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Br & EIRRF
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RTADAH
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LEVETIRACETAM DS

BAGEERSEES
871139

ABEES | 30300AMX00412000
AR 5T R 20214F12 A

H) EE-EMEOLGEICIVEMRTLZ L

1LEE (ROBEHFICEEBEELGELNIE)
AR ORSr XiTEr Y R aFEARICx LiREUE OBEEIRE O &
HERE

3. #RRK - MR

3.1 #8R%
BRIy
(1g™)

L _XFZ784 2L 500mg

D-~vr=h—L, RE R, TANVT—A(L-
RINF Tx=VT T = ALEY) . WEEKT AR, &
B, 77ET7IL TEXARNY U

3.7 HE DMK
b<il}i AR ST
el H A~ 1
N gz AKIOmLIZEEN LRI b3 20 aE L
237N o
w"Thd,

4. FHREX [EZHR

OTANABEDERSFE (CRMEERIEREZED)
OtDHTANAETTHLZLEHARARBDOONBVTANABED
BRERMRREICHT ISRTADMARLDHRAKRE

6. AZERURAE

A EE . RAIKIELARTF T L AL LTIHI000mg (K7
A vy 7E L T2) ZIA2MNI/T CTHEFAML CROKS
T5, B, ERICEYV1IH3000mg (RT3 my7E LT
6g) A M A RVEEFH THEERRET 223, WEE2EM L Lo/
AT CTIHHELEL LTI000mg (RI A my 7 e L T2g)
LR 2175 Z &,

N EE, AU Eo/NRIZIZ L RF T Z AL LTC1H20mg
/kg (FI4my7FE LT40mg/keg) Z1H2[BII 4T T HERA
iR L RO 35, 23, ERICEV1IA60mg/kg (KT 1
vy 7l LT120mg/kg) ZABZ 2R WHIPH CE IR 525, H
ElI2EMU LolREZH T C1IAHELSE L T20mg/kg (KT A
uy e LT40mg/kg) UTT2175 2 &, 7272 L., K&
50kgPh EO/NRTIE, BRA SR CUAE - HEZHAWSZ &,

1. AERVAEICEET R

1.1 RANZSRE A EICT L CTERAT 2854 1CE. ofiTA
NAKEDRT 2 Z &, MEREARIEIEICKTT 2 AF M5 ¢
D EFRFAER T FEM L TR,

1.1 BHREREL G T HRABTICAKNEEGT 25461, TR
WRT I VT F=0 7 VT 70 RMEESZ L LTARAIOR b &
FOBERREARET 22 L, Fio, MBENT 22T TV DR
ANBETIE, 77 F=v27 V77 AEICSECE1IHAEIC
AT, MEEN % i LB ICAFI OB 5 %2175 Z &,
B, TITRLTWAAELKOCHAEIFY I 2 Lb—va VR
RSSO THDLZEnD, BEILICHEICBE LR
5. HEROCHEZFEG T2 8, -, BEERELZAETD
NRBEIZOWTHBHEEOREIZG U T, RAIOE G &K
BHEMREHAGT 52 SHEBEICRG TS L, [9.2.1, 9.2.2,
9.8, 16.6.1, 16.6.2%M8]

IVTF=v
BITO | MiEET%
IVT TR >80 2>50-<80 | 230-<50 <30
. BAREE | OBLRE
(nL/min)
1000~ | 1000~ 500~ 500~ 500~
LA&S &

3000mg | 2000mg | 1500mg | 1000mg | 1000mg

1[|] LAl 18] 1[m] 1Al
WEHEGE | 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
1H2[E | 1H2[E] | 1H2[E] | 1H2[E | 1HI1FE

1[a] 1[H] 1[a] 1[=] 1[=]
Em#5®E | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1H2[E | 1H2[E] | 1H2[E | 1H2E | 1H 1[5

1.3 BIEOITHREREDH 5 BE T, IFTOr LT F s
BETFLTEY, Z2L7F=0 2 07 50 2l b TIIBHERE
B ORRRE 28/ Nl 2 AT EEER H D Z Enh, LVIEKAR
MHRET S L &b, EEICERZEEZE L b AELKOH
wmEPNEHTHZ &, [9.3.1, 16.6. 35 ]

