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& 5 Eit H AGE
AUC Area under the drug concentration-time curve 1 P B — Bl AR T A
AUC) Area under the drug concentration-time curve | EfRHERTE T AUC
from O to infinity

AUCo-t Area under the drug concentration-time curve | F#&EEF S F TH AUC
from O to last quantifiable concentration

AUC, Area under the drug concentration-time curve | ¥ 5-fMRIZI1T 5 AUC
over a dosing interval

CCDS Company Core Data Sheet ¥EPET —% o — b

CK Creatine kinase IVvTFUoxS—F

CL Total body clearance BT VT T A

CL/F Apparent total body clearance RAodoeg s )7 Z A

CLcr Creatinine clearance JVTF= T )T TR

Cmax Maximum blood concentrations ot e I R

CYP Cytochrome P450 F ~ 7 v—25 P450

DIHS Drug-induced hypersensitivity syndrome SEAIVE B B SE R

FDA Food and Drug Administration KE B L R I R

GABA Gamma-aminobutyric acid Ho=T 2 R

HHV-6 Human herpesvirus type 6 B R~ILRATA LA 6

ILAE International League Against Epilepsy FEIFEHTC A D> AsE

ip Intraperitoneal NERERN ¢ 5

L057 ucb L057 LRF T4 ADOERGHY (IR *

2 IUK)

MedDRA | Medical Dictionary for Regulatory Activities PRIEIE HEE

PTZ Pentylenetetrazol NXUFLUT NIV — L

Q1 Quantile 1 551 DUA R

Q3 Quantile 3 %5 3 WUA i

RMP Risk Management Plan RIS Y R 7 B PG

SV Synaptic vesicle protein T AN E E

ti Terminal half-life SR

TEN Toxic epidermal necrolysis W R B Rt R

tmax Time of Cmax $5¢ ren 1L F i 281 R )

UGT UDP-glucuronosyltransferases U - TV v iR

SR
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A =5 77 KiEE 500mg (LLFARF E$2) 1L, L_XF T X L (Levetiracetam) #H 27 & T 5
TR THD, VRXFITEZ AL, 2= —E—f (~ULF—) (2T, 1980 FARHIHNHTHE X /E
Mg L LA STz, FEERRBRICBWT, BT ORAET VICRHT 2ERZIZEAEA L2
LD BT TAPABIET M L TRIEIHIER» S5 28, EHICF U N UV 7ET TN
TRy R TEEAIHT 2 Z ERDITANARMEERZG T2 LEZ2 6N 570 8 R SEEIER
EHTDHIENHBIL, SUCTANAIE L THREDNRBINTE, EOBROMEIZENT, LXFFEH LA
VI D 27 A/ H 2A (Synaptic Vesicle Protein 2A : SV2A) L FFRAICHES T2 Z &L 3 50N
Etz, SV2A AT DEEFOF TANAEKITIM O TV otz Z b BEROERBT & TR
LD UWERAFEZ AT 2P CADAIRTH D Z L ARB ST,

L ARFF ¥ & LAENT 1999 4RI K E TR O T AdsABE O TN 5T 5 BRI E &2 ) O W &
L TR S e, ARHEIZHBWTIX 2010 £ TLOFLTANAIE THLBRNRNBD LN T AR
F O FAE (R FIEE B Te) IXT 2T ANAIE L OHFHIFRIE] DRRE SUIRN AR & TG
20134 5 H ROV 6 A2, 2N EivhHEDBEMETAIZEM (F74 vy 7H)) 126k 57K %2 TS
L. 51T 2015 4 2 A, #hEEUTRIE TTANABEDOISIHE (ZRESRILRIELET) ] OIS
2 &0 HAPRIE S ATRRIC R o T2,

AFNE, ER EOBEBEMEEZZE L, BEbEE - Bl S o0 Hm T RIS O&R G 28 T 720 A
FAZxH LT, CAMNATRIR Z/ET 2 72D OB G2 K ES S & LTS S, BRINT 2006 423 A, K
[E Tl 2006 4F 7 H IR & UG Lz,

AFTIE 2011 4 L 0 BRREBR B S, 2014 4 7 I —RANICR A& G0 TE R WEFRIZBIT 261
TAhAMAIEEL OOFREE, 20154 2 H ISR O A & [FER O ZhRE S Ih 5 2 B L HARIE b ATRRIC R o 7o,
Z LT 2016 4 2 HIT HLoHTTANAIE T 2B R 358 0 H 720 T A DA BE O RE I3
THHTADAIRE OPFREE] ORBEX TR EZ B LT,

AN BEFHEE

O —FFNCR OGN TE RV TANAVBFICKT H, LXF 722 AR ORFONRERIEEKTH 5 (10
HZM),

@ Bl EEH, RIA4vay7H) EFRLE 1 HHAEROER SR CHERIERHE SIREDB AR TH
% (10~15 H&MR),

@ 4 LA EDOPNRDPB AN E TOTANABE DTG FIE (CIRESRIEEIEL ST &, ot TA
MAFETH I IRNENRBD LR 4 5% 2L EO/NR BN E TOTANABE ORERARFEIEIC KT
THHTANAIEE OFRBIEOREIS* 2/ L Tn5 (13~15 HSH),

KRR OB E N TERWBEIZBIT 2 LT T & AR 0 RA ORFRFRE

- ENEERRBRICE T D E0REICRT 2 LT T v 2 ABEAERGRORENLERSE (6 5 AM) 1X
73.8% CToh o7z, MWIMNERFREBRICB W THEIE L OIELEERRBD DNz (ROEE),

- ENERREREBRIC T 250 BIEICKHT 2 0P GRSV T, A TO 7 7 B AREECR 2550 %
VERIEOR#1E 1000mg # T 18.8%. 3000mg £ T 23.0% Th o 70, /NRIZI T 27 FBAEREL
BAFIT43.2% TH o1 (BO&kE),

- ENERRBRICB T 2 MERRBIECRTT 2 LT T8 ¥ A GREOFBERBgE % (i)
IER AT 77.0% CTh o7z, /NETIE56.5% Th-o7z (BEROEE),

@ MhOFLTADPATHZ T U, AP O Mg EEICRE L o2 (RO#S5),

KON, TJoz=h A2, 27 afgEr ) oLa, V=3I F
IR OBHTLIE, YIXvr ULT7r )y TR
® v FTANREE 2A (SV2A) ITHEATAZ LTIV TANAER ZRET S, BEFEOH TANA

WL IRRDERBTEZ L O TADAEKTH D (16~17T HBM),

©® TAMABIFETA RT A2 2018 (HAMRRFER) OFHFIED RN TADANZIBWT, B IEOH
PR REECRIEOS BRI L LRI TWD (Ro&kE) (712 HZH]R),
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Epidermal Necrolysis : TEN) .
B2 L SR E Bt
(Stevens-Johnson JEfFE#)

- FEAPE B BOERE A

- kRS LBk E, R
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- HFRA - TR
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- SEA KRR AL (BB JE VRIS 4 2 HLAI B OV R
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1. &¥ICBEd 5IEE

1. R4
(1) 4
A =7 7 708 FE 500mg
(2) #*4

E Keppra® for I.V. infusion 500mg

(3) &ZFDHEE
[E)] X TAMA (Epilepsy) DFELT E Z/a7x L T 5,
[Keppra] &\W 4L, =27 hO K Khepra IZHKE L TV 5,

2. —fE%&
(1) e (&%)
LR_RFFEH A (JAN)

(2) #%& (fWfiL)
Levetiracetam (JAN, INN)

(3) RT L
Amide type nootrope agents, piracetam # & /A : -racetam

3. BEXXIFRER

HsC . NH:

4. DFRXRUVRDFE
432 : CsH14N20O2
SSE: 170.21

5. b4 (didiE) XIEARE
(29-2-(2-Oxopyrrolidine-1-y)butyramide (IUPAC)

6. BR%A. B4, KBS, E5&S
EHATAFFEFT = — R L059, LO59IV., ucb L059, ucbh22059
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1. HEEEHNE
(1) 58 - 1R
FE~IK A B ORE R IEDOB R TH %,

(2) BfEM
KICHBD TIRETRTL, AF ) — AKX ) —)b (99.5) IZIEITRTL, 227 u ) — L KT &
F= R RGBT T L, MU R F Lo —F U IEITIZS S ~AF T ICiF E A LT
DRAAR

O B FERBE T 2 it

ayLs Ve fiR TR
K 1040mg/mL 6D CTER T ROT 1
AH ) =)V 536mg/mL FRT 0
X /) —) (99.5) 165mg/mL TR T 0
2-F R ) — )L 90mg/mL KRBT RT W
TER=HFUL 57mg/mL RRET T
[ == #) 1.3mg/mL iz »
VrF )L T—T )L # 1.1mg/mL iz »
~FH #70.02mg/mL FEAETET

@ &M pH ORI R D gt

IRV TR B T gt

pH1.0 1307.58mg/mL 155D THE TR

pH4.6 1031.79mg/mL 55D THE TR

pH6.8 1076.07mg/mL 55D THEITRF
(3) B

SERE O 37C, 75%RH (FEXHEE) T 5 #HEMRG LR, KRoOBEMEIXENZEN 0.02% K )
0.04% TH v, WiRIEE R I 7o T2,

(4) @R (2FR). Bs. BER

mhs s 115~119°C
BRI R AEBE T2
pKa<-2
NECIREL

LRF TG XD 1-F7 X )=V T 7 a~FH o &5 pH OFBEIRE O S ERE 2 KO 7= (1
EIREE - 25°C),

(5)

(6)

q st (log P)
P 142 5 =Y BT Ly~ Y BRI
7.4 -0.60 -4.25
H it E (log P)
PRI 2 = b U Y L - R | 27 m~ b U L - SRR
1.0 -0.81 -3.91

_5_



(1) ZDHOELRMEE

FEYEEE ¢ [al

2. BMRADERFHTIZETHREN

: —76~-82°

| IIL. B2mS B3 25H |

AR (BT 4 ATV A7 P
25°C (BHORY =F L A8+ BE

S 6O%RH | omy=Fio srEoa | 9B | s

P S PT BT =y 7
40°C (FBEHORY =F L R+ B 6 A

Pk 75%RH DRV TF LA BRI P U
RSB BRI =Sy o

s 60°C

AR - BT AR (G 1 s Y

(GEE) e
RSB

e 10C

Rl 75%RH W ARG () 15 A SR
i

F— 40C

TRV 75%RH 45 15 A AR
7
25°C

S — 120 75 Ix « hr DLk

H%jﬁ BT T HT A v RO P
KR 200W - hr/m2 L E

RSN T T

RH : AH%E

HIETHHE

FIIRAF ROV - PRIR, 0K, BB HE. SR,
wlE QRERONRE) « MR, R

Koy, G&

AR (IR, FELED) . K, BEWHE.

Wil Of)  MRR, HEBRWE, JtEME, SR
¥ RV TF LU B 2R Fr LU BMoNETHARER

fileRB R IA

BURS DHERRERE. EEE

O AR A7 S VRIERE (ATR 75)
@ ferEREE oy : -76~-82° [2w/v%. /K. 100mm))

&Ik

LARF T2 LAOERE  REK/e~ N7 14—

g

AR (AERE © 205nm)

&
4%
=
e
‘\lx
&
o
i

7T 5 R 4.6mm, RE 25em DAT UL AFIT bum DEr u~ b7 57 4= ) B
FETAT B,

N Tt

BEMH : 72 b= RV #ED 7z 2mol/L FtEEEIKR (1—100) RIK (24 : 1)

B = .,
oo

1mL/%

HREHERM © LT T & 2 L ORFRE O 3 f5 O



| IV. 8HIcB3 25 H |

IV. ®%|ICB8d SHIREE

1. Fifz
(1) FlfznXH
TESA ()

(2) HEIDHERR TR

W7e4 A =777 K §HES00mg
PER A48 VB DR
) ARIOEBROFRTARIIFFRELV S, FRELZWIITHICEIETHD,
(3) #AIO—F
BA=IOAYA
(4) B OWMHE
R5E44 A —4 77 R EHES00mg
pH 5.0~6.0
IRBIE 3 (EFRERICxd 5 k)
(5) ZDih

A= ROV

2. HHEIDMERK
(1) BEHES CEHERS) OEERVHRMNE
Wk7e4 A —7 77 K EHES00mg
oy - Sy e 134 7V (BmL) H L~_F T+ H L500mg
TN FEfR S b U U LK, OKEERE. Ak B U U A TESTHK

) ARNOFEEOFRTARIIFFELVZ L, RrBZWGIT2ICRIBETH D,

(2) EMEFEORE

BT VUL 09%%2EHT 5, (Nat 154mEq/L, Cl: 154mEq/L)
(3) #AE

AL L0

3. RIBRBROMBRURE
AZM LR

4. Al
2 LA

5. IBEAY HATREIME D & 5 KM
Y Lg
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6. HADEEEUTICETAIREN

AR PRAF5: PR HE PRAFHAR] il
EMRGRER 25°C 60%RH I5FT ‘ 30 % H HIESN
s R 40°C  75%RH W7 AT ARG T v+ 6 H BN
i N=Nig o =) X VEEE g Trafe+RY e
E‘é BE 50°C RV ATEIRE WEPT T Y AT 34 H HIESH
[ w o o 7 120 77 Ix-hr,
B ¥ 25°C  60%RH 00W-ho/ms | PP

RH : AH%HE %
WETEE &8, MR, meatilBr, pH, MR, SREER. RatERY), NIRRT, =2 R hevr, B,
TE Rk

7. AEERUVABEOREN
TSRO ST EL TVIIL 11, E@H FoFrEsE] oEBR,

Rt DR ENE
BB E A — 777 miEi#E 500mg 1 31 7/ (5mL) OWNEW ZMwiK DS 7/ R S VICIEAN LR
oL,

PRIFSA - IR, AT ERE R OEGELE T
WERTHE M. pH, &8 (AAEZOEEEL 100% & Liz & & OEFR)

R & 1% DL ENE

2 FR g; HEEE | EAER 1 FEfHI% 3 Wefl% 6 RfIfE | 24 BRI

o8l WABHOR | BEBERAOR | RABHAORK | BEaBERHOR | BABHOK
KREAAVE | 100mL pH 5.94 5.72 5.59 5.74 5.72
A (%) 100.2 100.1 100.2 100.1

o o8l WABHOR | BEBERAOR | RABHAORK | BEaBERHOR | BABHORK
;77‘)? 500mL pH 6.26 6.40 6.39 6.26 6.23
AT (%) 100.2 100.0 99.8 99.7

o sl GBI O | BEBHOW | EAERORK | BAEHOWK | EAERORK
;ff%m 100mL pH 6.09 5.77 5.68 5.74 5.73
AT (%) 99.9 100.0 98.7 100.3

. fF L DEEEEIE (HEFEMEL)

A =77 KiEEE 500mg & OUFHN TR I D IA & OBLAZ bR OFEMZ (XL H5 2. ZOfth

DOESHEE R DOEIZFE,

. BEHM
AR/

10. &% - 8%
(1) FENDELRSR - Q. NENEFHRLGEE - DEICHT H1E®
AZM LR

2E3
A —r 7T M EE 500mg : 6 /N1 TV

(2)

(3) FREE=E

AFNDEBREDO TR TARIZFFRELV Z L, RBEERGITIHICRLETH D,



11.

12.

(4) BHROME

[TV. ®FICRIT 2 H |

INA T IV H T AN TV
= dafe (JKE) @
—v

TNLAI=A /Ry Far' LBl v r 7% v (L)

a) BMETRICBWT, F2RFELOME DD Y a— il GRS 327 5. R T4 12 A

20 HiC@E®) ML T\hD,

ARt S EME
Y L

Z Ot
RN



| V. BcT 2EA |

V. ARICEET HIER

1. MEEXIEHR
RIS OGN TERWEHICRIT 5, TRROIERKICKT 5 LT T & Ak 0 H o RRIE
OThAABE OIS RIE (CIRESRILEEZ S L)
O DFTAMNATETH 22N RN LRI T AN ABE ORE RIS T 25 TANASE
& OO E

2. PEEXIIHRICEET HFE
BES N TV

3. AERUVHAE
(1) BERUA=EDMEEH

LARF T2 LAORAFRG N OLARFNCE Y X D54 -

W, L_F T AREAOKELET 1 BAELROEERENCT, 1EEE 15 2900 CTRillErike

BhHT 5,

LARF T ADORO G bR Z R ST 5545

BN ilE . RACIELRF T X AL LT1H1000mg 2 1 H 2 BN, 1[EIEE 15 5590
THRIEFIRNE ST 5,

AN EE . 4L EO/RNRIZIZL RF T X L E LT 1 H 20mekg 2 1 H 2 BN, 1 [EE
Z 15 0 CRIEFERN B 5-3 %, 7272 L, RE 50kg UL EO/NRTIE, AR &R U -
HAExzHWAZ &,

WTROLAICBNTH, ERICEVEEHER CE 523, 1 HiRAEEGELOEETIEIUTO LR

DeETHZ &,

A 2 AT 1 Bm# 581 3000mg #2702 & & L, #EE 2 B EoMgE H1F T
1 A& L LT 1000mg LL 32179,

R 4L EO/NR T 1 B\ G5 &1L 60mg/kg B2V Z b L, BEX 2 BB Eo
ffEzZ &7 T1 HHESE LT 20mg/kg LL 321795, 7272 L, {KE 50kg UL ED/NETIE,
BAERCEGE&EEZHND Z &,

(2) BERUVAZORTERN
HMEBEEERR A & x5 & U723k (N01077 5BR) ¥ OF WA 25512 Lz H AR ANERERR A & %42
L L7z (N01377 #BR) 2 Tix., L _XFFv % L 1500mg % 15 43 M HEIFIRNEE G L 7= & B
IR AP G LIcRe O3B RE A i L TR 0 . BRI L L72RED Cmax (T8 AR G-RFZ R < 2
L5600, AUC K TZEDMOIEWEIRE N T A — X XZIFFETH - 1=,
N01377 3Bk & N01077 HEROFRE M 50 & FRAIRN T G-HFD Cmax DFHIEIZOWTHRETT 5720, H
KAROE MR A 255 L L-#Bk (EP0038 #iBR) © Tk, L _XF I+ & 4 1500mg % 15 4y
ME RN B G CHEIER VL B 218 4.5 B BIKEFIRNE 5 L 72 RO 3B HE K OV 2 PEIZ DV TRREt
LCH Y., HEKOREFSIIRNE GREEORYEIEEIT, AARAKL DA ALIZETRZD ST, a0
BB Rm R R LT,
HARANBRATANABREZRSE L-3B (N01378 #Er) ¥ Tk, A G & [l — &0 AH %
OGNS 15 5y HIEIRNR 52 4 BRIGID B2 720, e BRI RAR5 2 RLL_"F T H
LOMmBES N T ZREIZE D R LA CREETCHY | R EREEFRICEG &2 RETT 2 4337
WeE 2 b,
AARNNEZ SR E U ERFOREERBRT — 2 137203, O TORYEEEOFE RS, BHAAN
INRTADAERE ENEN PR TADAVBEORYEEIXFECTH D Z L AT BARANLSMEA
DOIEYBREITE NI N EBZONDHZ b, 4l EO BARNNETANAVBEIZHT 5 LT
T2 AEFFOMEROCHED, BCKEFRU L, BOF L RROHELOCHEICHRET 52 LIk
0. BROBEGOMRBNTE S LAk Lz,



| V. BcT 2EA |

4. FERUVHAEICEEY 53

1.
1.

1.

