ | VX 4~8mg/kg/ B | /RE 11kg LA | 30kg A & Y
1% 12mg/kg/ H & T AR H 40kg LA I 50kg A D {4@ 6kg LI I 11kg RimD/NEIX 6~12mg/kg/H |
/NRIE 10mg/kg/ HETET 5, IRTE 6kg AN/ NI 7.5~15 mg/kg/H &35,
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OF Ak OF Ak
(A NTHRTE 50kg LA EOTF4E K OVINE) 9N,

100mg/ B 2> S 5BAMA L @, 1 B MZ ICHIERA | 100mg/ B LEERME L 2, fHx 0BEOKRANC

O 200mg/ HIZHET 5, lx OBEOARFNIK | X9 25 UG & BAEMEIZH-SW T, HESEHER A & 200

T ORI & BEMITE SN T, KRR E | ~400mg/H F THIE,

400mg/ A £ THI &, (K E 50kg LA EOFE R OVNR)

(K E 50kg K D/} OFEFAE) 100mg/ H 2 B & EBEA L, fll % O BHE OARAFN X

2mg/kg/ A GEREBE L. 1 ABBICHENERA | 3556 & BAEMIZE ST HETEERF & 200~

HO d4mglkg/ HIZWEET 5, lx OBEOARFNIK | 400mg/H F THIH,

T HRIGEBEMICESO T, MR 1 B/ | (KE 50kg Rio/hR)

\ZDX 2mglkg/ B9 DMET 52 LN TX 5, & | 2mg/kg/ B H GBI L, H 4 O EH OARANT

WEARBN T 2 MY 2RSS E BN D £ TR | T8 K06 & ARV EE SO T HESEHER & T

WA 2L, BORHERM I, KE 20kg RGO |, HESEHERHRIXAE 30kg LA E 50kg AR/

INBIIRRANE B LTI VT T AR RKREWZD | VAT 4~8mg/kg/ H . /AT 11kg LL_E 30kg A/

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

A D/NIE, 10mg/kg/ B £C, {KHE 30kg MLk

50kg RO /NEI 8mglkg/ HETET 5,

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

b) AFERIT, R OR SSRGS IEICRBRRF L LR SN D, BESFEZ, RBOES LECHAELCH
BT 15~60 BT THARN~NEAT L Z L] LENTW5D, ROBENLSHIRNZE G, UTZ0Mi~08 0 ¥ &
I E~ORFHR LIAT) ZENTE D, 1 AABEROEGBIHUTHRFT5 2 &,

o MIEE R, ROE G SRS AR ABRA L LTERA SN D, (FE 6kg UL EORAKROVNEDOEGE, &0
5 L UG FIECHRIRNE ST 25, IRE 6kg KO /NEOEA, 0.66mgkg 1 A 31 (2mg/kg/B) M HF 5T
B LNHRE, BRADBEA. HERESERRIX 30~60 M TH D, 15 HOAdE L b ATHE,

AFRIZFSVT B AAN OB TR, FER OHEIZLLFO L0 Th 5, ENOERNEOFRFA CAFIZ T2 2 &,
4. hEERITHRE
—BRICEORSATELVEETICE TS, TEROBERICKHT HF7 393 FEORFOREERE
OTANAEEDEDFE (ZRELBIERELZED)
OtDIM TANAVETHRLEMENEDO SNV TANAVEEDREMARECHT IR TANLAVEL
D HHREE
6. iERUHAE
Zah I ROROEGENLARANGI D B2 5546
HE, 7ahI MROKEGEFEL 1 HEHELROEGEEIC T, 1BEZ 30 2205 60 737 THRliErik
WNELT 5,
Zat I RORAZEGINL AR Z 53 2854 -
R EE . RACIZ T 22 FELT 1 H 100mg LV &EEGEBBL, £0% 1 BB EOREE H
TR L, MRS 1 H 200mg &AM, WTRLbL 1 H 2[NS, 1EIEE 30 5005 60 43 h
T CRIE RN 5T %,
R CEE, 4L EO/NRIZIZT I FELTL H 2mgkg LV BG 2B L, 0% 1 @B LD
MlEAZ &I T1 AM&ELE LT 2mgkg 708 &E L, MFFHEZARE 30kg Kimd/NEIZIL 1 B 6mg/kg, &
i 30kg LA | 50kg Aififio/NMAIZIZ 1 B dmglkg £ 35, Wb 1A 2[ENS T, 1 EIEE 30 437525 60
ST CRTERRIRN R 535, 7272 L, IRE 50kg LA EO/NRETIE, A SR U - &2 HW5 2 &,
WTHNOHAIZBW TS, ERICEVETHERCTE 22, 1 BREESELCHEIEIIU FOEBY &
T5HZ &,
RN : AT 1 Bgm #5813 400mg 2827202 L & L, HEE 1 EMU EoMEE2 ST 1A
& & LT 100mg UL R 2179,
N 4L E o/ NR O 9 HIRE 30kg R D/NETIE 1 H 12mg/kg. KE 30kg LA 50kg K /NE
TiX 1 H 8mgkg #1722 & &L, HEIT 1 HEMU EOMREEZHITT1 HHAREE LT 2mgkg LT
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FTOIT 9, 7272 L, {KH 50kg LA ED/NRTIX, lALFRIL 1 AfEmGa R OEEREL T2 L,