. EELEANER

B.1 M I BB G RO RWMAR RV LEGPIEIZ L
TADPAFIEDRE I T A ABRIREN S 5 bh % 2 &)
HHOT, FhHEPIETIHEICIE, D & b2EMLL
O TR & ISR 5 72 SIEEICAT O 2 &

*x 8.7 IR, EED - EPD - KEEDRNFOERTNEZ D2 L

N D, BEEOEIRSERZ MO MR EORB &1L, By
KOYBEFHEY 2 +offigo b, ERAEEICHE L, GRE
PED B EZ T D AT PO RERBLETH D Z L il
UhcRFIcifEET s L, £ REERHLDhELEAIC
3. HEVEOEREERZ MO B OBIEICEE LRV E S,
BEIEET L L,

8.3 D, SEEL. LR, BUE. WRMEFORMER?H S D
N, HERERICESD Z L bHDOT, AAIFGFITBEEORE
KOREBOEEEERSBIETHZ L, [8.4, 11.1.6,
15. 1. 1]

8.4 BEFROT OFEEICKENE, AREKEOFHERIEHLO
ATREMEIC DWW CH BB 247\, Bl & BBICHE 20 & 9
kofE+ s, [8.3, 11.1.6, 15. 1. 1]

L RENEREZHTHEEICEHTHER
9.1 ABHE - IEESOHLBE
.1.1 2z FOREDEE
AFNFE1gT30mgD T ANV T — L (-7 ==LT T = tE&
W) BEHT LD, 7oA M UOREOERAHESE S
BEndrdH s,
9.0 BHEEEEE
9.2.1 BHEREDOHLEE
[7.2, 16.6.1=M]
9.2.1 MABHEZTTLLRUBHREESTOHIE8E
(7.2, 16.6. 2% 8]
9.3 FFREREERE
9.3.1 EEFHAEEEDHDEE (Child-Pughs#8C)
(7.3, 16.6. 3]



9.5 1%
9.5. 1 {I@ SUTIEHR L TV D aTREMED & B PRI, LFD X )
72U A7 EBE UIRRE EORREN GRS A5 Lol
LZEECOREETH L,
s B MIBWT, HIRPIZLARF T2 X AOMPRENMET L
e OWENDHY, FEIRY A RZ—HMICE L, HRTIE
HRRATD60% & 72 o 7- & DGR D D,
* Ty MZBWTHREBITENRED HTn 5,
CEEBRICE VT, Ty F Tl hOBRER & FREN L
DOVEGE CTHEE R L ORREOFKREEORM, REEE, 1
DT HEHMPBPBEO b, UHFTiE, B b~DOBRERED4
~5% ORFE CIREDE, "B # J 5 OB K OV OB 2378
HHILTND
5.2 AR EEE L b A LRI
BEBUEREREDN S DD Z 3 d D,
9.6 =ELIG
TR EOR MR OB ORREE B RE L, O X
IR ARG 5 2 &,
b RILHHF AT S Z LGS
9.7 NRZ
IR AT S T4 R %
HITHEM LT vy,
9.8 SEE
IJVTF= 7 VT T AMEESZ IS E, B MEERE
THMREEEICEETH I L, @A CIXEHRENME T LT

w

BT, BrAERIEY

nTnsg,

KL LRI EN - s L

5T EME, [7.2, 16.6.1, 16.6. 4[]

11. 8l4EA
WORIWERBNH bbb ENH DT, BEEH/DITITV,
BB SN G AT G & PR B 7 SO A ALE & AT
2z &,

1.1 EXAEIER

11.1.1 hEERKRIBFEMARLE (Toxic Epidermal Necrolysis :
TEN). REILIEERAEIERE (Stevens-JohnsonfEMER) (W Fhb
HEHEASHT)

FEEN RLBE, JKIE - U“f‘o/u Z O FE, WEER., MRFEm, mNgk
D BB BTGRPk U, Sl AL A 1T
5:

