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AUC Area under the drug concentration-time curve 1. PR — IR AR T AR
AUC,.., Area under the drug concentration-time curve | &[RRI £ T AUC
from O to infinity

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

AUC, Area under the drug concentration-time curve | % 5-ff@IZ51F % AUC
over a dosing interval
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CK Creatine kinase IVTFUoxF—F

CL Total body clearance EXC B e s

CL/F Apparent total body clearance Aoy s )7 o R

CLcr Creatinine clearance JVTF= I VT TR

Cmax Maximum blood concentrations o ren i R

CYP Cytochrome P450 F h 7 v —254 P450

DIHS Drug-induced hypersensitivity syndrome SEAIVE B AR B RE

FDA Food and Drug Administration KR A RS R

GABA Gamma-aminobutyric acid H=T SR

HHV-6 Human herpesvirus type 6 E R A LR 6

ILAE International League Against Epilepsy FEIBEHT T A D AE

ip Intraperitoneal fEEmN 5

L057 uchb 1057 L RF T H LAOERE (VR F
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MedDRA | Medical Dictionary for Regulatory Activities [l B% = 3K F 3R

PTZ Pentylenetetrazol NXFLUT NIV —

Q1 Quantile 1 551 USSR

Q3 Quantile 3 55 3 WU A

RMP Risk Management Plan PR3 U R 7 A B

SV Synaptic vesicle protein T AR E

ti Terminal half-life eSS

TEN Toxic epidermal necrolysis AR B AT b e

tmax Time of Cmax $5¢ e 1. i R 281 I ]
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1. R4
(1) %
A —7 7795 E 500mg
(2) #%

E Keppra® for I.V. infusion 500mg

(3) AFMDHEE
[E] X TAMA (Epilepsy) OEELF E Z/RLTW5,
[Keppra] &WIH4FRE, =7 b O KA Khepra [IZHK LTV 5,

2. —fi§%&
(1) e (&%)
L RFFE % A (JAN)

(2) #4 (nfiE)
Levetiracetam (JAN, INN)

(3) RATL
Amide type nootrope agents, piracetam #%&{A : -racetam

3. BEANIT IR

HsC , NH:

4. HFRRUALFE
472 0 CsH1aN202
A& 170.21

5. b8 (fdiE) XITKXE
(29-2-(2-Oxopyrrolidine-1-yDbutyramide (IUPAC)
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(2) BfEH

KA RORESEEOM R TH 5,

KITHERD TERIT T, AZ ) — LK Z ) —)L (99.5) |

k= U IZRREIT T <,
F7Ru,

O BHEBIZ KR D vEfEE

Mz O ZF Lo —TF )l

TEITRT L, 22 e R ) — L RO TE

TETFIZ <, ~F Yz

VLS Ve iR E oy A
K 1040mg/mL D TER T ROT 1
A K ) =)L 536mg/mL R I
X /—/L (99.5) 165mg/mL R I
2-7ms% ) — )L 90mg/mL RREET T
TER=FIV 57mg/mL RRET T
%2 % 1.3mg/mL HEFIZ< v
I F LT —F )L # 1.1mg/mL Wiz v
~FH % 0.02mg/mL FEAERT RN
@ #HE pH OKRERIZ 3 2 Wit
KB VPR oy A
pH1.0 1307.58mg/mL HSD THT R
pH4.6 1031.79mg/mL RS
pH6.8 1076.07mg/mL HSD THT R

(3) iR

FIRKX O 37C. 75%RH (FEXHZL) T 513
AR VE A 7R S TR0 T2,

0.04%TH Y |

FEAER

MR LIRS, K OBMEEZEnEi 0.02% &k )

(4) B (RS, Ha., BEA
mhs s 115~119°C
(5) ERIGEFARBHETE L
pKa<-2
(6) HECREL
LRFFZVHED 1-F 7 X )=V F 7 a~FH o L &5E pH OREEIRE O 0B A KD 7= (1
TEIRE : 25°C),
q Srlicte% (log P)
P VA2 5 =) BRI Ly aaF /U BRI
7.4 -0.60 -4.25
q Srlidte% (log P)
PRI 7 2 = e U o b BRI | 7 m~F Y e U T A - SRR IR
1.0 -0.81 -3.91
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40°C (FBEHORY =F L 8+ 2EE 6 A
A 75%RH DEYTF L) BRI S UK P
] BE I =Ny o »
T 60C
ﬁfi% — BT A () 15 A N
B W
P 40C
ﬁ%ﬁ% 75%RH 55 R () 19 SR
/% WA
ot 40°C
i%ﬁ% 75%RH e 15 ] U
L T
25°C
I —~ 120 75 Ix - hr B4 I
TR By HT A L R L
) ae) 200W * hr/m2 L |
SRS T

RH : A%
WEEE -

IR ROV - PRIR, W0IK, BB E. A,
W GELEE R ONRED) - Mk, fEsd
Wil O @ PR BiEWE.

Koy, G&

U5 (IR, B . WK, SR
SR, B

¥ RVTF LU B 2R Fr LU BMoNETHARER

RS akER 5

B OMHERRBRE. TEE

O FRINRI 2227 s VlERE (ATR %)
@ feeEnEE oy @ -76~-82° [2w/v%. /K. 100mm))

ik

LARF T FLDOERE RIKIn~ T 74—

g

FANRSOLE R (IR © 205nm)

N
4
=
e
‘\AX
&
iy
A

775 W 4.6mm, BE 25em OAT 2 LA Sum ORk7 aw 8757 4=V ) BTN E
KThT 5,

BT AR R

Bahte . 7 b= MY DT 2mol/L HifaEK (1—100) 1RIR (24 : 1)

i = lmL/%

AT ERH © LT T & F L ORFFIFR OK) 3 fF DOHiPH
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IV. RFIZET HRE

1. Flfz
(1) FfDRH
PRSI (B0

(2) HEIDHEKROMEIK

Wk 7e 44 A —7 77 i EHES00mg
PEIR (5 S B DR
) ARIOEBROFRTARIIFFELV S, FRELZWIITHICEIETHD,
(3) #AIO—FK
AR ANA
(4) BEE O
e A = 77 B EES00mg
pH 5.0~6.0
IRIBIE L 03 (EFRRRRICxd D)
(5) 0t

ARV

2. ®WEIOMER
(1) BMED CEMERS) OESERVHRME
Wk7e4 A =7 77 i E#HES00mg
Ry - oy R 134 7V (5mL) HL_F T &4 L500mg
WAl FElig T b U o SRR, OKEEER, ¥ b RN YU o A ERAK

) ARNOFEEOXRTARIIFRFELVZ L, RrBZWGITD2ICRDIBETH D,

(2) EREFDERE
BTALFT R UL 0.9% %5 HT 5, (Nat 154mEq/L, Cl: 154mEq/L)

(3) BE
YL

3. RMHBEMBROHEBERUVERE
24 LR

4. A
24 LR

5. BAY SRR D & & JHY
A LR
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6. HHEDEEEHTICEITHREMN

AR PRAFSA: PRAFIERE PR HAH ik

EMRFRER 25°C 60%RH W5FT ‘ 30 » A FFEN

HsE A B 40°C 75%RH RAT 7 AL T v+ 6 % H B
- . o e SN e A==

ET% R 50°C RV ATEIREE  WEPT T Y AT 3% H BN

A 95°C  60%RH 7 1 e e

RH : AH5%E
WETEE &8, MR, meatilB, pH, MR, SREER. RatERY), NIRRT, =2 R b3 o, BE,
TE Rk

7. AEERVBRREREOREN
TESRFIOFEE S I TVIIL 11, WH FoEE] oEBR,

AR D2 ENE
BO® A —4 7T S 500meg 1 31 7L (5mL) ONEWZIKD /N> 7 /R R VITHEAN LIR
L7z,

IRAFSRATE - iR, D AT SR R OGELE T
ABRIEH - AMEL, pH, &8 (RAEZROEEL 100% & L7z L & DFkfFR)

AL & 1% O 2 ENE

2 FR g; HEEE | EAER 1 i 3 W% 6 WFf% 24 WFIH

S8l HABAOR | BEBAORK | BABHORK | EABRORK | EEERAOR
KEAATE | 100mL pH 5.94 5.72 5.59 5.74 5.72
A (%) 100.2 100.1 100.2 100.1

o S8l BRI | WEEBAORK | BABHORK | EABRORK | EEERAOR
;7737? 500mL pH 6.26 6.40 6.39 6.26 6.23
A7 (%) 100.2 100.0 99.8 99.7

o sl IEATEA O | BAEHOWK | BAEROWK | BABHOWK | BAEHOK
;zigﬁgwﬁ 100mL pH 6.09 5.77 5.68 5.74 5.73
A7 (%) 99.9 100.0 98.7 100.3

. hEFlE DEEA L (WMELFERMEL)

A =7 77 JKiFHE 500mg & OO TSN LA & OBLE (L ROFEMZ XL H% 2. £ O

DOREHEER) DOIEIZEEH,

g
A L7g

10. &3 - AE
() EELNDELGES - AF. NELVRRGRE - BRICHT SFER
AEM L7g

(2) %
A= 7T S EE 500mg : 6 /N1 T L
(3) FRBE

AHNDEREDO K TARBIZFFRELVZ L, FRBEWGITDHICRELETH D,



11.

12.

(4) BHROME

[IV. #EICBIT 25 H |

INA TV BT AR, T L
EPNS Ak (JKEA) @
—JL TNANI=UL/ RV T7a LT ) o7 F 7%y v (AL Y)

a) METRIZBWT, TARELOMEHIEOT-DT ) a— 0l GRS 327 2. Rk 74 12 A

20 HIC@ER) &ML TnD,

AERBSNLEME
Y LR

g2k
A Lg
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V. BRICET HHE
1. HEEREHR

—HHCR OB ENTERWEEICBIT S, Tl OBRICKTT 5 L_F T & & L8 0 E oAk
OTAMIBEDEIFIE (CIREERIEIEE ETe)
OMDOFLTAMNAIETHRENENED LR NTANABE OBREMARIIEICKTT 28 TAN AR

2. ¥ee

& OOFAIFRE

XIFHRICEES HEE

BRE I TR

3. RZERURAE

(M

(2)

RERUVRAED/ES
LARF T AORAZRG I LARFNY 0 R D56 -

HE, LRFI7eX RO ELFRUT 1 HHEROERGREICT, 1 B&E% 15 5000 TRimeEirkm

w595,

LARF T AOROBEGITEST AR EZ ST 255

RN aEE . AT L R_RF T X AL LTC1H1000mg 2 1 H 2 NI, 1RIEE 15 550
THRIEFIRNE 595,

AN EE . 4L EO/NRIZIZLRF T X AL LT 1 H 20mgkg & 1 B 2 [T, 1 EE
% 15 0T CRIEEARNEE 535, 7272 L, (KE 50kg L EO/NRTIE, A &R U HYE -
HAEsHWnwsZ &,

NWTHROLAIZENTH, ERICEVEEHEECTE 23, 1 HiREEGELOETIEIIUTO LB
DeETHZ L,

RN BT 1 B #5203 3000mg 2 2 72 & & L, BEIT 2 BELL EoOMEE H 1T T
1 A& L LT 1000mg LA F3 2179,

IR AU EO/NRTIE 1 BiEHREGET 60mgkg B2V 8 L, #HEIT 2B LD
MRz oI T 1 AMEE LT 20mg/kg UL F321T7 95, 7272 L, K 50kg LA Ed/NRTiE,
BN &R UG EZHWD Z &,

RiZERUAEDHRERM

SAENFERERR N & )5 & L23kBR (NO1077 iRBR) Y OF A v &5 B2 L BANERER A & %4
L L7=#EB (N01377 #BR) 2 Tlid, L_XF Tt & A 1500mg % 15 4y R HEEIRIN I 5 L7 & B
B O 5 U2 REO S BN RE A Lbis L TR Y . RN G LT2REOD . Crmax 1388 0 GREZ @ < 72
HH0D, AUC K NZE DM OIEENHE N T A —Z I XIFIEFRETH -T2,

NO01377 Rk & N01077 FERO#E O 515 & FARN I 5RO Crax DFHEIZ DWW THRETT 5729, H
AN OVE AR 2 %14 & L=k (EP0038 #BR) ¥ Tld. L _XF Tt Z L 1500mg % 15 4y
ERN P G- CHE L OV A 2 [\ 4.5 A B E SR G- L 72RO SEM B K OV PRI DUV TR
LCEY ., HEEROKEFHIRNE SR OEYEEIE,. AAALOAAICEITGERD bT, 2420
BAF e AR AR LT,
HARANBRATANAEEZRSE L= (N01378 &) ¥ Tk, RO LI L [ —HEDAH %
BOBG D 15 5 MEIRNR G 4 BRYI0 B 2728, ZEeEPORFREBRMEZRLLANF T 1L
LAOMER N T 7RI B X A% CTRRETH Y | H R E TR R G &2 T o032
WwWeEEZ o,

HANNEZ 5 L U ERF OBRRRBRT — Z 12722008, BROF TOEYBRED#EE S, HAN
INETADIERE EANENNETANAVBREORYERRIZIFARETHD Z L BATH HARANEFMEA
DOHEYBREITE IR N EBZbNDZ 06, 45l EOBRNNETANAVEEIZHTH LT
T X AEFFOHEROCHED, BCKEFR UL, ROF L FROHEROCHEICHRET 52 LI X
D, BOFHEORENTE D LM LT,
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4 MERURBICBETSER ..
1 RARUREIEET IR !

1.1 AKANEZ, mRL LT L, [14.1.158]

7.2 KEIZBEMAFEECHE L THEAT 2858123, Mo TANAREG AT S Z &, MRERN

FEAEIT x4 D AHI B 5 T OBRRRBRIZFEM L TV,

RN BRI B AR 2 B 5T 2581, TRIORT VLT F=0 27 VT 7V AEESS

& LTAKIOHR G &R OGBS 2 2 &, 2, MIRBIT A2 1T TV DA ERE Tl

JVTF=r VT T AMEC U1 RIS Z T, SN 2 3266 L 72 % IR 0B

BHEZITOZE, 7B, TTTCTRLTWAOHELAOHEIZY I 2 b—Ya URERIZESS B D

1.3

THHZEND, FHRETLICHEBEICBE LN S, AELOHE2#EEG T 2L, [9.2.1,
9.2.2. 9.8, 16.6.1, 16.6.2% ]
VAV a=0% . R
= - - FET O MR FEHT %
VYT TR >80 >50-<80 >30-<50 <30 o | o R
(mL/min)
o 1000~ 1000~ 500~ 500~ 500~
1RESR 3000mg 2000mg 1500mg 1000mg 1000mg
N = 1[F1500mg 1[F1500mg 1[F250mg 1[F250mg 1[F1500mg
LLEESE S 1A 2 1A 20 1A 2 1A 2 1A 10 250mg
o e | 1EI1500mg | 1[E11000mg | 1[E1750mg | 1[E1500mg | 1/H1000mg
e B 1A 2 1A 20 1A 2 1A 2 1A 1 500mg
1.4 BEEOIFHEEEDH HEHETIEL. FFBTOZ LT7FUEENMETLTRBY, 7L T7F=0 70

V7 72 AEN D CIEEREREEORE 28/ N i+ 2 FleetEn b 5 Z &b, L VIR ED
HEMET D L L bIC, EEIEREZBE LN L HELOCHELZHRE T2 L, [9.3.1, 16.6.3
2]

ST IR G0 DR DG ICH) 0 B 2 A0 0% 5O FER O &I, SR &S &
WMUC1AHEROEEEEE T 52 &,

BOBEENAREIZ > e /A ITESCHIC L RT T2 X AR OFANCEI VB2 52 L, BRSO
ERARBRIC IV T, 5H L. B0 RS AR 513550 L Ty,

1.5

1.6

11 ARANE, 1 [EEZ 15 50N TRIEFHIRNICKRG T 2 BEZNH D720, HBEIZH T > TIARD L
EThV, ZOEWRL Lz, MROFELIET THEHS EoEE] B8,

1.2 A 3 FEERABRICS W T ARNTRE R RIS 2 MOP T A DA S & OF RRE TRAID
Mt 21T - TR D, B TOMMARRIT RV,

7.3 AANTBHEMAI DA TH 0 | BHEREREE D H 5 BE Tid, AAIDOB DD OHEHAN EAET 2 "l el
N5, HERETECOW T, BEERTEICBIT 2 LA_F T &% A0EWEHREZ MG L 72
B OfERICEESE, RE L,