7. BERUVAEICEET IR

<zhEeE>

71 2V 7 F=27 U7 7 AP 30mL/min LA T O K ORI BH#REREE O H 2 BF I AT 1 Hix
EHE% 300mg, /NI 1 HiREHEZ 25%EE T2 PEEICEE T2 L, $2, ST %
ZTTVWLEETIE, 1 HHREIDMZ T, MKEN#%IZHEART 1 RHEOY-E0BNEEE2EET L 2
L. [9.2.1, 922, 16.1.2, 16.6.1, 16.6.2 &[]

7.2 WRESUTPEE OFTHERERE ED H 5 % (Child-Pugh 2% A KO B) 12i%. BAIZ 1 AfsHES
300mg, /NNREIZ1 Bic@mHELY 26%WEE T 5 CEEICKREGET L2 L, [9.3.2, 16.6.3 5]

7.3 AF|D 1 BHicEmHEIXIAE 30kg Riio/NETIlE 1 B 12mg/kg, KE 30kg LA b 50kg Al /R Tl
1 H 8mg/kg Th b, AHF|% 1 H 8mglkg # i %2 THH L TV HIRE 30kg Alii D/NEAS, sl IZHEWE
ERNCRED 30kg LL & Ro 7258113, BEOIREE +0ICBlZZ L, IR KORITEH ORBLZ B
L9 2T, WUIRHBEEZRATLZ L, 2B, AMAHEITRTS Z &,

7.4 RIEFRIRNE G2 5 05200 B 2 D0 05O FER OH X, AfEsirAN#EE L F T 1 H
HAELAOEGERETHZ L,

7.5 BOFGNAREIZ 2 > T2 GEAITHE0C T 23 RRO”ACEI W &5 Z &, [ENSOBRKRRRIC
BT, 5 HE A - IR G- O HBRBRIZ 220, ]

<BERRREE>

7.6 AHIZREMAIEEICHS L TERT 2581003, o TANAREREIAT2 2 &, [FRRBRIZEHE W,
T, OREERIEEI T D ARAIHR 5T O HRBRIZ RV, ]

2. BB ABRKRXIEER
EIRICEET BEAMER (A —X F3 U TR
RIRCBIT DA O EDOE RE AT HEEICHT R 195 1F%] . 9.6 B3R OHEHOEHIILUTO LB
W THY, 3 ADEC LIRS,
9.5 1%
PRI SAFIEIR LTV D ATREME D & 2 ZetIZiE, 1R O AN EBMEZ ER 2D s 258120
HEETH &,
7y MZBWUREBITHERIRD ST 5,
9.6 ZIIF
18R ORISR ORFRBOFRMELZZE L, RILOMHUIT L2852 2 &,
t MHHHF BT Z EnHES TN 5,

5 H 2% SO
F—=ALZ V7D | B3 Drugs which have been taken by only a
Gy AL UE [VIMPAT(lacosamide)injection, UCB | limited number of pregnant women and
Pharma: 2022 4 5 H ] women of childbearing age, without an

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.
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KRN E & 0> SPC
(Vimpat 10 mg/ml
solution for infusion,
UCB Pharma Limited,
2022 410 )

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Pregnancy

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.

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

Lacosamide is excreted in human breast milk. A risk to the newborns/infants
cannot be excluded. It is recommended that 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 OWRATSH
(VIMPAT-lacosamide
tablet, film coated:
VIMPAT-lacosamide
injection: VIMPAT-
lacosamide solution,
UCB, INC., 2022 4
9 1)

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/.
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Risk Summary

Available data from the North American Antiepileptic Drug NAAED)
pregnancy registry, a prospective cohort study, case reports, and a case series
with VIMPAT use in pregnant women are insufficient to identify a drug-
associated risk of major birth defects, miscarriage or other adverse maternal
or fetal outcomes. 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) .

The background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. 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.