1. RERUVAZICEET 58

1 KANZ, ARLThoET528, [14.1.12H]

2 AH|ZREMAFEET L THATIHAICE., Mo TANAEKESATS 2 &, MERR
FEAEITxT D ARFN B 5 CORGRABR T M L TV,

3 AN BHERERRE LS ICAK E R G T 2L, FTRIORT I VT F=0 27 U7 T AMlEEBE
L LTAFIOFRGEER O ERRAZME T2 2 &, 2. MBI 25217 TV D AERE TIiL,
JVTF=r VT T AMEC U1 B RIS Z T, MENT 2 Fhi L 7= % AR 0B
BHEZEITH>Z L, B, TZTCRLTVAHERUOCHEFVY I 2 b—v a3 URERIZES LD

ThHhHI NS, FRETEIVERICBZE LN, HEAOHEZHE T2 &, [9.2.1,
9.2.2. 9.8, 16.6.1, 16.6.2% ]
JLVTF= . o
. - - BT O MHEEHT
IVT TR >80 >50-<80 >30-<50 <30 B | o R
(mL/min)
o 1000~ 1000~ 500~ 500~ 500~
1RESR 3000mg 2000mg 1500mg 1000mg 1000mg
N = 1[F1500mg 1[F]1500mg 1[F1250mg 1[F1250mg 1[F]1500mg
LLEESE S 1A 20 1A 2 1A 20 1A 20 1A 1M 250mg
o e | 1EI1500mg | 1[E11000mg | 1[E1750mg | 1[E1500mg | 1/H1000mg
e Bt 1A 2 1A 20 1A 20 1A 20 1A 1 500mg

1.

1.

A HEOREREREDH L EETIE, B TOZ L7 FUEAMETLTEY, 27 F=07

V772 AMEND TIEEEERE O 21/ N+ 2 FTRetEn H 5 Z &b, L0 IKHED)
SRt T D L L biC, EEIUEREZBE L AN L HELOHEZHRE 52 L, [9.3.1, 16.6.3
2]

5 IR G- HR ORGS0 B2 50K OK G5O RELR O EZ., SEEIRN&ER G &
FMUC1IAHEROREEEETHZ L,

6 OGNS TZHAITESCHICLRF T X AR ORA YW X D2 &, BRSO
EARRBRIC IV T, 5 H ML B S iR 51X 50 L TU7eu,

(FFw)

1.1

1.2

1.3

AANE, 1 EEZ 15 50T TRIEHFRNICER G T2 0ERH 5720, BEIZH > TIRRBL
EThY, TOEWFL Lz, ROFELFET S LodE] S8,

A 3R ERAGABRIZ I WV T ARNTRIE RIS 2 OB TA AR & OOFRIRE THA O
Al 24T > TR Y B TOMAREERIZZR W,

AFNIB B OIEF)TH V| BHEREFREE O & 2 B3 TiX, AAIOB D O PN EZAET 5 Al Relk:
N5, AERETIECOWTIL, BEERERTEICBIT 2 L_F T ® % LA0RYEREZ MG L7 6F
B OFERICESE, RE L,

7272 L. BREREE 2 9 5 BE TSN 2 5% TV S BE ISR 2 kK O EOHE 7L
IZOWT, MR TIEEE T — IS THIAFEN R TE RN D, lADRIZHEIE S LD
B arta L7,

RHREIR T2 A9 2 BE TIE, BEEETOREIISCCRAFOEE 7 VT T A, KORR DA
WO ERH#Y (ucb LO5T) OB 7 V7 Z v AHMMETF L, AUC IXBEHEAEIS T OIS ©THm
L7 AT oeg 7 V7 7 0 AR IEFH & b KT T 40% ., PEEEK T T 52%.
EHEKTHET 60%ET L, EREDOERE D BHEEKTORE L L HITKE < Rol, LM
ST, BEEETEICBO CBBELTE L RBREDORERE L T57201I00F, BEBOFAHNLE
EEZ BN, AFKROTERGHY (ucb LOST) OB I VT T AN LT F=2 7 VT T AL
FR L= &, RAOHERTHORIREL LT, 2 LT F= 2 VT T AREHTHD LB %
bid,

Fio, MIRENT %5 1F TV D KB HERERE 5 D BABERE ([ZAA] 500mg & BT AR 44 FREfEIRTIC
HERA®REG LcE &, LT T8 X AOIEEHTRFOE I EEINT 34.7 Rl Th - 7223, &
X 2.3 FERICEME L2, LT T8 X AL OEREH (ucb LO5T) DBHTIC L HFrESRITE <,
EFNEIN 81% KN 8T% Th -1z,
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1.4 HEEEIR FEIZHR T 2 LT T | X AOIEMBENRE DR G 21T o 7248 0 FNTAR 2 S E R BR O 7
RICESE, RELT,
2% (Child-Pugh 738 A) ~F 45 (Child-Pugh 7346 B) OFFHEEEIR T IRV T, BERERRA &
L CTLURF T AL EREDOIEYBFE T A —Z ICKRERETROONT . 2H 7 VT T
VAKT BN VT T AD (CLag/CL) T FEEREIS T OFREE B L 7K FIEA i
FLROFORBIZIBO T OKRENTEETIIRVWEE 2 BN, LnrL, EFE (Child-Pugh
S C) SRR FE ISR Wi, BOAI L OCERHY (ucb L057) DI & AUC 23k
AN EHEART 2~ ML, B2 VT T AL 62% KT Lz, ZOB 7 VT 7 ADIKTFRTY
VT F=o 7 VT 7 ACESETR LR TRELK 245 B> TR Y | BRI N ORE 26/
WML T D B2 bz, 2, HSREIK TE X L7 F = oADMK FT5 Z &Ik
HEEZBND, ROKOELE T VT Z AR, BEKFE CTRERAD 99%, TEHEKFHET
87%. HEEM TH T 46% CTh-olz, L7i-> T, EEMEER TEICBO TUIAIT 5 BHEHELL
TOREAEEICFM L, HGELZHFHETH L,

WAL LTRE L 1 FAELRORGEETHIE, ARG LHEICRENTE DI L2 b,
S ERAIRPIE G720 Bk A e 52U 0 B 2 2 BRORE 0G0 FTE KR G EIZ SV TR, SRR ERIRP
H5LRU 1 BHELOEREGEE TV EZ S Z EMEYTHD LR L,

AANL T4 EEXIEHE ) THRO LB, T—RNICRAOKENTERWSEEICE T 52 &
ZRE LTZRAITH Y | EABRKRRICBNTH, EHAORERSHIMIL 4.5 HECTEHNIEH
L7256 OFMEIZESER L T e, 2070, BO&GNARRIZR > A ITEeHc LT T+
A AREOFNCEIVEZ D Z L@ THDEEZ, RELE,

1.5

7.6

5. BRERRUHE

(1) BRT—2/8v 75—

KBk DTS B X I AT A RO | FHIEEEIO |31 SCk
(FEHi L) HROEEEN () NeomE | BERHO | #E
No1g7y | AR £ G- L B [ A A AR FEH. EIE2L
Gy | FOEMBEOLE %4 | (27 ) b, 2 12 v 24 © 2
VER O — R — A
R TGRS CEAECIN I FEHh. 270
5O I ENHE O LLig (18 1) A G —/3— Hi[H]
% | NO1077 s,/ 77 ER o 1
TG SHIR EE R
i FFRER e )1
it P
# Noties | FUMEROE O w0 | AMEAREREA ST Rk
oty | HETORANE DA | (48 ) B, EEA, O 27
OB BE B [T 1 2t
EP0038 | HARANE A ANDOFEYEIRE | BARALOAANEEE | FEER, HE LW
(HNE | okl etk OB | RABME 26) | KiEks © 3
OWEA)
O S BT IRNTE S | BANRACTADA | FFERH. IR
NO01378 AO)&E‘%}:E%EEH%@ﬁ ‘%"\% (16%:2U\J:)
| (Epy) | BHEIERBIEROAME | (16 ) © 4
11
§ M RIRN B GOy | AEANECTANA | FFER. FERR
B | Nopo74 | BIE. RAMEROBLANE | BH (4~16%)
(A1) © 5
z REEE [ H A B AR AT HEN T A A
= | cLoo10 " s _ o 44
| GESH)




(2)

(3)

(4)

PR SR IR

| V. BcT 2EA |

O BAANEBAAOREER A BT 5 SRR 5RO Ry e (EP003S) ¥
AAANK VA NDOREEFBMEICL_NF TEH L 1500mg % 15 45 2T TR B35 K
OV 12 BEfEIRRC 1 B 2 8] 4.5 H ] 15 73[R mfsF RN G- L T2 RED 22k & AR MEE MG L
oo TOREER, AFFLIT., BAANTIL 11/16 5] (68.8%) KOVHATIL 916 ] (56.3%) IZ7
HHI, WTNOFEFRL LT T X LAEORRBERNPEETCERVEERLRTH o720,
W, BEAAEFSENNEREOHRGRILCE ST HEFHLIIRDOLNT, BEOEEFLE

D LRI o T2,

BRI, A Z YA v 12 FELEM R OFRETRIC, BRI E

ERFTRIIERO o7z, LEDOZ &6, BERALKOHADWTIIZEBWTHEERIZ, b
RF T H LHE R ORE SEEIRN R 5O 2200 BRIF R AN RSNz,
tHNEE (LEV-PRM-031571-052014) HA ANERERAIZIS T D LT T & & AR A O HE

RERGRRHER
KR L

HRAERORER
1) AMERIERR

O #2 5-IRg D SE A Eh TG

GROFID S EHE~DOLIY 2 HER (N01378)] ¥

HHY

LRFZ 27 AELFHEEE LT1 HHZH 1000~3000mg Z#45- L T
WO RIEER T2 TAMABEICBN T, RGREEZAE L, 12 K
T LI UARTF TS LRSI E 16 SRR R G- L e R o224
Ko O M 2 i3 %

RRT I A >

Sim I, I R, IR

ES

HREE AT DA TANAEE (16 LA L)

ER G ALUE

FHMHAR I ABERS FTREZR . 16 mkLh b, KHE 40kg UL EDREE T, LT
T H LEEE 1I~3BIOPFCANPAELEFHLTWEHED (LT T X A
BEOHEL ORI CANAEO EROHEEZ 4 BMLL ERINOET L
TE LT BEEERER £ T TANARDO AEM OCHEDOEE N TIE
SENTVARWERE),

BT ik

M BRAARF I, L RF T X AEOROFEENS , RHAEDOLNF T+
X DIEHBNO SRR SR SR ATV 2, 4 BRI 1 B 2 [\ 12
e 2 &, 156 oM AEER RN R 5 Uz, FHMGHIM& TS, FAHZE
DV RF T X LEEORKRORGIZHEY) Y B2 -, BBEKRII LT T+
X DIERFIOBEIERS- D 3~14 B & LTz,

TR IE H

RIHEHERFOR FHR, BARRERE, A Y1

Bl EHATIE H

Fy@hie (Dayl ORI 5-A1 & Day4 #lO#G-AIOMES ~ T 7HRE) |
AR (1 H&H7Y OFDFEAEREE)

GRS
< THFHME H >

AEFR

AEERDFRD SN HERE 1L 16 0 5 4 (31.3%) . RRBRNEETES RWAEESR

1531 (18.8%) T. WFh b AR BT 2 A F TG (AR, AL
Wi R OVEHIIEIR) Th 0. & 16 (6.3%) IR0 b, IR < CEETH
o, KRBT, L, BEAHEFE, BWREOR G P E - FEFRIRD
Niainote, $in, BHRRE, A4 A1 o, DERREORE, AL RIS 2
DHEENIRD IR0 T,
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(AEEREEAIBOHE)
LARF Z 8 & 5 AR - (0=16)

AEFRIBUII 5(31.3)

KRB NG E TERWEERS 3(18.8)

e 0

HELRAEFES 0
KEBEERENEECERVEBRAEFS 0

BREEDE G I E - - A ERES 0

< Fl R H >

D) MmigEPLRF I F LARE (FT 71H)

BRRE D - T 7 IEEOFEMEIL. £ Day 1 (BO#%58EE) L Day 4 (GREERIRA
B HHE) TREREWT N7, 2L, 3HIOWERE T, B O& G L SRR
BeGRED T 7REOEREISEVWRRO LN, £0HH M T 7REMET Lz 2 #ili
DWW, BB R OGHEHM O 1 B H72 0 OFSRERSEE 2T ZA, 1 Fl1E 0.88
KOr0.50, b9 14X 3.31 XU0.75 TH Y, sEEARNEEG-28) 0 B 2 7212 O3 FBAE

[T A ST LTz,

FUREIRN B SO b T 7IBEIIR OR SR S IZIERBEE CTh o722 b, BOoi&kEn
DB IRNE G~ 21T, P T 7IEREOBLENDIXMBE L 25N 2 ERTRIBEN

7
(ng/mL)

30 ~
%4
e
+ 25
Z
+
& 20 A
VA S ———— —e
%)
i 15 — —
i — -
10 - —,
7 —e
= — .
® o5 . ’
i

0 s

Day 1 (81144

Day 4 (154 HE R FEEEE 5)

(BREBEDOLAF S L LOMESF ~F TREDREAIME]

(LRFSELLOMED S TREQEMEYERVZDLE]

<D o | BTERE | RAESEDL
AR A B Ll ) [90% {2 i< ]
mAgd b7 7 | 15 O WATE RN R 5 (Day 4) | 16 11.632 0.992

O FERE %1 # 5 (Day 1) 16 11.732 [0.919, 1.070]

B R(BO0me) KT | 15 4yl IR G 5 (Day 4) | 16 5.492 0.831

e C (L L= o ,

Mmygd 5 g | OGS (Day 1) 16 6.611 0.767, 0.900

a) 156 AR R 5-Rr D 7 7IRE R NG’ O T 7 RE

i) 1 Hd7= 0 O FIEREE

1 H®H7- 0 OFFEREE O i, B2 <X 0.59, #HIHIM CiX 0.8, %8128
fITiX 0.38 ThHo7o, MBI THRBLEHEIT 1 B H7 0 OEHFEAERIZDEIM

L 7o 9BRE72s 3 BlICERO bl
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([=1)
6_
1 97
H
U]
D
i 3 —
5:,\ ——
%
7 21
=]
% 1
——— - —
0- T- T T
Bl 22 I REA R 4 5 R
(#2541 (BRI S-HIR) (1% D3 5-H))
(BHERED 1 BH-Y O FEERE (FH1E))
(1 B&H-YDESFHERZ]
B FEA A HBLER
(N=16) (N=16) (N=16)
% 16 16 16
R L 0.59 0.38 0.38
Q1-Q3 0.04-1.12 0.00-1.00 0.00-1.62
e/ IMBE -5 K AE 0.0-3.4 0.0-3.8 0.0-5.3

H RS . BEARR R EREE, 17(3), 413-422, 2014
2) REMHER
B R L

BE - RAERIGRER
MU ER e L

(5)
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(6) AEMEMA
1) ERABERE (—RERABERE. BEFARKERE. FARELRAT) . BERFTET 424N
—RFE. WERTRERABONE
O i AR A
a) TR FEVEITHRIT 2 AR OPF AR, SREFARB RIS 2 0PAEE (AL OVINGE)
(EP0058) © (#47)

AERO B FERR T TL_TF T 5 MEFREZRE LCRO LA_F T8 F LOREEROH
SME D FT A

[LESwsEN e A 77 A

PSES A ORGIT, ISR DA Z IR TE RWEED S b, BLTFIRTOQD W

NOOIEFE BT HL_F T X AROBORBEREL LTLRF T X L

HEREI G SR ALD 4 L B/ E LT,

O FIE (CRMERERIEZ & Te) (TR 2 OF RRIE UL AR L

OMDOPL T A AT 72 BT B e WIRE SR AEIC 3 2 OF A

iE % LRV R GAER 1776 B Uik A 1718 f51l, /1N 58 4l

CHEERIE (- M RIETd D AR OO RRE O 2VEfEdT g & LT 200

B, PN, NR10EEBEE TS

- SRE MARIEIC KT D O RRE O L 2T 4 & LT 80 1))

A FRAHIM 2015 45 12 A ~2018 4F 11 A, BIZHIH . L ~F T & LAEFHROER S

Wb e U, EHROBSNEMICRSGAICITBEYM 2 RE 1 » AR E LTz,

Fe RN E B et AEFEL BRREE fth (FFFLROI LT T' X AEFHRE DR
REBAGECTERVLOZBIERE L)

BHE L RF TR AEFROBE SHGHR R G5#&T CUIPIR) RO T
AFIEDOFBURIL (1 BH720 OBERBIORIEEE) . EE M (1
MERIT L ART T & & LTSRS 5RO AR R L CELE I T o
RIER 78 E B ERICBE LT, T, AlFEaih 62 b L, Bkl
D 3 BB CHIE L, SEE D EAL LT SN BE DA SR
WEOLEEEERE L TR LE,

CEES|

<HARVE>
LAEMERAT R RAERNT 1776 1] (A 1718 fil, /N 58 f5il) T, MM * SEEM 2R T
DOREWERRBLIEIA X 2.48% (44/1776 ) T, o RIEL OREMNARIEL AT 2 KEHTO
FEEGITENTIN 2.41% (38/1576 ) KN 3.36% (4/119 %) TH-o7z, EREWER (3
BILL IR BL) (IAFREBER H 0.62% (11/1776 1)) . i/ IMEDR 0.28% (5 41) . 7 AT F
VBT R N T AT =T —BHIMN0.17% (3 61) KOEE 0.17% (3H#]) ThHot,

<HBE>
T AE K OREMRBIEE B 3 5 BE TRIEOUGEE NI SN DIXF N F 41 1306 #l &
W49 ¢, AL L HE SNTZBFEOEEIZTENEIN 0.54% KT 0% TH -7,
rERAZEAE . 2R &, 58(2), 119-132, 2021

2) RBEHLELTERFTEDOHNEXIEEM L= HBROME
YL

(7) ZDft
AL LR



| VI Sah3ERIcBE9 %38

EOHREICEHT LHHE

1.

2.