772 L, BREREE 2 T 5 BE TMIRENT 2 %1 TV A BE IR 2 E K O H Ok
WZOWT, MR TIZEERR 2T — 2 IS R FERER TE o0 iad, [ADRITHEIS S D
B & s L7,

BHEEIR T2 AT 2 BE TIL, BEERTOREIISCTRAFOEE 7 ) 7T v A, KO AA
W ERH (ucb LO5T) OB 27 U T T AMET L, AUC IZBHEEEIL T ORI U TN
L7z AT 027 VT 7 0 AXBEHEEIEH & & LA B T T 40%, P EICTFE T 52%.,
HEKTHET 60%E T L, EREWOLEMREDBEHBIKTOREL &L HICRELkolz, LN
ST, BHREERTEICBO TBREETEE L FAREORBERE L T 57-01001%, HE5EEOHRE N
EEZ BN, AFKROTERGHY (ucb LOBT) OBE I VT T AN VLT F=o 7 VT T AL
FBE L2 En, ARORBRHEORIEL LT, J VLT F=2 2 VT T UVARERTHD EEX
HiLb,

FTo, MIEENT %5 T T D KB HERERE F O BAMERE (A A 500mg A AR 4G 44 FERFIRTIC
HEROZEG Lol &, LRXFTEX AOIEBHRFOE R HINIL 34.7 K TH o 7223, @&
1% 2.3 BEICHERE L7z, L ARF T2 AR OEMRH#Y (ucb L057) OFEHIZ L HBREHRITE <,
EFNEN 81% MK N8T% TH Tz,



| V. amcBT 25HE |

1.4 FREREIKR T ICBIT 5 V_TF T8 ¥ AOIEMBNRE DG 21T - 7o #% 0 FN 4R 2 S0 E AR R ER OF
RICESE BE L,
A (Child-Pugh 7 A) ~/%E (Child-Pugh 73#8 B) OIFHEREIR FHE IR W T, f#EHERA &
L CLR_F T4 AL ERHYOERDEIRE T A =X I IRKERETBDOLNT,. 2F5 7 VT F
VALKTHEN VT T AD (CLar/CL) THFHEREIS FOREICEE L2 K FixAbh
FLROFORBFICEB O TIIFORENTEE TIX2WEEX bR, LorL, EE (Child-Pugh
V¥R C) MFHEREIS P IRV TiE, BOFI R OEMRFHY (ucb L057) DOIHI - & AUC A3
NS HRT 2~3 ML, 27 V7 T AL 62%E T Lz, ZOBZ VT 7 ZADKTFRILY
VT F=r VT T ACHESETFRLIARTEREZN 2 % ERl> TR Y | BRI T ORE 28/
WCRHli L CTWD B x b, ZHUd, EEIK TETIIZ V7 F= OEANMETTHZ LIk
LlEBEZOND, ROFNORE Y VT 70 A%, BEMKNE TRERAD 99%, FEHEEKTFHT
87%., HEMKTFHT 46% CTh-o7c, Lo T, EHEEEK FEICBW TUXAE IR 2 BRI
TOREZEEICHML, H5ELHFHTHZ &,

WAL LTRE L 1 FAEAURGEE THIE, BAKEG LHEICRENTE D L2 b,
SRIREIRN I G- D g Q51280 0 B 2 5 ROk 0 #& 5 O IE R CHEIC OV T, sl sk
HLRU 1 EHELOEREGEE TV EA S Z EMEYTHD LR LT,

AANL T4 PRERIEHE) TR LB, IR ARGD TERWEEICHRET 52 &)
ZIE LIBAICTH Y | ENBEARRICEN TS, ERAORERGHIMIT 4.5 HE TEHNIEH
L7238 OFHMITERK L T2, 2070, BROERS NIRRT H AT L _F T+
2 AROFNCYI D EZ L Z EN@UTHLEEZ, RELE,

1.5

1.6

5. ERERRHE
(1) BBRT—2/1\vs5—

RO o x5 BT A O | SRR |51 SO
(S i ) HBROEEEN (I NeomE | BERHO | &5
Nots7y | AORERIRIE 5 & R D8 | HAAERERA B, IR
Gy | FORMBEOE: %4 | (27 ) b, 2 817 1 A © 2
PR O — S WS
e AN TN JFER. 2 M/ 0
5O I ENHE O LLig (18 1) A F—/N—_ Hi[n]
s | NO1077 Yy /77 8R o 1
U G Por i a=1
e FFRER el S
i e
# Noties | FUMRROE O B | AMEAREREA 5 ¥ RAIA. B
Gy, | EECOR A BAER | (48 1) B, EESLL. O 27
DRI BIE B[ 489 5 -
EP0038 | HARANE A ANDOFEYERE | BARALOE AR | FEER, HE LW
([EWNE | Okl 224tk OB | AR 326]) | KEks © 3
OWESL)
b AR | AARNRACAA | EER. FERR
No1378 | ~PBERBETSO% | BE (16 ML L)
g | (Epy) | BMEIEBERCHE | (16 6D © 4
11
§ RN B 5RO I | SAENET A | EER. JER
B | Nopo7a | BB, ERMEROBAM | BE (4~164)
() © 5
z A B RE e S R T A A
o | G010 e - 0 44
W | s
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(2) ERPREREEAER

O AARNEAAOREER A BT 2 AR SR O3y EIRE (EP0038)

HARANLOHANDOREFEBIEIZ LRF T & A 1500mg % 15 432 TAE s RN H a5 &%
O 12 IR T 1 A 2[5 4.5 A 15 2 M E s IR G- Lo g O 2 & B2 Rt L
7o TOREHE., AEFRIT. AARANTIL 11/16 # (68.8%) KUEANTIX 9/16 i (56.3%) IZ7#
Do, WTNOFEFRL LT T XL LEORREBERBEETCERNVEERGETH 720,
W, BEERAEFRMNEHROBETIICEST-AEFREIROLNT, GEOCAEFELD
BOONIRNo Tz, BERBAEE, A XAV 2 12 FELEX L OCF R RIS, BEEAICE
BRI ooz, LEoZ b, BARAKUOCHADOWTIUZEWTHFRERIC,
ANF T ¥ Z LHE K OSAE SR EEIRN G- O 2030 BAF IR AR R S Tz,

&R (LEV-PRM-031571-052014) H AR AERERRAIZISIT 5 L_F Z & & AJER Al O B[

B O AR - 5- R D S Bl g
(3) RERGREFHR
TR L
HRIERHER

(4)

1) BIMEREEAR

CROFIA S EHEI~DEIY B Z R (N01378)] ¥

B LRF T X AEEGEHEEE LT HHZY 1000~3000mg % %5 L T
WHESFIEEFTHTADABEICBNT, HERKELHF L, 12 Wi
T LI VRF T ' AEHAE 15 AT FIRN R G- U 72 R0 2 2k

M OA LR %
RBRT A v | Sl ItlE, SRR, FER IR
e HORIEEZAT 2N TANAEE (16 L)

ARG IENE | FHMEIR T IC ARSI REZR, 16 #%LL b, {KE 40kg DL EOHERFE T, LT
T H LEE 1~3HIOFTANALEEFHLTWD LD (LRFFTEH A
SEOHER I CTADPAEOHAEROHEZ 4 BED ERINOEEL
TE LT BBECREREE THMF TANAEKD HER O EDE RN TIE
ENRTWARVWEE),

BRI FEMEARIBRAGHR I, L RF T X LEOROKRENL, RHEDO L XF Tt
& LESAIO SR ERIRN R G SR 2 0 B2, 4 HEL 1 H 2 [\ 12
REf Z &0z, 16 lLAEE RN 5- U7e, FHMmBIR& T, RHE
DURF T8 MEORE OB GG Y B A 7 BRI L _F T
A DERFN DB P 5-00 3~14 A & L=,

FEFMIEE | SRR O FEFS, BRREM, A2 YA

BIVGEMIEE | SPHEiE (Dayl O#EHH5-RT L Day4 §lOFGRTOMEEH N 7 #E) |
HahE (1 B &7 0 OEAFAEEE)

(R
< FHEFHME E >
AEHES

AEERDFED SN HEHRE 1L 16 F1h 541 (31.3%) . ARBENEE TS RWAERR
T34 (18.8%) T, WA bIEFENLICEE S 2 A FFR (EHELRAE, EHENIEL
M OTESAIEAR) TH Y. & 16 (6.3%) (TR, BEEITT N TEETH
ol ARBRTIE, L, ERELAEFFER, BREOKRLGHILICESTAEFEHRZITHED S
Nighote, o, BRREME, NA 2 A 20 DEMBREORR, BWIKAIZHBE L 2
LEMTFED b hoT,
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(AEEREBABOBE)
L ARF T & X LR 5 (0=16)

B EFRIEBUIE 5(31.3)

KEBR NG E TE RV ERS 3(18.8)

BT 0

HELRAEFS 0
KARBERAEETERVEEBRAEFS 0

BREDOF G IICE - A EHS 0

< R REAI T H >

) MIEPL_F I ARE (FF 7H)

FWBRE D BT 7R OFEPMEIL, 2AIC Day 1 (FRO#5H) & Day4 (GRiEEHIRK
P58 CTREREWIT o7, 7220, 3HIOWERE Tk, RO &5 L SRR
B 5RO T 7REOERIMISEVNPRD LN, DL N T 7EEMIT Lz 2 Filic
DONT, BEYIM R OTHERE O 1 H&H7-0 OESREREERT-EZ A, 1 il 0.88
KOr0.50, b9 161 3.831 XTV0.75 TH V| SIHEARNE G- (28] 0 B 2 7= 1% O FAE

[T AL ST LT,

MEERN RGO b 7EEIIROBRGELIZIERBRE Th o2 b, ROk 5
DA IRNE G~ 21T, F T 7IEREOBLENDIIMBEL 25N LRI EN

77
(pg/mL)

30
%
he
F 25
7
N
& 20 A
VA e —— e
D)
i 151 — —
i — —
T 10 - —
7 —s
- — —
w5 . :
i

0 .

Day 1 (§M{24)

Day 4 (155 R5IRP e 5)

(BEEBEOLAF St LOMESF ~Z TREDERE]

(LAFSEL2LOMES S TREORMENERVZOL)

R o v | BTVIIE | DL
IR T A2 B bl (12 g/mL) [90% 12 #E X ]
Mg k5 7 | 15 2B A IR E R 5 (Day 4) | 16 11.632 0.992

D SEHME o5 (Day 1) 16 11.732 [0.919, 1.070]

B R(B00me) KT | 15 5yl IR G 5 (Day 4) | 16 5.492 0.831

R AL ML L7 o ,

mg 5 g | #AESG (Day 1) 16 6.611 0.767, 0.900

a) 156 M AR 5-Rr D 7 7IRE RN GRO b7 7 RE

i) 1 B &7z O R AFREEL

1 H®72 0 O RBIERE O i, BIZHITIX 0.59, FHMIIHTIX 0.38, #%B815H
fITIiX 0.838 ThoTo, MBI THRBLIMT 1 BHH 720 O FERIZDHIN

L T2 78 3 BlZRRD biT,



(5)

(6)

(7N

| V. amcBT 25HE |

(I=0)
6 -
1 57
5
)
57\
-
i 2
[l
ﬁl_
= D e———
0 — . .
BlEZ I S E ) 3kl
(B m & 551 (FrIRAN & 5-H1) (% M 5 HIHD
(BEERED 1 BH-Y OFLRERE (F{E))
(1 B&HYDEDFKERL)
Bl ST FH T A Z AT
(N=16) (N=16) (N=16)
Ik 16 16 16
i 0.59 0.38 0.38
Q1-Q3 0.04-1.12 0.00-1.00 0.00-1.62
e/ M~ Fe R AE 0.0-3.4 0.0-3.8 0.0-5.3

H RS . BRI, 17(3), 413-422, 2014

2) REMHE
AR L

BE - HEAER
MR L

SREHIE A
1) ERARERE (—REARERE. RECRARERE. CARBLERAE) . RERTERT 42X
—RARE. BERTRERABROAR
O A Rl A
a) o REIEITT 2 AR OBE IR L, MERARIEIECE T 2 0HEIE (AR OVNE] (EfEH)
RER et OE KRR IR T 2 EHEM ORARDLOEIE KR W2, AL EE 525
EEZBNDENZRET D,

2) RBEHELTEEFEOABRRIEIENE L -HBROME
Y LR

Z 0
A LR
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ENEREICEHTLSRA

. EEZPHICEEH HILEMRITELEYE
Txz= by, ANNTBE L STt I oA, ZJuaFEBRA V=9I R, ZJaAYP A,
HNRF o, PETY—FROTERN) X

EE

(M

B D & 2L EW DOREUINRFIL, BRFOBWMNLELSZRT D &,

. EIEER

YERERLL - fERMER

LARF TV LT BEZEEROTEEZRA T T ¥ 20 EI3HHE LRWD, MR D 7 2N
faEBE 2A (SV2A) L ofhiée, N CaztF v xLBRE. MldN O Cazhilif#iit]. GABA KUY
TAREMERTICAT 27 v AT U 7 FLE OB AR e i o0 R e R E O # 72 EANERR &
TN D, SV2A ITKT DG G BFME & S8 T AN AT T VT 2 FAEIHIER & ORICIZH
BB HND Z &b LARF T LD SV2A OFEE N BIEMHEHERICHE L TWD b D EE X
Y A

WMYFr7R

VTR

\|’ N & Ca>* Fv¥ RIL

1%

i @
‘E§/ y

N & Ca?* F v XIVPEE

Ca*

RN

LAF S5 LOEEERKSE

LARFZ 4 ML BEFOTLTADAIR & 1T 72 D8 CRAEMBEWER 258842 Z L ARE T
Do VLRF T X LAPMEHERO T T 2/ B A 2A (SV2A) &fEGT 252 8. £72. SV2A ITxf
T HREGBAMNE K TANABYET VICE T 2 RBEMGIER & ORICIZHEARZE D 5 s Z J:
Mo, LRFTEZLE SV2A OFEGD., BIEMHERICHEET 260 EEZ 26 TWD, flliz
A CaztF v FVEHLE, HIIEAN CaZtOWEREMS], GABA KONV U ¥ UAEBIWEEIRICK 95 7 a A7 U
7 BRSE O] K O Ia R o ol 72 R E OB 23588 Hiv, 2 s bAEMHIERICE D - T
WabEBEZXLND,

- MR EME BN OFRENICBE ST 5 LB 2 bivd SV2A ~DOfE S

- N Caz+F v RAVBHEIEM

< FMAEPN Caz B i /E

- GABA KOV Y & AFEWEERRICH T 27 2 27 U 7 [HEOHHI/EH
- PR L FE] oDt 5 7[RI 34 b oD Bl /E
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<%%>MESV2A L3

SV2A %, #ERENOHAIEE TEL OISR b D /MakEs 12 RIEET D5
BHETH D, PO UbHEE-Cr R ffTéﬁ FEIZHRE R ClIshi R E O FEsE
W72 S TRWRBRRO 51D, 7238 SV2 EHEITIX., SV2A, SV2B, SV2C o¥7 #

A TNEET D EN o Tnd,

SV2A I%, MRMEEME OMEOFIEICE G LT D EHERIS N TWDE R, TOFE L

THIRNIEED N7 o AR—%—L L TOMEE, Ca2Kfith s 77 A/ Nubd 1B % il

4% Caztk ¥ — @%b%ﬁﬁé/%7h&7\y®ﬁm%%\$MA®%ﬁ%%ﬁ@ﬁ

BEWE LT T /=0 Uk (ATP) 7 EE2RFFTH~ MY v 7 AL LTOMREEH

) AREMER S ST D

—J7.8V2A (/=) RE ) v 7T U b= AFAEBELREEDO TADAFRIELRBLL,

2~3HMTHTTHZ &, 72, SV2A (+/-) ~T 1/ v 77U M~ AL, SV2A (+/+)

OWARZE_X T vy I =k, XUF LT b7 Y — LK 6Hz FIET

LVTORERENMETFT5Z L8056, SV2A N TANADIFIEICEE T 25 Z L 2VURIE

EhTns

O MHRASEWE R OMEIZE G595 &£ B2 bD SV2A ~DfsE (in vitro)

)

i)

1i1)

LRF T X LADOE g ~DFEE ©

7 v PR ORI DS IEB 3T D LT T8 2 LAOKE 2T L& &, Friaois
B IC BN TORFRD B, RIS Lo T,

btk SV2A, SV2B, SV2C ~D L _F T+ ¥ AFEKROfEE 1V

AN TO LARF T & LFEGENLO JITEZ MR Lol g, fEAd s T 7 A/ g 43 (2 3 1

B CTH o7,

b hSV2H T XA FIHT DB ERFTI LIZE &, LARF T X AT SV2AIHETDH I &

MRS HL, SV2B KO SV2C ITiFfE & Lgdro Tz,
b~ SV2A (x4 2 Bl & TSR R 1 & oo kR B

LARF T Z AR PLNTF T 7 LAFEROTERERIEET v (w0 R) (28T 2R /EMH

fEHI & B b SV2A IS 2 8MME & DFRZ T~ L 25, I—JD\WBQ#M@E%LKO

HSTES ) VEASU

|
ot
1

4 T T T

TR JRUPEZE AR (T © pEDso

pKi @ ZHEEITH T 2B E R~ Ki A0 AxEk,
ERRE N EBFIEREH N L E2ET,

K7y M, LRF T X AROBEEILEYOMERT,

MLNF T LD pKi=5.5

@ N # Caz+F v x/VHEVEH (in vitro) 'V

L RFTFEH A (32umol/L) 1%, T v MEBAT A AnbELNT CAL SRR MaD N

CaztF ¥ KV & Lz Ca2rdE i & ] L7z,



| VI S5h3ic B3 2 m A |

@ Milar CailEBEmsIEN  (in vitro) ©
7 v MIREERIESMIC W T, B 7 = A 2 W TR CazliTESakio ) 7 /) ¥
BRARA LA 7 = A BRI Cazilif it 2392 LT T 2 4 (1,10, 32 & T* 100 pmol/L)
DIERZREILIZE 24, bARFTEHZ L (10umol/L) 13, V7T / VU ZFERENT LA
Caz+ bz 2 4l L7,

GABA KO ) v AR ERICHT 57 1 A7 U v 7 EOMEIVER (in vitro) '?