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
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.
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K5 > SPC
(Vimpat 10 mg/ml
solution for infusion,

4. Clinical particulars

4.2 Posology and method of administration

(VIMPAT-lacosamide
tablet, film coated:
VIMPAT-lacosamide
injection: VIMPAT-
lacosamide solution,
UCB, INC., 2022 4
9 H)

UCB Pharma Limited, Pacdiatr: lati
92022 £ 10 A) aediatric population
Lacosamide is not recommended for use in children below the age of 4 years
in the treatment of primary generalized tonic-clonic seizures and below the
age of 2 years in the treatment of partial-onset seizures as there is limited
data on safety and efficacy in these age groups, respectively.
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
than 50 kg.
KE O SCE 8 USE IN SPECIFIC POPULATIONS

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 1 month 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 847 pediatric patients 1 month to less than 17 years of age [see
Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies
(14.1, 14.2).

Safety and effectiveness in pediatric patients below 1 month of age 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 less than 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
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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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2. FOMOEEER
[E L8y b AEEE 200mg DEAELRERIER)

(EL/\y bRiEEEE 200mg DMK, AZERVAEICEAYT 5FHE)

PR - M TR 7RI

pH :3.8~5.0

HE AR L CRETE 2, T 256 13K, 5% 7 RUBESESUIARR ) o 7F VR CHIRT D 2 &,

® (ELsSy R8T 200mg  1ZEHREDESEL)

A s AR DNy 77735 20mL 2V ERE CTHRERY . B ANy FATEERE 200mg 1 A (20mL) &7k
HHE Tl N Y ZICIEAN L TTRA L,

RIFIERE Wi Ny 7

RSN - iR, BBk O=NEOE T (9 1000 1x)

REREE c AME (B LONREE) | pH, BEY (BlAEZOERICKT 25FFE (%) )

RBRSEME 2018 4F (B D ARITEA J OVBLE IR e 40 13 BR S M RF A D 4 )

¥ BEITHPLC (ks v~ 777 0 —) MWz,

W E LNy bR 200mg  RERIR EDRAREHRER

LR 7B 4 KE PRAFIRR R
— 4 HBRIER
(BUERR S 2 ) TR R | BlE & Bl A B % 1 WEM | 3 R | 6 R | 24 R
A5 £ Y e — — — —
F LA B B TEI DR
ack:ikeyiaRlig 100mL | 20mL pH 4.81 478 | 4.78 | 479 | 4.81
7 )L
(FAE) 1735 (%) 99.8 | 100.0 | 100.0 | 100.1
A5 £ Y e — — — —
IS R s1481 (0 Y A DR
HERY IR 500mL | 20mL pH 6.39 6.40 6.40 6.41 6.40
7 )L
(%) A7 (%) 100.1 | 100.0 | 99.8 | 100.0
it :;V(E V7 _ _ — i
SOLEREE 5% P45 TS O
5% 7 R MR 100mL | 20mL pH 4.68 467 | 467 | 469 | 4.69
7 )L
(%) BA7Z (%) 98.3 98.4 98.6 98.6

— EAEZ LB EBRT,
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XII. i =
@ (EL/Sy FEEET 200mg #@WiREDESZEIE]
BlA ik iR 80mL 2 B ANy b ERE 200mg 1 A (20mL) ZMZIRA Lz,
LRIERE T T AR
PRGSM =R, E%%?EE&UEWEE@%T (#1000 1x)
HEBREE 4L (AR ONREE) | pH. EEF (WAEZOSEISTTIESEER (%) )
HERENE - 2018 4 (BN @Eﬁ/u%&’o\%{LE&Juxﬁiﬁ TR S S DA FR)
¥ GBI HPLC (B#RA7 e~ 777 0—) #H0W,
BE L/ FEFEEFT 200mg @R EDESELHBER
IR 7B 4 & eS|
— 4 BRTE B
(RIERR 24 E) R B | G R [(RRENIERES 1 W] | 3 WF[H] | 6 W] | 24 FEH]
5 b A S8 2 5 Yo B 0D IR - - - -
BT, BpE 200mL | 20mL pH 3.96 3.97 3.97 3.97 3.99
1] S
(AR A7 (%) 994 | 99.2 | 99.0 | 99.2
AL o HIE 8.4% i IETEH O _ _ _ _
IREEAKFTF R Y T A 250mL | 20mL pH 8.07 8.11 8.16 8.21 8.34
SR T 18
ORERL5) AT (%) 100.1 | 100.0 | 100.1 | 100.1
200> = AP YD) LT A W B S
D-wy=F— 300mL | 20mL pH 4.76 477 | 4.87 | 4.81 | 4.82
(BHEsE) FEAFER (%) 99.8 | 99.8 | 100.1 | 100.1
SBHLH LTE 2% 4181 (0 VB RA DR - - - -
WA T v v BKFI 20mL | 20mL pH 5.37 5.34 | 5.38 | 5.43 | 5.33
SIS T 48
(ORERIET50) PEAEE (%) 100.0 | 100.0 | 100.0 | 99.8