FHZMICEEHSILEYMXITILEME
Tx=h Ay, AR EEY NATREET R T A JaFERA V=PI R ZaF A
AR F o, PET—=FROBTE R X

EE

BIE D & 2L B OZREXIIZIRFIL, BRFORMNLEZSRT L5 &,

EIBER

(M

YERERLL - e

L RF T X AL, FHESHEREOEERA LT v 2V EITFER LRWD, KR D )7 AN
fE 8 2A (SV2A) L ofEA . N CaztF v r/UBLE, Mg O CaztleffEfil, GABA k7Y
AFBNMEBRICH T 2T v AT U 7 FE OS] A R O3 22 [ L oM 7o & RS S
NTVW5B, SV2A IZxT DG BN & £/ CANAEIET VI 2 BEIHIER & ORIZIZH
BB BND Z NS LRFTEH LD SV2A OFEEN BIEMENEICE S LTS D EE X
bid,

MYr7R

VT RINR
\( — N & Ca* F¥ XL

1'%

v
'iy p
‘ N2 Ca* F v XJVPAE
> Ca*

RN

LAF S5 LOEEERKSE

LRFF 15 ML, BEFOTCANAIE L 1T R 72 28 CRIEMGWER 2R84 2 Z L0 RETn
Do VLRF T LAPMEERO T 7 2N EH 2A (SV2A) &6 T 52 L, E72. SV2A ITH
T HREEBANE L BT ANABYET VBT 2B EMHIER &L OMICITHEERRD b Z }:
N, LRFTEXLE SV2A OFSAEN. BIEMEERICTEET b0 EEZEZ 6N TND, filc
T CaztF v x/VIHLE, MR CazrOWEEEMH . GABA KO Y o AEEMEERICHdT 57 0 27 u
> 77 BT O K& O Al i o Rl 7 A I L O I 2338 H v, s bR EMHEHERICBE D - T
WahEBZLND,

MRS E U OFRENCBE 595 £ B X HiLd SV2A ~DfES

- N CaztF v R /VIHEEH

- FRPY Ca2+WERE I /E

* GABA KOV U v AAEENMEETCIC )T 2 7 0 A7 U v 7 [E O M /E
- PR L F 0D 3t 5 7 R b o Bl /R A
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<£%%>mMSV2A L%
SV2A 1%, #EAENOHATEE T OMPWEICRO LD /NMaEs 12 BIEET D4
ERHETH D, WMo R AR fﬁfé# FEIZHR R R CIIA R AR E O FiSH
WCEAR 72 < IKW BB D B D, 728 SV2 EHE 21X, SV2A, SV2B, SV2C o474
A TWNEIET D Mo T D,
SV2A I3, W%hé% IO OHIENZE G LT D EHERI SN TWDR, ZOFE L
THIFINEE D F 7 o AR =2 —& L COMRE. CazH&AFEME T 77" 2/ NaBi A it 4 Hil4E
95 Cazrt vV —DfEE HT 57 M ¥ 7 U OFREEEE., SV2A OBEEH ALy A3 pifk
ﬁk% SXX 7T /=Y i (ATP) 72 El%2kETH~v ) v o7 2L LTOMREELHE
FREME S STV D
*ﬁ\&&AGﬁﬂﬁ%/y77ﬁFV&X@E%&%&<Eﬁmfhﬁhﬁﬁ%%ﬁb\
2~ W THLETHZ &, /2, SV2A (+/-) ~T 1/ v 77U b~ AL, SV2A (+/+)
OWAERILERTE R IV A =V, T LT b T Y — VKO 6Hz #IIEE T
LVTORERMENMETT5Z 805, SV2A N TANADIFIEICEET 25 Z & 2VRE

ShTnb

O HRAZEWBE R OFRE TS5+ 5 L EZ b5 SV2A ~DiEd (in vitro)
) LRF T X LADOEKEEA~DREE D

7 v MER RO S BEB 3IZT D LA_TF T2 AOFEE et Lz & & FrRagH

AIIHERRIC BV T OHRED HiL, KRR S Lo 72,

i) Bk SV2A, SV2B. SV2C ~D L _F Tt ¥ AFFERDFEL Y
HRANTO LRFZ & X AFEREALO REZ et LR, ek -7 2/ aE
HTH o7,

AR

b FSV2HTZA AT oM ERF LI & LRXTF T X AT SV2AITHAET D2 &

MRS AL, SV2B KU SV2C ITiTfE& Ligiro Tz,
i) b b SV2A (ZkF3 28U & BURMEREMHIER & o R B Y

LARF Z I LJRVANTF T 7 LAFEROPRERIEET L (w7 X) (28U 2R /EHH]

EM L & b SV2A (ZXT 28t L ORI 272 & 24, @ WHBREED vz,

8 -

Bomas ) VeAsy

4 T T T
2 3 4 5 6

W S S (RS O pEDso

pKi @ ZHEEITH T 2B E R~ Ki A0 AxHEk,
ERREVNFEEBFIERE N L E2ET,

K7y M, LRF T H AROBEEILEYOMERT,

MLNF T LD pKi=5.5

~1J

@ N CaztF v % /VHEEM (in vitro)

LARF T H L (32umol/L) X, 7 v MERS AT A A6 6 07 CAL #EFMREMIaro N &

CaztF ¥ KV & L7z Ca2r @i & #ifil L 7=,
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@ I CaztilFBpni{EN  (in vitro)
7 v MIREEBRIBEEMIRICB W T, B 7 oA & A THRHIIEN CaziTisiERiD Y 7 /) Vv %
BERERRE L T 7 = A AN Ca2iff i lc x5 5 L_F T &4 A (1,10,32 KU 100 pmol/L)
ODEAZERFLIZEZ A, LRFTEHX L (10umol/L) X, V7 /) VU RIRENT HHIEA
Caz+ilift 2 Jl L7=,

@ GABA ROV AEEMEER ST D7 a0 27 U v 7 EOMEIWEN (in vitro) *

N/ INEEURI ARG, ~ T AV AR RSHI AL M O BE R R A AR O IEEE I 2 I E L C. GABA {E&Eh 1
%i;ﬁjtm’ U ==Y O AFEMERRICH T S LF T X A (0.1~1000 zmol/L)
OIERZERFILIZE ZA, LRFTEZ AL, GABA KOV7 Y Vo AEEMEEROT 2 AT Y v 7
FLESE (DMCM L OHEER) (2K DHEZIH L7z (ECs0=1~10 zmol/L),

® FhFRARA R O R 72 R L OBIHIER (i vitro) 'V
L R_RF T+ H A (32umol/L) X TAMA in vitro T T VOB X 2 IEENVEN O RIE & O
TREVEN S GEKBERE) (T8 % RIF & T, Mifast Crosk S 5 4E G RIS Z 1T kT L &R
BWCAVER U, ARk e R oo i 38 7 [R5k &2 i) L 7=,

(2) EMERMATDHERAR

< TR AR £ & D >

L RFTEX AT E NOTADAFREEZRDIIKBLTWALEEBEZ LN TWEF Y R U7 E
TNEIZILD ETLHGRIEET NV, ARBIELEZT A N T AT = VEBEERMTANAT ¥ b
72 EORBFIET T NV CTREMGIER 27 L, BIETADNATT MR L CTIRIAWIEISIER %
RUT, — . BT WVRAETT VICIEIRE RSN E G, BFEOFITADARKE ZRR D
¥ EETDHZ ENRENT,

BLAFSE5 LOREMNGER

ET )L EukZpin i R
ARSI o R 7 %E | v~ A |EDso=7mg/kg. ip
PTZ#%x RV v J34E ~ 7 A |EDs=36mg/kg, ip
S A kX KU Vv TFEAE 7> b | B/hAZE=13mg/kg, ip
Go |7 == A VERIER T Sy |7 F= RAVERIET v R
Y BRI v R U o 754k XLT, XA
T vo Ve R RAE 7 v b |RADAZE=1Tmg/kg, ip
A = VBRI RAE 7 v b | ABE=b54mg/kg. ip
ARNT AT = )VBEMERMPTA| - o e .
SR DA T b 7 v b |R/ADAZE=5.4mg/kg. ip
5 )L N EDso=9.7Tmg/kg. po (fl{%)
B E fF vUA EDso="7.0mg/kg. po (FREH)
ﬁ\t%my oy [BARERT VA ~ 7 % |EDso>540mg/kg. ip
won BTV | RKRPIZERT VA <~ 2 |EDso>540mg/ke. ip

BLRAFSE2 LORTAMARMEER

5L B il o
Pt S NN/ A9 Z v b |27 & 54mg/kg. ip THIH]
PTZ %> KV > 7Kk <A |17 KO 54mg/kg., ip THIH)

B LARF 2 L0OEEEOFEM

£ )L By fd it R
MEERH X v R 754 ~ A |TDso/EDso=148
AL TAT VR TANAT v & | Ty | TDso/f/NAZNE=235
EDso : 50% A %0 &, po : #&&H# 5. TDso : 50% il &




O TAMNAFIEIZKT H1EH
HHARA 7 ) —= TEF L THDLEKE
WL AIHIER %2 7R S 72 v o 7203

T VINAET V72 E TR

| VI. 3E5hdsmic B3 28 H |

TOWNATT VR R F LT b7 Y — )Lk
AIRESEM Y R 7~

TR NRF LT ARG —AF L R ST R PRI NI, =V BEREDS >

b AR T AT = VBEHERMTANAT v b (GAERS) .,
BTN SR L T2 T AN A ET LI

) AREEKHEIES S RY 7 RBIEEROPTZ R T 2 R > ZRIEIC

8~11 fi) #

L RF T H AT~ A AEE
LCHfERAZRL, 50%F%h%E (EDso)

TEIRMERAE~ 7 A 70 EOE Gy HEAE,
BT, EEIHIERZR L,

TR (w7 A A5

AN R VI BIER O PTZ 3% 0 R Y v 78 EICk

1XENEI Tmg/kg T 86mg/kg Th -7,

e ﬁﬁ%%ﬂﬁ#ykvyf%ﬁ FM%%%VPUV?%W
EDsofE (mg/kg. ip) EDsofE (mg/kg. ip)
LRF T XA 7 (2~10) 36 (15~96)
V2 A=1"al Ry NN 66 (52~83) 147 (116~189)
7 aF BN 0.03 (0.02~0.05) 0.03 (0.02~0.04)
Tz ) LE X — )L 12 (8~17) 5 (3~17)
Trz= kA 6 (1~16) 38 (22~171)
TR 6 (4~10) 17 (8~28)
T hRIZ IR >254 117 (99~161)
e ol N A= S 4 (2~7) >82
TN F 55 (30~95) >665
rET~—1H >109 >340
EDso : 50% A %h & () : 95%(E X/

) PR R U RIS 2R (T b SEE8 B ¥
LARF TR NET v MRS B o 7 RIEOERERE, SRR R & OV JE 54 Fifse s
il 2 F B ARAF RO L7z,

T Py Ty e
BSR | (Racine =4 —1) () (#)
(mg/ke. D [ CRgorrn| MR L Fotvsrn| WB | FousL
13 50+0 4.5+0.5 62.0 £16.1 41.0 + 18.0* 98.0+17.1| 74.5+38.8
27 50+0 3.6+1.2" 59.0 £ 3.2 42.1 +12.9* 96.1 £ 16.1 70.6 + 32.9
54 50+0 1.9+ 1.0 57.0+16.1 33.4 + 14.2* 104.0 +29.8 | 52.0 +20.5*
108 50+0 3.6+1.1* 58.1+12.1 44.3 + 26.6 104.0 + 18.2 | 49.4 + 31.9*
EE + HEHEFEZE  *p<0.05. **p<0.01 Wilcoxon D 5F & BN E
i) 7= hA UEFET v FORHEES L RY U RBEIHTAER (5> . &8 2
VN%?ﬁ5Aﬁ7::F4V@§ﬁ&@EH@9/%®§%%@ﬁ%AuLﬁéﬁto7

== b UEZMET v P RO BT 2= b VHEBUET v MIZBWT, X0 K& 2EE LA
b bz,

iv) b ROA = UEEFREEIEICHTHER (F > b, KR8 ) #
LARF I Z NI RN RO A = CEERFEFARIT U TRIEMGEN 2R L. &b
HhElT, ©r e UEREIET 1Tmg/kg, WA =V BEHRHEIET bdmg/kg TH - 7=,

v) ARNFAT—VBIEHERMTANAT v OB FEHEMIRERGIT 21EH (7> b B8
i) =
LARF T Z DIA T AT = /VBIRERBTADAT v b OB FEVERRIR IS Fifoc Ry i &

AEIZHEREL (50~90%) . FEMEMHIEM 27 LT,

vi) BEEMERAEIC T 2B (w0 A &8 10~20 #)
LARF TR H LT, U AR DR RGO WA 2 H BRI IE L7,



| VI $shssic i+ 2 5A |

vil) AT O ATET ST A1EH (@ A, &BE 8~11 i) 2
RKREBEZ T VNA~Y T AR OERK PTZ FHRITOVNA~Y T ZZBWT, BEEOH TANAHKIT
Ll LT —FOET A THITWNAERZ R LIEOIZR LT, LRFTEHX AIX
WTNDET BN THIUTWIAERZ RS o7z,

@ FLCAMNAFEMEER (7> b, K& 8 f]) 7
RHEESIIE S R 7Ty M2BWT, ¥ RU IR ZME L7,
- RHREESANE S RY 7Ty M B 1EA
LARF T X AL, BIEEIEE O LR 28T L, BXSEO% RS R R 2 ) &8, %
Y RU TR A Ls, 25, BRBEGREZLRRL W D LRFT
X APTTCANARHER Z BT 2 2 L B3R Iz,

P BRI R
5_ <« »
R 41
a
C
i3
n
e Sl HE
Z 21 —— %HRE
7 —— 27mg/kg
| 1 —o— 54mg/kg
b . * @ p<0.05
< LTINS > Mann-Whitney U &
09276 8 0121416182022 ~ %6 30 ~ 34 38(1)

I (EIE
Sy FORKZY Y R D IBMEICHT BER (REEER)

@) ALY .
- 27mg/kg
801 —e— 54mg/kg

201 % * ok

A - % p<0.05
< AN A VO L2 > Student’s t-fi T
Omaésmmmmmmm'%'m'M'%m

Al el K
Y FORMET Y R ORISR HER (RAESTERE)

(3) YERRIRFER - HiEhR
MU ER e L
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VII. EWEREICET SHEE

1. MPBEEDHE
(1) BAELEDLIDRERE
mAERR L

(2) BERRGREBRCHERIA-MPEE
@O R AICEB T 5 1500mg B [E] A R AR PN 5 G- 0> i, o i s 9

R A (HAN 16 7)) 12 L_F T+ 4 L 1500mg & HEFEFHIRNE G Lz L &, 2R

HA& T (B 5B 15 43) 12 Cmax ([CEIFE L 72, Crmax DY EHIE X 108.716 1 g/mL TdHh -

77,
(pg/mL)
120 -
110 1

100 -

90 (S5 + 9 5% (ST
80 4 n=16

70
604||

504

404"

EEE N NN ), TS S

30 1

201

10 1

0 rrrrrrrrr1rrrrrr1rrrrrr1rrr1rrr1rrr1rrr1rrr1rr1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Be 5B ARTR ORFIH) (h)

EHFRE T A — 4 (n=16)
Crmax (u g/mL) 108.716 (17.5)
AUCo-v (u gh/mL) 423.969 (11.0)
AUC (u gh/mL) 437.250 (11.7)
AUC: (12 g h/mL) 298.315 (9.0
tmax () 0.250 (0.25-0.25)
tie () 7.211 (11.9)
CL (L/h) 3.431 (11.7)
(mL/min/kg) 0.8652 (12.8)
Vz (L/kg) 0.5401 (9.6)
(L/kg)* 0.5424 +0.0516
L)* 35.827 +3.214

Vz . 53AisAE
L EHME (EEMRE%) . tmax TIEAFRAE (/I ME — Fe KA
* o EBME £ AR

(LRFS£4 L 1500mg HESHERAZSHEOMER LTS €48 LBEHS)
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@ RIS T 2 Ha SRR SR o bR GHEAT—%) @
fERER A (BREA 35 f5i]) 12 L_F T & L 2000, 3000, 4000mg % 15 43 B [A] SR EFARN %
HEROLARFZ 4 L 1500, 2000 KON 2500mg % 5 4y H R AEEARNKR G- Lz &, WTh
OFGREETH, MEH LT T8 7 AL Cmax BER I H 5B LT,

(pg/mL)

—e— 2000 mg (n=6)
—O— 3000 mg (n=6)
—v— 4000 mg (n=5)
1553 [AIEF RN % 5-

180

160

140 4

(T84 = B e 22)

1204 F
1004

80+

RRRE B\ NN ), TS E

6044

10%

o
L

3 6 9 12 15
P H-BAAG% O (h)

18

HTE <5 A — 4 u&%ithzmmm v&%?th3wmm VN%3??A4mm@
(n=6) (n=6) (n=5)»

Cumax (u g/mL) 55.609 (25.7) 81.180 (44.9) 145.327 (24.6)

Cis (1 g/mL) 50.549 (35.9) 74.335 (55.9) 141.643 (27.4)

AUCo¢  (pg-h/mL) 469.694 (16.4) 665.433 (9.2) 1080.728 (19.1)

AUC (zg-h/mL)| 528.706 (16.3) 754.215 (6.4) 1239.104 (19.2)

tmax () 0.500 (0.27-0.50) 0.375 (0.25-2.00) 0.250 (0.25-1.00)

tue (h) 7.708 (11.1) 7.708 (13.1) 8.005 (14.5)

CL (L/h) 3.783 (16.3) 3.978 (6.4) 3.228 (19.2)

Vz (L) 42.067 (18.4) 44.233 (17.7) 37.281 (22.9)

Vz . SN

LA (R %) |« tmax TIEHRAE O/ IME — F R fE)
a) 1BIOYPERE T, G PICH T =T VRO LV 2TmL OIRBRIEB N TZ 720,

PP MM SR LT,

(LARFZ+t% L2000, 3000 BUf 4000mg % 15 7 B [E mUEERAR AR 5 L =B D MR LR F
It 4 LIREHTE]

HEE AFOERZEINTOAHEERVCHET TLRFISEHX LAOROBENSAKNZE Y Bz
LA EE, LRFITEX AROKGLFET 1 HHZLROESEREIZT, 1E&EE 15
ST T RTERIRN & 53 5,

LRF T L LORABRGITESEBARAN 2R GT 556 - BN 8E ., RAIZIZ LT
T &L L T1H1000mg 2 1 H 2[NS, 1EEE 15 50T CEFEERIRN %5
T 5,

WTHROEAIZBNTH, ERICEVETEHEBCTE 52, 1 AaiksEk OHERE L
IEUTFOERD T2 8, A BRATIE 1 B 581 3000mg #8222 &
L, R 2BEMU EOMBEHITT1I HHARELE LT 1000mg L FT2175, ) TH
D,
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(pg/mlL)
180 —e— 1500 mg (n=6)
—0— 2000 mg (n=6)
160 4 —v— 2500 mg (n=6)
543 IR £ -
Jﬂ.’% 140 4 G-l AR HE (R 72)
i
L 1204
~
- 100 +
Z i
J 80§
N i
m 604
B .
40 {9
20
0 = T T T T T T T T
0 3 6 9 12 15 18 21 24
B 5B % R (h)

MBI <5 A — ¥ LA_F ¥ Z 5 1500mg | LXFTEZ L 2000mg | LXF T & Z L 2500mg
(n=6) (n=6) (n=6)

Crax (u g/mL) 46.908 (18.0) 60.563 (40.0) 94.310 (36.2)

Cs (1 g/mL) 41.657 (21.9) 56.337 (45.4) 91.278 (37.4)
AUCo¢  (pg-h/mL) 311.969 (5.8) 429.392 (13.7) 530.536 (10.1)

AUC (ug-h/mL)| 347.535 (7.6) 484.229 (14.3) 584.547 (9.6)

tmax (h) 0.092 (0.08-0.25) 0.125 (0.08-0.50) 0.083 (0.08-0.17)
i () 7.378 (12.4) 7.715 (12.6) 6.982 (12.7)

CL (L/h) 4.316 (7.6) 4.130 (14.3) 4.277 (9.6)

Vz (L) 45.943 (8.4) 45.972 (16.5) 43.079 (16.2)

Vz : AR
LI (EEMREC %) . tmax CTIE SRR (/I ME — e KAE)

(LARFZ 44 L1500, 2000 R U 2500mg % 5 S HHE A#EF#IRNES L-FOmLER LA F
St 8 LRE#R)]

EE . AFIOABRINTOAHELOCHEIL [LRF T2 Z AOKOFKENSARENIE ) Bz
DA EE, VRFITEX AROKG LEL 1 BAELROEGREHICT, 1 EES 15
3T CRIEFIRN B 53 5,

LARF T2 X AOROEGIESI AR Z R GT 256 AN - @E, RAIZIZ LT
FEHHZAELT1HI1000mg % 1 H 2[ENZ5 T, 1[EIEE 15 50T TAEERIRN & 5-
T 5,

WTNOEAEICBWN T, ERICKVEEEBTE 523, 1 HEm& 58K O &1L
EUTFOERBY EF52 &, A A TIE 1 HEm G E1% 3000mg 282 7202 &
EL, WEX2EMU EOMWFEEZHITT 1 HHAREE LT1000mg UL F92179,] TH
D,
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@ fEEERRAICE T 5 1500mg SR AR FR RN B G-IRg o o g g 2
fERER A (HARAN 16 1) 12V _XF T X A 1500mg & 1 H 2 6] 12 FEHIFE T, 4.5 HBKE A
TFEIRN G- LT & &, 2RI G4& TR (BHBLA%E 15 47) 1T Cnaxss ([CEE L7, Cmaxss D
M EHMEIL, 108.971 u g/mL TH o7z,
Flo, MEFLA_F T2 AREIX NI 7HEOHERE GG 2 A BIZERIRBICEZELZ LB X
i, HEEERFDO AUCT (v=12 Fff]) (2xf9 % K #& 5% D AUCrss DLt (AUC 0 SR
#: Rave) 13 1.310 T, HEIFEGRFD AUC 23§ 2 KEH 5% D AUCtss DL (BRIEREC: LF)
12 0.8937 THY ., LRXFTEvHX AIMIEOEYENEEZ RT L EZ DN,