7 NNEEERAIR, < U AR AR & OV B R D BERE R A I L C. GABA {EEh
I NZ A Y F=— M7 ) O AFBIERRICRT 5 L_TFF 4 4 (0.1~1000 pmol/L)
DIEMZERF LIz 2 A, LRFTEX AZ, GABA KOV U VAR EROT B AT U v 7
[HEE (DMCM K Oigh) 128 2D FHE 26 L7z (ECso0=1~10 zmol/L),

® HigH I R O BRIZ2FYHLOIMBEIER  (n vitro) ¥
LARFZ 4 A (32 umol/L) (X TAMNA in vitro €7 )V OMIFINGEERZ K D IEBI BN O HRIE & O
IEENENE (A (T8 e RF ST, Mlash CRisk S 5 E AR HIIIG 2 (o6 LTI
BRI L, FeRitto e i o i 38 7[R b 2 3l L 72,

(2) ;?:TJJ ERM1T HABRMAR

< F BB EE O >

L LRFTRLAE B POTADAREER S LML TNDEEZLNTVDIXY RY VI E |
 FAEEICD LT HMARMET T, BRRELR T A N T AT — VAR TADAT v b |
L7 8 D RRERAET T L CRIEIRER 27 L BT AD AT T IS L CHBIE W SAEHIVER % |
R LT, ., AT VRAETFACENEE RS RN LG, O TANAIRKE ZRARD |
AT A L VRSN, |

 WLATF 55 LAOFAEHER

T EuLZ/in it A
AIEEXAMF o R 7 %E| v~ 7 X |EDso="7mg/kg. ip
PTZ#% % RV 7514k ~ 7 A |EDs=36mg/kg, ip
P kX v R U v 7RI 7 v b B/ A#E=13mg/kg. ip
Go |7 == M CERRMERC 5y p |7 == M A VRIS v b
1 . Bt R Ry R | 77 RLT ko E
5L == R A S e 7 v b | B/ AEE=1Tmg/kg., ip
: T A = B REAE 7 v N | R/IEZE=54mg/kg. ip
ADNTAT = NVBIEMERMTA| - B | —
SRR | AT o b 7w b |/ AEE=5.4mg/kg, ip
5 )L W EDso=9.7mg/kg. po (fE{%)
5 MRS IERAR vUA EDso="7.0mg/kg. po (FREH)
| ﬁ\{%m/v ey [BRERTVAA ~ 7 % |EDso>540mg/kg. ip
J S ETN |RKPTZHRE T OA ~ 7 A |EDso>540mg/kg. ip

 WLAF S8 LORT AN AR

£V BE i R
VR S R Tk 7 v b |27 XU 54mg/kg, ip Tl
PTZ x> RV v TR ~ A |17 KO 54mg/kg, ip THIH
| BLAF St 4 LOAREOFHE
i TN BT R
VA EESR Y R Y TR AE ~ 7 A |TDso/EDso=148
LA LT AT VBRI CANAT v b | Ty b | TDso/F/NE 3 =235

i EDso : 50% A %0, po : fEO#E, TDso : 50% &



O TAPAFIEICHT D/EH
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TR 7 ) —= T 2T A THIRREBTVINATT VLR T LT N T Y — L5

T WILAET VR ETiT

TV AIIHITER 2 7R S 72 0x > 7228,

ARESHE S R v 7=

TJA, RXUFLUT I =R R IR Ba L r IhA =rvBaeRE5E07 v

. A NTAT—VBEMERMTANAT > b

(GAERS) .

TEIRMESEA R~ 7 A 70 & DERITFEAE.

BTN S LT AN A ET VIZIB W T, BIEMHIER 2R Lz,

) AREEKIHIEY Y RY 7 RIER N PTZ #HHX L R 73R

8~11 f)) 2V

IHTHIER (v A KR

LARF TS LT~ ZABEESHIEF - Y o ZRER O PTZEEFR T R & 7RI
LCTHflfER 2~ L, 50% A& (EDso) 1ZZ4LE4 Tmg/kg X 36mg/kg Th 7z,

R AMESHILY v U 7% E | PTZ#E%x RV 73 (E
EDsofE (mg/kg. ip) EDsof (mg/kg. ip)
L A_XF T8 H L 7 (2~10) 36 (15~96)
VAV a=1" 3 nll RN 66 (52~83) 147 (116~189)
7 aFEIRA 0.03 (0.02~0.05) 0.03 (0.02~0.04)
T )NV EH—)L 12 (8~17) 5 (3~17)

A N 6 (1~16) 38 (22~171)
ol il = 6 (4~10) 17 (8~28)
TR IFR >254 117 (99~161)

FJE M) X 4 (2~7) >82

TSR F 55 (30~95) > 665

rET7~—F >109 >340

EDso : 50% A %h & () : 95% (5 HHIX ]

i) RHZEx S R I RIECHT 2B (F > b, KR8 4] »
LARF TS NET v MRS R Y o 7 RIEOERERE, SRR K OV JE 54 Fife s
] 2 FH AR AF RO B L7z,

T AR T BT P e
BGH (Racine % 7 — /1) () ()
(mg/ke. D [ Cngowrn| MR L Fovsrn| 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*
TG £ BYERE *p<0.05. **p<0.01 Wilcoxon OB & IERHE

i) 7= A UEREMET v ORISR U U ZBIEICHT A (5> b, KEES ) »
L RFFTHH AT == b A R OEEUET » b OBRENBEL I ER ¥, 7
= M UM T v PRV T 2= b UEBIMET v MIZBWT, KD K& B B
WO BT,

iv) ERANEYRON A = UEFEERECHTHEM (T~ &R 8 1) 2V
LARF T L2 NIRRT NE S RO A = IR U TREMHERN 2R L. &/
HheElx, ©n e s BEREIET 1Tmg/kg,. I A =V EEHHFEIET 54mg/kg TH - 7=,

v) A RFAT—VBIEMERMTANAT > b OB IR S
i) =
LARF T Z LEIA T AT —=)VRIRERM T AT v b O B FEVERRAR TS Fife i 2
AEICHEMEL (50~90%) . FEMEMHIEM 27 LT,

vi) BEEPEFEAEICH T 21EM (=7 &0 45 10~20 #i) °
LAF TR H L, = T AR T DR RIBEGEETE T Vi A2 BRI L,

X oEM (Z > b, 588



| VI $Eahssticpid 2 5A |

vil) BHETWRATT VST H1ER (w7 A &8E 8~11 #1) 2V
BEREBITWVNATTY AKROEKPTZZHR TWVINAST RZBWT, BEFEOHL CTAMAIRIL
Dl b0 TIN—FHDOET L THITWNAMEHZ R LD LT, LRFTEX AX
WITNDET MIZEWNTHIUTWNAERZ RS R o Tz,

@ FUCANAFEEER (7> b, K& 8 f) *
RHEESHE S R 7Ty MBWT, 2 RY 7R EIH LT,
- RHEESHES KY 7Ty Mok 2 1EH
LARFZ X AE, BEEIEEDO LHZRIE L, BRI EO %R PRt 2 i S8, *
Y RU TR AR LT, ZoRIE, BREREPIEZROFHEL TWZ Enb, LRTFT
TZAPTITCANAVRMER AT 2 2 L BRIz,

SR

A
v

ot

=

w

—a— XPHE
—=— 27mg/kg

—e— 54mg/kg

o ) * @ p<0.05

. " ;

. LT H AP o Mann-Whitney UA& &

12 4 6 8 10121416182022 26 30 34  38(H)
PHNEAEIR=S
Sy rDRMEITURY) VI BRICHT 2R (REEEE)

S—INO B 0o
— )

o

W) AR R
- 27mg/kg
80+ —o— 54mg/kg

* 0 p<0.05
> Student’s t-fA7E

b4ésmmmmm%n'%'m'M'%w
FHNEQEIR=S
Sy RDEMZTY FYUORBICHT HER (BESHFHEER)

(3) ERFRIREER] - HHrER
MM ER e L
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I. EWERE(CEI 5IRE

1.

R DR
(1) AEEADELRRE
DR L

(2) BRABRTHEIN-MDERE
@O R AT D 1500mg B [E] gk R PN 45 55 o i, o 9
R AN (HASA 16 f5]) 12 L_F T+ & L 1500mg & HEFEEHIRNE G Lz & &, 2Fh
HAE TRy (B 5B 15 49) 1Z Cmax ([CEIFE L 72, Cmax DM FEHIMHEIL 108.716 1 g/mL T >

77,
(png/mlL)
120 1,
1101
100 4
| (ST T+ O5% (S )

n=16

504"

404"

EEE AN ), IS E
D
o

30 1

20 7

10 1

0 rrrJrrr1 rr 1 rr 1 rr1rrr 1 rr 1 rr1rrr 1 rr[1rrr1rrrrri
0 3 6 9 12 15 18 21 24 27 30 33 36 39
G- PRt OWFH (h)

EHFRE T A — 4 (n=16)
Crmax (u g/mL) 108.716 (17.5)
AUCo-v (1 g h/mL) 423.969 (11.0)
AUC (u g'h/mL) 437.250 (11.7)
AUC: (12 g h/mL) 298.315 (9.0
tmax () 0.250 (0.25-0.25)
tuse () 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 . 53Ai s
L EHME (EEMRE%) . tmax TIEFRAE (/I ME — KA
ko EHE £ FENERZE

(LARFS+4 L 1500mg BiE SEEEIRFESEOMED LAF 542 LREHR)
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@ R AIZ R 2 Ha SRR & SR o bR E GrEAT—%) 2
fERER AN UEA 35 1) 12 L_F T H A 2000, 3000, 4000mg % 15 43 [ B [m] s s RPN ¢
BRIV R_FZ+4Z L 1500, 2000 KO 2500mg % 5 4y BIHEEAEHARNKE G- Lzt & WTh
OFGREETH, MEH L ARF T ¥ AREIL Cnax BER I HE B Lz,

(ng/mL)
1804 —o— 2000 mg (n=6)
—0— 3000 mg (n=6)
160 —v— 4000 mg (n=5)
1543 MR R e 5-
M 140 - S -
e (AT ST 41 AT 22)
i \
l/\ 1204
< 100
H
5 80+ ;
I K
B 604
Jicy R
404
204
0 = T T T T T T

0 3 6 9 12 15
P H-BHAG% Ol (h)

18

MBI <5 A — ¥ vm‘%?tfm 2000mg v«*‘%?)ziw 3000mg I/f\‘“’f’?‘lZ_&A 4000mg
(n=6) (n=6) (n=5)»
Crax (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 (h) 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

BT E (EEMREY) \ tmax TIZPRAE (/I ME — R K AH)
a) 1PIOPERE T, REPICH T =T VG EOREAT LV 2TmL OIRBRIERRILIZ 720,

PP MM SR LT,

(LAF 54 L2000, 3000 & U 4000mg % 15 HRIRE A AEHIRARS LI-BOMmETLAF
545 LREES)

EE  AFORBINTWAHERVCHEIL LRFIEX LAOBROKENSLAFNIE Y Bz
LA B, VRFITEX AROKG LFEL 1 HAELOEGREHICT, 1EES 15
53T T RTERRIRN 53 %,

LRF T8 2 AORAFGIZHNLOAKN 2B G T 256 N 85, AT LT
T &AL LT1HI1000mg Z 1 H 2[BENZAT, 1EEZ 15 90T THREFEFHIRN % 5
T 5,

NWTHOLAEIZE N TS, ERICEVEEEETE 52, 1 Higm 5 &R O EFIE
FUTFOERY EF52 &, A A TIE 1 HEm# 5 a1E 3000mg #2720 2 &
EL, HET2EMU EOMEEHITT1 AARELE LT 1000mg LA F32179,] Th
5,
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(pg/mL.)
180 - —e— 1500 mg (n=6)
—0— 2000 mg (n=6)
160 1 —v— 2500 mg (n=6)
" 547 ERIRAN 1 5
i 0T (AT VAt R 5%)
ol
L 120
he
< 100 -
Z !
% 80 §
N i
o 604K%
4018
20
0 = T T T T T T T T
0 3 6 9 12 15 18 21 24
B H-BEE OB (h)
SHMBIIE T A — L ARF TS AL 1500mg | LANF T X A 2000mg | LT T X A 2500mg
(n=6) (n=6) (n=6)
Cmax (p 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+  (ug-h/mL) 311.969 (5.8 429.392 (13.7) 530.536 (10.1)
AUC (ux g*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)
te (h) 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%) . bmax TIEHRAE R/ IME — fc K AE)

(LAFS£4 L1500, 2000 B U 2500mg % 5 5 I EIE S EREIRAIE S L I B DIt sfch L A F
St 8 LREHT)

BE  AFIOERBINTWAHAEEROCHEIZ (L RFTEX LAOKR OGN LAFICH) Y Bz
L0 @E, VARTF T X AROKRGLEFET 1 HHELROEGREIZTC, 1 H&% 15
ST CRIEEIRN G35,

LARF T L LORABRGIESEGARKN 2R 5T 256 BN - 8E ., RAIZIZ LT
T &L L T1HI1000mg Z 1 H 2N, 1EEZ 15 90T THEEFIRN 5
T 5,

WTNOEAIZEB N T, ERICK VEEHRCTX 223, 1 HikEbak R ITE
LT DOERBY ET52 & A A TIE 1 B @B 1% 3000mg @ 2 72\ 2 &
EL, BRI 2EM EOMFEAEHIFT1 HHESE LT1000mg UL F92179,] Th
D




| VIL. 3shieicls 55 H |

@ fEEERRAIZFT D 1500mg SR AR ERARPN £ 55 o 1, A i
fERER AN (HARAN 16 1)) IZV_"F T+ X LA 1500mg % 1 H 2 [0 12 FFREIEMRE T, 4.5 HBME A
TERNEE G LTz & x| 2B E & TR (BHBIA%E 15 47) 1C Cnaxss ([CEE L2, Cmaxss D
A EHfEIL, 108.971 4 g/mL TH -7,
Flo, MR LRF T2 AREILNT 7EOHEEL LG 2 HEICEFREBIZEE LB X
i, BRI HRO AUCT (=12 FFfE]) (%03 2 i H5-% D AUCtss Otk (AUC & 2 FEf%R
#: Rave) 13 1.310 T, HEIFEGRD AUC 37 2 KEHK 5% D AUCtss DLt (BRIELREL : LF)
1£0.8937 TH VY, L R_XF T X LI OEYEELZ RT EE X LN,