— WEEE L VBRI po Tl L BRT,
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@ [(EL/Sy b RiEEE 200mg  fihFl & DEESZE1L]

LR WRES

RAFIETE
PRAFZRAT:
AR IH H

A 5 BEMEEIR DS > 75 20mL R OMBAIO WA B2 R CHRERD . B8y i
1 200mg 1 A& (20mL) &l 1 A Z 4 Tl N~ Z1IEA L TRE Lz,
R 5 BEEER DX > 7926 20mL L OMLAIZ + 30 IS8T 2 B a2 & B0 . AIE+7 10

fif 9~ 2 B OIEWERE CIEME L, Ny ZIZEAL TR L, RIZE Ay MR E 200mg
1A (20mL) ZEALTERA L,

W N > T

DR, AERKOENEOET (8 1000 1x)

DOMEL (B OVRAE) | pH. SEY (A EZOERICKT 25FE (%) )

2018 4 (AL D R FEA4 K OIS AR 7o 23 140 13K R S RE A5 D 44 FR)

R

X BEITHPLC (mlkr v~ 777 0 —) MWz,

BE LNy FRHERE 200mg  hF & DEREEILARBER (REWK: TILEER)

A R4 K LR A7 B
—f%4 — HERTE H -
(B3 R 75 24t e | B R Bl B 1% 1RFR | 3 HF | 6 ] | 24 HRFfH
. o I 48 5 B D ik — — — —
B2 1mg S8l B TEIA DR
7 RLUFY > 100mL | 20mL pH 4.59 461 | 461 | 460 | 4.59
e & N
=39 EIFER (%) 99.8 | 99.7 | 99.8 | 99.9
A A2 & N _ _ _ _
3y 7 A1k 20mg AL ST O
A= 100mL | 20mL pH 5.75 5.79 | 576 | 573 | 5.53
7 74) FEAFER (%) 98.8 | 98.7 | 989 | 93838
. o 148 75 B 0D ik — — — —
YE Y TR 100mg AL HEEIEI O
N/ Ry 100mL | 20mL pH 8.77 874 | 871 | 873 | 8.63
T74¥-) FEAFER (%) 100.0 | 100.0 | 100.1 | 100.0
V)b a—F 7S 100mg S8 AP DR - - - -
E Raga)LF >y anyig
T 100mL | 20mL pH 7.18 720 | 7.16 | 7.13 | 7.01
(Z7A4%—) A7 (%) 100.0 | 100.1 | 100.0 | 100.0
. e €5 VIR DI — — — —
FH Ko R 3.3mg AL IO O
FEY AL U VBT AT L R Y A 100mL | 20mL pH 6.92 692 | 691 | 690 | 6.78
(FAX Ty 3) FEAFER (%) 99.8 | 99.7 | 99.7 | 99.7
LA VBB DR - - - -
HARFH— AR 100mL | 20mL pH 4.79 479 | 478 | 4.77 | 4.70
CRNEFR R T3 AT (%) 100.3 | 100.2 | 100.1 | 100.1
A Y e _ _ _ —
R T 10 S8l (0 Y A DR
FTTFEAL v N AIVERE 100mL | 20mL pH 4.28 428 | 428 | 4.29 | 4.32
S R
(R Jn) A7 (%) 99.7 | 100.1 | 99.8 | 99.5
. AHE A I ik _ _ — —
AU Naf 1 FHII0ML 54 MR | REETOR
A~ F Y A 100mL | 20mL pH 5.54 5.53 | 5.54 | 553 | 555
D3
SRR AT (%) 100.1 | 99.8 99.8 | 100.1
. . 448 & B OO e — — — -
77 AV a T 0.25g % A8 I O
t77 YU rF MY Ak |100mL | 20mL pH 4.86 492 | 501 | 512 | 5.38
(7277 ARH) BT (%)
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XII. i =
B4, wR ] R
ik — vV -
(B IR 55 A4 TiRE | AR [LRRENIENG 1R | 3 el | 6 ] |24 Ref]
HEHHEZ U > 8100 S8 (5 PR DR - — — —
Toev U YT A,
) Y & sy | 100mL | 20mL pH 8.31 831 | 828 | 824 | 803
(Meiji Seika 7 7 /1<) A7 (%) 100.4 | 100.2 | 100.4 | 100.3
\ - (A7 w | — — _ _
B T 10 F4s) TS O
BB A R 100mL | 20mL pH 4.89 488 | 488 | 4.87 | 4.85
(MSD) AT (%) 100.2 | 100.2 | 100.5 | 100.1
AR S o o o o