(ng/mL)
120 4
110 4
100 -
i 903 (S5 SPEHE) 1 £ 95.% (2 H I 1)
e ] n=16
i 804
%% ]
70
¥ ]
7 14
L 607
& ]
30
20-;
10
0 -| T T T T T T T T T T T T T T T
0 3 6 9 12 15
Be5- B4k DR (h)
SRWENRE R T A — X (n=16)
Crnax,ss (1 g/mL) 108.971 (17.3)
AUCrss (1 g+h/mL) 390.792 (10.0)
tmax,ss (h) 0.250 (0.25-0.25)
CLss (mL/min/kg) 0.9681 (11.0)
(L/h) 3.838 (10.0)
Rauc 1.310 (6.1)
LF 0.8937 (4.9)

SfTEME (ZLEEREL%) |« tmax TIEHRAE (e/ME — F K AE)

(LAF 544 L 1500mg RIE REFIRAE S %O MER LATF 5 €8 LREHER]
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@ fEHERR AT DR DA S IEFAl~DY) D 2 AR Y
fERER A (HAAN 25 1) 12V _F T 4% A 1500mg & 15 43 LSRN & G- O3 05 L=
XL RROBERE L U, SRR 5 D Cmax 13559 1.6 5 < . AUC KO tue (XHELL L
Tz, 2B, LRF T8 AR N EGREO AW FFIHEIT 100% TH -7,

(pg/mL)
1101 (3 5 A 36 IR £ TOHER)
100

90 {
80 -
70 4
60 It
50
40 {1
30
20 -
104

0 — T T T T T T T *-I
0 4 8 12 16 20 24 28 32 36
BBl ate O (h)

H AR5
Bofs

(AT YME £ 95 %S HH X )
n=25

FEEE D W NN ), CBRE

(ng/mL) T

110 4 (B EOIN ETOHRs) o ey BT

100 -
, (ST P47+ 95% (A< )
i 90 1 n=25
it
i
v
%
7
+
5
I
i
i

0 T T T T T T T
0 1 2 3 4 5 6 7

B G-RAE ORH (h)

e oo R FARN B - ol

OB/ 3T A — 5 (n=25) (n=25)
Crnax (1 g/mL) 97.00 (27.6) 58.94 (37.0)
Cis (1 g/mL) 96.49 (27.7) NA
AUCo- (1 g+h/mL) 472.28 (15.4) 487.36 (15.9)
AUC (u g*h/mL) 486.22 (15.5) 503.51 (16.2)
MRT (h) 9.349 (12.1) 10.273 (12.4)
tue (h) 7.106 (11.7) 7.230 (12.7)
Az (1) 0.098 (11.7) 0.096 (12.7)
CL XIZ CL/F? (L/h) 3.055 (15.3) 2.979 (16.2)
Vz X% Vz/F2 (L) 31.32 (18.0) 31.07 (18.8)
tmax (h) 0.250 (0.17-0.27) 0.750 (0.50-3.00)

MRT : ¥ E R, Vz:

AR
L (MR %) . tmax TIETRAE (B/IME — B RMH)
NA : #4879

a) AEEHIRPEE S T CL RO Vz, #1#5 Tl CLIF KUt Vo/F
(LAFS+t45 L 1500mg Z 15 SR EE RBFRANIR S RVERZORS LE-HFOmER LA
F 548 LREHR)
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(LRFS+4 L 1500mg & 15 i EE REEFFRNZSERVCERRZORE LE-FED
LRFS 2 LOEEEYHEENT A —2 ORETHEER)

o R IRPIB 5/ 1 5 0 o
A N 90% (I TH %)
Cmax 1.64 1.47,1.83 22.8
AUCo-t 0.97 0.95, 0.99 3.6
2 BN BICAT B IR 50> Sl T 0 o FHEE A I OF 909 SR (3B
b) PRE NEBRE (I HA)

B TADPABEITIT DA DD SRR~ D $e 518 1% 25 5 Iy oD 1, i g

HAFERATH 16 L EOTANAERE 16 fl 2 %512,

LA_F T+ F L 1000~3000mg/ H

ZRE ARG D 15 RTINS (4 B, 1 H 20) ICHVEXLLE, LRIFTEX A
DOMIFFRED b7 7EIZ, FRO LB fEHIRNEGICE D AR LIEE-ETHo T,
V. 5. BRIRACAE (OMAERIRER DA VERGERER (R 0 A2 SRR A~ 0 8] v 8 2 55k

(3) HhEE

(N01378)]) H&HR

; - e N R SRR RN B 50
5 o v B a)
MAEFRED 7 7 2 (ug/mL) (N=16) (N=16)
(] I fE 11.7 11.6
WATEIEIE D P [90%1E HH X ] 0.99 [0.92, 1.07]

a) &0 B ERF I ER RN B 5128 0 B X BRI, AEERIRN R SRR IR R S
4A4HED RS 7E
b) AEFIRNZE GO N 7/ ROo&E5ED 5 7|

KR L

(4) BE - FRROZE

O BEOEE
B R L

@ PFHZFEORE

(B 5

i)

i)

i)

Zrx=hY QEAT—%) @

T x= b Y OBEEECTHNITT Y R — LT X AW ERASRAE T Rk M A L AR E R4
BIEEAT D ChAmABE 66 GEAN) ZX%RIC, LF T &5 4 3000me/ H % HFHIHE
Lot &, 7= b Y OIMETRESSEYENE T A =X ICEBE RIES R ol, 7=
=M U HLRF T X LAOERYBENREICEE KIS ool

S Tapt bl s GHEAT—%)

fEEER A 16 B (AMEAN) ZxtZRIC, A7 af@grh ) v AOEFREFIZBNTLRFT&
Z L7 1500mg HER OG- Lz L&, A7 afE) U 7 AZL_F T v & A0k
B E MEE R oTz, VLRFTRvZ AL 0T aik) N v AOERYERICHEEZ KIE
ol

PrChipAsE (BARANROSMEANT —2) Y

AAN 217 Bl OSME N 311 FIOEFEKRA L O TAPABE P O/F LN mMIET L~F T &
S LRET — 2 & VT, REREERMBREARIT 21TV PRI CADAED LRF T 15 A
DIRYBREIZ KT T LR Lo, TORR, CYP [T L KIESROITANAIE (IR
NeFr TERMIFL PET— b YVEHIR) BT IS LAOERYBIREICE L
KIEET, CYP EEMZ AT 2 TADAR (AT aligd hY v L ZuanFh 7
FTENRL) RO CYP FHEMEMEHT 2 CANAIE WA EBEY T by, T=)
AEZ = T RY) BT TS AORYERBICK LRRICEEE KETIEE
DEAITRIES R oT2, Flo, ARNTANUBEZRRLE L2772 A B & 145
BN TANAIE (IR~ BE Ly, Tx= b2 NAT BT R TLA V=P )
DOMBEFRET =2 ZHNT, bRF T X AR INEHTADAROITEYEREIZ LIFT %
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LU, TOME, LRXFITEEAIINOHF TANATED MM T I 52 KT
IpoTn,

iv) BROBHER (ZF =LA T VA=V KRR VT AR LLVOAHD) GREANT—2) 2
Rk N &t 18 B (MMEIN) ZxtZic, BOBEHTE (=F =LA b7 U4 —/L 0.03mg K&
WL AR VT ARV 0.16mg OEHZ 1 H 1H) KOV FFEF L% 1[F 500mg 1
H2[E21 HEKERAZRG L&, LRXF T X AFZF =LA T P4 =L ED LR
JNVTA N VIVOIEYENEE T A — 2B RIT S 2hr oz, KRB Oy~ a7 27
7 2 e VR R AR V8 R I RIREE CHERS L, R DTSR O I B2 KT S e o
7oo ROBHEIRIZ, L _XFTEX LAOFRYBREICHE L RITI oo Tz,

v) vaxyvy GHEAT—Z) ¥
fERER A 11 B OME ) 2SIz, %> (11 0.2mg % 1 H1[E) KRL_F &
225 1[\1000mg 1 H 2 7 HEIXEROEG L EE, LXFITEXZAFTVIAFT D3
WMIENRE NN T A — R B E RIFE R roTz, VIR U H LARF T ¥ ADORY BRI E
ERIES o T2,

vi) Y77 Uy WEAT—%)
7'u bu U OEBERELR (INR) 2 BREEOCFHBENICHRETA LY, VA7 7r U v
DG Z RIS T TV D RERERA 26 6] GMELN) xRz, Vv 7 7 ) > (2.5~T7.5mg/ H)
EOLRFZEX 510 1000mg 1 H 207 BHEKEROELG L&, LRXFTEX AT
INT 7 ) AREICREBYRIZST, Y brnr oMb EELZ T o ol, INVT 7
Vb URF T2 X AORMENBICHE L RFE S ol

vil) 7 _x v K GrEAT—4) ¥
BEEERC A 23 5] (FFEN) ZXZIC, ey R (1FE500mg 2 1 H 4[]) KOL_FZ
t&Al@Hm%g152@45Wﬁ@ﬁﬂﬁﬁbk&%\7D&*VFﬁvN?§t5A
DB B L KX S 2o 72y, ERE ueb LO57T D2 VT 70 2% 61%K T X
iz,

2. RWEERB/NT A5
(1) FR A&

(2)

(3)

O HEEL @Enks)

S MAEFIRE (Cmax) M OV MUAE IR BEBERE (tmax) (XFERIE L 0 RO TR E —F
i Tl (AUC) IXERAEIC IV EH L, RO 8 REALL EOJRE 2 B/ kT
BHEYF L, BoncEHfoEE (1) 220 mEHREEEN () ZHHLEZ, &6, BT
ORI L V7 VT F A2 (CL) kO AmEfE (V/F) Z&HH LT,

CLtt/F = Dose / AUCy-c

Vd/F =Dose/ (AUCywX L2)

CL: =Ae/AUCo-48n

@ KERS (Ro#5)
Feh 1 B H O G% L OG- T A H Ofg s M EE (Cmax) K OV e IL5E H B2 RF ] (tmax)
IR L ke, AR A — REEERR TR (AUC) I3BRIEIC XV RH Lc, RO 3
Ip AL LA b D3R FE A B R/ T 3RE TR RER UL A5 D AVIZIERR OB 2 D MR R R (tae)
ZRMLE, bz, #7772 (CL) RUSMAR (V/F) 2HEHELE,

R, ML 358 7 4
A LR

HEREETEH
MAER e L



3.

(4)

(5)

(6)
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GUFTSURY

RN 16 Bl L_F T & & A 1500mg % 15 ZrMIC CHELGFEHEIRNE G LN B 2[5 4.5 HH
KA SEHEHIRNE S L 202y 7 ) 750 A (&MESME [ZiEi%]) 1 3.43[11.71 kO
3.84[10.0] L/h TH -~ 7=,

NEREY
EFERC NI L A_XF T2 Z A 1500mg & A S FR RN G- L2 & & OO0 M A O I 35.8L
(0.54L/kg) TH Y, KRR EIZEWVETH 72,

Z Dt
A% L0

BER RELL—3Y) i

(M

(2)

IR 4R

R A E

R Y s EPN R OWME T R AL ONS T A A BE 2 RI1TT - 72 10 3Bk, 528 6 (A A A 217
B, AMEA 311 41 ; Bk 343 Bl R Ok 185 ) OBENLHELN MR L XF T X
LRET — 5 5442 JE O, —RBIL O—KREREE) 12— AV A= F
TNEERTT NV E L CHERR /N ZREBRIC L 2 IERIBRESDRET ViE (NONMEM)
M L, REEMIE BB 21T > 7,

AN AR NNR RO TANABRE 259 BIHINE L-MIEh L _F I F MEET — X
1840 iz W, —REIPGERE L KRB 2 AT 28F -3 0 R— b A M ET V&
EARET VL U THERER /N R EFIEIC X D IERIBIRAG I RET V& W CREE 3 E)
REFRAT % 20 L 7=,

INTA—RERER

AT, T oesy s V77 A (CL/F) 2% LT, RE, M5, CLer XOMPFHITTADAZE,
BT OSHERE (V/F) 2k UCTERE, SRR CTADAIRE OWERE OFEEEIRRE (ERER A T T
ANAIERTE) DFRRHFIICAEBERK T & L CHEE S,

/NETIE, CL/F (Zxt L TERELE ORI CANAZE, VIF 123 L CTREDFHFZIICHE B DR
FNZEMRDOH DR T & U THEE Sz, AARANNERORA CTANABREOMETIRYREL I o
L—a v LR, BARNNETADABEIZ 10~30mgkg & 1 H 2 [m#5- L 7= BR o i i b 3k
BRI, BAARANTANAEEIZ 500~1500mg 1 H 2 [F#5 LZBR L [F% & THIS T,

AR/

kil

(M

(2)

Mm% —REEFLERMYE (5 v MBI 2RA~ADBITHE) 7
LARF T & LBREIEENEG-% ORERMIKT ~O 0% 7 v FTHRET LT & 2 A, TG R O #E

DHERE ST,

ik —REREFERMYE (v MBI 2REBERYE) »

WEIRT » MIT UC- LT T X L bdmg/kg BB OG- Lz & & BRIE. IR R O K i i
REZSERO B, MA@ 25 2 EAVRIR ST, IRIE, B K OV K TR RE R B2 (X REBN A M itk &

HANTENTHERS Lz, IRILOMETIEIRE T, REWIK & e~ TR G 2 B £ T > 7225,

Feh5-1% 3~24 Wi TIXRITREE I 72 > T, WEARENY) O T RE D43 A I 3FEMEAREN ) & He TR R o T,



6.

(3)

(4)

(5)

(6)

e

D)

(2)

(3)

(4)

| VIL. $&4p@hie i+ 55 H |

AAANDBITE (v MIHTFHETBITHE)

AT T v M UC-LRF T & # L 350mg/kg & HEIRE NG Lz & & FUTH~DOBIT R 51,
B4 6 B £ CORIT TS aEREIT, MIRTREDRK) 90% ThH o7, Fit TR R T &G
% 3R H CRmIEIZE L, TO®RESLNITIE T LT,

HRADBITH

RN EE R L

<BE>

VIL 5. (D ifi i — BAM @i E (7 v MBI 2M~0BITHE) ) 2581

ZDHOEHADBITHE (YDA, Tv FRUVA XIZE T2 ZF0MOMEHE~DBITHE) ©

UC- L RF T X LeRGHROMMIME~ T A, 7y PEOA X TR LTz, T XTOEMREICE
WC, Bk RE D oA, R (FREE) RO (RIREE) 2RV, ik —T
HoT,

mFEAKEE HEAT—45) Y
AME AR AIZ 4C-L_XF T X A 500mg Z H[EFEOH G- L, 1, 5 KT 12 K 2 i 2 B
L. MEEAMKAEEZAE L&, BEABRIZIEZEAEALN o7,

R BHER AL B MR SR IR
LRF T2 AOTERRERKEIL, 78 b7 2 FEOBEAIIKSHETHY ., 2k ArkEsh
L OITEMRHP D ucb LO57T (WARFIIR) THD, k., AHWICEKEZOEMET 20,

HQ

NH <+— )
HQN\H/\/ HN\’H:\/ HzNW
5 H 5 H
uchK116 LRF T F L uchR297 (1.6%)

! !
AT D

Ho\n/\/ HO\H)’\/
O O H
uchK115 (0.9%) uchLO057 (23.7%)
FREHM

R#IEBE5 I 2EER (CYPE) OHFE. 5L

LARFF'H AL, JFF b7 v — L P450 RAGHEESR CIRGEH S e v, G ueb LO57 1%, CYP
HRGFOEHETHLEY VAT T —P L HR SN HEERIC L > TEREN S,

n vitroi RBRICB W T, L _XF T X LKk Ruchb L057 1X CYP (3A3/4, 2A6. 2C9. 2C19. 2D6.
2E1 K V1A2), U U R (UDP) -7 v o Uoiglingigs (UGT1AL O UGT1A6) KON
TAHRFY N a7 —BIZk L THEBEIERZ RS o te, £, ST alig b NI oAV s nm
VIS b R E RIE S R0 o Tz,

PEEENROERRVZOEE
VAT TS LFHFAIEEE A 2 L A ERZT TR,

REMOFEOEERUEILL, FAELE "
FAHD O LOST (T IFEIFHEIEIIRD ST,



| VIL. $&4p@hie i+ 55 H |

7' HF%I.!. 3,41, 43)

RN 6 BIllZ LT T2 A 1500mg & BB ARG L7z &0y 7 ) 7 T 0 ZAOFEEI
0.87mL/min/kg TH -~ 7=,

fEEER A (BB EGE 6 ) ICL_F T L A 250~5000mg Z ZEFHCHER AO®KG Lz L &, &5 48
Feff#4 £ CORG-REITHT DR PR RO FEIEIL RZEuiK & LT 56.83~65.3%,ucb LO57 & LT 17.7
~21.9%CTH -7z,

TR B 4 ] (FMEA) 12 MC-L_F T4 L 500mg A HERE OG- L- & &, #&5 48 W% =
TG ED 92.8% DHIHEENIRF NS, 0.1%NEANLEIL Iz, &5 48 KfEE £ ToOR G &I
%95 PR R, R IA L LT 65.9%. ucb LO57 & LT 23.7% ThH -7,

L ARF T & & AOPEIHT ISR ER R A K OSRME FFRULAS, uch LO5T IZIX-RERIK Al & REEh IR A 43
WL L TWn5,

10.