(pg/mL)
120
110
1004
i 90 (o 749 95% fE )
EP 80' I1=16
1P ]
~ 704
¥ ]
7 14
% 60E
7 504
30
201
10 4
0 T T T T T T T T T T T T T T T T
0 3 6 9 12 15
5P AE% 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)

SEfTEME (ZEEREL%0) |« tmax TIZHIRAE (/M — e K AE)

(LRFS5+£4 L 1500mg RIEAFESRAZSEOMPR LRF S €4 LiEEHTS)
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fEFER A (HAA 25 1)) 12 L_F T & A 1500mg & 15 43 i iR & 5 O3 05 L7
EE LRGN L i UL SRR 515D Cmax 1359 1.6 155 < . AUC KOt (ZFERLL
TWe, 2B, LT T X AROEGREO AW FHIFIHRITH 100% Th o7,

(ng/mL)

10 (5 BMATE 36 £ TOHR)

100 1
90 4
80 -
70 4
60 Il
50 44
40 4|
30 -
20 1
10 4]

J

RREE B W NN, < BEE

HARPI -5
o—a—s i} [ 5

(BT~ fiE 95 % = HE X )

n=25

——

0 - T
0 4 8

(pg/ml)

110 - (2 5 BHLA 4 6 £ COHERS)

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

EFE > W ), T BEE

12

16 20 24

FhHPRAGE Ok (h)

B——a—e

28

32 36

TR P -
e nEEass

(S (T FHI I+ 95% (4T X )
n=25

0 T

0 1 3 4 5 7
B G- BRLE#H O R (h)

e oo SRR B - oy

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 () 9.349 (12.1) 10.273 (12.4)
tue () 7.106 (11.7) 7.230 (12.7)
1z (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:

SIA AR
R (EEREY) |\ tmax TIZPRAE (/) Ml — A K AH)
NA : @487

a) AHEEHIRPEE S T CL R WY Vz, #E1# 5 Tl CLIF % U* Vo/F
(LAFS+£45 L 1500mg % 15 S REE RFEFRAR SR VCERZORS L-FOmEHR LA
F I8 LREHRE)
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(LRFS5t4 L 1500mg & 15 T EE AEFRNZSERVERZORES LE-FD
LRFS 22 LOFTEEYHEE/ND A —2 OFEFFER)

i SRR 5 O P . ® )
SEBIIE ST A — 4 il - ave
S 909% 1 HEIX [ (%)

Cumax 1.64 1.47,1.83 22.8
AUCo-t 0.97 0.95, 0.99 3.6

a) & PGS D AR EFIRN £ 500 BB O o mHEE & Y 90% (S #H X (53 18534T)

b

) BEBRENEBRE (Sr )

® TAMNABEIZET 28070 5 RIRFIRN~ 0 B-5-1% B8 5 RE o 1 e e

YRIEZAT 5 16 Ll LD TANABE 16 FlE 412,

e

L_FZ =4 A 1000~3000mg/ H

RO G D 16 R A FFARNES (4 A, 1 H 2[\) ICUVBEXLE, LRIFTEX L
OMIEFIRED b7 7T, FRO LBV mEHRAR GO BA R VIFE - ETH o7,
XV, 5. BRRAE (OMGERFER DA PERGERER (8 0 A2 & IS A~ 0 8] b % 2 3Bk

(3) HhEE

(N01378)] H &
. _ e N R SRR % 505
St R a)
MAEFRED 7 7 2 (ug/mL) (N=16) (N=16)
(] I fE 11.7 11.6
WA D L P [90% 13 38 X 4] 0.99 [0.92, 1.07]

a) %05 AR IR B 51U 0 R ERT, AR IRN B SR I R
4HBDNT TfH
b) AEFIRNZE GO N 7/ Ro&k5ED 5 7|

DR L

4) BF - HRAEOZE

O BFEOEE
HEERR L

@ DRAEORE (EO#5)
) Te=har GHEAT—4) @

i)

1i1)

T x= M UOHEBNEFETHSIC L ha— LT 2R W ERAS RAE T R PE i L AR R
HIEEAT D TANABE 66 GMNEN) X5, L_XFF&H 2L 3000mg/ H %0 HE 5
Lzt &, Zx= b o OMETRESCHEYENIE T A —X I TEBERIFSkroT-, 7=
=M B URTFT T2 X AOERYENEIZREE KT S R T,

SoFar by vs GMEAT—4) W

Rk N 16 5l ULEIN) x4, ST afipth b U AOEFREFIZBWTLXFT&
2 L% 1500mg HERRAO®HKEG Lz &, N7 aliE) b o AIL_F T8 Z A0y EE
BRI eholz, VLRFTEX AL LT i, b U AOEYEEICEL KIE
oo,

LA (AARANROSNEAT —%) 2

AN 217 HI K OSE AN 311 FIORERER A K N TCANAVEBENLE NIRRT T =
B LPRET — 2 & VT, RHERTERWENREMAT 21TV DAL CADAER L RF T4 A
DIEYENREIC KT T B G Lo, TR, CYP ITEEL KT S RWILTANAE (IR
NeFr, FERIFY, PETw—h, Y=H3IF) BT TvX LAOIEYEREIEE S
KIEEF, CYP HEEHEZETHHTADAR OvTaigth v oA, Z7a ¥ A 7o
FERL) KOCYPHEEMZETHHCADLAE (I A<wPE Ly TJz=bfr, 7=/
VB E =L T RY) IV RF T X AOEYEREIC KT LERRAICEE L KIETIEE
OEGITRIEES 2oty T2, ARANTANABREZNSEE L7 T 2R RER» 5
SNTEHTADAIE (IR~ EEy, Jo= b, A7t va, V=4I 1K)
DOMMEFEEFT — 2 ZHNT, LRXF T X AN N OH TANAIRO IR EIRE I M IET %



| VIL. 3shieicls 55 H |

BERET LT-, TORE, LRXFITEBXAMIZNOHTANATKD MMEh g I 2852 KIE
IpmoT,

iv) BEOEHEIR (= F =LA F TV — ROV R VTR N LLOEAD) GHEAT—4) 2V
fERERR N 2ot 18 1] (AMEILN) A %G, RO (mF =L =X k74— 0.03mg K&
WL AR VT ARV 0.16mg OEHZ 1 H 1E) KOV FFEF L% 1[F 500mg 1
H2F 21 HREIKEROEG L X, LRXFITEX LTI TF =LA N T VA — VKONV AR
VT AN LIVDOFEMBNRE N T A — X TR KT S 2o te, KSHEBREOMY 7 a7 27
2 2 R OEARTE R AR V8 IR I ARIREE THERS L. R DS D RN B2 RIE S T2l
Too RROBHIIIL, LRF T X LAOFRMENREICHEEL KT ol

v vaxvr GHEAT—F) ¥
fERER N 11 B OMEILN) 25512, 3% (1A 0.25mg & 1 H 1) ROL_F Tt
A2 1[F1000mg 1 H 27 HEXKEROERG L EEX, LRFITELX LIV IAF O
WMBENE N T A= 2B RIS Tenodz, AR UL UATF T 1 LDy BIREIC R
T RIE S IRipo Tz,

vi) U7 7 Uy (BAEAT—%)
7'v br e URHOEBEER (INR) % BIEMEOFANICHRE T 2L, vrrr v
OG- Z AN Z T TV DR 26 6] GMELN) Zxt4ic, v 7 7 U v (2.5~7.5mg/ H)
LV ARFZE4 5 1[E1000mg 1 H 207 HEKEROELG LI-EE, LRXFT7EX AF
INT7 7 U U REICEEY RIFET, 7u ber BV EEEZZ T e otz, YL T 7
Vb L RF T2 X AOEMENEICE L RF S ool

vi) 7 _x v R GHEAT—4) Y
RN 23 Bl OMELN) Zxt4c, 7m_x T K (18 500mg # 1 H 4[F]) KOLRFZ
X211\ 1000mg 1 H 24 HEKEROEE L EE, 7aXRX Y RELRFTEHX A
DIEENRBIC B 2 RZ S 2o 7203, EGH ucb LO57T OE 27 V7 7 2% 61%IK T &
7,

2. EYREERI/NSA—F
(1) fErA&

(2)

(3)

O HEEE @Enkes)

e MR (Cmax) [ OV MUAE IR BEEEREH (bmax) TXFERIE X 0 RO, mAEHJREE — e
iR P (AUC) IZEBIEIC KV BH Uiz, 1A O 3 KRBl IR Z Bt/ 1L T
BoEE L., BonzERofizx (1) 2o mFEFREEEEY () Z2EHLE, 512, LT
ORIZEV#RZ VT 7 A (CL) KROSAER (V/F) 28 LT,

CLtt/F = Dose / AUC,_.,

Vd/F =Dose/ (AUC, .. X 1)

CL: =Ae/AUCo-48n

@ KERSE (Baks)
51 A B O G% KOG T B B Ok i R (Cmax) K OV M5 T A2 BIERE ] (bmax)
ISEHIME L v sk, R — R AR TR (AUC) IZBAIC L v B Lz, MM 3
WF LA B O 2 B R /N 3R THRELANR U 45 5 7 AR OBE 2> O S i B2 280 (tu2)
ZRMHLE, sbic, #27 V772 (CL) RO MHMAR (V/F) 2HHE LK,

R USSR 2 5E 3
A% LR

HERETER
MM ER e L
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4) 2IVF7SURY
fEFEEC N 16 Bl L_XF T & # A 1500mg % 15 43I CHELEFEEFFIRNEE G- L OV 1 B 28] 4.5 HfHE
KESESHIRNE S L 20287 V7 50 A (SMELE [ZEMEE%]) 1% 3.43[11.71 &K
3.84[10.0] L/h T&H -~ 7=,

(5) HMBEREY
BEFRER AL _T T4 L 1500mg % BB STHEFIRNE G L7z & & O0MARREOEHEIL 35.8L
(0.54L/kg) TH Y . ENFAKSEIZEVWETH - 72,

(6) Z At
R L7220

BEF (REaL—L3y) @Y
(1) ALY
RN O [N OPME T, EEERR AN NS T A ABE 26 RI2IT- 72 10 B8R, 528 1l (A AN 217
B, FMEA 311 41 ; Bk 343 Bl R Ok 185 #il) OBENLELN-MEF L XF T X
LRET —H 5442 ji O, KWL O—RERE D 1-a /= h A R =T
TN EIERET IV E L CTHRRR/ N R EBFIC X 2 IERIBIRARET ik (NONMEM)
i L, REE S EREMEAT 21T - 72,
AN AARNNERORA TADABE 259 Bl DIE L-MmiER L _RF T &7 LRET — 4
1840 ;A% W, —RWIGEFE K O —RIERKBEEZ BT 58 -2 X— AV MET L%
EARET IV E U CTHERR /N FREBFIEIC X D IERIBIRA IR E T V& F\V CREE ] SR )
REMENT 2 ol L 7=,

(2) RS A—AETHER

AT, Ridoes s )75 A (CL/F) 2kt LC, K&, M5, CLer X OMEFHABTTAMNA I,
T o5 HEE (V/F) (25 UCTRE, FERAPLTA» AL OB OEEEIRRE (R A T T
ADIBE) DRERHFRCA B RIR & L CTHEE ST,

/INRTIE, CL/F (2x UL TRER OBFHIL CADAZE, VIF 123 U CTRED AR A B OiEEK
FIZEROH HE & LTHEE SN2, BARNNEEROERA TANABEOMMETIEDREEZ I 2
L—y g LERER. BARNNETANAEEIZ 10~30mg/keg 2 1 H 2 [Bl#5 L 7= M b3k
BRI, BAARATANAREIZ 500~1500mg 1 H 2 [E#5 Lz L [F4% & PRS-,

IR 4R
M LA

v il

(1) Mm&—KEEF @RS (v MZEITSB~DBITHE)
LA_F Tk X LAEAIEVENE % OMERE T~ 0% 7 v b TR L & 2 A, Mgk OIiKEH
TR LA_F T2 MR, ZFERNOHERFIC EF Uiz, FIERIER (15 4) ([CKESE
HTHTULRFITEELANERSNTZ LMD, LRF T v JTMHE M 2300 @ilmd 5 =
DR ST,

(2) m&—RAEBEFERY (S v MIEBTHiEBRERMYE) 7
WEER T v MZ MC-L_TF T X L bamg/kg BRI OG- Lo & &, MR, IR R OSF R I i
REZSERD b, MR AEIE T 5 2 L AVRIR S Lo, IRIE, e K OV K O AE R B2 | 3 REB A 1. itk &
HARTENLTHERS Uiz, RILOMBSRERET, REMWIILIE & I~ TR G% 2 FEfH) & T - 7225,
e 5-4% 3~24 REE CIIFERREL 72 o 7o, SEARENY) D U RE D 3 A0 1 LI AEIRENY) & Lo~ T o 72,



6.

(3)

(4)

(5)

(6)

(]

(M

(2)

(3)

(4)

| VII. 3&m@hieicBid 2 5A |

LAAOBE (5 v MBI BRTBEN) ¥

BRI v ME UG- LT 78 4 4 350me/ke & HIERE 1 H5 LTz & & b~ 0BT 54 b,
e lith 6 WIS COLI PRI IE, METIE DK 90% Tib o, FLIFHHUHER LT 5.
e 3 ISR CRSIIEICEE L. Z DR/ IE F L

BERA~DOBITHE

A v/

<BE>

[VIL 5. (Difiig — iBAM @it (7~ MBI 2M~OBITE) | 251

FOMDEHEADIEITHE (DR, Sv FRUA XIZE T HFDMOMEH~DIITHE)

UC- L RF T X LR GH%OMBIMmE~ T A, 7y FEKOA XTHRF L7, 7 XToOEMHEIZE
WC, BT BERE O oA, R (FRE) RONBIERE (RIREE) ZFRV\ T, ik —7T
HoT,

MFEAHSE GNEAT—%)
SHENERE R AIZ MC-LATF T & 2 L 500mg 2 A OG- L, 1, 5 KON 12 BRI Mg 2 B
L. MIEEAREGRZME LIZL &, BAMASIRIEEAERLNRN ST,

RBHERRL K MR BRI
LRF T ADOTEELRBEIEIL, 78 b7 2 FEOBEZRNIKSHETHY ., 2k AmkEn
D DIEERBHI O ucb LO57T (WA RFTIMK) ThD, B, AREIIREZATIEME L0,

HO

NH <+— >
HzN\n/’\/ HzN\’%,\/ HZNW
5 H 5 H
uchK116 LT T8 F D uchR297 (1.6%)

! !
AT D

Nz OH
Ho\n/\/ Ho\r(Lv
i
0 0
ucbK115 (0.9%) ucbL057 (23.7%)

TRH

KI5 BE%E (CYP4S0 %) OHFiE. HEERY

LARF T X A FF N7 m— 2 P450 RAEEESR IR S v7e v, 2P ueb LO57 1X, CYP
HRGEOBETHLI BV V2 AT T —B LM IR DRI L > TEKREIND,

n vitroiRBRIZB W T, L _XF T X LKk KNuchb L057 1X CYP (3A3/4, 2A6. 2C9. 2C19. 2D6.
2E1 X (N 1A2), v U Y U g (UDP) -7 7 o o figinfig# (UGT1AL O UGT1A6) K OY
THRFT Ne K7 —BIZk LTHEERZ RS ot 70, ST e NI v Ao 7 V7 m
VIBRAIC OB R RIS o,

PEEENROARESZDEIE
LT T S SMIAYIREIEE R 2 1E & A EZIT R,

REYOFEDOHAERVEEL, FELEY
FRFH O LOST (ZIFFRHFANEEITFED TR0,



7.

9.