T Y Aw 2 STETER 500mg e IO
T RAuwA LT/ FEAUEEE [100mL | 20mL pH 721 719 | 7.16 | 7.16 | 7.05
(v1 7 EPD) FRAFE (%) 101.0 | 101.9 | 102.0 | 101.9
BRI 7 L7 2 v 25%EEE 5g/20mL = BEOBEROR | — — — —
S
R m%i ;;J: 5 100mL | 20mL pH 6.84 684 | 683 | 683 | 6.82
(AL A B A i A A7 (%) 99.5 | 99.8 | 99.9 | 100.0
: o e w | — — _ _
7 2 5 — e 10mg S8l (0 Y A DR
TP EF UL 100mL | 20mL pH 5.76 575 | 575 | 5.76 | 5.77
e 1] sk
(FAT 7 ARH FEAFER (%) 99.9 | 100.0 | 995 | 99.9
k o ] w | — _ _ -
SET s A ST 250 i ST O
ool 100mL | 20mL pH 10.62 10.61 | 10.62 | 10.58 | 10.58
(7727 Y AIAZ T4 TR (%) 99.0 | 100.2 | 100.0 | 99.6
\ - W w | - = - -
S U9y ME 30mg = A £ Y5 BH 0D I
THTR 100mL | 20mL pH 4.38 439 | 438 | 438 | 4.37
V) = FEdus
(2 =2 550) FEAFER (%) 995 | 99.7 | 100.0 | 99.4
J =S VERTE 250mg I REENOW | — — — —
T2 ) ALEX—AF U m A [100mL| 20mL pH 9.27 927 | 927 | 926 | 9.19
(=77 =) FEAFER (%) 100.0 | 99.9 | 100.0 | 100.1
By R Bmg S8 WEBHO® | — - - -
e TN 100mL | 20mL pH 5.22 522 | 524 | 523 | 5.23
IS
(RT3 4h) A7 (%) 100.4 | 100.1 | 100.1 | 100.6
IEAT Y S . . o o
AR A L E T50me S8l R O
KA T == A rF P U AAFH |100mL | 20mL pH 8.49 849 | 849 | 848 | 849
(/=T 7 —==) PR (%) 100.3 | 100.0 | 100.2 | 100.1
] IEAT Y &5 _ _ _ _
A Y —VAES 0.5g ! (L I O YR
FFIT—F UL 100mL | 20mL pH 10.64 10.64 | 10.65 | 10.62 | 10.63
(HET) A7 (%) 99.9 | 99.8 | 100.1 | 99.7
IEAT Y Sk . . o o
KL S h AR 10mg S8l BRI DR
IFVT A 100mL | 20mL pH 4.29 426 | 4.23 | 4.26 | 4.21
-5 1] sHz
(FAT 7 ARH FEAFER (%) 100.1 | 100.2 | 100.0 | 100.1
AR S o o o o
A —F 75 SEE 500mg AL ST O
LRFFEH L 100mL | 20mL pH 5.25 525 | 524 | 525 | 5.26
(= ==y i) TR (%) 100.0 | 99.3 | 99.8 | 99.8
FLETF U 250mg P AL WEOBAOE | — - - -
Tx=hArF RU DA 100mL | 20mlL pH 10.47 10.48 | 10.46 | 10.34 | 10.29
Y U S
ORRAEA RO FEAFER (%) 100.1 | 100.1 | 100.0

—  EHAETOWER R &Y BB 2ol 2 L aRT,

%)
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XI. i %

WE LNy FREERNE 200mg  fhElE OREEILERER (RERE: YL 37 MaR)

Banfoes wE PRAFIG ]
— - BRI
(B 8 2 Wik | AR [(REEyTERGS LIRFR] | 3 IRFf] | 6 IRFfi] | 24 FRFfH
§ i N V7 _— — — —
KA IV 1mg S8l MBI DO
7KLY 500mL | 20mL pH 6.42 6.43 | 6.41 | 642 | 6.41
(F—=3) A7 (%) 100.1 | 100.0 | 100.1 | 99.9
AEAL Y N o _ _ _
? D 7 A /}_ 20mg %éﬁ ,m@‘(’%aﬂ DR
ZutI R 500mL | 20mL pH 6.50 6.50 | 6.50 | 6.49 | 6.49
s 74) A7 (%) 100.1 | 100.1 | 100.2 | 100.0
§ i N V7 _— — — —
YKy R 100mg MR | REEAOR
BV WA T 500mL | 20mL pH 7.34 735 | 7.32 | 7.31 | 7.30
Z7A%-) A7 (%) 100.0 | 100.1 | 100.2 | 100.0
Vv« 2—=7 7S A 100mg S8l BB DM - - - -