HE AFOEKRSNTOLHELOCHEIX LRXFITEZ 2ORABENLAFNCTI Y 2 58

G BE, VT I AROFBLGLFEL 1 BHEECRERENCT, 1 FIE% 15 50T TR
FE RN 53 %,

LRF T2 H AORABGIZSNILARAN 2R 5T 556 - A 8%, RAIZIFLXFTEH
AL L7T1HI1000mg % 1 H 2[NS, 1EEZ 15 00T CRIEFFIRNE 595,
WTNOHEAIZEBNTH, ERICE D EEHEK CX 228, 1 BHRE&GEL O E FIETLLTO
LBV ETHI L, A BRATIE 1 HimEEG &I 3000mg #2702 &L L, HET 2
BRI EOMEZ ST 1 HHELE LT 1000mg LA F9 2179, THD,

S U RR—5—IZET HIEE
LR L

BHEICLDBREE (BOKkE) W

MAREAT 2521 T % KB RE R E R AR 6 Bl LT T & & A 500mg & EHTBHAG 44 FERIATIC
HERRO®KG Lz &, FEENTEROME I 1T 34.7 Bl ThH o 7228, BT 2.3 BRI AN L=,
LARF T H LKLk uch L057 (EREHHY) OFEHTIZ L DBREDFEITSE<, 81% KT 8T% Th -7,

REDNDERERIHESE

(M

(2)

MNRIZE T 2MmFRE GHEAT—5)

AMENPNRTAAEE GE49 B - % 1 H A ~4 5ok 17 B, 4~16 moRiim 32 ) 22 HIE L
TZMERLARF T v Z DRET —Z 2T, VAT T8 X L 15 AREEIRN I 5% O3y Bk
RS Lo, AARGREOMBET L _F T2 F LAREIT, LT T84 AREAKRGELFARETH-
Too ETo. REEHEWEREMATOM R, 2527 V7T 7 0 AT U TRE R OB HERERCRE . 1 AR
(28 L CHREDFEHERICH B SBRIICERO H 5K+ & L THERE Sz,

BHEEEERE (BOks)

BB ORRE DR 5 B AERE 24 B2t RIC, LRF 78X LAEHERO#KE LizE &, AT
D7 )T T ATBHAEER#E (Cler : >80mL/min/1.73m2) & ki LT, #EKTF# (CLer :
50~<80mL/min/1.73m2) TIi% 40%, FEE(X ¥ (CLcr : 30~<50mL/min/1.73m?) T 52%, &
EIKT#E (CLer : <30mL/min/1.73m2) T 60%MK F L7z, L _XFTFE®X L E uch LO57T OBV VT
FURAIIVTF=o VT TR EAEEICHBE LT,
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e . B RE DI
@*@@ﬁ % e R I
(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/1.73m?) >80 50-<80 30-<50 <30
B 500mg 500mg 250mg 250mg
L RF T H L
Cumax (1 g/mL) 22.8+6.3 16.0 + 4.1 11.0+2.2 9.5+ 3.0
tmax (h) 0.5 (0.5-2.0) 1.0 (0.5-2.0) 0.5 (0.5-1.0) 0.5 (0.5-1.0)
AUCo-t (1 g-h/mL) 167.9 £ 27.9 250.5 + 41.0 171.2 + 27.8 215.3 £41.0
tuz (h) 7.6+0.5 12.7+1.4 15.7+ 2.6 20.3+5.5
CL/F (mL/min/1.73m?) 51.7+4.1 31.2+4.8 24.9+ 3.9 20.6 + 4.0
CLg (mL/min/1.73m?) 32.5+8.3 15.7+4.1 10.0 £ 2.4 6.6+2.7
ucb L0O57
Crmax (1 g /mL) 0.36 + 0.03 0.77+0.17 0.58+0.17 1.10 + 0.36
tmax (h) 5.0 (2.0-8.0) 8.0 (6.0-12.0) 12.0 (8.0-12.0) |24.0 (12.0-24.0)
AUCo+(ug-h/mL) 5.9+0.6 24.0+7.6 20.7 + 10.0 66.5 + 45.8
tiz (h) 12.4 (11.3-15.3) 19.0 (17.3-19.9) 20.3 (19.7-23.6) |26.8 (17.2-33.3)
CLg (mL/min/1.73m?) 251.4+ 35.8 111.8 +43.9 88.8+44.1 31.3+11.6

EEIE + AFERE. tmax XN uch LOST @ ti ITHJE (s IME — S KA |
CL/F: RinFoeH 7 V77 A, CLr: B2 U7 7R

BLAFIEZLDEIIVTIVREVLT7FZUI TS 0RAEOHEE (REEOKRE)

(mL/min/1.73m?)
CLr=0.2569xCLcRr
R2=0.955
p<0.0001 GRYERIFE>HT)

NN =N TE

45 1

40 1
35 1
301
25 1
201
15 1
10 1
5

I
60 90 120 150

. 1 (mI/min/1.73m?)

JVTFm s )T T A

(3) MAFRBIWEETOARAE BOKSE)
MEHT % 52 0 T 5 RS REREE 0 fle \HEBRE 6 Bl L-_XF T & & L 500mg % B HT B 45 44 BRI
ICHERAEE Lz L &, FEBIIE oL EIIT 34.7 B TH - 7228, BT IIL 2.3 B HE

L7z, VRFFEHZ ALK Nucbhb L057 (F%

(ng/mlL)

22
204
18-
161
if. 14
I 12

it 10-
gl

(=R
P N T

LRF T H N

(%gﬂ¥i91ﬁi95%1§$ﬂlﬁ'aﬁ)
n:

(ng/mL)

104

1
it

FEREE
e

0 12 24 36 48 60 72 84 96 108120132144

FL-% R (h)

#) DBHTIZ & HEREDZRIT 81% M 8T% Th > 7z,

ucb L057

(%gﬂﬁﬂﬂﬁﬁi 95%EHH X [H])
n:

W

0 12 24 36 48 60 72 84 96 108120132144
5% (h)



| VIL. $&4p@hie i+ 55 H |

SENRE T A —H L RF T4 A L057
Cumax (ng/mL) 18.7+ 1.6 8.86 + 0.63
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
te (h) 34.7 (29.2-38.6) —
AUCo-44n (ng-h/mL) 464.6 + 49.6 231.0+ 18.0
CL/F (mL/min/1.73m?) 10.9 (9.4-13.1) —
HAT TAVP—DREDE (%) 81.3+5.8 86.9+5.9
MEENT O I EEH (h) 2.3(2.1-2.6) 2.1(1.9-2.6)
MiEENT 7 V7 72 A (mL/min/1.73m2) 115.7+ 9.3 123.1+ 8.6

N=6, FEE + FFHERAE, tmax. tuz. CL/F, MHEFENT o O HRENNE PR AE (/I ME — R K AE)
CL/F: ATy s V77 A

(4) FFgEEEERECOANEE (BOKRS5S, AEAT—4%)
R K O (Child-Pugh 7378 A O B) OFHEREIRTE 21 6] (AAN) LT T X LEZH
RO LEZEE, VRFTEXLOERHE 7 VT Z A BT ALN o2, EE
(Child-Pugh 7338 C) DOFFEREIS FE CTlX, 2857 V7T 7 2 ARMERER A DK 50% & 72 -7z,

20 T +SD

FERE > W NN ), T BEE

0 24 48 72 96
FHEER (h)

—O— (A —W— A —e— 8B —Aa—5HIC

(n=5) (n=5) (n=6) (n=5)
Crnax tmax AUCp-« tie CL/F
(ug/mL) (h) (pg-h/mL) (h) (mL/min/1.73m2)
R (n=5) 23.1+1.2 | 0.8+0.3 234 + 49 7.6+1.0 63.4+9.7
Child-Pugh 733 A (n=5) | 23.6+4.9 | 06+0.2 | 224+25 7.6+0.7 62.5+8.7
Child-Pugh /338 B (n=6) | 24.7+3.3 | 05+0.0 | 262+58 87+1.5 55.4 = 10.5
Child-Pugh /3738 C (n=5) | 24.1+38 | 1.6+1.5 | 595+220 | 18.4+7.2 29.2+13.5

CL/F: At oeg s )77 A, EYHE + SRS

(5) BEMETORANSE (BOKE, AEAT—4%) 7
B AR E GECTADARE, P77 BT L_XF T X AOEYEREIZOWNT, 7 L
TF=r T VT T AR 30~TImL/min QR 16 #i] (4R 61~88 %) A xf4 & L TRkl L7-#k
B, EEE Tl 2 40% LR L, 10~11 B & 72 - 7=,

Cmax tmax AUC tie
(ng/mL) (h) (ng-h/mL) (h)
HERO#EE | 19.1+3.1 0.97+1.37 |251.0+54.3*1| 10.3+1.7
KEZROEYS | 31.2+4.3 1.17+0.94 |247.5+48.7*2| 10.4+ 1.8
SEEE + AR
*1:AUCpo %2 : AUCo-12

1. 20t
DR L



[VIIL. %40t (A EoES%) (B3 %A |

VIII. 21 (FRLOIESF) ICEIHRE

ZERNREFTDOER
BREIN TV AN

2. B2 (ROBHEIZITERE LW L)
AFNIORSY T Er U R FERI 5 UIBEUE OB O & 25 BE

(fiF7)

2. REIOR T E R Y RUFHERICR T 2IBBUEOBEERED & 5 BFI, ARIEZ &L LIZSA, BO
WBUER DB T D ATREMEN SV & E 2 B D DT, KHID A4 Xitn)]/m%W’ﬂb BEzens
OO & 5 BE T, ARNOFRGZ2RET 5 2 &,

AGRIFE TOENBRRBRICBWT, va v 7 XIT T 7 4 7% —FJEROBIERABRE L2003,
WBUE & % 2 DN DRBEORIEHNRE SN TRV, AEICBWTIX, ¥ a v 7 XTI E i IE )
WEINTWS

v«?7t&Aithh/$%¢f@é EDD, ARBIDORy DRI, B r Y R UFERICk
L CHIRBUEDOBEERE O H 5 BT K LTk, 52T A20ERH L, ©r ) FUFEgizix, EH
WTIHFRRS TH L E T X A (RFICEBIT /M4 - I A4 —2HNARIKE 33.83%) 23, F 7215t
TE7=5t %2 (ANTIEREKT), T2 FL FTI3ITHEL X744 TF78F L
ERDDH (¢ ENAFETE),

2B BRESY VAT T Z DLUSNDABI DT ONWTIE, [TV, 2. "EIOFML] 22352 &,

3. PEEXIIHRICEET 5FE L TDER
BEEN TV

4. RERUVRAEICEET IEELZNER
V. 4. FIEAOHREICHET 21ER] 22MT 52 &

5. BEELGEAXRMIE L TDER
TEATIZB T 2 B5E0RERBER N LEEFIEICE Y | TANABIEOHEE T TANAERE
RENHLDONDZENHLDT, LRXFFT X LAOFEELZF LT HHEAITIE. D &b 27
DL b TiRA & T S EEEICITY 2 &,
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FRHANCABEICHINT 5 (FUCAMNAIERE 0.43% vs 77 B AREE 0.24% ; FUCTANAIEREO MY A
7 1.8) ZELERTHERTHSTZ,

OB TANAIRE FRRIC, AFEG I D SIBFREE LR EOREPRO o NGAITE. <1
FIREIGEET D L 0rT 5 L &b BEOITEIOZLIZOW T+ 7e@lgt #1795 Z & ([VIIL 5.
BRI L T 0HEEB] B1),

1.2 CKEVA SCER O CCDS ORIz A O, [IREMmRMEATEER ) (2R3 5 AR OVNEOFH
EREROBBRGUET 2 IOV T RIEE 25 Z L@ Th 5 L L, Gl L7,

JEBEERFEAICE D B
BRIE STV



IX. JEEREREERICRE 9 SIRE

| IX. JEEERaRBRICBE 2 |

1.

IFHER

(M

(2)

N REAR

[VI. 3ELh3EHIC BT 5 EE ) B0

T e REHER

ZA IR EE R & L C AR,
WIig A2 FTRIZRLTZ, 7y AT ATIX
By ANEN Hm@jﬂm}?ﬁ@iﬂz’)mu b)) 62@71753

Hizk

i

{LICERT B EE 2 55, in vitro T

@© AR K

DI

R PR K OV R RE

e B A F RIS

FIRE (Ty b, vuR) W

RIEFTHELREI L. TOMRD
. mHET 5%@@]@1&?#%‘ LT, A X OFIRN B
AL Lo mE L A e o —%
T AHTEENE uﬁf;ﬁ%ﬁ“ﬂ%@%@# A XIZEBITF % 600mg/kg
OO ETIE QTe LAERE Lo 7o, {HLE R OBHEEIC KT D ERIZIZ L A ERD B -7z,

e moi | S| g (me/ke o
Irwin OIERBER| 7~ b A |0, 100, 300, 900, 1800 |9 T O H & CTEEE R1TEIEL
R i3 NHBNTZ, 300mg/kg LA ETHE
3 4l R A7) 732 BE R S HR B 1 0O BE N 28 A
S, 30 LI BL L. 24 Wi
#ETITEE L,
TV AERTER ~ 7 A #H |0, 60, 240, 960 TOWNAFBRIER XA N2 D>
(PTZ #HFRT VLA i3 72
EF)L) 12 {3
B3 iEBhEE Zw b | O |0, 100, 300, 900, 1800 |#BZHIM+ 900 & U} 1800mg/kg T
1k PR EEENERERT L, *HHREECIX
8 Bl a7 PREY R 100 | EHENSTFEICEKT L,
RIR Zv bk | O |0, 100, 300, 900, 1800 |300mg/kg LA T, 4 K% CF
i3 REER - 50, 7T/ | BARRRE O H BEKFEO R WIRE
8 {41 KT (<1.00) BHrbni-, sk
—BEDORIRIL T AR LT,
Ny kR pEeEE—| Tk #0010, 100, 300, 900, 1800 | X T D5 EIZ 3\ T MEHR L
TV % MENR ] 1k pofizE 4 BT B LR -T2, SR T
8 1l 10, 7L<y IIEERIEREMOIERE N2 BN
77
@ DMEZR RO R KIETEE (v N, A X, invitro) ™
BRI Bt iﬁ“g PR R
THBERR /8T A — & | il X | $#RA |50, 150, 450mg/kgiv | MENIREZ HE&EK AN L (KK
Ko OV W), 25 4 AE ~ i (5 43RIEAN ; 2.6mL/kg) | EM 1&5?&5 TITH B, 20 3tk
DR 4 1) IZI3sEalcmE) Lz, 450mg/kg
TONHMECHEEZD R WK TR
BT, oM, BEIZERT S
AT BRI T2,
L RF S 2 AOMBEPEEIL 50,
150 2 1) 450mg/kg % 5-#% 45 5y T
ZFNZh 57.8,208 %X 634 ug/mL
ThHol,
Jifti Bh R JE & MLk S | BERREEA X | $FARPY | 0. 450mg/kg (5 43 8 LL | EIARIEIC B B — Iy 7 B/ (3%
T A=K i3 +; 45X1180mg/mL) 51% 5 i CORER). TriREIR
5 JED E&H (20 2[R K OMWAEL
O (15 /r[Feke) MBA LI,
s A b,
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e BT ﬁg BB e
T LA RY —IT & | EHE X #O |0, 150, 300, 600mg/kg | 150 & OF 300mg/kg CT:OMAE &L UV
DI, BN M (Fe5mkE ; 3. 2 U2 B | Bz L, 600mg/kg Tl
L XIRAE % 34l i) DO KL QT IZBT KT
NH bz, QTe [ITMERL,
150, 300 & U* 600mg/kg &5-% D
MAEF L _F T v LBETZR
Zi 160, 303 X507 ng/mL, =
7=, Mg LO57T BEIXZTLZEN
3.31, 4.84 X1} 5.78 ugeq/mL,
T LA R U =T KBRS | RN | 75, 150, 300, 600mg/kg | 150mg/kg £ TOFG THEIIHL D
DI, OEEL Y| MR N7ehnoi-, 300mg/kg CTlag KN
LEERIBE % 3 4 600mg/kg %5 THRM:-23 7 & 1 7=,
N V= ST S 02 B Nl S O
600mg/kg TD PR [Hk#E D 4EHE & BY
L., 4 BEREIE E R Lo, iED
RIEIZEAE TRICN—2F 1
WZEIET 5728, 63% LA L=, QTe
BT Iz, 8512 L28BIIH5
o,
DG B AL fitt4 X7\ in |0, 100, 300, 1000 zg/mL| 1000 ng/mL FTLXF T & & A
VRV vitro | RTWRIR - dl-Y Z v — v 1L, FF o niiiEic BT AIEENE
HE 8 Mk 50 umol/L DL B E RS 2o T, dI- V%
CefHR, L 7 — /LT IE BB R (APDeo
FIEH A KOV APDgy) OIEREZF|&iEZ L
% 4) 7=
i/t R B A X in |72, 72, 144mg/mL 72mg/mL LL O EIZ B TR
K OGR MERZEHEHE ik vitro K OV ARG BE oo b 73 ONC R L ER
5 BIRROK FAH LN,
MRS B B Y b bk in  [0.1,3,10, 30, 100mg/mL | AR MLERIZ %9 5 EHIE 30mg/mL @
IRIMERZS T BE BM24 | vitro BEEFTHELNLE - T2,
ot 4 4 100mg/mL C. FRIMERZEREIFE T
M HERIM L. BERICEN LN, LT

7% % LjEE 50~500mg/mL T
X, b MM E DREFNCEETE D

REE Y EH LT,
@ WLERRICKIFTEE (invitro, T v b, =T RA) ¥
AR i | T B Ty
IfEsE Izt % e in |0, 10%mol/L. (170ng/mL) | #F 1L KR OT 2 =& M ILHEIZ x5
K OCWAMEFEIRE| £y b vitro | ~10"°mol/L (170 ug/mL) | 5272 L,
1EH =) AFEFE T T 2= & IS & B
P L7z,
15 {51
ER(EaR)A Zv b | +Z48 |0, 5.4, 54, 540mg/kg |540mg/kg T KWK T L=, B
(H4 ARG ER) i3 N BEEERIIA BN T,
10 %l
R A HG L RE AR <~ A | QA |0, 5.4, 54, 540mg/kg | B EENCHE L L,
T
10 51
SRR RIE TR (T h) @
BRI B ﬁg PR (mg/ke) R
JREK NIREME| 7> b O |0, 5.4, 54, 540 JRYEM BT L, B N OVR
K OVE | O HEE Pl HYEIZH SR8 L,
8 151
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(3) ZDDEFEEAER
HIX R ICXT T 2 2 OMOER (v A, v K)
7 b @ Morris KEFERERIZIB W TRAERICEEZ KT ST, v—F—nr v Nl CllEE e
B E RIS o T, Flo, PREEIRT » MW TR REIER 2~ LT,
D WEERE~D %2 (Morris 7k37|$ftké‘iﬁ%ﬁ) (7 v k)
EFZ v N (B 10~12 ) 128 T2 LT 7' & AORBMEREIC 3T 2 8 _ou\ﬂfaﬁb
e A LRFFTEH L (17\ 54, 170mg/kg. ip) 1% 170mg/kg (23 T ZE[FRENIZ
[ERERFRIC BB % B 2 e o T,
@ EIBRE~DHE (m—F—a vy FRER) (w7 A, Ty k) ?
L AR_F T AN (54~1700mg/kgip) %ﬁ&vr?x (FRE10H)) ot L —%—va v Rakbk
FEELZEZA, B—F—n1 vy NOEBEEIZITHEIZEO bR o T,
L RF Tt H A (54~1700mg/kg 1p) ;ELHZE7/ N (BEES ) Itk E L, ERRo~wuxEH
WEERBR EFRIBRICRHMM L7 & 2 A, m—F—ua vy ROEEEEEIZIZIERSRD Lot
@ HRRAAREER (Z > b)Y
7w ~ (M, Wistar &, 10~15 i) OHRNENRZ K54 LT 90 Z7 [ DR kA& O % s L,
24 W I &2 B L CHEEROREIZW[E LI, LXFTEHX AL 5.5, 11, 22 KD
44mg/kg OHETREIMO 30 /RN EENE G325 L4z, 1.25, 2.6, 5.1 & O 10.2mg/kg/ K
M CHERENICER i 5- LTz, LARF I8 & AdkmHE RIS A X% 33%(K T 1, kil
RAEMER RO BTz,

2. EMHHAR
(1) HREKESEEHHR (v b, 4 X) @
7 v b TIX 2500mg/kg TARZEASLT. 5000mg/kg THIEEENE T, FIR, RLEEHIT. MENHE
BRIz,
A X TIEEM, FREREIRIE & OUKER(E2Y 2400mg/kg TH L LTz,

; = ABEmS D B st
Bl L5751k G (mg/kg) (mg/kg)
7or % 0. 2500, 5000 >5000
(A5 HEHERESS 5 B1) ’ ) )
= .
e BEHERES 1 1) ) 0. 1200, 2400 (4 FFRIHIRET 2 43l >2400

(2) REHRSEEHRE (v b, 4X) P
7 v b 13 BRAEE G- EERERTIE 200mg/kg/ A BEO I CRBIZAS TILE & ZAUTPE S AR
BORBBEE OB BO iz L, BEMEEIL<200mg/kg/H &E 2 Hivz, BliEOPT RIX
b MZBT 2 mEEER 72 < | 1800mg/kg/ HIZ3\ THEEF O % £ o 7o (R EHE N o Pk H)
DMERECTH BT Z 2: 73 b, b hOAMNFMEZBE L7 MR 600mg/kg/ H & & 2 bz,
Z > b 52 BER G EMEREECIX. 7T0mg/kg/ A CEMEETHEBECE(N A LN EN D,
MEMEEILI<TOmg/kg/HEBZ X b, BOFAITE Mk T 2HEFHERN 2L,
350mg/kg/ H LA ECREIR, 2R K OB IR 72 ENA LT Z &b, B R ~OFMF é%%ﬁ% L7z
MBI TOmg/kg/ H & & 2 BTz,
A XD 13 BRAE L 53 MERBR Cld, 400mg/kg/ B THIJME T R ONEBG N A Lz Z & n, HBEE