10.

| VIL. 3shieicls 55 H |

HF/ﬁ 3, 40, 42)

RN 6 BlC LT T X A 1500mg & BB FIRNEE G- LTz &0 7 V7 7 0 ZAONYHEI

0.87mL/min/kg T > 7=,

RN (FHRGE 6 ) IZL_F T L L 250~5000mg % ZEfERHCHERAK G Lzt &, &5 48

R 2 £ CORG-EITRT 2 R PRI ROSEEIL RE IR & LT 56.3~65.3% . ucb L057 & LT 17.7

~21.9%ChH o7z,

fREHER N BE 4 B (SMEA) 12 MC-L_F T & L 500mg A HERE OG- Li- & &, #&5 48 Brfi#% £
WG ED 92.8% DHRENIRT G 0.1%NFEHNHEIN SN, &5 48 Kifilfh £ TORE &I

%5 R IPEERIL, R BIA L LT 65.9%., uch LO57 & LT 23.7% CTdh -7,

LT F & & L OPEMIT 3R ERIR A S RS BRI, uch LO5T (ZIIRERIR A1 & REEhY JRAMGE 43

WG L Tn5,

HE AFOEKBRSNH TV HELOCHEIL V_XF T X 20RABEN AR B2 585
G EE, LRTF I AROKBELFEL 1 HHEEOEREREIZ T, 1 R&E% 15 50T TR
TEEIRN 535,

LARF T LOREAEE %4%$ﬁ%&§¢5%é-ﬁA W, AL RF T L
A&Lflalm%g%1azﬁ ity 1EIEE 15 0 CTRIBFAIRNEEG-5 5,

WPROEHAICBNTH IERICK VEEHETX 528, 1 BfmRS B, CHEHIEFLLTO
&kb&ﬁé;&oﬁA:ﬁAﬁmlH%%&@%m3wmg%ﬁz@wzkkb\%%mz

ERLLEOMEEZ & C1 HHEE LT 1000mg LA T3 21T9,] THD,

S Y RK—5—IZET HIEE
AR L

BENFICLDBREER BOKSs) Y

MIEHT 2 52 1 T % KBS RERR E R AR 6 Bl L_TF T & X LA 500mg % BATHIAA 44 REEATIC
HERAO®KG L L &, FEBEITRRO ML A 34.7 Bl T - 72208, BHrd 2.3 BERNCERM L=,
LARFFTEH LKW uch L057 (EMRFHY) OFHIC L HBREDFRTEL. 81% KN 8T% TH -7,

BREDEREHI HEE

(1) MRIZEITZMFRE GAEAT—%) Y
AENNRTADAEE GE49 61 B8 1 A ~4 5K 17 B, 4~16 oA 32 ) 2 HIE L
fER L RF T2 X MRET — 2 E AN, LRF T X A 15 Sy AT E RN B G-1% O S Eh e
A Lz, ARIFRGREOMBET L _F T2 H AREIT, LT T8 X ARAKRGELFRETH-
Too Elo. HEMEWERRMTORE, 27 V7T 7 0 ATk U TRE KR OB HERERAE . /M A R
(2R L TREDRAZICHE B OBRRICEROH 5K+ & L THEE STz,

(2) BMaEERE (BOks) ¥
BB ORI D B2 2 B AWEERTE 24 B2t BRI, LRF T X AEHREROKE Lzl &, AT
DR 7 VT T A LBHEREER # (CLer : >80mL/min/1.73m2) & H#k LT, #EK T4 (CLcer :
50~<80mL/min/1.73m2) TIE 40%., FEE(X ¥ (CLcr : 30~<50mL/min/1.73m?2) T 52%, &
EIKTFHE (CLer : <30mL/min/1.73m2) T 60%IK F L7z, LV _XFTFEHX AL uch LO57T DBV U T
FURFIIVT T2 VT T AL GEICHBE L,



| VIL. 3£¥@hieicBi+ 25 E |
. " B ORE
I T BE PR B
(N=6) (N=6) (N=6) (N=6)

CLcr (mL/min/1.73m?2) >80 50-<80 30-<50 <30
B 500mg 500mg 250mg 250mg
L RFZEH A
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) 76+05 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?2) 32.5+8.3 15.7+4.1 10.0 + 2.4 6.6+2.7
ucb L057
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+ (1 g-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

FEEIE + BHERZE, tmax X OV ucb LO5T7 @ tug lXHRAE (/M — e K AH)
CL/F: Rindoe s U772, CLp: B2 U7 7%

BLARFSERILDEIIVTIVREILT7FZUV TS 0REDHEE (BEEOERE)

(mL/min/1.73m?2)
45 1 CLr=0.2569xCLcRr

40 J R2=0955 R
p<0.0001 GHEIEYRIHT)

NN\ TE

35 1
30 1
25 1
20 1
15 -
10 1
5 -

; (mL/min/1.73m?)

I
0 30 60 90 120 150
JVTF= VT T A

(3) MEBHEEFETORRNERE (EOH/RE) ¥
MIRBENT % 521 T % R HEREREE O sl ABEERFT 6 Bill2 LT T & & A 500mg % B AT AR 44 FERT AT
ICHARR OG- Uiz & & FEBITRE O R IIT 34.7 Kl TH - 7203, BT HIE 2.3 RERIZHEAE
L7c, LRFTEHX LR D uch L057 (ERE@W) OFHIZ L DBREDFIL81% KTV 8T% Th -7z,

(ng/mL) (ng/mL)

L _F T2 A ucb L057
221 101
204 94
s PP ] (TSI =95% (I
74
i O
T 5
%
31 ﬁ
24
14
0-

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

0 12 24 36 48 60 72 84 96 108120132144
P45 (h)



| VIL. 3shieicls 55 H |

Y EhRE X T A —H LRFTEH N 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) —
EAT T4V —DREDHE (%) 81.3+5.8 86.9+5.9
MIEENT F O IR (h) 2.3(2.1-2.6) 2.1(1.9-2.6)
MikENT 7 V7 7 > A (mL/min/1.73m2) 115.7+ 9.3 123.1+ 8.6

N=6, FEE + R, tmax. tiz. CL/F, MEET T O IHRENNE P RAE (/) ME — R K H)
CL/F: AnFoely s )77 A

(4) FFEEEERECOARNEE (BOKS, ABEAT—4) ¥
R L OV P4 (Child-Pugh 0% A O B) OFFFEREIS T 21 61 (AAN) L _"FTEH LEH
HEO®RELZEE, VLRFITIRXLOEHE I VT 7 ARELITALN IR T, BEE
(Child-Pugh 7338 C) DOIFHEREIS FE Tk, 257 V7T 7 2 AMRMERER A DK 50% & 7272,

(ug/mL)
30

BE

20 EE+SD

R N ), OB

0 24 48 72 96
F G (h)

—O— R A —W— %A —e— B —A— 53 MHC

(n=5) (n=5) (n=6) (n=5)
Crnax tmax AUC, ., tie CL/F
(ug/mL) (h) (ug-h/mL) (h) (mL/min/1.73m?)
RN (n=5) 23.1+1.2 | 0.8+0.3 234 + 49 7.6+1.0 63.4+9.7
Child-Pugh 43 A (n=5) | 23.6+4.9 | 06+0.2 | 224+25 7.6+0.7 62.5+8.7
Child-Pugh %34 B (n=6) | 24.7+3.3 | 0.5+0.0 | 262+58 87+1.5 55.4 +10.5
Child-Pugh /336 C (n=5) | 24.1+38 | 1.6+1.5 | 595+220 | 18.4+7.2 29.2+13.5

CL/F: Andoeg 7 V772, EYHE + EREFE

(5) BEHETOARRNEE BOKkE. MEAT—4F) ©
AR E GECADABE., S TTH) ICBIT D L_F T4 A0SOV T, 7L
TF=2 7 VT T AR 30~T1mL/min OFEERF 16 ] (FFft 61~88 %) A xf4 & L Cakfili L7=#%
B, WEE CITHREEIINK 40% TR L, 10~11 BffE & 72> 7,

Cmax tmax AUC tie
(ng/mL) (h) (ug-h/mL) (h)
HEREO#EE | 19.1+3.1 0.97+1.37 [251.0+54.3*1| 10.3+1.7
KEROFS | 31.2+4.3 1.17+0.94 |247.5+48.7*2| 10.4+1.8
EEE + R Rz
*1:AUC,.,, *2:AUCo12

1. ZDih
Y BRI L



[VIIL. %40t (A EoEEs) (cB¥ 5EA |

VIII. &2t (FRALOIESF) ICEI HRE

ERNREZTNDER
EIN TN

g

2. EEARLZTDEH
2. B

WROBEFEIIIREG LN L)
AHN Oy e v U R USRI VIRBUEDOREFERO & % B#E

=z

(fig7n)
2. RFIORSXIIEr Y RUFERI T 2 BBUEDOREFEREO & % BEIC Kﬁ%?@bt B
WHEGER DT T L AREENE N EEZ 5N DD T, AKFIORES Xitm)%/m%m uwﬁ

DOEERED S 5 BFITIX, AFNOBEZRET D Z &,

FKEREFE COEMNBRERBRICBWT, Ya v 7 UIT T+ 7 4 7F V—EEROBIERBRE L2008,
WEUE L B2 ONDRBEORWERNHE SN TR, AEICBW L, v a v 7 T EESE N
wWEINTWS

VA?7?&AiED)F/m%%T%5 LD RRNDORS OB LT, vr U R FHERITK
L CHIBBUEDBEERE DO H 2 BF IR L Cid, BE5E2BTILERNDH D, Bul RUFERICE, H
NTIEHRTRETHLIE T X 2 (REICE T 2054 « I 4T —2NRIK 33.3%) 23, F721Es+
T 7=9% %5 (ENTIEKREKRT), 27378 F L FTIITHEL 2T 4T EFL
ENRDH D (x ENRER),

B, BRI VAT T H BUSORENO TN ONTIE, TTV. 2. BAHIOML 2205252 L,

3. EEXIIMRICELET 5:FE L FNER
FEESN TR

4. RERUVAEICEEYT HIEEZTDER
V.4 HIEAOCHEICEESER] 220528

5.5%@%*%3%&%@@&

AP A B G EORI/ABER N LEGTIRIZL Y . TADARIEOHE I TADAER
h*ﬂ%%bﬂé ERBHDHOT, VR_FTvX LOEEEHIETHHEAICIE, < ED 2HM
PLEDT Tha lCET 572 SEEITY 2 &,

8.2 IR, MHEE S - by - IKAHEBEE N EDOIKR TR D 2 ERHDHDOT, AFEEFHOREIZITH
) B 0D S AR | F&%ﬁo%%@@% IHEFEIERVEIERTDH L,

8.3 SAiEE, SEEL, fRIR, BIE WBUESORBMERNSS b, BARENIZELZLLHHDT,
AFIPE G HIXEEFEORBEROFEOE (L2 BRI BIET 52 L, [8.4, 11.1.6, 15.1.1 ]

8. 4 B K O\ F OFIRE TN, BRSO REMERBEE O AR OV TR 24TV, ERf
EREICHEEERD GO LoBE T 5 L, [83, 11.1.6, 15.1.1 &]

8.5 /1 $%®%\%¢ ZxF9 B HAPRIEIC BT A BRR BRI ZE N - W & b Thhi T2 &
5. NEBE ORI T D HARIEICAR 2 E AT 5856, R G BARICITEE OREE
%+ _ﬁ&Té_&omﬂzﬁ%]

(A0

8.1 AF|ZWEUITIET DEICIE, BB ORBSE TREMOBLEND WAL LR T IE R
%&w%é%%%\%Aﬂ_kc1H;&Lflm%g(mwg@1a2@%$ukbf)fo
WAZET S, HERILEITI Z &,

HERATCOERAIEEL TRV, ROFZEDTEL_XFTEX 202 IET55508E
FIHE LCRiH LT,
8.2 HENHEOEERE, W OBIERE ~DOR BT 23 BRI T oL T RWnn, LRXF T8 LEED




[VIIL. %40t (A EoEEs) (cB¥ 5EA |
KB E TORANZ SR L LENERRBRICB W T, BIWEM & UTHIRE 193/543 5l (35.5%) K&
OB D £ 95/543 Bl (17.5%) BNEESN TS, £, NEExSRE L-ENERRRICE
W, BWEM & UTHEIR 31/73 B (42.5%) PGS TV D, AFIFE G-I E B) B0 #HERE
fEIRZ LD B OBRIE I F SR VWL O +REET H 2 &,

8.3 AFTORAAIFEIEHEND 2013 4 4 H 30 H £ TOR AR OHIREMAIZ T, St (RE&s

Tie) 351k, SEELINAE 3 1, B (SIMME. BEEST) 48 . BURME 32 FoWMENER S
. ZOWN, EELFGIIGHNEME 3 1 (EEERE 15T, s5ILIRME 1, BE 74, %
BHE 2 R SN TV D, ORI IEFO T, ARER BEZEED) ICE-T#RELE
EFNDHZ L LY, BREORMIEROZEMICEE L Z0 X ) RIERNENZSA @Y 22dis 24
HZl, 2B, BEFEXN, BREEZICOW I TEE LML TR Y 130 ENERMI TV
% (IVIIL 12. (DEERFERIZES EH]) 2,

8.4 EBpHARER [8.3] ICTHEEMWEERD 5 6, FRZHBENE, AREMICZHOWT, BESHIRIZ

8.5 ZHE TINETANABE ORI 25 & LT BAIERE O RRARGERDNE N - sk & b IR

Fa B ATV, BEORMIERICE(LDFE O bR HEITIE. FE) S ERT~ERE Ui 72t
JIEREID KO ICEE T S 2 & (TVIIL 12, (DEG RIS ) 21,
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9. BBRBREREICRIZITHE
FEESN TR

10. BEKRE

13. BEXRE

13.1 fER
SEOHRGEREITBNT, LRF T Z L% 2 15~140g IRA L7612 0 | IR, Bk, %
B, B LV, RER NS R OV ES R STV D,

13.2 &
AFNIMABITIC LV REATETH Y . FH L TV DR OFLE S U C RS O FEhi % % &
HZE, [16.6.2 5]

(fig7n)

13.1 fEIR
%Dﬁ@% SR E COENBRRBROME BT, HESN-HELROCHEZ B2 &0 5 SR

e himERh L Liza, BERGEGIT 7THmE Sz, 25 16IE 2 HREER GRS 72

#\%mu%waﬂ%1H@AT%D\uiﬁﬁ_iw%ﬁbtﬁ%$ﬁiﬁﬂoto%@tw\
SEOH IR G HE 2 S & IC/ER Sz CCDS Oft#i 2 2% ICii#f L T\ 5
A g R AR BR 2 S 1 ﬁﬂ%xmﬁ%%@VN?ﬁt&A@@%&ﬁﬂ&ot%%fm\@%&5&
IRF AT LS %$®%5ﬁ$$%kbf IR, FRRmm, SR, AMERAR, SR & YD DN
DO, WER G IEE B UIRIRIEDY 6 A ke L 72 DIAMZIT % & Fiﬁ#ot&®ﬁ%%%%
T3,
SE DTG RGN B, & HZVMIIT—EIZ 140g ZRM L=t ofiEf (AR X 54X
WERS) BXHV ., EIR, KE, SEIRPFERO SN, Frya— E%KR) B CmEETIC
X DoRHL TN TE Y, EfMeRINEIIRATH D, 15~140g OiEEHGHDIFE AL ST, HHIRE
G TR R OIER R A DI TEY . 16g TIEEENBI L 7-6L H 5,

13.2 WiEd
LARF T4 LAOBERGIZHT DREOREIITR WD B IR UIMEHIZ X > TR O 3EY)
DORpEZEITH Z &, RHEERE L L TOMKBITIC X 2BREDRIT, L _XF T84 AT 81%., ucb L057
T8T%TH D,

1. BRALDFE

14. BRLDEE

141 RFAZBROIE

14.1.1 AF|o1EHFE5E (500~1500mg) % 100mLOEBREHR, FLEEY v 7 ViR E5% 7 K o BEE
FHECARTHZ L, DNRTIEH, A TOMPIRELZ B ZICHNREOHELEZET 2L, [112
]

14.1.2 R ZIL, EONITERT 2 &,

14.1.3 Rz, B TERTPICEDEZRD DGEITFEH LN &,

(A0

1411$ﬁi1mmL@L T DAL AT 20 B0 H 5 B Lz, AR OFEIC OV T,

HHERBR A ER L, WO AR Lo AR, Y O NVR, 5% T R UBEERIK AR LT,

@k\m 2BV, mﬁﬂﬁm RIEIEBR (BT D2 B IHEEZ AT 2 IR0 E—o/NEEH Tl
100mL OFRIEESBE L 2 DGAVHEEIND Z b, DNETIEEA OBIROREIZES X | A
WHOWEEEBET 5L HOFERELMETAINERH L EEZX, ZOFRRBEOHLE LT, KA
DFHIRIE 2 2R LTz,

14.1. 2 KFNTFEANE LTRSS 284 Th D 2 L0 [FHIREBIE, mHeNERT 2L, | LW
DEA L/fuo

14.1. 3 RFN T ABA 2 EHFTH Y |  FARBRICBWTHE A IR I ZY ERD 2N &
N, —RIREEREHA T L,
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15.
15.