t ReaLvF vy ranymg

T AFAF R YA 500mL | 20mL pH 6.83 6.82 6.83 6.82 6.79

(774 %) A7 (%) 99.9 | 100.1 | 100.0 | 100.1

. . N I8 T e — — — —
FH R ERE 3.3me AL IO O

FTEY ALY VBB ATV Y 7 A 500mL | 20mL pH 6.56 6.57 6.56 6.58 6.56
(TANL T RY) PAFER (%) 100.1 | 100.1 | 100.2 | 100.1
142 VBB O e — — - -
ST F— T 100 S8l 4 B DR
HRFH— h X VEEE 500mL | 20mL pH 6.46 6.48 | 6.45 | 6.45 | 6.44
NI SR T
CREPSE AR T3 A7 (%) 100.0 | 100.1 | 100.0 | 100.0
ALY e _ _ _ _
R T 10 S8l A B O
FTFERE v N AILVERE 500mL | 20mL pH 6.30 6.29 | 6.29 | 6.30 | 6.29
S B
(R J 36 dh) A7 (%) 99.9 | 99.9 | 100.0 | 99.9
N 4}}} N V7= — S J— —
~8Y 2 Na itk 1A H10mL TE54) B | REENOB
A~ F Y A 500mL | 20mL pH 6.46 6.46 | 6.45 | 6.47 | 6.45
1] S
SRR S R (%) 100.1 | 100.1 | 100.0 | 100.1

©7 7 AV a EH 0.25g ¥ B | RelEsoR | - - - -

par IS s VRN il.7] 500mL | 20mL pH 6.37 6.37 | 6.36 | 6.36 | 6.33
(TXi:?X@K) FEAER (%)
AFHEZ VU > 8100 45 (8 B DR — — — -
THEYD TR A, 500mL | 20mL H 7.62 762 | 7.60 | 7.58 | 7.41
AT SN NN Xt m o P i i i i i
(Meiji Seika 7 7 /L) BAr 3 (%) 100.1 | 100.1 | 100.1 | 100.0
s - A A48 VB Vi — _ _ _
BBV 10 4% (0 B DR
TR A R 500mL | 20mL pH 6.24 6.25 | 6.24 | 629 | 6.23
(MSD) A3 (%) 99.9 | 100.1 | 100.0 | 99.8
o A0 TS B O TR — — — —
=Y ATy SRR 500mg S| WEEROK
TYRRVATr T Y FEFUEEE | 500mL | 20mL pH 6.67 6.64 | 663 | 6.65 | 6.63
(¥4 7 EPD) PAFER (%) 100.0 | 100.0 | 100.0 | 100.0
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LR FE 4 BRE PR AT R[]
— ik — AR -
(BB IR 75 24 ik | e [[RRENIEN 2 1IRef | 3WREE | 6 IR | 24 FEf
BRI 7 L7 2 v 25% %5 5g/20mL S8l W BB DK - - - -
[RRT R
H 6.80 6.81 | 6.80 | 6.80 | 6.79
L S 500mL | 20mL p
(— LR TE N B AS i IR ) FRAFER (%) 99.4 | 99.8 | 99.8 | 99.7
N ;N _— A48 VI i _ _ _ _
H AR —EE 10me A8l RO O
TP EF UL 500mL | 20mL pH 6.37 6.38 | 6.37 | 6.42 | 6.33
-5 1] shz
(T AT 7 AR 1735 (%) 99.7 | 99.8 | 100.0 | 99.8
N N N A48 VI e — — _ _
VYT s AR 250 AL ROENO®
LBl 500mL | 20mL pH 10.14 10.14 | 10.13 | 10.11 | 10.04
(FT7YAIATTAY) 1735 (%) 99.9 | 100.1 | 100.0 | 99.9
S N A48 VI N _ _ _ _
5% v ME 30mg 4% (0 B DR
TH TR 500mL | 20mL pH 5.87 587 | 5.87 | 5.86 | 5.84
V) = FEdus
(2 =255 PAFER (%) 100.1 | 99.9 | 100.2 | 100.1
e A2 % e _ _ _ _
) r U LBEA 250mg S8l IEEAVEI O
T ) ALEX—AF KU m A | 500mL | 20mL pH 8.67 868 | 872 | 871 | 8.68
(/=77 —=%) 1735 (%) 99.8 | 99.7 | 997 | 99.7
o 4]& NA3 N7 = . _ _ _
T L P mg 4% (0 P BH OR
e AN 500mL | 20mL pH 6.22 6.22 | 622 | 622 | 6.23
e
(BT /S5dh) FRATH (%) 100.0 | 100.0 | 100.0 | 100.0
IHEAL o _ _ _ _
KA T == A rF R U AAFH |500mL | 20mL pH 8.54 858 | 856 | 856 | 857
(/=77 ==) FEAER (%) 100.1 | 99.9 | 99.9 | 100.1
. N AHE A Y V73 _ _ _ _
FFIT—AF YA 500mL | 20mL pH 10.27 10.25 | 10.25 | 10.24 | 10.23
(RET) AP (%) 99.9 | 100.0 | 99.8 | 99.9
. AHE A Y Vi _ _ _ _
ROV S0 APESHE 10me | RAEVOW
AN 500mL | 20mL pH 6.37 6.34 | 6.36 | 6.34 | 6.34
R
(7 AT T AR FRATH (%) 100.0 | 99.9 | 100.0 | 99.9
IHEAL o _ _ _ _
A —4r 7T AIEEE 500mg AL MBI O
LRFSEH L 500mL | 20mL pH 6.27 629 | 627 | 629 | 6.21
(==Y /iy FRATH (%) 99.9 | 100.0 | 100.1 | 100.0
. ﬂ N N7 — S J— —
T LT F % 250mg P /hel REBPOMK
Tx=hAfrFRYTA 500mL | 20mL pH 9.53 956 | 956 | 954 | 955
> 1] shz
OR RARAE RO P17 (%) 100.0 | 99.9 | 100.3