203 1833mg/kg/ H THH LB L bivlz,

A4 XD 52 WEHRGHMHRER T, RNEE/HEBITHA LN > T2 Tomg/kg/ A N EEME R &
EZ B,



| IX. FEBRRRBICBIT 2
B B 5 7k B (mg/kg/F) (fifa)
(%ﬁ%@;@f% g | 0 18R |0, 200, 600, 1800 <200
(%ﬁéﬁé@fzo g | &0 523 |0, 70, 850, 1800 <70
Cptitsin s gy | 7 18I [0, 183, 400, 1200 (4 HEMIMINC 2 NI ') 133
(%ﬁiﬂ;zg%zxﬁu) #&r 523 |0, 75, 300, 1200 (2.5~3 ME[HEIERGE T 2 /EI#5) 75
(3) EIEHEMHAER (nvitro, TDR) ™
ABRIA E B FE 55k h&E e
M 2 OV IRERE R | 2R XIF 7 AEK WK | in vitro 0. 156.25, 312.5, 625, | [&fk

BR

(B HEMERESS 5 1)

5 il 1250, 2500, 5000 1. g/plate

~ U2V T r—<tk#HB | v RV T p—< in vitro 0. 625, 1250, 2500, i
5000 1 g/mL
i 2000, 3000, 4000,
5000 u g/mL

~ U AEHHIN A AV /ME | CD-1 %R~ T A O E[E | 0, 10017mg/kg fatk

(4) BARMERER (XVR, Ty k) P

wh B 50515 ¢ 511/ #eh& (mg/kg/H) e
~ A i gm! 104 A 0. 1000, 2000, DA AR B 7
(B HEMERES 60 1) 4000/3000% Motz
7 v b TREH 104 FH R 0. 50, 300, 1800 DAFMEE AR B 7
(& FEMERES 50 i) Mol
MAEFHORAICEI Y, 4583 HE»SHAE% 4000 7>5 3000mg/kg/ HIZAETE L CTH 5 L7,

(5) ERERESRMHRE (v b, 989F, IUR) W

- &5 B b .
RERTE H i ik B 5 (mg/kg/ A) PR
RELAT, AEIR K 7> k B | HE - ASBCET 63 A~ |0, 70, 350, 1800 | B & O — %k T Ml VT
ORI 530 | (B TR il ﬁLEd}S‘(UHjE x4 %
Bk 30 f31)) M - ZZBECRT 14 A~ ML 7T0mg/kg/ H T
AR/ bdEEZLNT,
19 H/53 W% 21 H
iR« BRI A~ 7>k O | FE 6~15 H 0. 400, 1200, |REMWO—EFEICXT
DOREBIZET 5| (K8E25~33 3600 #EMEIT 400mg/kg/
RBR 1) EES R ik ot
4 % MEEME R 1200mg/
ke/HTHBHEEZLN
77
R« R T AE A~ AVAES o |k 6~18 H 0. 200, 600, 1800 | F: B 1% 12 T 7~ D M H
ORBIZET 5| (KFE14~16 PEEIT 200mg/kg/ A ARk
HER #) ThHY., I8 BREEE
95 MR B X 200mg/
ke/ HTHBHEEZLN
77
s - BRI~ ~ A O | ER 6~15 H 0. 3000, (NNLT|LRF T H MFIANLT
DB T 5 | (58 25 f1) (CAV, 2w A =17 3al NN I =33l N NRVAVNY I =3 -3 nll N MLy AN AR 5 3 4
R VoL RS B) | &OFAD HLTHEABEERZ
HEER L 72 o T2,
HA AT R OV R 7> bk B0 | HEE 15 B ~43%t% | 0. 70, 350, 1800 | fEEh M (Z %t 3 % HEH M &
HBOREWNT | (FEE22~25 21 H £ 70mg/kg/ H., HAERD
BR ORI B 1) FEICHT D MmBEERIT
ERAERN 1800mg/kg/H TH 5 &5
Z b7z,
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(6) BEFTRIBIERER (Vox) ¥

EURZLE #5571k Feh I |58 (mg/mL) fEAR
A AR ERA H[m] 0. 15, 100 PR HIR A Ko OV BELHEL e 7 O R A 12
(FHERE 3 p1l) | A JEPE, BT BOTEBD b RATAE, £
AR 5 HFH 0. 15 ORI R OFEBAE bK< | &5

WE RO FEOFENIZE D
IR0l ENnD T RE

KIENED STz,
(7) Z0Hho4s%=MS
O PR (£rE > k) 9
RERTH H i WHHIE T
PURMRER | £LF > b 600mg/kg 8 5 [0, 2 WREBRAOBREGX | FURMEIEXR2VWEE XD

(ASA : FBEHES B, | 138 1 [\, 3@ FHE12 X viddE, | iz,
PCA : £8EME 10 6) | BAER 2 WEICT 7 4 7% v —UG
% 600mg/kg DFFIRINEE 512 X 0 #it,
A AT UM IE T A O Mk EL, BEAE
oo LN HiE % A7z PCA
T ONHR I EREEEE St % FEhtE, SN 7 v
I UEBHERIBE T D,

ASA : REENEFMT T 4 TX L —, PCA: ZEWEET 7 4 T X —

@ fIEBIERR (5 F)

FRERTE H i e 050k | B B b it
)% F R A & 48[ | 0,50, 300, 1800mg/kg/ H | fapEmttixeh o7,
B (4 e

% 10 f51)

@ BEMEOMERKTHER (75 )

RERTH H i Be b5 51k | %510 e h & AR
BEIEDOE Z v b eyl HiE | 0, 4800mg/kg | L RFTFE X AlTasrIs s
FAREFFaRBR | (A HERE 2 f1) a7 ) CEANEBEEMND

BELT, BlificasrIrzuas
a7 ) roOEEEGEEZT

LEZ NI,
7 b | H[E |0, 75, 3800, | METIXRIRAE MY 2 &
(& BEMERES: 6 1200, IR AT PE O & BLAE JE K OVER i
i) 4800mg/kg THROLN, arIZvrrur

U v E X 1200 R O
4800mg/kg/ H T L T
0. WFICHBEMENRA BT,
METIZ NS DELITERD
o,

7 v b Z v M AJRMERER S D8k S Te | HETIZEALRAE O S2-S3
(B HEMERES 5 | B GRHBRER (Y 1800mg/kg/ HEE) | fLlC arIZmruar Yo
1) OBEHEOAE T v v 7 OU I | EFENRO Sz, MW T
I ruT Y KT HRERE | 1L arIsr a7 Y UV ED
A% i Lz, N % =3P RS A B A7 s

ST,
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@ RFERR (7> b, YL) 56)

AR B HrE | 5 HE | 5 h&E R
IR AR Z v bk i) 40 HFE | 0,200, 600, 1800mg/kg/H | 1800mg/kg/H £ TDOH &
(BHEHE S THIRBPMKAEIEZTERL L
1) RN ERRENT,
Hv %14 Hi[A] 50, 100, 200mg/kg ITENRIR e OVBRAT R &
(B 1A | FRARM W o 7o AR AR SR AR H LT
B HEMERER P VSR Bl /B A [ D
1 1, 100mg/kg LI _E o B ol #
248 RN 5121288 b=,
BFEMERES | 240 1 0. 4. 8. 16mg/kg/infusion ® H &5 | 8L BILZR O SN 72
2 f5) 16mg/kg/infusion M T 4 KM 2 BH | o7, £7o, @filEG%0
R G-% D 4, 8. 16mg/kg/infusion M H 4% | IBFIERIT A SN0 >
5 7

® SEBHYMOMEERR (7> b 4 X) 7

AERE A ETE B 5075 | Be 510 55 e
I N o Hi[H] |0, 300, 1000, 2000mg/kg |FETS. —fikfE, KE~D
Bl 535 (4 B#D) WD D VIXH T R

(WM AR B LRI,
MR- 5 151, 7M™ |0, 450, 900, 1800mg/kg/ H |/ » M | M B X
7T AR 450mg/kg/ H |, WD M
MERES: 64 1)) 1% 1800mg/kg/ H & %&

Z BT,
A4 X & Hi[A  |600, 1200, 2400mg/kg | M o ¥ ¥ B X
(3 M) (4 BEFEIEIRG C 2 &l 5) |2400mg/kg # B2 HET

(Hi[E] « &7 BTz,

WERER 1 151, 4 A |0, 600, 1200, 1800mg/kg/ H | EI1E 1800mg/kg/ H
43R - AR (4 Bz 2 5EBE) [ Thor B LN,
B4 3 f51)




| X, ‘B FEICET 55 |

X EBMEEIEYTZEA
1. RHEXS
B H| A — & T Y 500 mg AL ST EEE SR
E) EE-EMESEONMTEICLVERTLZ &
HEhSY - LRF TR LA
2. B3HAME
A =47 Z ML 500mg 30 » A
3. AERETOETE
%/mﬂl%ﬁ
4. BIRWVEDEE
HEEN TV
5. BERITEHM
BEMTERLTA R A0, <TVOLEBY : A0 (HAGE, #58)
6. B—R7 - BhE
[l —hm 3 . o —4 7 F8E 250mg « 500mg,  —7 77 R4 1 v~ 50%
7. EEESEHRHE
1999 4= 11 A 30 B CKENZH T 2 HEAGEA A)
8. WERFGARIBEAARUVRRES. EMALENFEARD. REMABEAH
RS AR 7E AR . SRAG MU AR 7e BR A
B 5t FREiR=
. A A et A A
e
L 500mg 201447 H 4 B | 22600AMX00747000 | 20154 11 H 26 A | 2015412 H 1 H
9. BEEX(IMEEM, AERUVAEZEFENEFOEABRVUZTDAR
—IFICR OB 5N TERWEBEIZRBIT S, FTRlOBRICHT 5 LT 7' & A0 A oOREFRE
TAMAEEDOERDHE (CREEBREREIEEZETe) : 2015452 H 20 H
DT ANAIR TR RENRD SN T ANABRE OREFEIEICHT 2P CANAIR L
DOPFHERE - 2016 422 A 29 H
10. BEEERR. BiIMEREEAREABRUVZTORE
EARANA
1. BEETHM
—IERICR OB EN TERWEEICTBIT S, TreOBEEICHT 5 LA_F T 1 & L5 0 8F o RIREE
TAMNIEEOERDFE (CREERIERIEEZET) © 64 (201447 H 4 H~202047 A 3 H)
OB TANAIETHOBREENRD SR T AN ABE OBE B TRIEICHT AP TANAIE L
DOOFREE - AR (2016 22 A 29 H~20204 7 A 3 H)
12. RELMGIRICET 51EH

AN, B (HDVIFIRE) BIRIZEET 2 HIRIZED STy,



13.

14.

| X, ‘B FEICET 55 |

£FEI—FK
. - L | AT AR | ERER S a— | LT b
W54 HOT (13#7) &= B o o (YJz— 1) Ea— |
— ° S g pE
1777 RERE 1230840020101 1139402A1025 1139402A1025 | 622308401

500mg

RIRHAHA LDITE
LR
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FHNETOHRFTIKR
LARFZ &4 A1 1999 F 11 AIKERMEIKME (FDA) L0, 2000 4 3 AIZAA ZOBHIY R LD .
2 2000 4F 9 AIZIFRMN ST (EMEA) X 0 7&GRE 7z, 2020 4 2 ABIFE, UCB TIZKE, BN
49 OEIIHIR CLRF T8 & LOKRBEAT D, 2B, MORECKHT 2 0HEE, SR IECK
T 5 HAERE., REFAEREICKH 2 BB T DAL OVNE Cowd NI ARE TR 5,

BES (EU) MOKENZRT D &GRNL (2021 4 3 A BIfE)

A -

%1 AU LEOTADAERE
2R DR HEAE

Hir ek WR7E4 ZhRe I3 R AEROHE ORI ACRAE R
RN Keppra AL 16 Ll T4V ha— NEE
HE AT E BT SITZ 165 |+ 500mg/ B 22 HBHAA L, 2 W12 | 250mg &E

PULEOBEICBTHE5FME (2| 1000mg/H (REBEHE) ~HE | 500mg 5
I OF A D7) * K 3000mg/ H £ CHAR ] 750mg &
PR 18 LA I 1000mg #
cAEBLI AU LEOTADARE | 12~17Tr (KE 50kg LLE) OF4EH | (2000 4F 9 A)
WZBT B FAE (kAR | - 181X 1000mg/ H 2> 5 BA4E 100mg/mL AR
{LOF A D) « K 3000mg/ H £ CHAR ] (200343 A)
c 12 MU EOFEI A T u=— | EH6 v A~ E e TR @
TAPVBEICBT D IF7 | 12~178% (KE 50kg £ 500mg/5mL
1 =—%AE - IR 20mg/kg/ H 2> 5 BilkA (2006 4= 3 A)
< 12 L E ORISR TAD | - Kk 60mg/kg/ B £ THE Al
WBEICB T HMERNIEE | £4% 1 5 H~6 5 HEREO/NE
< VBHRIT 14mglkg/ H 7> 5 BAAR
- B K 42mg/kg/ B £ CH &R A]
XK[E | Keppra A K OVOFH %A 16 LA L T 43— NE

- V61T 1000mg/ H 7> 5 B4R
- HESEE v FH R 3000mg/ H £ THET]

4~16 AT

- JBHEIE 20mg/kg/ B > S BAG

- HESEF H1E 60mg/kg/ H

- {AH 20~40kg O/NEHEEIZ Keppra
BEA 5T 254 1RFIL 500mg/ H
D BAAG, R A 1500mg/ H

« IKEE 40kg O/ NREFEIZ Keppra §i
ER5T 585 - 16EIE 1000mg/ H
D BEAG, SRS A 3000mg/ H

1% 6 o A ~4 A
- IR 20mg/kg/ H 5 BtA
- HEZEF BT 50mg/kg/ H

EH% 1 H~6 5 R
< R 14mg/kg/ H 2 5 BtA
- HELE M BT 42me/kg/ H

BE AR

<12 UL EOEFEI A s n=—
ThAMNAVEFEICBITSIA7
0 =—%AE

12 el E
- 1R¥E1T 1000mg/ B 7> 5 BAtA
- HEZEF 13 3000mg/ H

DAL
© 6 MLl ORISR T AN A
BB B IR TR R

16 i lh b
- VB91E 1000mg/ H 7> 5 B4R
- HEZEF 13 3000mg/ H

6~16 A
- JEHIL 20mg/kg/ H 7 5 B4R
- HEZEF 1T 60mg/kg/ H

250mg $E
500mg G
750mg HE
1000mg %
(1999 4F 11 A)

Ml »
500mg
750mg
(2008 /£ 12 H)

100mg/mL PNARIE
(2003 4E 7 H)

FRiE A @)
500mg/5mL
(2006 /£ 7 A)

a) FIEAERANL, RORER—RNICRERSGEOAREELE LTERIND ERINES TIE 4 B LOBEFD
A, AEAKOHEE, AL 100mL O@EURAFIK THR L, 15 2T THIRN~EAT 5,
OGO RN, U OHA~OEI D B2 bERHE~ORGH R LITI> 2L T34, 1 FHEED
PR T 5 2 ) L ENTV S,

b) &EED 2020 4E 9 HEBHEOKREIGIE [12 LA EO TADABEICIIT DERRIE AL OPHRRE) | OF, =
NWETORAF (7 4V b a— MERONIRIR) X1 B 2 BSEHEREICR L, BBEET 1 B 1 EHRGORF L7 5,
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ARIRNZF1T DRI R L OCHIELOCHEIFLL T L0 TH Y | SMETORGIRIL & 1382 5,
4. FhEEX IT%h R
—HEAICR OGN TERWVEREICRIT S, FTRROBRICKHT 5 LA_F T & L8k 0 JE oL
OTAMNIBEEOESFME (CIREERICEIEL B T)
OO TANAIK T REFENRD 5NN TADABRE OREBACEIEICT 25 TANAK
& OOF R
6. HiEAOH=E
LARF T X AORAZRGDOAFNCEI 0 B2 D546
BE, VLRXTFIEXAROBELERT 1 HHEEOEGREEIC T, 1 BIE% 15 00T TREERIRN
w545,
L RF T X AOROFGIZSE AR R 5 T 5548
A EE L. RAICIZLAR_RF T X AL LT1 H1000mg 2 1 H 2 [ENSA T, 1EEE 15 470F T
FRIHEARNEE S35,
AN EE . 4 EO/NRIIZLR_RF T2 AL LT 1 H 20mgkg 2 1 H 2 FNSHT, 1 EI&EE
5 53 CRTEERIRNE 595, 72720, IRE 50kg LA EO/NETIE, BN & A CHE - A
BEErHAWLZ &,
WTNOHFAICBNTH, JERICK DV EEEHTE 22, 1 BREERGELOWEFEIUTO LBY
ETBHz Lk,
B s BN TR 1 B #5203 3000mg i 2 72 b & Lo HElE 2 B EoMREE HIT T 1
HAZE L T1000mg LT3 2179,
IR AL EO/NRTTIT 1 B ER G5l 60mg/kg #2202 & L L, HEElT 2 B EORM
AP T1 HAREE LT 20mgkg LA F9° 2179, 7272 L, KE 50kg LA EO/NETIE, ik
ANERUEGEEHNDZ &,

2. BHCHITHERZIEFR
(1) EmICET iBsE®R (FDA, A—R +3 U725
KINCB T R EDOE ZE2ATLBE AT LR 19.5 111F]1, 19.6 RELIF] OHEOLHEITILUTO
LBV THY, FDA CKENRFICE), A=A P T VT E I3RS,

9.5 Il
BEd SATAERR LT\ D ATREPED & 2 ZeMEIZIZ BA R D L 9 72 U 2 7 228 LigiR LoF NG
etk 2 EA 2D LW SN DG EICOREET 5 &,
B RMZBWTC, BIEFIZLARF T2 LAOMPBEMETLIZEORENRHD, HF3 FU A
AL —HMIZ % <. K THIERTD 60% & 7272 & OWERH 5,
© Ty MZBWTREBITENRD LTV 5,
- BERICEWNT, 7y hTiRE boOgERE L RRRELL EOIREE CERA L OREOF
KB ORI, RERIE, RO EREMMBRO b, VX Tk, & h~DRERD 4~5
5 OBREFE CIRESE, BAS S OB L QT EOBMAED 5T\ D,
9.6 ZH.Im
1B EOBEMER ORARBOARELZBE L, BALOMG UIF L 2T 5 2 &,
b R FABITTD 2 EAME STV D,

fH il BLAN A

KENZ IS D Usfr scE 8 USE IN SPECIFIC POPULATIONS
(KEPPRA (levetirace-

tam) injection, UCB, 8.1 Pregnancy

INC., 2020 49 H] Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes

in women exposed to antiepileptic drugs (AEDs), including KEPPRA, dur-
ing pregnancy. Encourage women who are taking KEPPRA during preg-
nancy to enroll in the North American Antiepileptic Drug (NAAED) preg-
nancy registry by calling 1-888-233-2334 or visiting
http://www.aedpregnancyregistry.org/.
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Risk Summary

Prolonged experience with KEPPRA in pregnant women has not identified
a drug-associated risk of major birth defects or miscarriage, based on pub-
lished literature, which includes data from pregnancy registries and re-
flects experience over two decades /see Human Data/. In animal studies,
levetiracetam produced developmental toxicity (increased embryofetal and
offspring mortality, increased incidences of fetal structural abnormalities,
decreased embryofetal and offspring growth, neurobehavioral alterations
in]offspring) at doses similar to human therapeutic doses /see Animal Da-
tal.

In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Clinical Considerations
Levetiracetam blood levels may decrease during pregnancy /see Warnings
and Precautions (5.10)].

Physiological changes during pregnancy may affect levetiracetam con-
centration. Decrease in levetiracetam plasma concentrations has been
observed during pregnancy. This decrease is more pronounced during the
third trimester. Dose adjustments may be necessary to maintain clinical
response.