15.

1 BREREAICE D 1HER

1.1 M CEE SN AR 2 E0EEOIR TANARICBIT S, TAdA, BHERSE 28 E L
72199 O 7 Z A% REEREBEOBRFHE RICB 0T, BRASELCBEEEROFIOY A7 M3, it
TADPAEDIRHBETT 7B ARREE I L TR 2 5@ < (U CTANASEIRMEE © 0.43%., 77 k&R
B 0.24%) . FUCADAIEDIRMEETIX., 7T BREEL A~ 1000 AHT2V 1.9 AL W EHE SN
72 (95% (5 #HIX[H : 0.6-3.9), F7=, TANABEOY 7 7 V—7Tlk, 77 8AREEE <1000 A
H1-0 2.4 AW EFHREEA TS, [8.3, 84, 11.1.6 B[]

1.2 SAEARRAN TADA RS 1208 Bl 254 & Uiz 7 T & Rt BREGEE R O OF ST iz B L JEKS
MIFMEATEVEIR OF EHG (BB, B, R0, R, Wk, BEJE, 19 o, HFBRZE
MR, EENEZ . SRRNE, R MRE, ARSREE) ORBLRIIAFIFET 13.3%. I TR
BET62% Chot, RIS, SMENNETANAUEBEE (4~161) 198 Bz xSt Li=7 7 v Rxt
MERIRSBR I 1T 2 YA FFRORBLRIIARAIE T 37.6%. 77 R T 18.6% ThHh-o7,

T, AENNRTANABE (4~16 %) 98 Bz x4 & Ui risne & O TENI X9 5 S8 %2 5
flid 2 77 AR5t MEEARRBRICB N T, ENLRRFCTH L2, 77 AEE & i U CBERAITH)
DEALPRIE S Tz,

(fifan)
15.1.1 2008 4= 1 H 31 H L2008 4F 12 A 16 A, KERMEHRKLF (FDA) X0, Sl TANAIRIZ

XD AZEEITAR EICOVWTHEBMRE T2 LENRAL SN ORI L, ZORFIX, BT
AIIED T T AR x RGRER IC WO, BB TS (BARER., AR, BEHER) LKOH
RSB D WA A RIT L7, FLCADARERA L TV RE CTHEABEEITAR DY A7)
FAHICHBIZHINT 5 L TADAIRRE 0.43% vs 77 BAHREE0.24% ; HFLCTAMAFEEOERT U A
7 1.8) ZlERTHRERTHST,

fOPLT AN AR L FRRIZ, AFIEGH1C ooxiaﬁﬁﬁﬁE@ﬂﬁﬂE@%hkﬂémﬁ\#CK
EVREICERET B X 5?5/?@“6 LBz, BEOITEI OB DWW T 7eigi 21795 = & ([VIIL 5.
HEREANEE EZOHEB] 2H),

15.1.2 KETMCE RO CCDS OREHICHDE,  DEMHRMEATEMER ) IZBT DAL OV NEOA

(2)

FHEROBEIRDUET DI O T O IERIEM 20 2 LMY TH D LB L, flei L7z,

JEERERFEA ICE D < 1B
BREZI TV
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IX. JEEREREAERICRE 9 HIHE

1. FEEHER

(1

(2)

RN EAR
VI FHEEIC R4 2 HE ] 2]
R EEAER

RAAMEIEPIEAER & U TR R, DIE R, FERCR R OB I T R ELREI L. ZO/RD
BE 2 TRIRLE, 7y NEO~TATIHE, GHETHREESOK FRA LN, 1 XOFRIRNE
HlZBWWT, MERED EFARD bzn, @mAEZ#IRNICEEES L-Bomk L 4 e v —2%
LICERT 5 L& 2 b D, in vitro TILLITEEEM PR 2 LR, 4 X281 5 600mg/kg

DIEAFETIE QTe bIER L7ah o7z, THILE K OBEEREICH T 2/EHITIZ L A ERO bivieh Tz,
O AR RITTRE (Fy b, w7 R) W

ST BT ﬁg #r 58 (mg/ke) R
Irwin OSERBIZR | 7> b #&O |0, 100, 300, 900, 1800 |+ X T &5 & TR RfTEI 1L
B T NHEBNTZ, 300mg/kg LA ETHE
3 4 R AF Y 7 GRS SR Bh VR 0D BE 00 A3 A2
S, 30 LANIZIEL L, 24 B
BETITHEELE,
TV AR TER ~ 7 A ®H |0, 60, 240, 960 TOWNAFRIERIZA LN 2D >
(PTZ #FRIT WA Pxid 72
EF)L) 12 15
B RESRE Z v bk | O |0, 100, 300, 900, 1800 | £+ 900 M O} 1800meg/kg T
i *TERZE EENESREC T L7z, RS
8 14 7 uanLYTERFT K100 | EENESHE KT L,
uNT=) Sy k| #B |0, 100, 300, 900, 1800 |300mg/kg LA T, 4 KRi% £ TH
i3 RERZE . 50, 7 /B Y V| BARREOHEKRFEDO R WIRIE
8 14l KT (<1.00C) &Lz, xRS
F—iwmrEO BT 2R LT,
Ny kAR —| Tk #0000, 100, 300, 900, 1800 | 9T D5 & T 33\ T HEHR FF
TV 5 MR AR ) i *TERZE BT bR o Tz, SHRIET
8 #71 10, ZolLra<wdy A ERERBEHOERN 5N
77

DR R ORI R I R IET 2 (v b, A X, invitro)
B A mni | 7 B iR

TEBR e NT X — & | FlA X | #RM | 50, 150, 450mg/kgiv | MEIRED H &EEIC EF (&K

o OV W 8 6% BE ~ iid (5 /yMVEN ; 2.5mL/kg) | 1EAIIZEG4% 5 43 IC A B, 20 /0%

DFE 4 5 WX FEAIZEE) Lz, 450mg/kg
TLAEINCAEBZD 72 WE TN
BT, oM, BEICERT S
BAbiE A e Tz,
L RF T &2 LD ML 50,
150 K () 450mg/kg % 5-% 45 43 T,
FHZFh 57.8,208 K1) 634 pg/mL
ThHoT-,

Bt B IR T & afn % 2 | MERRER A X | EURN |0, 450mg/kg (5 43 [l LA | FRERIRIE(Z381) B — B0 72 B (B

5 A—5 i3 ;45 X% 180mg/mL) | 5% 5 Sy TOREE) ., ILIRHIEINR

5 ] =D EF (20 s RiF) R OVMEEL

DR (15 43 [FFRe) B b,
Man: b 2 57,
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KBE w157 P T
F LA U —IZ & [ EHr X &0 |0, 150, 300, 600mg/kg | 150 K (X 300mg/kg T/Laa%k M O
DULE, BTN (EEMIE; 8. 2 XUV 2 B | ERICHEEZ L, 600mg/kg CTlEMH:,
JLEE X E % 3 6 ) DO KL QT ICBIT KT
NH BT, QTe I[ZITEE 1L,
150, 300 & 1f 600mg/kg #%¢5-4% D
MEFPL_RF I 2 LBEEIZEN
£ 160, 303 XU 507 ug/mL, F
7=, MR LO57 ®EIXEThZEN
3.31, 4.84 }15.78 ugeq/mlL,
T LA N =T KRR | #ARN | 75, 150, 300, 600mg/kg | 150mg/kg F TOHK G THEIIA DL
DI, DHER O R N7 oiz, 300mg/kg THEA KL
LB X E % 3 {5 600mg/kg % 5 TR 7 & 4177,
IhiE. DHEBEOHEKREDT
600mg/kg T PR kgD %EHE & BY
WL, 4 BRI E CRRE L7z, Midh
WRIEIZIEARE TRIZN—RAF A
WZEHET 528, 63% &7 L=, QTc
KEOTHIZ, BEIZLDEETAD
o7,
DS B ENL fatt4 x| in |0, 100, 300, 1000 zg/mL| 1000 ug/mL, £ TL_XF T & & A
NE IR vitro |KTHERIE - dl- Y & o — L id, AR RS BIT AIEENE
HE 8 T 50 pmol/L NS RF S hoTz, dI-V %
(et L 12— UL, IE B BN RS (APDeo
FI7t & A KON APDg) DEEZ5| & Z L
£ 4) 7=
M7 / i Sk B A X in |72, 72, 144mg/mL 72mg/mL Ll ORI B TR
K OGR f BRZE T g iR vitro K OISR B 0> b 573 ONC % i BR
5 f EIERROE FAH LN,
MRS B B Y b bk in  [0,1,3,10. 30, 100mg/mL | #RMLERIZ %9 25 EAHIZ 30mg/mL @
RIMERZE I BE BYE24 | vitro BEFEFTHELNLR N> T,
otk 4 4, 100mg/mL T, FRIMERZE LRI TIL T
M HER L L. BERICEN LN, LT
%% LEE 50~500mg/mL T
i, b Al s ORAENCRSEE D
REE Y BEH LT,
@ MLIRRICKIETHE (invitro, 7 v b, ~TA) ©®
ST H o | T Bl o
I HEE I35 e in |0, 100molV/L (170ng/mL) | §FIEBI R OV == 2 MILHEIZ &3
AR OINHMEFHRE| £ b vitro | ~10"mol/L (170 ug/mL) | % %7 L,
YEH E) BFEEGIKITT = 2 MLHE 2
i3 L7z,
15 14
B IR Zw h | +2F |0, 5.4, 54, 540mg/kg |540mg/kg T KpWMETF L7z, B
(14 PG R E 1 GERERITRON o T2,
10 4]
SR A B 5 RE R ~T A | 0 |0, 5.4, 54, 540mg/kg | BEIEENICEER L,
E
10 %

BRI KT SE (T v b

48)

ABATH B ﬁ{i #HE (mg/ke) G
REROREME|] 5o | &0 0. 54, 54, 540 RO ES L. BWEROE
B O B OBk e R I £ 7 B |,

8 fs
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(3) ZDthDEFEEHAER
AR 2 2 OMOER (v A, T K)
7w @ Morris /KKEERBRICIB W TERARERE IO AL RIT ST, m—& —nr v Nl Cl3EE e
BRI S 0o To, Eo, PRMEIIRT v MZdsW TR ER 2R Lz,
O BIEBERE~DEE (Morris KEKKRER) (T v b)) ¥
EFT v b (FE 10~12 §) (2B 25 L _F T8 AOFBABEIEICH T D EIZ OV TR L
LA, LRFTEH A (17, 54, 170mg/kg. ip) 1F 170mg/kg (28T b Z2fIFRANIC L %
[BBEREFIC S B % 5 2 Ie o T,
@ EEEE~OEE (m—F—ny FRER) (vvA, Ty k) 2@
LRFFTEH L (54~1700mg/kg ip) ZHE~ 7 X (FE 10 f]) IZ&KEHLr—%—o v N
EEMLIZEZA, n—F—ay NOEIKEICITZRITZRD ko7,
LRFZTEH L (54~1700mg/kg ip) #ME7 v b (BFESH) 2 H L, ERRO~T A% H
WZERBR & FIRRICRHM L= & 2 A, m—F—ua vy NOEEEEIIIERBD bivkenoie,
® HpiaiREER (F > k)
7w & ([, Wistar &, 10~15 i) OHRKENRZ #5245 LT 90 47O M MRk AE O % FREEdE L |
24 BB ICEME B L CHEROKREZIZ[E L, VXFTEX AT 55, 11, 22 KO
44mg/kg OHETEMD 30 ZRENIEENE G35 L2, 1.25, 2.6, 5.1 LT 10.2mg/kg/FF
M CREENIC R i G- LTz, LT T8 X AT m A& CHIEY 4 X% 33% K F &, Mkt
RAEER RO BT,

2. EHMHHER
(1) BEEZSSEHHRER (v b, 4X) Y
7 v R TlE 2500mg/kg THRZEHAIT. 5000mg/kg THISEIME T, HHIR, RNELTHIT. LB EL
gan,
A X CIENEME,  FREREHRIE & OUKER(E2Y 2400mg/kg TH HiL7z,

; = AL D B 5t
@y &5 )5k #hH5% (mg/kg) (mg/kg)
A p
(K BEMERES 5 f51) e H 0. 2500, 5000 >5000
A X . .
(%ﬁiﬂtﬁm% 1 {ﬁlj) 7@‘:!:! 0\ 1200\ 2400 (4 E#FEﬁ Fﬁﬁlzl’ﬁf 2 %%IH&%‘) >2400

(2) REFRSEHRE (v b, 4X) Y
7 v b 13 BRE RS- EERERTIE 200mg/kg/ A BEORECRNBRIZAE 1L & ZAUTfE 5 BARA
BORBBAE OB MAFEO b2 Lb, MEMEIL<200mg/kg/H &B X2 bivle, BIROPT I
bt MBI 2 HMEFNERN 72 <, 1800mg/kg/ HIZH W CTHEEHE O & {1 > 7o (R FH 0o Bk b
DEECTH LN Z LD, B h~OFMEMEZ BB L2 B =X 600mg/kg/ B EE5 2 b,
Z v b 52 BKEHRGEMERERTIL, 7T0mg/kg/ A TEMEEITERE OB N A LN Z &b,
MEMEEII<TOmg/kg/B EE 2T, BEOFTRITE MBI 2EEFNERN 2L,
350mg/kg/ H LA ECREIR, KR K OB KRR ENRALNTZZ 0D, & h~OIMFEE2EE LT
MR T0mg/kg/ H & & 2 Bz,
A XD 13 WA G- ERER Cld, 400mg/kg/ H THI K F R RN A iz Z s, Mtk
1% 133mg/kg/ B TH D EEZ BT,
A XD 52 WG mMERERTIL, NLE/MEESATRA LR 5Tz Tomg/kg/ H M w3 & &
EZZ 5,
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. - R
ELZigi 571k #E5& (mg/kg/H) (mg/ke/B)
vk . .
S REERES 20 ) O 1338ER |0, 200, 600, 1800 <200
vk . .
(%ﬁﬂt&tﬁ% 20 {%J) ﬁl:‘ 52 ]@Fﬁﬁ 0\ 70\ 350\ 1800 <70
A4 X . N = N
(& REMERES 3 1) O 133ER |0, 133, 400, 1200 (4 FRRRERE T 2 4E#E) 133
4 X . N ~ = NE
(K BEHERES 4 1) A 5238/ |0, 75. 300, 1200 (2.5~3 IR T 2 4 EI#5) 75
(3) BIEMRER (nvitro, YIR)
AERTE B W FE 571k b AE
A2 AW EIRERERR | 2 XIF 7 AE MK | in vitro 0. 156.25. 312.5. 625, (=33
5 ] 1250, 2500, 5000 1. g/plate
v AV T —<th B | v R T p— in vitro 0. 625. 1250, 2500 . i
5000 1 g/mL
X% 2000, 3000, 4000,
5000 u g/mL
~ U AR E AW/ | CD-1 R~ A &0 HiFE | 0, 10017mg/kg (=35
bR (- HEMERESS 5 1))
(4) NABRMRER (YDA, Sy k) ?
FhWFE Be 55k Be 51 #E5&E (mg/kg/H) it
<A i) 104 K 0. 1000, 2000, N AR A D7
(B-BEMERES 60 f51) 4000/3000%* Mot
Z v b 1REE 104 JA[# 0. 50, 300, 1800 BAFEMEL S 7
(B BEMERES 50 1) Mot
SAEFEBIOWAITL Y, 45 3 HE»SHE% 4000 75 3000mg/kg/ HIZET L THRE LT,
(5) AMEHRESHSAER (Sy b, X, THR) P
- 5. e hE
B TH N 7 ;'\D
ARERTE B W FE ik Be 5 (mg/kg/ A) it R
ASHARI, AR K 7 b e | e - AHLAT 63 H~ |0, 70, 350, 1800 | HLEN#) O —fx 7 M Ik OV
Ozl 53| (KRR HR MBIk AR KT S
5 30 #1)) W ATECRT 14 H~ HEFE BT 7T0mg/kg/ B T
TR B EEZ LN,
19 H /70t 21 H
& - BRIV FEAE A~ A O | MR 6~15 H 0. 400, 1200, |fEVHO—MFEIZI T
OFEIZET 5| (KRE25~33 3600 % EEMERIT 400mg/kg/
R i) HoRi . IR - IV 1okt
4 % MEEMERIL 1200me/
kg/ HTHDHLEEZ LN
7=
s - BRI A~ A 0 | 4k 6~18 H 0. 200, 600, 1800 | E-Eh M B MEIC Xk} 9 2 M
OWEIZET S| (KB 14~16 PEE T 200mg/kg/ H Kk
B i) THY ., I BRIEEEICK
95 MR X 200mg/
kg/ HTHDHLEZ BN
7=
s« BRI A~ ~ A O | ER 6~15 H 0. 3000, NN | LRFFTEH AT ALS
DI T 5| (%H8E 25 ) (CAVI2ra=1"3ul N W =37 3vall NI NLVAVAS =3 .7 3 ol N LAV 01 EE B3t
B Vo n i EES H) | EOEA) G LTHLEFEER%Z
B L 72 Do T,
HAERT R O A A O R 15 B~ | 0. 70, 350, 1800 | REEVW 12 F -4~ % ME 35 1 B
HBOREWNT| (KB 22~25 21 H X 70mg/kg/ B, HAERD
FHEOHERICEE 1) FEEEITHRT D MBI
ERAEY 1800mg/kg/ H ThH b & &
zZbhiz,
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(6) BFTRISIMERER (VoF)