—  EATOMER R LY AN e oTe 2 L & FK T,

%)

—111—

7 AV I ROV IR ERSEHEMDOE— 7 RNERY | EEELE L 207,




XI. i %

WE LNy bRIERNE 200mg  fhFl&E DERATIEHEBRER (RERE - TILERET 5%)

AR FE4 BRE PRAFIREE]
—fis — AR A
(R IR G 24t AR | Al Al £ 1E 1% 1RER | 3 HFR | 6 BFfH] | 24 BFf)
\ " 455 785 B 0D - - - -
A2 I HE 1mg S8l BT O
FRLFY 100mL | 20mL pH 4.52 452 | 455 | 456 | 451
P S |
®—=39 TR (%) 100.2 | 100.0 | 100.1 | 100.1
A A2 VIS b _ _ _ _
? 2 > 7 ;(/JI_ 20mg ﬂ‘%ﬁl /mé{zﬁl_ﬁﬂ 0){152
PASEEEEN 100mL | 20mL pH 5.80 581 | 5.78 | 5.77 | 5.49
7 74) FAFER (%) 100.2 | 99.9 | 100.1 | 99.9
. N A A5 VB Vi — _ _ _
YNE T b HER 100mg ML | REENOW
L WA YT A 100mL | 20mL pH 8.44 8.45 | 8.43 | 843 | 8.34
T74¥-) PR (%) 99.8 | 99.6 | 99.9 | 99.9
Vv e a—F 7S 100mg S8l MBI DR - - - -
E Raga)LF o anyig
100mL | 20mL pH 7.35 735 | 7.33 | 7.30 | 7.16

TZAFIF YT L

(774 %—) A3 (%) 100.0 | 100.0 | 100.0 | 99.8

. . AHE A Y Vi _ _ _ _
FH N a R 3.3mg AL OB O

TXY ALY ATV R Y U A 100mL | 20mL pH 7.15 7.15 7.15 7.12 7.02

(TR Ty 3Y) TR (%) 100.1 | 100.1 | 100.1 | 100.4

ST 7 A —T 4 100 S| EGEVOR | — - - -

HAFA— b R 100mL | 20mL | pH 4.69 470 | 473 | 466 | 4.61
UREPSR 150 P17 (%) 99.6 | 99.3 | 99.2 | 99.2
4}}} N N7 . _ _ _
TR 7 10 VS e£0 A DR
FTFEAL Y b A 100mL | 20mL | pH 423 423 | 424 | 423 | 422
(o) pa—
BAFR (%) 99.7 | 100.0 | 100.1 | 100.1