Zﬁﬂﬂﬂﬂrﬁﬁﬁ(%FT%)

%)JPJHEJ}\& LCHRIB., BEMNALI, LICIFHERERE, U X
HEAR, FmERHEAN, AFEREkIE L, B L SERINBIAEZ LS
EEEOEERBBUERNS S ObND Z LB H 5, B, bk
Aw&2?4w16mW6)%®94wxmﬁE@m%ﬁ5_
ENE L FHPIER RS, BB FTFHSAERE TS O RER A
PR B N TIBAE M?é_t#&5®fgﬁﬁé_&%
11.1.3 ERELGMARESE GERH)

LM BRI | EHERIERE, A BRI
YIRbLbNAZ END B,
1. 1.4 FFR£. 2 (OWTRLEERY)
HARE, FREOEERIFEERH LD Z ENH 5,
11.1.5 BEde (BEEEARH)
WUV, RBE IRA.
FED ERNRD BT

1TH52 L,
16&%& BRER (Wb 1K)

GRE, BEEL. MR BB WBMEFEORMERSH 5D
n ﬁﬁﬁ WEHZEBH D, [8.3, 8.4, 15. 1. 1]

11.1.7 HESUmRAREE (BE/E A0
AR, B, CK RS MR ORPIA 7 e ERER
HOLONTIEAIIIREEPIE L, BYRLEEITY L,

11.1.8 SEBEE (HEEL )

1.1, 9 EMEEE GEERY)
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1.2 ZO4DEIERA

TR/ MR | 3%LA Lk 1~ 3%AT 1%AT HEE ASH
TR | R Eh M T B0 BRI Bk . | SEELIR R
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DHRIE Lz
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RAR G | AR
& % RIER., € |BLERE, B |2 B H,
HEESE. FE | Mo~ L | M MRIE
B, JE A HRE
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Y
B R | R AR, WA | R,
F . FhE Ak | Bk, D
M, PBIE KT
b
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B OREB| VY R 5, X*ﬁ‘f S5 (KR8
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13. BERE

13.1 iR
HNEOTWRLEHREIZBNT, LRFTEH L% —EIZ15~140g
JRAL7=Bind 0, AR, W, B, BEL Lo .
WM R VS IEAS R STV B,

13.7 @
AANTMEENIC L VBREAETH D, BHL TWDIEROR
R U TSN o Efiz 5835 2 &, [16.6. 25

15. ZDDFEE

15.1 BREREEARIZE D < 154k

15. 1.1 4 CIfE SN AK & LB E O T AL AFKITE T
5, TADA, BHEBEEZRISGE L721990 7 7 & K% HRE
REBROMFFERICB N T, BASELACEEREROREIOY
A7, PUCADAKROIRARETT 7 B REE & Bl L TRI2M%
B (HUTADASEIRMERE - 0.43%, 7T AL 0.24%) . T
TADPAEORRARETIR., 77 BREEL EE~R1000AH7201.9
ANZWEEHR SN (95%FHEIXH : 0.6-3.9), £/, TAD
MNEBEOY T I N—TFTix, 77 8REEEL~R1000AH7-0
2ANB N EFHE ENTWS, [8.3, 8.4, 11.1. 6]

15.1.2 AAEARA CTANABEL12080 2 %5 & L7 T BAR%

BEERRBR O PR MRITICR VT, FERAR I TEE R O A EH
G (B, Wk, R R, IR, BEAE, Bo o, 1E
TARZE, S, EEhmZ, ST, MRl HRE. A
WIEE) OFBRIIAFEETIS. 3%, 77 B REETE. 29 THh -
T=o [EEEIC, SMEANETADABRE (4~165%) 1981 % x5
L LT TR BRI 5 YA E RS ORHRIL
AFIEET37. 6%, 7T BREETIL. 6% ThH o7,
Fo, AENNRTADABE (A~165%) 98Bl ExIRE LT
FOESRE R OTENC 33 2 B A T 9~ 5 7 7 & AR b FREG AR
BRICBWT, RO LBHFTHIN, 77 BRBEE iR L T
BRITENOB(L R ST,