EURZLE 551k FehHIH |58 (mg/mL) fEAR
A AR ERAN Hi[A] 0, 15, 100 PRI HIR A9 B OV BEAHL 7 O BR A2 1S
(R 3 61 | A S, B BWTRD b RFTE i, £
AR 5 HH 0, 15 ORI R OFEBHE HIK< | &5

WEROESFEOFE WL D
SEIIR NS T2 D A

RO T,
(7) Z0ho%s%EMN
O PuEMERER (€ ) P
RERTH H i B E T
PURMRER | £LF > b 600mg/kg #i 5 [0, 2 WEBEOEEGX | FURMEIERWVWEE XD

(ASA : FHEHES B, | 138 1 [\, 3 @M FHEIZ X vIgdE, | iz,
PCA : &8 10 ) | BAE% 2 AT 7 4 T %2 — s
% 600mg/kg DFFIRNIRG-1Z L 0 Ak,
A AT UM IE TR O MK EL, BEAE
o o5 LB % A7z PCA
o ONHR I EREEEE St % 20, SN 7 v
L UEBEERTR E 9D,

ASA : REENEFMET 7 4 TR —, PCA: ZBWEET T 7 4 7% —

@ GERERBR (5 F) P

RERTE H i B0k | B B b fiti g
o) m R A & 48R | 0,50, 300, 1800mg/kg/H | fapEmttixeh o7z,
B (4 e

% 10 #))

© BEMEOEMETFHE (7> F) P

RERTE H i Be b5k | %510 B hE AR
BEIEDOE Z vk ®o B\ | 0, 4800mg/kg | L RFTFEX AT asrIs s
FAREFFRBR | (K REHE 2 1) a7 ) CEANEBEEMRD

BELT, BlificasrIrznas
a7 ) roOEEEGIEEZT

LEZLNT,
7 b & HE | 0. 75, 300, | MECIXEIRANE A H &
(& FEMERE A 1200, KA D 38 BB B e OVERE &
6 1) 4800mg/kg TRHOBI, aerIZBrT7BT

U v E T 1200 R O
4800mg/kg/ H THEM L T
0. WFICHBEMENRA BT,
TN OZELITRED S
o,

Z v b Z v MBS ARMERER > Dk S Te | HECIZEALIRAE © S2-S3
(B REMERES 5 | B GRHBEER Y 1800mg/kg/ HEE) | fLlC axrIZmr a7y o0

) OBEHEOAE T v v 7 oY I | EFENRD STz, MEZBWT
a7 a7 Y KT HRER | IE arIsuran T B8O
A% i Lz, N % R 9T RS A B a7 s

-7,




@ IRIFEMERBR (T > b, Y1) P
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AR B HrE | 5 HE | 5 h& R
IR BR Z v bk ®n 40 HRHE | 0,200, 600, 1800mg/kg/H | 1800mg/kg/H £ TDOH &
(BHEHE S THIRBPMKAFIEZTERL L
1) RN ERE T,
Hv 1M HA[A] 50, 100, 200mg/kg ITENRR AR S VT G0 &
(B 1#E - | FRARKN W o 7o AR R SR AR H T
B HEMERER PR RS Bl /A [
1 1, 100mg/kg LAl k@ H ol §%
240 : RN 511238 b=,
BREMERES | 240 1 0. 4. 8. 16mg/kg/infusion ® H 5 | 8L BILZR O SN/
2 f51) 16mg/kg/infusion MM T 4 KM 2 HH | o7, £/, @filEG%0
IR G-% D 4, 8, 16mg/kg/infusion D H C#% | IBFIERIT A SN2 0>
5 7

® SFEBMO—BFERR (T~ 4 X)

FRERTE H iy fE B 50705 | B 510 P& it
B 7w b o HA[H] |0, 300, 1000, 2000mg/kg |FETS. —fikfE, KE~D
BT DRk (4 B WD DV EHI AT I

(WM AR BOBNRDoT,
MR- 5 5l 7MW |0, 450, 900, 1800mg/kg/H |/ » M F M B OIX
7MW AR 450mg/kg/ B | M M
HERES- 64 1)) 3 1800mg/kg/ H & &

Z BTz,
4 X s Hi[A 600, 1200, 2400mg/kg | M o ¥ ¥ B X
(3 i) (4 BETEIEIRG C 2 0l &) |2400mg/kg 2B % D& T

(Hi[E] @ &7 Holz,

HERER 1 . 438 |0, 600, 1200, 1800mg/keg/ [ |#ER:E1T 1800mg/kg/ A
4 [ - AR (4 Bz 2 5EIBE) | THEHEBSZLNRT,
B4 3 f3i))




X.

| X, BHMFEICET 55 |

EHEMEIFICEEI 21EH

10.

11.

12.

. BREIRS

;! Kl A —4 7T EEEE 500 mg LTSS E K G
T BE—EESEOMFE LV ERTZ L
BRIy « LRFTEZ L LR

H3hEAR
A — 7T HEEE 500meg 30 4 A

BEIRETORTE
FE{RRAF

B EDFE
FEESN TR

BEMITEM
BAWMTERLTA R AD, <TVOLEY : AY (HAFE, %55

<

- EI%hE
oA —

] =
.
=5 3
&

777 §E 250mg + 500mg, A —7 7T RT7 A1y 50%

EEEEERR
1999 4E 11 A 30 B CKENCEB T 2 HLE&RAEA H)

WERTARFABRVARES. EMBLERBFEAB. REMKFAR

L R 757 S AT FEHE N8 A 7% B
E::'—E 1) =
e A H RRES AR EA A
P

S EHE 500mg 20147 H 4 H | 22600AMX00747000 | 20154 11 H 26 H |20154-12 H 1 H

i

=

MEEX(IZREM. AZRUVAEZEEENEOERBARUZTORNR

—HFCRR OGN TEXRWEFICBIT S, TRROBEICHT 5 LT T4 AR08 OREEE
TADPABEOEDRIE (CRESBRIERIEEZ S T) : 2015452 H 20 H
DOFLTANAE TN ENED 5NN TANABEE OREMNAREIEICT T TANAKE
DOOFFRETE - 2016 422 H 29 A

BEEKR. BIMERAKRFABRUVEORE
L7

BEEHM

—RFICR OB G N TERWEFIZEBIT S, TRlOBRICKT 5 LT 7' & AR 0 RA OB E
TAMDABEOESFNE (CIRESRCEIEEZET) @ 64 (20144 7H 4 H~202047 A 3 H)
L OFL T ANAIE TR ENED SR TANABRE ORERREIEISST 25 TANARK L
OO - A HE (2016 422 A 29 H~202047 A 3 H)

REHMGIRICE S 515
AL, B (HDWVIERE) WRICBT 2 HIRITED BTV,



13.

14.

| X, BHMFEICET 55 |

&EI—F
~ JEAE GBS VBN | R EE L2 — | L' R
58 HOT (1 5
W54 OT (13#7) &= B A o o (YJa— ) EEa— R
— S R T
=777 RE# 1230840020101 1139402A1025 1139402A1025 | 622308401

500mg

REHBFTEDEE
BARPA
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2.6.6.7)

55) tHANEE (EKEP-00086-02-1004) L _XF T+ % LDZDOOFMERER (2010 4F 7 A 23 HAGR.
CTD 2.6.6.8)

56) &R (EKEP-00096-02-1004) L XF T+ % ADOSIEEMICIIT 5 EMERBR (2010 4E 7 H 23
H7%&38, CTD 2.6.6.8)
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1.

FHNETORTIRR
LARF T2 5031999 4 11 HIKERMEHK )R (FDA) XV 2000 4 3 AIZAA AOBIHIYMmE D,
B2 2000 4 9 HICIFERMEIRST (EMEA) LV IAR I/, 2020 4 2 ABIE, UCB TikkE. BRM
549 OEIIHIK CTLRF T X LOAREET D, 728, BORIEICKHT 2 0FHFE, HoRIECx
I 5 EAPREEE . RE RIS D 0 REEIC BT DR AR OVNR TORS T RRE TR 5,

BNES (EU) MOKEIZER T 2 &G0 (2020 4F 8 A BIAE)

A% 1w AL EOTANARE
(2B D ES AR

| s I F T O A - S8
i ’ (WIFEIKGBAEA )
R Keppra AL 16 2L b 7 4V a— hEE
A AT TADA E BT SITZ 165 |« 500mg/ B 22 HBAA L, 2 W 1Z | 250mg $E
PULEOBEICBTHESIEE (2| 1000mg/H (EEBREHE) ~HE | 500mg 5
WPER b OB T2 R 70) « £ K 3000mg/ H & CHY & ] 750mg HE
BRI 18 WLk 1000mg
cAEBLI AU LEOTANARE | 12~17Tr (KE 50kg DLE) OF4EH | (2000 4F 9 A)
IR DA (RS | - TRIEE 1000mg/ B 2> 5 B4E 100mg/mL PR
{LOFEE b7 ) K 3000mg/ H F CHIHE A (2003 43 A)
c12 MU EOFEEI S T u=— | EH 6 A~11 5 E e TS @
TAPIVBECBT D IF7 | 12~178 (KE 50keg £k 500mg/5mL
1 =—%AE - IR 20mg/kg/ B 5 BRA (2006 43 H)
<12 B EORREMEER TAD | - Fk 60mg/kg/ H £ THIE T
WEBEICB T HTRERNRIEE | E5% 1 5 H~6 % HERE/NE
< JBEIE 14me/kg/ A 5> 5 BilhE
- v K 42meg/ke/ H £ THI & 7]
KIE Keppra A% OMF Ak 16 E Ll T4V a— N

- V691E 1000mg/ H 7> & BiAR
- HESEER R 3000mg/ H & THYET]

4~16 pEAT

- JB9IE 20mg/kg/ H 5 B4k

- HESEF H1E 60mg/kg/ H

- {AH 20~40kg D/NEHEFEIZ Keppra
P54 5854 - 1RPRIT 500me/H
o BAG, R A 1500mg/ H

- IKHE 40kg #BO/NREFE I Keppra
ER5T 584 - 16FIE 1000mg/ H
2O BbG, HER RS A& 3000mg/ H

1% 6 o ~4 AT
- IR 20mg/kg/ H 5 BRLA
- HELE T 50mg/kg/ H

EH% 1 A~6 1 HAR
< BT 14mg/kg/ B 5 BRtA
« HELEF BT 42mg/kg/ H

DR E

12 BU EOFEEIF I o =—
ThAMNAVEFEICBITDIA7
0 =—%AE

12 Lk bk
- 1R¥E1T 1000mg/ B 75 BRtA
- HEZEF 13 3000mg/ H

idiib
© 6 MLl ORI T A A
BB B IR I RFENE

16 Ll b
- V691E 1000mg/ H 7> & BikR
- HEZEF E1T 3000mg/ H

6~16 JR AT
- JEHIE 20mg/kg/ H 5 B4k
- HEEF 1T 60mg/kg/ H

250mg $E
500mg i
750mg ¢
1000mg 4
(1999 4F 11 A)

Mg »
500mg
750mg
(2008 /£ 12 H)

100mg/mL PIARI%
(200347 A)

FRiE A @
500mg/5mL
(2006 =7 A)

a) FEMERANL, RORER—RICREERG ORI E LTER s D ERINESTIE 4 MU EoBED
A, AELKOHET, R REEZ 100mL OBEURAFIRTHR L, 15 2T THIRN~EAT 5,
&AL O EARNEE S U OHA~OTI Y B2 bR HE~ORGF R LIZITY> 2L T2, 1 HARKD
PRI T2 2 L) L ENTVS,

b) ED 2019 4E 10 A BUEOEGREIGIT 112 MU LD TANABE BT 205 E (BAIKOPERRE) | O, =
NWETOROF (7 4V ba— MMELUAIRIK X1 B 2 BSFEHEGIC L, SEEET 1 A 1 EREORHF L 725,
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AINZIBT DR IR LK OHEROCHEIIU TOLEB0 TH Y | SMETORGERI & 1X#-R 5,
4. BhEE TN
—HEICROF G N TERWEREICBIT S, FiROREICHT 5 LR_F T & & A8 0 8E| o8k
O TAMIEEDESFE (CZIREERIEFEIEL ET)
OO TAMAIETHRRBENRD 5NN TADABRE OMERARIECKT I TA»ARK
& OOF RE
6. HiELAUH&E
LARF T X LAOROEGENLARANCG D X 58545
BE, VRFIX ARARGLEFRT 1 A HEROBEGEEICT, 1 R&% 15 00T TRIEERIRN
BhH5T5,
L RF T H LD\ O ARAN 2859 5546
N, RAIIZLARNF T Z AL LT H1000mg 2 1 H 2ENZS T, 1[EEE 15 5900F T
RIEFRIRN 535,
AN EE . 4 EO/NRICIFLRF T HZ AL LT 1 H 20mgkg 2 1 H 2 BN, 1 EIEE
5 3 CRIEFFIRNEE 535, 72720, KE 50kg LA ED/NETIE, A & F CHE - A
BEEAHWHZ &,
WTROBAIZBNTH, JERICEVEEHEB CEZ 22, 1 BREHGELOEEFIEIUTO LB
ETHT L,
B BN TTIE 1 B Em % 51X 3000mg X a2 b b Lo ET 2 MM EORMBRE H I T 1
H&E L LT 1000mg UL F$o17 9,
NV 4L BT 1 B GRIT 60mg/kg #2702 X L, HEET 2 B EOR
ol T 1 HARE LT 20mg/kg L F92179, 7272 L., (AE 50kg LA EO/NRETIE, ik
ANERICEGEEZHWWD Z &,

2. BHYIEIT BERRIEFR
(1) WEIRICEE9 SESMER (FDA)
KINCBT DR EDT Re AT 2BEFEICHTLEE (R, REAFE~DKRE]) OHOLEITLUTO
LBV THY., KFDA LIRS,

9.5 Il

BT SUTEEIR L CW D ATREE D & B L EIIX LR DO K 5 72 Y A7 2B 8 LI EOF EMENE

ptEZ EmL SRS NS AICORZEET D L,

c B MIBWT, EIRPICLRF T L LAOMAPBEENMET LI EORENRHY, 3 FU X
A A —HIZ % <. K TEHIRRTD 60% & 72> 7= L OWMENRH D,

- 7w MZBWTHRREBITHEAZRED LT D,

- BERICEBWT, Ty P TlEE hOIREE & FRREL EORE CERAL B OREOF
KB OB, RERIE, ROLTREMNBRD b, VX T, & h~DBRERED 4~5
%5 DR CIEBE, B O L O OHEINNGED 5TV 5,

9.6 3L
TR EOB MR OBRAREOARMELFE L, RALOMK TP ILEZHETT 5 2 &,
b MR ABATT D Z L HE STV D,

QP
)%

FDA : Pregnancy Category
ZE OB

FDA : Pregnancy Category

C : Animal reproduction studies have shown an adverse effect on the fetus and there are no
adequate and well-controlled studies in humans, but potential benefits may warrant use of the
drug in pregnant women despite potential risks.