Data

Human Data

While available studies cannot definitively establish the absence of
risk, data from the published literature and pregnancy registries have
not established an association with levetiracetam use during pregnancy
and major birth defects or miscarriage.

Animal Data

When levetiracetam (0, 400, 1200, or 3600 mg/kg/day) was administered
orally to pregnant rats during the period of organogenesis, reduced fetal
weights and increased incidence of fetal skeletal variations were observed
at the highest dose tested. There was no evidence of maternal toxicity. The
no-effect dose for adverse effects on embryofetal developmental in rats
(1200 mg/kg/day) is approximately 4 times the maximum recong.mended
human dose (MRHD) of 3000 mg on a body surface area (mg/m°) basis.

Oral administration of levetiracetam (0, 200, 600, or 1800 mg/kg/day) to
pregnant rabbits during the period of organogenesis resulted in increased
embryofetal mortality and incidence of fetal skeletal variations at the mid
and high dose and decreased fetal weights and increased incidence of fetal
malformations at the high dose, which was associated with maternal tox-
icity. The no-effect dose for adverse effects on embryofetal development in
rabbitgs (200 mg/kg/day) is approximately equivalent to the MRHD on a
mg/m’ basis.

Oral administration of levetiracetam (0, 70, 350, or 1800 mg/kg/day) to
female rats throughout pregnancy and lactation led to an increased inci-
dence of fetal skeletal variations, reduced fetal body weight, and decreased
growth in offspring at the mid and high doses and increased pup mortality
and neurobehavioral alterations in offspring at the highest dose tested.
There was no evidence of maternal toxicity. The no-effect dose for adverse
effects on pre-and postpatal development in rats (70 mg/kg/day) is less than
the MRHD on a mg/m  basis.

Oral administration of levetiracetam to rats during the latter part of ges-
tation and throughout lactation produced no adverse developmental or
materpal effects at doses of up to 1800 mg/kg/day (6 times the MRHD on a
mg/m basis).

S0

F—=ART VT O
An Australian categori-
sation of risk of drug use
in pregnancy

B3
[KEPPRA (levetiracetam) film-coated tablets and oral solution, UCB
Pharma : 2020 45 8 A ]

53 . YE O . An Australian categorisation of risk of drug use in pregnancy

B3 : Drugs which have been taken by only a limited number of pregnant women and 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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(2) MNRZFICEHT HEEH

KN BTHHEDE REZATHEEICE T ER 9.7 /MNRE] OHOFTFHIILLFTOLEBY TH

0. BILGES (EU), KEOWRMCEL TR D,

9.7 /N5

9.7.1 MKHAREROIH AR Z x5 & U BRRBIXEWN « ok & HICEf LTy, FLIEX
I 4 AR DS 2%t G & U7 [N ERRBURIL I L TV 7Ruy,

9.7.2 /NRBE OIAFAEITTT 2 HARIEIZBE T 2 BARRBILEN - Mo & I ML T,
[8.5 & ]

HH i RLA AR

MMES (EU) (28 | Add-on therapy for infants aged from 6 to 23 months, children (2 to 11 years) and
I % B SRR adolescents (12 to 17 years) weighing less than 50 kg

(Keppra
film-coated tablets, The initial therapeutic dose is 10 mg/kg twice daily.
Keppra oral solu- Depending upon the clinical response and tolerability, the dose can be increased up
tion, Keppra con- to 30 mg/kg twice daily. Dose changes should not exceed increases or decreases of 10
centrate for solution | mg/kg twice daily every two weeks. The lowest effective dose should be used.
for infusion, UCB Dose in children 50 kg or greater is the same as in adults.
Pharma SA, 2021 4=
3 H) Dose recommendations for infants from 6 months of age, children and adolescents:
Weight Starting dose: Maximum dose:
10 mg/kg twice daily 30 mg/kg twice daily
6 kg @ 60 mg (0.6 mL) twice daily |180 mg (1.8 mL) twice daily
10 kg @W 100 mg (1 mL) twice daily | 300 mg (3 mL) twice daily
15 kg W 150 mg (1.5 mL) twice daily | 450 mg (4.5 mL) twice daily
20 kg W 200 mg (2 mL) twice daily | 600 mg (6 mL) twice daily
25 kg 250 mg twice daily 750 mg twice daily
From 50 kg @| 500 mg twice daily 1500 mg twice daily

@ Children 25 kg or less should preferably start the treatment with Keppra
100 mg/mL oral solution.
@ Dose in children and adolescents 50 kg or more is the same as in adults.

Add-on therapy for infants aged from 1 month to less than 6 months

The initial therapeutic does is 7 mg/kg twice daily.

Depending upon the clinical response and tolerability, the dose can be increased up
to 21 mg/kg twice daily. Dose changes should not exceed increases or decreases of 7
mg/kg twice daily every two weeks. The lowest effective dose should be used.
Infants should start the treatment with Keppra 100 mg/mL oral solution.

Dose recommendations for infants aged from 1 month to less than 6 months:

Weight Starting dose: Maximum dose:

7 mg/kg twice daily 21 mg/kg twice daily
4 kg 28 mg (0.3 mL) twice daily |84 mg (0.85 mL) twice daily
5 kg 35 mg (0.35 mL) twice daily | 105 mg (1.05 mL) twice daily
7 kg 49 mg (0.5 mL) twice daily | 147 mg (1.5 mL) twice daily

Three presentations are available:

- A 300 mL bottle with a 10 mL oral syringe (containing up to 1000 mg levetiracetam)
graduated every 0.25 mL (corresponding to 25 mg).

This presentation should be prescribed for children aged 4 years and older, adoles-
cents and adults.

- A 150 mL bottle with a 3 mL oral syringe (containing up to 300 mg levetiracetam)
graduated every 0.1 mL (corresponding to 10 mg)

In order to ensure the accuracy of the dosing, this presentation should be prescribed
for infants and young children aged from 6 months to less than 4 years.

- A 150 mL bottle with a 1 mL oral syringe (containing up to 100 mg levetiracetam)
graduated every 0.05 mL (corresponding to 5 mg)

In order to ensure the accuracy of the dosing, this presentation should be prescribed
for infants aged 1 month to less than 6 months.
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Hi i RN A
KENZBT DAL | Pediatric Patients
hE 1 Month To < 6 Months
(KEPPRA (le- Initiate treatment with a daily dose of 14 mg/kg in 2 divided doses (7 mg/kg twice

vetiracetam) injec-
tion, UCB, INC.,
2020 49 A

daily). Increase the daily dose every 2 weeks by increments of 14 mg/kg to the rec-
ommended daily dose of 42 mg/kg (21 mg/kg twice daily). In the clinical trial, the
mean daily dose was 35 mg/kg in this age group.

6 Months To <4 Years:

Initiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). Increase the daily dose in 2 weeks by an increment of 20 mg/kg to the rec-
ommended daily dose of 50 mg/kg (25 mg/kg twice daily). If a patient cannot tolerate
a daily dose of 50 mg/kg, the daily dose may be reduced. In the clinical trial, the
mean daily dose was 47 mg/kg in this age group.

4 Years To <16 Years

Initiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice
daily). Increase the daily dose every 2 weeks by increments of 20 mg/kg to the rec-
ommended daily dose of 60 mg/kg (30 mg/kg twice daily). If a patient cannot tolerate
a daily dose of 60 mg/kg, the daily dose may be reduced. In the clinical trial, the
mean daily dose was 44 mg/kg. The maximum daily dose was 3000 mg/day.

For KEPPRA tablet dosing in pediatric patients weighing 20 to 40 kg, initiate
treatment with a daily dose of 500 mg given as twice daily dosing (250 mg twice
daily). Increase the daily dose every 2 weeks by increments of 500 mg to a maximum
recommended daily dose of 1500 mg (750 mg twice daily).

For KEPPRA tablet dosing in pediatric patients weighing more than 40 kg, initiate
treatment with a daily dose of 1000 mg/day given as twice daily dosing (500 mg twice
daily). Increase the daily dose every 2 weeks by increments of 1000 mg/day to a
maximum recommended daily dose of 3000 mg (1500 mg twice daily).

KEPPRA Oral Solution Weight-Based Dosing Calculation For Pediatric Patients
The following calculation should be used to determine the appropriate daily dose of
oral solution for pediatric patients:
Daily dose (mg/kg/day) x patient weight (kg)
Total daily dose (mL/day) = ----===-========mm=smrmmmmmm oo
100 mg/mL
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1. ERF - REXIRICER L T, BRRHIZT 3 ICH-> TOSHFR
(1) B
LR

(2) BRiE - BAMRURERSEF1—J05EAEKE
BRI

2. ZDHOBEEER

[4—’7' 7)7“\/&*%/35 500mg iﬂﬂ:&&@ﬁﬂ‘“&kﬂ:]

RAFTERE © @i N > ZIR v

%fﬁ@'%ﬁ\W@ﬁ%ﬁﬁ&@ﬁﬂ%?(%ﬁ:%l%dﬁ

AERIEE AL (BF, B, pH, &8 (BEEHZOEEZ 100% & Lz & ZDEEER) 1220 T, #l
TR Z &z 1 [EHAE Lto

BlEaE A —7 77 SEE 500mg 1 34 7L (bmL) OWEME FTROEK & LA L.

AR FERE © 2014 4F (5L D RRTEA M OIS AR 7o 2 1h 40 1R S IRs s D 44 )

(K. AZERUVHAEICET 5FIE)
PR P B 2R VIR

pH : 5.0~6.0

WL AL T35 8

WK EDERAEL
I .
O ii{;u% B Bl AIEDVER - pH Sk PRATHATH
- L ! K AR IR
(BAERIE ) (RRECELD) AW | LR | 3R | 6RGR | 24 REH
5 e 45! M0 A O — — — —
k%ﬁ;ﬁg £, 75 B
EBEEH 100mL L 550 pH 5.94 5.72 5.59 5.74 5.72
(REREETH)) o HIEE (%) 100.2 | 100.1 | 100.2 | 100.1
— 5448 maEmor | — — —
k%%m5/ B
5% K% 100mL 55 pH 6.09 5.77 5.68 5.74 5.73
(REREETS) o HIEE (%) 99.9 100.0 98.7 100.3
S 55w A I A0 Y5 B O] — — —
777 | 5 )
Y OPLa 500mL* 6055 pH 6.26 6.40 6.39 6.26 6.23
(REBEETH) o AR (%) 100.2 | 1000 | 99.8 99.7

—  BAEZ L VBN ol EEET,
* 1 MBSO TRRBR OS5I A E500mL L JEFI L 7=,
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RIFTHE W T A%

PRATFSRAE ¢ 28R, AR AT S R OGELYE ™ (BRE - 559 10001x)

AERIEE AL (BF, B, pH, &8 (BEEZOEEZ 100% & Lz & ZDEEER) 1220 T, #l
TEREH Z L2 1 BE Lz,

BB A= 77N EE 500mg 1 34 7L (5mL) ORNEWZ FROEIR LA Lz,

AR FENRE : 2014 4F (5L D RRTEA M OIS AR 76 21k 40 1R S IRE s D 44 )

(K. AZERUVRHEICET 5FE)
PR ¢ MEA PR B 72 SR
pH : 5.0~6.0
Mk mRLThoZkbGT52 L

BEREDEEEL
1] = .
%{Duii{;u% EE ELASEOMEL - oH Eﬁ%]ﬁ ' ﬁé{?/ﬂﬁ F'EIEJ
o = 3y - PR TS ey
(B3 R 2 ) RH3CELY) Bl A B 1EER) | 3EER | 6 BER | 24 KM
7 A — i 8 S8 (0 VEBR OYR — — — —
IR, B 100mL 5‘0:6 0 pH 5.01 4.88 4.97 5.07 4.98
(hoHEEE) o FEIEE (%) 100.0 | 100.4 | 100.5 | 100.0
AA v 8.4% P— a8l VR DR — — — —
BEARF FUSL 100mL 7 ‘0~;s 5 pH 7.99 8.02 8.08 8.10 8.14
(REREETS) T R (%) 100.3 | 100.1 | 100.0 | 100.3
20%~ > = h—/LEEHHK (YD) * J— sl RapAow | — — — —
D-vv=t—J 100mL ;“5;:; 0 pH 5.80 5.87 5.92 6.22 5.98
(B t) T | R (%) 99.7 | 99.8 | 997 | 99.9
K AT 2% - S48 WEENOW | — — — —
B HIL S LoKEN 100mL ;“5N7 5 pH 5.39 5.11 5.50 5.46 5.44
(RIS T 45)) R FEIEE (%) 100.0 | 100.0 | 100.3 | 99.8
;/Zﬂé/\“ 771 %ﬁf s e B HaBEmor | — — — —
%\: ;*_ / 'f:‘&; ﬁ%’& 100mL % 5.1 pH 5.13 513 | 514 | 514 | 5.13
finy=} SIAN EILHR/ NN
(R FRISE T 453) GRERE | e poae (o) 99.9 | 100.0 | 100.0 | 99.8
;/Zﬂé/\“ ;2 %ﬁf s e ML | EEEOR | — — — —
%\: ;*_ / 'f:‘&; ﬁ%’& 100mL #1 5.3 pH 5.31 5.32 5.33 5.33 5.31
[y =} SIAN SEILHR/ NN
(RS T ) GRERE | e pose (o) 100.0 | 99.5 99.8 | 100.4

— RAEE LY BB Rl L ERT,
* o 3FITE B U24RFHI R (ICI ) T BLABERNITHIEONT AR b lod, IR E Oz 7 v 7 Uiz,

R AFIOEFFEEOEE L, [14.1.1 AF|o 1 F#EEHE (500~1500mg) % 100mL DA FRAIETT.
HEEY N IE 5% 7 RUBHERK CART 52 &, ADNRTIE, BRATORRIEE 2 BZITHR
REOWEEZEZET L2 L, [7.15HK]

14.1.2 AL, EOITHEHT D Z &,

14.1.3 AifRte, B UIRETICBEMERD LG FEA L &) Thb,




(1 —4 75 Ri#EsE 500mg  FEF|E DEREZEE]

RIFTERE - Wit/ N > 7 /K by

TRAFSRAE - =R, ARV AT S L OHELE T (B« K9 10001x)

ABRIEE c AMEL (Bl EPME). pH, &8 (AAEROEEZEZ 100% & L7 & & DERMAFR) 2o T, Hl
TERHY 2 & 1 |AE L7e,

AR A =777 AT 500mg 1 /54 7L (bmL) ORNEW AR (REARIE, REWREK 5%, 7
Ty 7)) Oy TSR B VITEAUR LT, S bIZEAZ 1AM ARM LT, 7ok,
IR ETITILORGANT, 4% DR SCEITEVER L7k 2Bl e LT,

ABRSENE 2014 4 (Rih D IRIEA M OBE IR e 140 (3 RBR SE M iy AL D 44 )

(K. FERUVA=ZICET 5FEHE)
PR A P 7o VRS
pH : 5.0~6.0

A FHRL O bRETDZE

WAE (KEERT) LEHEDREEL

UR=N: ===
%{uuiﬁ;ﬂﬁ K B AHEDPEY - pH SABRIE PRAFHITH]
—fi% AR IR
— — GRCELD
(BLERE ) Wi | mg g | RHCEEY) BUAM | LEER | 3 W | 6 R | 24 WA
KGARTE P— 4N WAFEHOWE| — — — —
EEBER 100mL ‘4‘“5:8 o pH 5.94 572 | 559 | 574 | 5.72
(REEEET ) PR (%) 100.2 | 100.1 | 100.2 | 100.1
ARA 2V Img P— HEL | EEEWOR| — — — —
FELFUY 100mL| 1mL ‘2“‘3:5 o pH 5.72 576 | 5.75 | 5.712 | 5.70
(#H—=38) T BER (%) 100.0 | 100.3 | 100.0 | 100.1
F v 7 AT 20mg POy s i) MOBEHOW| — — — —
JO0+&3 R 100mL| 2mL ’é“6 9.6 pH 6.28 6.84 6.47 6.61 6.44
7 74) T g (%) 99.8 | 100.1 | 99.8 | 99.9
YNE 7 S EER 100mg S B~ Bl | EOBEROR| — — — —
m
hoL/BAYIL 100mL G 1) OB pH 8.25 8.23 8.29 8.30 8.21
(Z7A49=) 9~10  |gtEE (%) 99.9 | 999 | 99.8 | 99.8
v e % A48 VB O T _ — — —
Vv \\:' 7 7‘§%ﬁ 100mg g S8 (4B I DI
ErFRILFIrANIE 100mL 2mL a5 o 5] pH 6.76 6.75 6.81 6.77 6.76
IRFLFRUSL (1 2) 70~8.0 | s (o
(77 4 #—) 0~8.0 | gfr® (%) 99.8 | 99.7 | 99.7 | 99.7
T Fa rERK 3.3mg e I BAFEHOE| — — — —
FEHARYUYUBIATILF FYHA[100mL| 1mL ‘%“ONE 5 pH 6.68 668 | 6.69 | 661 | 6.63
(MS D) T BER (%) 100.1 | 100.0 | 100.3 | 99.8
m 2,
HREH— kA VILEHE 100mL| pH 6.19 6.34 | 633 | 620 | 6.16
NP T e i
i T3 FEIEE (%) 99.3 | 99.2 | 99.2 | 995
: A O — — — _
R 10 S - S MBI O
FIFERS Y FA LB 100mL| " 7 pH 5.18 523 | 527 | 522 | 520
(BELER) 1) | 35~40
mH AT (%) 100.5 | 100.2 | 99.9 100.2
J R« ~sSY U 1 FHA10mL e~y | ML | WEEHROKR) — — — —
AU SF RS L 100mL| 10ml. a5 pH 5.86 591 | 594 | 588 | 5.90
(Fr LK) 55~8.0 |mfrg (%) 100.5 | 100.6 | 100.9 | 100.6
77 AV o EH 0.25¢ gp, | HHE SMBL | REEIOR| — — — —
m
w77V oF B LKEY 100mL G 1) [EREXQL Y pH 5.49 5.52 5.51 5.51 5.49
(T AT 7 ABLEK) 5.0~6.3  |7fi% (%) 100.2 | 99.7 | 100.2 | 100.1