16. ZEYBhKE

16.1 meRE

16. 1.1 A

(1) BEEEs

ERER A LRFF = & 5250, 500, 1000, 1500, 2000,
3000, 40007E) 5000mg'® (&-$ 5 E641) % ZSMEMICH Bl O
BHLELE, TRTOBEETLRF T VL LAOMIEHRE
IEEGRZIFIF RIS RS E R L, MR (ti2) 1385
B2 b LTI~ Th - 7%,

F16-1 H[EEGREOIKYBRE T A — X

Bhg Crax thax AUCo-48h ti/2

(mg) (e g/mL) (h) (g h/m) (h)

250 6.9+1.3 [1.0£0.6 56.7+6.2 6.9+0.9
500 16.4+4.8 |1.0+0.6| 148.7*18.4 [7.9%£1.0
1000 29.7£9.3 [0.8%£0.6| 288.9+34.0 [7.9£1.0
1500 40.8+7.2 ]0.8%£0.3| 458.1+50.9 [8.1+0.4
2000 53.3+£8.3 |0.8+£0.6| 574.6+71.4 [8.0+0.8
3000 82.9£7.4 [0.6%0.2| 925.2+102.1 |[7.8+0.8
4000%) | 114.1£11.0 | 0.9%0.6| 1248.2+152.4 |8.6%=1.0
50007 | 115.1%14.3 | 1.0%£0.6 | 1363.3%*151.9 |[8.1+0.7

K hE6f], FEIEESD

Crnax + Foc e Il 4 EE e e I R R IR

AUC : If SR B - I R AR TRl oo o YH ISR

1) N TR SN AFKI O 1 A e % 5-2133000mg T 5,
() REERSE

HERER NI L RF T Z AL LCLEI1000mg X 1%1500mg (454
HE6H) Z1H2METHMBKEE L&, BEIRA (MRS
W) LTHHE (GikBEEER) oMb 3o B 55582~
SRFNZ Crax &7 L, & DHAISIFR DV SR TR T L7,
F7o, MmIEREEIZRGIE BICIZEFIREEICET S & HE &
ney,

tmax

F16-2 KEHEGREORYENIE T A —H

e 2000mg/ H  (N=6) 3000mg/ H (N=6)
NTRA=H | R G | R | YR R | B SR
Crax (g/mL) | 24.1%3.0|36.3%5.7 | 33.3£3.6 | 52.0*4.6
toax (h) 2.2%£1.2 | 2.8%1.0 | 2.2+0.8 | 2.5%1.0
AUCo-12n

(1g-h/ml) 191.3+26.7 | 318.3+63.2 | 253. 7£30. 3 | 445.6£56.9
tiz (h) 8.0+1.4 | 8.3%£0.9 | 7.5%0.7 | 7.7%+0.4
SHIEESD

(3) AAEEFIRARE LEORESOHE

TR A 250112 L_F T & Z 11500mg % 1545 [ A 5 IR R #% 5-
IO G Lt &, LRF T LOEYERE T A —F
LT O LR Thoto, MOEEGRE R L T, sHEHFIRN
B 5 D Crax 13K 1. 6f5 15 < o AUCK Ot 3B L TUNVEZ, 72
B, VRXF T AROEREREOEYFIORHRITH100%T
o725,

#16-3 H[EH G HOEMEE T A —H

TS5 A= N RRNR S | RokE %w$ww>
(N=25) (N=25) (90%{ZHE X )
Coax (pg/ml) | 97.0 [27.6] | 58.9 [37.0] |1.64 (1.47-1.83)
ACo (ugeh/ml) | 472.3 [15.4] |487.4 [15.9] |0.97 (0.95-0.99)
tnax (h) 0.25 (0.17-0.27) | 0.75 (0.50-3.00) —
tizz (h) 7.11 [11.7] | 7.23 [12.7] —