F72. AHFNE FDA (2810 5 3EHIR AR E /5 ¥H (Pregnancy Category) (2T [C: JEHD Y 27
DAREMEZRILTE 20 ) ICHEENTEBY, b b8 e LEBRRRIIFEGL L TB5T, ~H
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ThHo, RONIERIZB D THRREE ORAEEMY X7 F2iHlid 25 Z LIZWETH Y | EikT
(I S DR BBEMERZROIRY | AR ~ETERNE L TWD,

(2) NRZFICEHT HEEHE
AICBT D/ EOEREAT OEREICHT LR

UNRFEADEKE) OEHOGLFHITILLTOLEY

THY ., KREOEWHNLELITERD,

9.7 /NS

9.7.1 ARHAEMREISUIH AR 255 & L BRRRBITEN « 5 & BIZFEM L T, FLHEX
(3 4 A O 25 R L LT ENERRRBII M L TR,
9.7.2 /NRBAE O FAETH T D HAFRIEIC BT D ERARRBRILEN - HEA & HICEE LTy,

(8.5 & ]
tH it LN
MES (EU) 2k 285 | Add-on therapy for infants aged from 6 to 23 months, children (2 to 11
REMEAE years) and adolescents (12 to 17 years) weighing less than 50 kg
(2020 =1 A)

The initial therapeutic dose is 10 mg/kg twice daily.

Depending upon the clinical response and tolerability, the dose can be in-
creased up to 30 mg/kg twice daily. Dose changes should not exceed in-
creases or decreases of 10 mg/kg twice daily every two weeks. The lowest
effective dose should be used.

Dose in children 50 kg or greater is the same as in adults.

Dose recommendations for infants from 6 months of age, children and ado-
lescents:

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
10kg @ 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 in-
creased up to 21 mg/kg twice daily. Dose changes should not exceed in-
creases 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 le-
vetiracetam) graduated every 0.25 mL (corresponding to 25 mg).

This presentation should be prescribed for children aged 4 years and older,
adolescents and adults.

- A 150 mL bottle with a 3 mL oral syringe (containing up to 300 mg le-
vetiracetam) 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 le-
vetiracetam) 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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Pediatric Patients

1 Month To < 6 Months

Initiate treatment with a daily dose of 14 mg/kg in 2 divided doses (7 mg/kg
twice daily). Increase the daily dose every 2 weeks by increments of 14
mg/kg to the recommended 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 recommended 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 recommended 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, ini-

tiate 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 in-
crements 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) = --=====-=======m===ssmmmr oo
100 mg/mL
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1. EAF - REXBEICHRL T, BRHEZTS ICHE>TOSEER
(1) B
M L

(2) MRk - BBUERUVRERET 1 —J0&EBN
L

2. ZOHDORBEEEF

[’f —4 j7 m\/ﬁ%/jf 500mg Eﬂlll&_t G)EEAE{[:]

RIFERE Wi N v 71K oL

%ﬁ%ﬁ:%ﬁ\ﬁ@ﬁ%ﬁﬁ&@ﬁﬁ%?(%ﬁ:%1mmw

AEBRIEE ML (B B, pH, &8 (BEEHZOEEE 100% & L7z & EDERAR) 12501 T, #l
TERFH & 1EMmLto

BEE A —7 7T EEHE 500mg 1 31 7L (AmL) OWNEWME FE O & A LT,

ARERSESE 2014 A (BLEL DIRFEA M OV IR 58 2 fH40 (35 BR SE M IRF 41 D 4 )

(K. AZERUVRHEICEYT 5F1E)
(RN A A S RiLd

pH : 5.0~6.0

W LT3 52 8

WiEREDERAZEIL
I .
B ii{;u% B Bl AIEDER - pH Sk TRAFHI
— H . K AR IR
(BERRTE 2 ) (RHCE L D) BAES | LEERM | 3BEM | GEEM | 24N
5 e s MEta A DR — — — —
NI 4 5
EBEIEH 100mL 580 pH 5.94 5.72 5.59 5.74 5.72
(REREETH) o HIEE (%) 100.2 | 100.1 | 100.2 | 100.1
— S8 WEBEAOW | — — — —
k%%m5/ T
5% K% 100mL s pH 6.09 5.77 5.68 5.74 5.73
(REZREET 1) o HIEE (%) 99.9 100.0 98.7 100.3
S5 55w A I A0 Y5 B O IR — — — —
777 | 5 )
O 500mL* 605 pH 6.26 6.40 6.39 6.26 6.23
(RIZREE T 453) R AR (%) 100.2 | 100.0 99.8 99.7

— EEZ IV BN 2ol EBERT,
% 1 MBSO TARRER D S o 500mL & {EFA L 72,



(4 —4 75 AiEE:E 500mg  #iik & DEEEZEE]

RAETEHE © T AR

PRAFSRME - =R, B VAT ESRE RO T (MR - 9 10001x)

RERIEE - AMEL (AR, M), pH, 8 (BAEZOEEL 100% & Lz & & OKFEER) 12250 T, #{l
TEREH Z i 1 RIE Lz,

BlEE A —7 7T SEEE 500mg 1 34 7L (AmL) OWNEME FEOR & A LT,

ARERSENE 2014 A (L5 DIRFEA M OV IR 58 2 fH40 (35 BR SE M IRF 41 D 4 )

(K. AZERUVRHEICEYT 5F1E)
PR - A VB B 2R VIR
pH : 5.0~6.0
Mk AL T35 8

BEREDREEIL

TN ===
—n B RR AR
e GRESCELY) N I I B B
(RS 2 ) i [IRRENIERES 1R | 3HERE | 6 MR | 24 B
R wepvow | — | — | — | —
7V A — i Jp— a8l O
BIUEYL, B 100mL | pH 5.01 488 | 497 | 507 | 4.98
(h oM EEEE) o TEIEE (%) 100.0 | 100.4 | 100.5 | 100.0
A A v R 8.4% P— o8l VR DR — — — —
REAKEF R UYL 100mL | T pH 7.99 802 | 808 | 810 | 814
(REBEETS) T R (%) 100.3 | 100.1 | 100.0 | 100.3
=y b —/VIEEHE * Pax: (2 TR D — — — _
20%~ 2= N—yEE YD) 55 Bl RN
D-vv= hb—i w0mL | " pH 5.80 587 | 592 | 622 | 598
(e t) T | R (%) 99.7 | 99.8 | 99.7 | 99.9
5 ¥ I MEEVER DR — — — —
KIGH T NAE 2% 1 8 Bl EH O
i L ™ LKA 100mL | " pH 5.39 511 | 550 | 546 | 5.44
(RIS T 45)) R TEIEE (%) 100.0 | 100.0 | 100.3 | 99.8
TAFANL R s ABL | mEEROR | — — — —
%, EME. 7I/B. 1Bk
= RRE E_Eg , 100mL | #95.1 pH 5.13 513 | 514 | 514 | 5.13
WeEEZ IV, MERRE (R
(KRR T 453) AT Rt R (%) 99.9 | 100.0 | 100.0 | 99.8
TIA N2 TR s ABL | mEEROR | — — — —
%, EME. 7I/B. 1Bk
. BRA _Eﬁ , 100mL % 5.3 pH 5.31 532 | 533 | 533 | 531
WeEEF IV, MERRE (R
(KRR T 453) T Rt R (%) 100.0 | 995 | 99.8 | 100.4

— RAEE LD BB RpoTo Z L ERT,
% o BIFIHIR M U4 [HI R ICI VT BLAB ARSI ONT AR b io b, IRERE Oz 7 v 7 Ui,

TR AFIOEFREEEOEEIL, [14.1.1 AF0 1 [ 58 (500~1500mg) % 100mL AP,
HEEY 7 NUE 5% 7 RUBESR CHRT 52 &, /AR TIE, A TORPELE %2 B LA
REOWELZBETHZ L, [7.1 58]

14.1.2 #FAfRZIL, EHOISHEHT 5 2 &,

14.1.3 ARtz BEIEERTPICEZDEZRD LA IHER LN L) Tho,




(4 —4 75 AiEE:E 500mg  ZEF| & DEEEZEL]

RAFIERE : Wi N> 7/ R b v

PRAFSRME - =R, B VAT ESRE RO T (MR - 9 10001x)

ABRIEH cAMEL (EFH, BB . pH, & (MEEZOEEEZ 100% & Lz & & OEFEER) (2501 T,
BRI Z &z 1 |RIE Lz,

C A =4 7T R EE 500mg 1 34 7V (bmL) OWNAEW AT OKGAERTE, KWK 5%, 5
TT ) Oy TR RVITEANUIR Uz, S DICER % 1RSSO ZBRT Lz, 728,
MR EZITHOBANT, K2 OWRM SCEICHENGERE LR ER S L,

AERSE 2014 4 (5L O ARFE4 K OV I 5E 2 1144 (3 RRBR SE M IRE AL D 4 FR)

[LiNE)

il

(K. FERUVA=ZICET 5FHE)
PR M P T SR

pH : 5.0~6.0

FAE AR T bRETH &

MR (REERT) LEFEDESEL

URN: ===
%”iﬁ;@ T e s e (RAF IR
—fi% AR IR
— — GRACELD —
(BLERE ) Wi | mp g | RHCEEY) LA | 1 | 8RR | 6 | 24 mER
o ¥ I MAEHOWK| — — — —
KGARTE e 4 5
EEBIER 100mL 550 pH 5.94 572 | 559 | 574 | 572
(REEEETH) PR (%) 100.2 | 100.1 | 100.2 | 100.1
RAxIon I MAHOWK| — — — —
TS mg T
FELFUY 100mL| ImL | U pH 5.72 576 | 575 | 572 | 5.70
(#—=38) T BER (%) 100.0 | 100.3 | 100.0 | 100.1
5y 7 ATE 20 . S8l MEOEHOW | — — — —
v SIme 64 7 ]
Jots K 100mL| 2mL | "7 pH 6.28 6.84 | 647 | 6.61 | 6.44
7 74) T g (%) 99.8 | 100.1 | 99.8 | 99.9
YNE 7 S EER 100mg -~ T~ Nl | EGEROK| — — — —
m
hULIBAYSL 100mL| o7 HEEOH pH 8.25 823 | 829 | 830 | 821
(Z7A49=) 9~10  |gtEE (%) 99.9 | 999 | 998 | 99.8
Vv a—7 7S 100 ] WEEHOWR| — — — —
E FEI:I)7|:7' fgi)ﬂ\9ﬁ§mg 2mL A it ek
gy, o
nFY 100mL| 2 B pH 6.76 6.75 | 681 | 677 | 6.76
IRFLFUSL (1 2) 7080 |sbrimm (o
(74— 0~8.0 |z&fER (%) 99.8 | 99.7 | 99.7 | 99.7
F9 v LS 3.3mg . N | mEEnok| — — — —
FEYAS UV VBTAFLF U YAL00mL] ImL | T pH 6.68 6.68 | 6.69 | 6.61 | 6.63
(MS D) T BER (%) 100.1 | 100.0 | 100.3 | 99.8
5mL DB
HREH— |4 LHE 100mL| ™ REOH pH 6.19 6.34 | 633 | 620 | 6.16
NP T WD | 40785
T B (%) 99.3 | 99.2 | 992 | 995
: MAVEB O | — — — —
T 10 S - s8] (0 7 B DR
FIFERS Y FALILEE 100mL| " 7 pH 5.18 523 | 527 | 522 | 520
) (1) | 3.5~4.0
() Sedh AT (%) 100.5 | 100.2 | 99.9 100.2
J R+ ~sSY U 1 FHA10mL e~y | ML | REEHOR) — — — —
ARYSF Y SL 100mL| 10mL |  ai&H] pH 5.86 591 | 594 | 588 | 590
(Fr LK) 55~8.0 |mfEg (%) 100.5 | 100.6 | 100.9 | 100.6
77 AV o 0.25¢ gp, | SMBL | REEOR| — — — —
77V oF B LK 100mL (gl) [EREXQL Y pH 5.49 5.52 5.51 5.51 5.49
(72T T ABER) 5.0~6.3 |7fi% (%) 100.2 | 99.7 | 100.2 | 100.1




IR TE4 N S— FRAT AR
WA SEDIER - .
A e | s | G | PROAE s
(B k) faE R | Bl e | WEGS [IRAEIER? 1R | 3RERE] | 6 FFRE | 24 KM
ERAEZ U > 8100 1 o~ Y i S8 0 P BH D ik — — — —
FUELYLF RUS LA, 1mL "
DAt kU ok | 100ML - B ok pH 8.12 810 | 810 | 809 | 7.98
(Meiji Seika 7 7 V<) 7.0~10.0 | 717K (%) 100.1 | 100.2 | 100.5 | 100.4
F BT 10 o8l MEBHOE| — — — —
£, 75 B
BRI AL BB 100mL | 1mL |70 pH 5.36 541 | 544 | 539 | 5.42
(MSD) O R ) 100.0 | 99.9 | 100.1 | 100.0
TV 2\ SR 500mg B | OO’ — — — —
) 10mL | AaOHRK
ITYRAYALUSY FEFEE  [100mL| pH 7.12 6.98 | 698 | 699 | 6.93
. o s (FE 1| 5.0~75
(TR b Pxsi) TAFE (%) 100.6 | 100.0 | 99.6 | 100.2
BRI 7 V7 2 > 25%5E 5g/20mL FREE DI e Y EEON  — _ _ ) f&ﬁé*
[RER TR B L EH O
AETLT S > 100mL | 20mL | g, g ey pH 6.66 673 | 674 | 676 | 6.74
AR AN B A i S A1 ~ .
(AL A RBERIR) 6.4~T.4 | petrsz (%) 100.3 | 100.1 | 100.6 | 100.6
7 2 5 —VERHE 10mg e~ N | meEmiomnr — — — —
TJFEFOY 100mL | 1mL | ¥ GEH pH 5.74 5.76 5.77 5.76 5.75
(T AT T AR 5.8~6.2 | 7E1EE (%) 100.0 | 100.2 | 100.1 | 99.9
S ET 7 ASHER 250 AR g | mesmor| — | — | — | —
i 10mL |BOEE O
FoHrOEL 100mL e | XEBR pH 10.46 10.46 | 10.46 | 10.47 | 10.37
(FZ77IAIATTA V) #1104 | mAEE (%) 995 | 99.4 | 99.6 | 99.3
7Yy ME 30mg AE | EEBHOK| — — — —
o B
ISR 100mL | 20mL. | pH 5.07 5.06 | 508 | 507 | 5.09
(F30 = 2 5K) | B (%) 99.9 | 995 | 100.0 | 100.4
/=S VEN 250mg paoy | ML | REEROR)  — — — —
5mL
T/ RLES—LF FUSL 100mL G [EAE pH 8.87 8.84 | 887 | 884 | 876
(=T 7 —=) 9.2~10.2 | Ffrs (%) 99.8 | 99.9 | 99.8 | 99.8
¥y MR Smg Wikt~ | OB | REEAO®K) — - - -
STEIRL 100mL | 1mL (a7 pH 5.42 5.42 | 541 | 542 | 5.44
(B R 5 A T58) 6.0~7.0 | 7E77E (%) 100.3 | 100.2 | 100.3 | 100.0
RA A U HTE T50mg o~k | ML | MEAEHO®R  — — — —
RRTT= kA VF RUSL 100mL | 10mL | fajEm pH 8.54 852 | 853 | 853 | 854
(=77 —~) 8.5~9.1 | FHfEE (%) 99.8 | 99.9 | 99.5 | 100.0
£ VLR 0.5¢ ?@@@ﬁfg‘ AR (REERoR — L - L = L
20mL | | ]
FFIS—LF FUSL 100mL | < BRI pH 10.53 1052 | 10.46 | 10.52 | 10.47
(1 2)| 10.5~11.5
(REED) (FE3) | BEIEE (%) 100.1 | 100.0 | 100.3 | 100.1
RV 3 AVESIE 10mg ] o | EEBHOW| — — — —
) B
SHYSL 100mL | 2mL | pH 5.16 512 | 513 | 511 | 5.13
(7 A7 7 A K) T | BER %) 100.1 | 100.2 | 99.8 | 99.6
7 LT F ik 250mg e S i LT - - —
£, 75 B
JI= kA YFRUSL 100mL | 5mL 19 pH 10.24 10.23 | 10.25 | 10.21 | 10.10
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