IR TE4 oSy S——— FRAT AR
FLESEOVER-pH|
A it | o Gsny | PRER o
T B g | (RAEcE AR = S S s
(B k) R R | Bl A& [IRAEIER? 1M | SRR | 6 FFRE | 24 WERE
ERAEZ U > 8100 1 o~ Y i S8 (0 VB B DR — — — —
FUELYLF RUS L, 1mL o
DA ot okt | 100mL G X e S pH 8.12 810 | 810 | 809 | 7.98
(Meiji Seika 7 7 /L~) 7.0~10.0 | 747 (%) 100.1 | 100.2 | 100.5 | 100.4
TS L0 AE | EEBHOK| — — — _
£, 75 B
BUBTA L UREE 100mL | 1wl | T pH 5.36 541 | 5.44 | 539 | 5.42
(MS D) | B (%) 100.0 | 99.9 | 100.1 | 100.0
= 2w RHHHE 500m we |memviow] — | — | — | —
§ & 10mL | HEOHHE
TYROYALUSY FEAVEE | 100mL | pH 7.12 6.98 | 698 | 699 | 6.93
. NN (F#1)| 5.0~75
(TR Y hrsRy) FRI7ER (%) 100.6 | 100.0 | 99.6 | 100.2
Hkif 7 V7 2 25%##E 5g/20mL WEOPDE| g gspmmon  — _ - :%sﬁﬁ;
[RER TR B L EHOIK
AfET7 LTS 100mL | 20mL | g sy pH 6.66 673 | 674 | 676 | 6.74
AR RR R A i R -~ -
(—REALEHRA H A MBI 6.4~T.4 | petrsz (%) 100.3 | 100.1 | 100.6 | 100.6
H A2 —PEsHK 10mg (A~ SMBL | EAEUO®R| — — — —
IFEFOY 100mL | 1mL | ¥ GEH pH 5.74 5.76 5.77 5.76 5.75
(7277 Z5ER) 5.8~6.2 | 717 (%) 100.0 | 100.2 | 100.1 | 99.9
VT v s ASUEHER 250 AE~BEEE | s | m@EHor| — — — —
g 10mL |OERE DB
FLHOEL 100mL Grp| KRR pH 10.46 10.46 | 10.46 | 10.47 | 10.37
(7T 0 VAIRATTA ) #9104 | BEIEE (%) 995 | 99.4 | 99.6 | 99.3
S5y M Pis! BAOFEHOWE| — — — —
Z V7% v ME 30mg 0
ISR 100mL | 20mL Somis pH 5.07 5.06 | 508 | 507 | 5.09
CHESTTES) R (%) 99.9 | 995 | 100.0 | 100.4
J UL —LEHE 250mg AEDLY o | EOBHOW| — — — _
5mL
T/ NLES—LF UYL 100mL G 1) [ESAFN pH 8.87 884 | 887 | 884 | 876
(/=T 7 =) 9.2~10.2 | Fhfrs (%) 99.8 | 99.9 | 99.8 | 99.8
LU TERHI 5mg Wi~k | SMEL | MEBWOW| — — — —
STEIRL 100mL | 1mL TR pH 5.42 5.42 | 541 | 542 | 5.44
(B b T2) 6.0~7.0 | F&AER (%) 100.3 | 100.2 | 100.3 | 100.0
RA AV HTE T50mg W~k | ML | MOAEHO®R  — — — —
RRTT= R VF FUSL 100mL | 10mL | fajEm pH 8.54 852 | 853 | 853 | 854
(=T 7—=) 8.5~9.1 | #Ef7K (%) 99.8 | 99.9 | 995 | 100.0
AV — AR 0.5g ?%%@@ﬁf%\ Nl | EEBROK|  — — — —
20mL | g
FPIS5—AF FUDL 100me, | 20l | BARXIER pH 10.53 1052 | 10.46 | 10.52 | 10.47
(1 2) | 10.5~11.5
(HET) (1 3) PEAEH (%) 100.1 | 100.0 | 100.3 | 100.1
K3 AR 10 S8 MABAOW | — — — —
H5HE 10mg p—
SHYSh 100mL | 2ml. | s pH 5.16 512 | 513 | 511 | 5.13
(T AT T ARH) T R %) 100.1 | 100.2 | 99.8 | 99.6
7L e Tk 250mg AE | EEBHOK| — — — —
£, 75 B
JI=hAVF RUSL 100mL | 5mL 12 pH 10.24 10.23 | 10.25 | 10.21 | 10.10
(K B A A HUER) P75 (%) 100.3 | 100.7 | 100.9 | 100.7

— BAER LR e 7o Z L ERT
ED ESEOEFMAK REREK) CTHlE
1£2) BlAmORMHARRE (RREHMA) THg
13) E2.5%RM (RHIL A T NV % AR IR > L T2 K ER)




W& (KIFEER5%) EXEFEDESEL

[ XIL_ffi* |

#il B g =5 =R
zkuui)i(;u% FE==N AN - pH ;iwﬁlﬁ . ﬁ%ﬁ,ﬂ;ﬁﬁﬂ
e e | as | aebscEry) | T PN i i i i
(LSRR 75 2 ) e | iloE | @ A E % 1WEf | 3WERT | 6 FERE | 24 KEfY
S R O, s M4 T B DR — — — —
j:%j@?f«« 5 /o‘ 4 5]
5% 7 Ko SE 100mL 5565 pH 6.09 5.77 5.68 5.74 5.73
(KRS T 55) A7 (%) 99.9 | 1000 | 98.7 | 100.3
RS g | mesviow | — — — —
‘J‘Xt//}: 1mg 0 ] .
FELFYY 100mL | ImL |7 pH 5.56 5.60 5.59 5.59 5.50
(55— =40 T I mE=R (%) 99.9 99.7 | 100.1 | 100.0
53 e S (A BB DR — — — —
7//7XE?0mg ] &
Jo4s K 100mL| 2mL |5 pH 5.74 5.75 5.73 5.75 5.70
(F774) T I mE=R (%) 100.0 | 100.1 | 100.3 | 100.4
VE 7 b 100mg g, | A~ B | mEENO®l | — — — —
m
AULIBHYYIL 100mL| o0 DU pH 8.24 8.19 8.22 8.19 8.16
(FZ7AYP—=) 9~10  |g&fER (%) 100.2 | 99.8 99.7 | 100.0
V)V e a—F 7R 100 , S (0 VEBR DR — — — —
9 : me 315 " '
ERRILFIANTE 2mL ; pH 7.26 7.27 7.24 7.23 7.14
- 100mL | .. A
IZRFLFRUSL (I 2) 70~80 |mress (o
(79 £ ) 0~8.0 |7E1rE (%) 99.9 99.9 99.9 99.8
TH K U ERK 3.3mg ] S8 (0 YRR DR — — — —
TAY ALYV UBBIRATILF R L|100mL | 1mL ‘%“0 a5 pH 7.10 6.81 7.07 7.06 7.00
(MS D) T R (%) 100.0 | 100.4 | 100.1 | 100.1
FEH A7 4 —7 1 100 Bl S VI DR — — — —
.. 5mL =RENL:i]
BREY— kA S LEE 10omL | s pH 5.64 5.62 5.63 5.62 5.57
(NEFEE G T3) T kR (%) 100.2 | 100.5 | 100.2 | 100.3
VR 7 10 nE | memEmok | — — — —
EHATY ImL | BaobEk
FOTERS Y RALABE |100mL| pH 5.16 5.20 5.18 5.18 5.17
(R JE ) T R (%) 99.8 | 100.0 | 99.9 | 100.2
IR e AR VR 1 BT g~ i s VR DR — — — —
/10mL )
~ /10m 100mL | 10mL, P pH 6.12 6.05 6.08 6.01 6.01
ARYUFRYILA 5.5~8.0 e (o
(% Fr U56) . . Bir (%) 100.5 | 100.1 100.0 | 100.0
€77 ATy o A 0.25g gp, |FHEBHE ABL | MEERAOR | — — — —
m
77V oF MU LKFY  |100mL G 1) A D5 pH 5.51 5.49 5.48 5.50 5.52
(7277 Z5ER) 5.0~6.3 |fER (%) 100.2 | 98.9 99.2 99.1
HEHEMAE 2 U2 8100 . 518 VR DR — — — —
" 1t~ i A !
TrEYYYF UL, 1mL s pH 7.92 7.89 7.84 7.82 7.64
R 100mL | . HEOBR
XYY ot kYLK (E 1) 70~10.0 .
(Meiji Seika 7 7 /b~) - O 5% FE (%) 100.1 | 100.0 99.8 99.9
PR UV 10 ) Fas:) W8 VB RA DR — — — —
A MV
BURTA L U 100mL| 1mL | °° T pH 5.42 5.44 5.40 5.41 5.34
(MSD) T e (%) 1000 | 99.9 | 100.1 | 99.9
T R m L AR 500 4x ) AT DR — — — —
Y {r‘fg“?gﬁ? Mg 10mL | AtoBE
TYRATALY5Y REAVEE (100mL| o) pH 6.97 6.88 6.86 6.89 6.72
(TR h¥xsir) T e (%) 100.9 | 100.8 | 101.3 | 100.5
- AN E AN " . . e 7 \é
NN /\25% HE MR ON D S8 Yl ( TEHE DTG _ _ _ ﬁl&% -
5g/20mL <% %] e L8 B
. . 100mL | 20mL §
AEFILT I OB pH 6.82 6.83 6.83 6.81 6.80
Q- <anbitENE R N ik Ti 2] 6.4~T7.4 | FfER (%) 100.0 | 99.9 | 100.0 | 99.7




il 2 =
ZEEDE;,‘]Z;L% R BLASEOEY: - pH — PRAFIYI
' o o | GRATCE T
(R IR ) s | mom | HEERY) BIATH | 1R | 3RS | 6 BRI | 24 FER
# A 4 — VA 10mg o~ sg | mesmowr | — | — | — —
IFEFOY 100mL | 1mL | #%#&aBEy pH 5.69 567 | 568 | 569 | 5.68
(7 AT T ARE) 5.8~6.2 |7EfrE (%) 100.1 | 99.8 | 99.8 | 99.8
) ) R A~ & ﬁ V%A 0)~‘4— _ _ . N
STy s A EREEER 250 R . BEPOW
. . 10mL | BOEE OB pH 10.02 10.01 | 10.01 | 10.02 | 10.02
7 oOEL 100mL (D) ik
N = N N = N ) e
(TTIIAIARTTAY) w104 |EEE (%) 100.2 | 99.9 | 100.0 | 99.8
509w A I (0 VEBR DR — — — —
A /_T\/}Z 30mg 4 5]
IXSKY 100mL | 20mlL 5015 pH 5.07 5.06 | 5.06 | 5.06 | 5.00
(FH3L = 3£ 8U358) R R (%) 100.1 | 99.1 | 100.0 | 101.0
) —rLoS— LR 250mg Sl DY S8l HE VR DR — — — —
I/ RLEE—LF FYSL | 100mL @;1) [ESEN pH 8.82 874 | 873 | 879 | 8.78
(/=T 7 =) 9.2~10.2 | #frk (%) 100.0 | 99.8 | 100.0 | 99.8
L P Smg Yok (a3 SMBL | MEEWOW | — — — -
STHEIRL 100mL | 1mL R pH 5.45 5.46 5.51 5.47 5.45
(B ZE L T26) 6.0~7.0 |7efrE (%) 100.0 | 100.0 | 100.2 | 99.7
KA R A L HEE T50mg 5y ~ B | mEERO®R | — — — -
KRIT= kLY F FUSL | 100mL | 10mL B pH 8.53 853 | 854 | 850 | 853
(/=T 7 —) 85~9.1 | A% (%) 100.1 | 100.5 | 100.4 | 100.4
. S 5 0);‘11 =] . . 5 VEA @H— N N N R
4R 0.5¢ oL (}(iing; 4 PRIH VBRI DI
S o pg byl Loomr, | 20 % B pH 10.01 10.00 | 10.00 | 10.00 | 9.99
. (fE2) | 10.56~11.5
(HETL) (I 3) BEE (%) 100.0 | 100.5 | 100.1 | 100.3
VR A BRI s | memmow | — | — | — —
Fvh %E,%ﬂ& 10mg 4 5] &
SHYSL 100mL | 2mlL 0858 pH 5.13 511 | 514 | 511 | 5.08
(7 A7 5 ARUHR) R R (%) 100.0 | 99.8 | 99.8 | 99.8
7L BT F L7 250mg ) Pl BEATFHA O | wbri H AT
MV
TJIZhAYFRYUSL 100mL | 5mL 19 pH
(K H AR AU i BRIFE (%)
— WA EB IO BEN 2ol Z b BFRT,
1) EAROEFAK (K&EHREK) Ciafit
1£2) EAEOIRMEME (B REHAK) CrafE
TE3) MEE2.5%IRIR (AKFN1/SA TV 2 TAHERNZIEE D LT KIETR)



W& (SO Tv0F) LEREDREEE

[ XIL_ffi* |

il 2 = e
zizu_uiz(;u% A= EOASEOPER - pH - PRAFHIM
(RS IRIE A iR | AR | ORcEEY) | T B | 1 WERD | 3R | 6 R | 24 mERY
S rF .y UV J— S8 MEEHOW | — — — —
ILEEY VSV 500mL ‘(‘;“0 {E; 5 pH 6.26 6.40 | 6.39 | 6.26 | 6.23
(REREET)) T R (%) 100.2 | 100.0 | 99.8 | 99.7
AL Ak Img . s |meswor| — | — | — | —
FELFUY 500mL | 1mL 23 (5 o pH 6.60 6.64 | 6.64 | 6.68 | 6.68
(#—=38) T R (%) 100.4 | 100.3 | 100.2 | 100.2
T ¥ v 7 A 20mg P— Al | EEEHOK | — — — —
JO+es 500mL | 2mL ‘é“ﬁ 06 pH 6.43 6.45 | 6.44 | 6.48 | 6.45
F774) T | BEER (%) 100.0 | 99.8 |100.0 | 100.3
VIVE Y N 100mg s e~ 1 B | BEEIO® | — — — —
m
AULIBHYSL 500mL | DN pH 6.94 694 | 7.00 | 7.04 | 6.96
(Z749=) 9~10  |#AfEE (%) 99.7 | 100.0 [100.1 | 99.7
Vb a—F 71EEH 100mg o S8 MEABHOWK | — — — —
. ‘o Fis 2
ErFRILFIrIANIE 500mL 2mL s ] pH 6.69 6.67 | 6.67 | 665 | 6.65
IRFLF YDA (% 2) ]
(7 7.0~8.0 |pfER (%) 99.9 | 99.6 | 99.3 | 99.8
77 R m L AEHE 3.3mg \ AL | MEERO®R| — | — | — | —
MV
FEYALY LY UBIZRTILF FYSL|500mL | 1mL 085 pH 6.45 6.48 | 6.49 | 650 | 6.53
(MS D) T R (%) 100.2 | 100.0 | 99.8 | 99.8
e — I MEEEHOWR | — — — —
ES A7 4 —74 100 _— b
HREH— kA LB s00mL | ool 0mss pH 6.35 6.44 | 6.31 | 6.33 | 6.29
CUhEFIRAL L3€) T R (%) 100.0 | 100.1 | 98.9 | 99.8
HSRH 7Y 10 S8 MOBHOWE | — — — —
AR ImL | EaomE
FTFERR Y R A ULEE soomL |l e pH 6.26 6.26 | 6.26 | 6.26 | 6.27
(R fE3in) T B (%) 100.0 | 100.0 | 100.2 | 100.1
J R« ~SY P 1 T HAZ/10mL I ~ s SMBL | MEEWOW | — — — —
~NRYSF RS L 500mL | 10mL PR pH 6.54 6.85 | 6.54 | 653 | 6.46
(Fr LK) 55~8.0 |mfr% (%) 99.9 | 99.8 | 99.9 | 100.0
77 AV aEH 0.25¢ s, 68~ P L | IEEEHOKR | — — — —
m
w77V UF R LKFIY 500mL G 1) A O pH 6.33 6.32 | 6.30 | 6.29 6.27
(7 A7 7 AR 5.0~6.3 | 7RfiE (%) 99.6 | 99.6 | 99.6 | 99.6
HEHRAEZ VU2 8100 o~ v sl | B | — — — —
FUELYLF RYS L, 1mL )
YESYLFRUD 500mL | B OB pH 7.14 716 | 715 | 7.23 | 7.15
HOxH o kY LKIY (£ 1) 70~10.0
(Meiji Seika 7 7 /L) ’ ) AT (%) 99.9 | 99.8 | 99.7 | 99.9
BT 10 P— s MEEHOK | — — — —
FURTA L UREE 500mL | 1mL Z\o 60 pH 6.30 6.31 | 627 | 6.28 | 6.24
(MS D) T R (%) 100.2 | 100.1 | 100.0 | 99.8




IR=] == P a=A -
ﬁzu_ﬂif;u% HE BLASEOMER - pH - 17'%{%/33 F'EIEJ

e ai i i g | aatsary) | T A B B B B
(LR AS 2) R R | AlA | U [IRRENIERES 1EER) | 3R | 6 MR | 24 BRRE

T Rm Ly s 500 ax ) 1075 B DR — — — —

’ WHRER 500me smL | EoBE
TURRTA LYY REFSBE |500mL | ] pH 6.39 6.50 6.48 6.46 6.47

(TR hx8) T e (%) 999 | 998 | 1004 | 100.0
ik 3 Fe! % 3 e . . X MR

NN /‘25%@’/}: AN D pi% | YISO _ _ _ . L -

5g/20mL [~% 3 % | farp\ LiE Ok
R 500mL | 20mL N
AIEFILTS S DB pH 6.67 6.65 6.66 6.65 6.63
(AL B A MR R ) 6.4~7.4 FEIER (%) 100.2 100.0 100.3 100.2
9 A 2 —PEiHE 10mg I 7~ S8l VB OIR — — — —
IFEFOY 500mL | 1mL | %5 pH 6.38 6.39 6.38 6.36 6.35
(72T T ABER) 5.8~6.2 | mfr® (%) 100.1 | 100.1 | 100.4 | 100.0
. . o~ (0 YRR DR — — — —
VET v s AR 250 Ae~ERE | EH O
. . 10mL | AOREOH pH 9.96 9.96 9.89 9.99 9.98
7 oOEL 500mL (E 1) ik
N - N %

(T I IAIARTTA V) w104 |EIEE (%) 99.8 99.9 | 100.1 | 99.8
S5 H e LG s (0 VEBR DR — — — —
v /_l /3?30mg Y]

IXSKRY 500mL | 20mL | T pH 5.89 5.89 5.89 5.88 5.89
(30 =22 UK) T R (%) 995 | 99.9 | 99.7 | 99.4
J =S — LA 250mg S B a8 481 I VB DR — — — —

I/ AVER—LF RUSLA | 500mL (g 0 R pH 8.58 8.56 8.57 8.60 8.57

(/=7 7—~) 9.2~10.2 | AR (%) 99.3 | 100.1 | 100.0 | 99.9
L VSR bmg Yeiifa~ii | SMBL | MEEVOR )| — — — —

STHIRA 500mL | 1mlL B pH 6.20 6.23 6.25 6.25 6.25

(B PR 5 A T58) 6.0~7.0 |FfEE (%) 100.0 | 100.0 | 100.0 | 99.8
A b A U HHE T50mg W~k | B | WMEERO®K | — - - -

KRIT=hAYF byUSL | 500mL | 10mL|  a7Em pH 8.38 8.36 8.34 8.36 8.36

(/=T 7 =) 85~9.1 |7frs (%) 100.3 | 100.1 | 100.2 | 100.1
X N YR, (0 T BA DR — — — —
P . «ﬁiﬂgzﬁz 418 W O
m i
FFIS—LF UYL 500mL | . 7 pH 9.92 9.93 9.92 9.94 9.92
_ (& 2)| 10.5~11.5
(AET) Grg)  |PEEE ) 99.9 99.9 99.8 99.9
SHYSLA 500mL | 2mL ;‘8 a8 pH 6.68 6.79 6.63 6.67 6.64
(72T 7 2 BK) T e (%) 99.8 | 100.0 | 99.8 | 99.9
o g | memmon | — — — —
T LVET F U 250mg 46 5] -
Tz hAVFRUSL 500mL | 5mL 19 pH 9.29 9.24 9.26 9.29 9.21
(R B AR REE) AT (%) 99.9 100.1 | 100.2 100.1

—  RAER I BB Lol L aRT,
* MBSO PARTBR DO SMFICE o E500mL & R AN L 72,
ED ESEOEFMAK RERREK) CHlE

12) BEBEOWRMEME (ARIESHAK) CTHEMR
13) WEE2.5%RM (RHNL A T NV % RAHEFNIE > L T2 K ER)
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ECQ3-2 FRRIEDES TANATOEREILZIZH
3

—BREEL LT EBE Y FERNIFY | LRFTEX L, RNTY = I K, hETw— M1 RN
}_:)O
BRI E L CTz= R v, L7 afg, Z7a XAl JabERA T/ b EX b HANR T UHL
FaY IR, AT ASRABHEIREND,

EMCQ3-3 FIRBEDERMTANATODRIRE(FZIH
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TEZ LI PETY— 2 V= IR T RAYLI T )L ES b, T = b U RT U RLRL R EE
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*) CAMABIETA R A MNERERSWR : TADABZRTA R7 4 2018

(ILAE (ERCTANAER) 4 F54 22013 ]
L RF T4 A% 2013 0 ILAE (International League Against Epilepsy : EBEHUTAMNAEE) O T
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ﬁ%g?f%%«w LUl A L~L B LAl C L~L D
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FEA TEF AL At
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772 H L I1T7 T A ORERIZ LD A XN 1D B AR ESE
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