APEEE [CV )], tnadTHHRAE R/ ME-RKAE)

a) MM ERIRN B G-/ N G-
16.1.2 /MR

6~12iED/NETAMIERIZLXF T X AL L T20mg/ kg%
HEREO®FEG Lo L&, LR_F T A0 MBEPRE IR 5%
IFIE2R R EIE R L, I 16 Th o 726 D

UEANT—4),

#16-4 /NEOIEMENRE AT X — X

&Lf% Chiax tmax AUCo-24n ti/2
(mg/kg) (ug/nl) (h) (ug«h/mb) (h)
20 256.8£8.6 |2.3%x1.2 226164 6.0+1.1

2401 (ti/2 : 23f51), FHIMEESD
16. 1. 3 BEEEMBIERNT

R BAAKROSEADBERAL T TCANVES (7T
F=r 7 UT TR 49, 2~256. 8mL/min) 2> 515 57 fiL
PLRFTv & NRET—5 &2 HWT, BRI T &
1Totz, TORER, ARidoesy s )7 F A (CL/F) XL
T, RE, SR, CLak OPIHHTL TADAIRE, BT oomE
& (V/F) 1okt U CRE, ORI CTAD A SR OWBR#H O
REE (EEER AT TANARE) BNREFENICHEERINT &
LCHEE Sh7e®),

AN NR (4~167%) KOV (16~555%) O TANABE
MEELNMPET LT T ¥ LRET —XE2HNT, BE
SR BN RERENT 21T o T, T DOREF. CL/FITKT L CTIRE LK OWF
FAPLCTADAZE, V/RIZH L TERESFEFFICH B DR
MICEWRO B DR E LTHE SN, DNEROTBRATAA
BEOMBPEPIERYBEL S I 2 b— g LR, META
MABRFIZ10~30mg/keg% 1 A 2[E18 5 U 72 BR o> ifn 4% SR e
. AT A ABEIT500~1500mg 1 H 2[E#% 5 L 7= B8 & [FkE
ETHIE Y,

16. 1. 4 YRS H
LRFFEHADS50% [k &A= T T KIF4vmy
50%% 7 0 A4 —N—JEIZ XV EThEhlg (LRFTEHX AL
L C500mg) faEREAR A T3 IS ffaf Bl O 6 G- U C il 4 v R 28
(EARIRE 2 JIE L, 5572 KYERE T A —4 (AUC, Cpax) IC
DN TI0%IEHH X A THREHENT 21T > 72/ . 1og (0. 80)
~Tlog(1.25) DHFPFANTH b | i) D A== [R5 M A e ad
N0,



#16-5 FEMBRE T A — X

HIERT A—H BBINT A—H

AUCo—36 Chax tiax ti/2

(pgehr/m) | (ug/mL) (hr) (hr)

UARF T 4 LS 148.9 22.078 0. 49 7.9
50% [4k) +18.6 +4.127 +0. 34 +0.5
1=577 147.7 22. 602 0. 47 8.0
FILvmy 750 | +19.7 +5. 139 +0.52 +0.5

N=28, ¥ +SD
(ug/mL)
30

—@— LARFS5+t42.LDS50% EFHE]
O A= TFRSAAYT50%

Mean+S.D., n=28

FRHEES R UIND.CB R

18
&5 % DB (hr)
X16-1 MAEHR L_F T & & LPRE

M AFE RN ONZAUC, CraxZE D /8T 2 — 4 (%, HEERAE DRI,
IRIROBEEEL - BERSE DO RER SR L o THZR 5 ATREME DS &
%o
16. 2 IR
16.2.1 BEOXE
fEFERRN1261IC, L R_F T & & L1500mg % ZEMEIR T &4 B
B O#E L b &, 22l L T, ABR G Tld tuadd
1. SHERIAE R L, CraxiE30%IK T L7223, AUCIZHZ% CTH -
f:ll)o
16.3 27

ARNTAMNABEEZEDRDIT O ERNIL, l%li%@%m
Wr ORGSR | 0.64L/kg & HEE S 41U, IRINFRZK Y BT VME &
Teode, SVE AR A LT Z XU L _TF T & & L1500mg %
HRIFEARN G L & &1 AR OFEREIT41. 1L (0. 56L
/kg) THY ., KRR EITEWVETH T,

in vitro fQex vivo RERDFEHR., L _XF T & LK OFGH
¥ Td Huch LOGTOMAE- A ERESERIT, 10%KRETH
613)\ M)O
16. 4 X3