. M N V7 _ — — J—
~8Y Ntk 1 HA/10mL €5 4) B | REEVO®

AU F R 100mL | 20mL |  pH 5.86 583 | 583 | 583 | 5.82
1] SEC

SRR PR (%) 100.0 | 100.2 | 99.9 | 100.0

. - . AHE A4 Y i _ _ _ _

77 AV a M 0.25g #D AL ROENO®
7V Nl VRN i L7 100mL | 20mL pH 4.91 4.94 5.04 5.14 5.38
(7277 AR P (%)
AFHEZ VU > 8100 S8l M8 T DR - - - —

Ty YT,

100mL | 20mL H 8.23 820 | 818 | 810 | 7.73
LS AP MW NN < il B P

(Meiji Seika 7 7 /L) A7 (%) 100.1 | 100.2 | 100.2 | 99.8

BBV 10 5118 45 B B DR
TR A TR 100mL | 20mL pH 4.66 466 | 4.68 | 4.70 | 4.65
(MSD) FEIFHE (%) 100.0 | 100.0 | 100.0 | 100.0

e A Y N _ _ _ _

=Y Ay SEHER 500mg B | WEEROR
TYRuwA I 7 MEAUEEE | 100mL | 20mL pH 7.11 7.10 | 7.10 | 7.08 | 7.02
(v 7 EPD) FEIFHE (%) 99.9 | 100.1 | 99.9 | 100.1
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ARG 4 BRE PRAFIRFE]
— it - VST
(BN RR 75 24t R | A A A B 1% 1IER] | 3] | 6 BRF[H] | 24 FRFfH]
BRI 7 L7 2 v 25%EEE 5g/20mL s R TEIA DR — — — -
[RRT R
‘ 100mL | 20mL H 6.85 6.85 | 6.86 | 6.84 | 6.83
MLET LT 3 00mL | 20m P
(—fAE [ A S i 7 R R ) A7 (%) 99.5 | 100.0 | 99.9 | 100.0
N N L A48 VI N _ _ _ _
W AN —PERHE 10mg AL TOENOW®
TP EFUL 100mL | 20mL pH 5.67 567 | 568 | 568 | 5.68
= S5 o il
(T AT 7 AR PRAFER (%) 100.3 | 100.3 | 100.1 | 99.9
o s 44 VB D — - - -
VYT s A ST 250 AL HEBDI O
FLraEL 100mL | 20mL pH 10.08 10.10 | 10.07 | 10.07 | 10.07
(7727 YAIAZ T4 FEAER (%) 100.3 | 100.2 | 100.2 | 100.1
. N AHE 44 Y V73 _ _ _ _
5% v ME 30mg S8l A I O’
TH TR 100mL | 20mL pH 4.40 4.40 | 438 | 4.37 | 436
3] = FEHRUER
(2 =2 550) FEAER (%) 100.1 | 99.4 | 100.1 | 99.9
S AL o5 _ _ _ _
J U LER 250mg 5118 45 8 B DR
T )AL EX—AF R A [100mL| 20mL pH 8.98 9.01 | 9.00 | 9.00 | 8.96
(/=77 ==) FEAER (%) 100.0 | 100.0 | 99.9 | 100.1
S AL o _ _ _ _
S AN 100mL | 20mlL pH 5.29 529 | 529 | 529 | 5.29
e
(RT3 4h) TR (%) 100.0 | 100.0 | 99.9 | 100.0
S AL o _ _ _ _
KA kA UERE T50mg AL MBI O
RAT == kAT~ & 2KFY | 100mL | 20mL pH 8.59 8.60 | 860 | 859 | 858
(/=77 —==) P17 (%) 99.8 | 100.5 | 100.2 | 100.2
. 5N AHE 44 Y V73 _ _ _ _
A =R 0.5g S8l BT O
FFIT—AF YA 100mL | 20mlL pH 10.08 10.08 | 10.08 | 10.07 | 10.05
(HET) FEAER (%) 100.4 | 100.6 | 101.6 | 100.8
- AHE A Y Vi _ _ _ _
RV X0 BYESHE 10mg | RAEVOR
T A 100mL | 20mL pH 4.14 4.15 | 4.15 | 4.17 | 4.16
== | Sk
(T AT 7 AR 1735 (%) 100.1 | 100.2 | 100.0 | 99.9
IR N A48 VI N _ _ _ _
A — 4 7T SEEE 500mg A8l MEHA O
LRFFEH L 100mL | 20mL pH 5.30 530 | 528 | 529 | 5.30
(=== xRy PAFER (%) 99.9 | 99.5 | 100.1 | 99.9
| v
162 B B O i
7 LETF U 250mg #2 R | mEEAOW |
==t N Gyl UV VN 100mL | 20mL q 10.08 1016
(ke B A A U3E) P : :
AT (%)

—  EHETOMER R &Y BB 2ol 2 L 2R T,

1)
i 2)
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