LARF T & LML, BFF b7 o — LP450 RIS TIIARH S
vy, FEARBRKIZ T & b7 I REOEEEMIK ST
HY. ZHICE Y AERESND O ERBEHDuch L05T (HLR
FIOUR) TH D, B, ANHEPIIRIEHEMIT AN,
in vitro RBRIZEB W T, L R_RF T & LK Rueb LOGTIXCYP

(3A3/4, 2A6. 2C9, 2C19. 2D6, 2E1 K TN1A2), UDP-Z /L2 1
VAR EESE (UGTIALKR OUGTIAG) KUM= ARF T Rk FrF—

Ploxt L CHEERZ RS Rhotz, £, AT afigr Y
T LD 0 AT S R RIFE S e h o 7219,
16.5 Heit

fEFERR A (B EG866]) 12V _F T Z L250~5000mgt) % 22
HEREICHERE OB G Uz & &3 B 48 #% £ T bR
kP92 R HPHEIE SR O EMEIL, RE(LIK S LT5H6. 3~65. 3%,
uch LO57& LT17.7~21. 9% T - 7=,

HNE A R A B AT 10— LT T 1 Z K500mg & B AR A
Beh Ui b &1 5 AR £ CIC B 5B D92, ThO it e
MBIRFD, 0. 1%NFEF NSRS 7z, 548K % T TO
BB BTk 9 2 R P HEIE R R EIK & L T65. 9%, uch
L057& LT23. 7% Cdr o7,

L ARF T A OPEMIT IR ERIR Al K& ORI S BRI AS |
uch LOSTIZITARERIKR A & sE B AY IR MIE 0 e 23 B 5 L T
;517

1) [EN CTHGR NI AFI D1 H K

36

G- #133000mg TH 5,

1.6 BEDERERTHEE

16. 6.1 BHeEEESRE
EHBEDTRIE D 72 D IRAPIRE Z R RIS, VTF T H L%
HERAOKE Lz & AToey s V7T 7 o ARk

## (CLcg : 280mL/min/1.73m2) &t L T, WEMKTHE
(CLcg : 50~<80mL/min/1. 73m2) TIX40%, LMK TH

(CLcg : 30~<50mL/min/1. 73m2) T52%. BEEEIKTF#H (CLek :
<30mL/min/1. 73m*) TE0%IX T L7z, L _XFF& & A Lucb LO57
DI NVT I AFII VT F=o 7 U T I AL HEICHEL

7218, [7.2, 9.2.1, 9.8%HA]
#16-6 EEERERE BT OFMBRE T A —X
HHBEDRRE
SIENRENT A4 EH (235 R i
(N=6) (N=6) (N=6) (N=6)
CLep (nl./min/1. 73n) >80 50—<80 30—<50 <30
55 500mg 500mg 250mg 250mg
LRFTEH N
Cnax (mg/mL) |21.9 [31.2] |15.5 [25.3] [10.8 [24.3] |9.2 [30.4]
toax (h) 0.5 (0.52.0) | 1.0 (0.52.0) 0.5 (0.5-.0) | 0.5 (0.5-1.0)
AUCo-¢ (ug-h/ml) | 166 [16.5] |248 [16.9] |169 [16.5] |212 [19.1]
tiz (h) 7.6 [6.9] |12.6 [11.3] |15.5 [17.5] |19.7 [26.5]
(L/F (ol/min/1.73m8) | 51.5 [7.8] |30.9 [14.6] |24.6 [15.0] |20.3 [20.9]
CLy (nL/min/1.73n%) |31.6 [28.5] |15.3 [22.3] [9.7 [23.4] |6.0 [53.6]
ucb LO57
Crax (g/mL)  [0.36 [9.4] |0.75 [25.8] |0.57 [26.0] |1.06 [29.3]
toax (h) 5.0 (2.0-8.0) | 8.0 (6.0-12.0) | 12.0 (8.0-12.0) | 2.0 (12.0-24.0)
AUCo-+ (wgeh/m) |5.9 [9.7] |22.6 [45.9] |18.7 [53.4] |57.8 [57.3]
tizz (h) 124 (IL315.3) | 19.0 (11.3-19.9) | 20.3 (19.7-03.6) | 26.8 (17.2-33.9)

frpfE [ev (%) 1.
TR KAE)

CL/F: AT OLHE 7 VT TR Clg: BV T TR
1&&2mmﬁﬁ&&wru%*%¥%ﬁﬁ§%%
MIEENT 2 52 1T T D RKBHRERE O AERE I LT Z
t&Awmg%Eﬁ%%Mﬁ%w ﬂ@%u&ﬁbﬁe%\v
N??ﬂ&A®#Eﬁﬁ@ﬁ%¥ﬁ%@%ﬁﬁ%f%otﬁ\

tmax & Quch LOST Dty /20 P IAE (/I

BT, SRR LTe, L XF T X A K Uuch LOSTD
BATIC L DERERITELS . SINL BTG TH 7218, [7.2,
9.2.2, 13.2&R]
F16-7 MARENT % T TV D KRR LH oKy E) &
INT A—4

BN RE T A —H LARF T a2 N uch L057
Crax (11 g/mL) 18.7 [8.1] 8.84 [7.0]
tnax (h) 0.7 (0.4-1.0) |44.0 (44.0-44.0)
tiz (h) 34.7 (29.2-38.6) —
AUCo-1an (g * h/mL) 462 [10. 5] 230 [7.8]
CL/F (nL/min/1. 73m2) 10.9 (9.4-13.1) -
AT TA P —DBREHE (%) 81 [7.5] 87 [7.2]
MRENT OB (h) 2.3 (2.1-2.6) |2.1 (1.9-2.6)
Mgt 7 U 77 A (al/min/1. 73n2) | 115.7 [8.1] 122.9 [7.1]

N=6, (o SELfE
tmaxs ti/2. CL/F,
T KAE)
16. 6.3 FrifpeiEEESE
fﬁ&0¢$F(%ndm@AMMﬂm DR AR REIR N
IURF T X LEHAROFEG L&, LRXFTELZ LD
£Q7J77/x’ﬂMi#%h&@otoﬁﬁ(%ﬂ&mg
SYHC) DORFSEEIR THE TR, 257 U T 7 v ANMEREKAD
HI50% & 7p o 72190 20 (AAEAT—4), [7.3, 9.3. 1B#]

[cv ()]

ML ZE AT T O T I T el (/M-



F16-8 JIPHRRERE S B O MW BE T X — X

16. 8 £tk
16. 8. 1 &£EMPHOREFEHER

R T A =57 Z8E500mg, A —> 77 RTA "50%)
s - - . — 77 Z78E500mg, A —T7 T 7 7 A1y T750%
e os [ZE 359N - - -
KIBE /T A — 5 iz c&g&@lmgkﬁwcgﬂi@l (EFERR A 260112 LT T & & £500mg (KT A 21 v 750%% 1g
55) il ) UF500mehE % 168) & MARFHEIEL G L7z & & LRF T L4
L0 MBE R EHERS R OB TN HE T A — 2 FUT D LB T
CLeg (nl./min/1.73n) @ | 93.1£13.8 | 120.8+11.9| 9. 6+13.2 | 63.5+13.5 bHotz, RTAvmy750%L500mgfEl T EMFEMICFAETH D
LRFFE 2 N T EDHER S0,
Coax (1 g/nl) 23.1%1.2] 23.6+4.9 | 24.7+3.3 | 24.1+3.8 H16-9 BRI GG OIMBIE T A=
tnax (h) 0.8+0.3| 0.6%0.2 | 0.5%0.0 | 1.6*1.5 K ENRE KS4 oy BEF aifigﬁ%
o — AL bra
AUC (pg+h/mL) [234%49| 224+25 | 262*58 | 595+220 INTA—H (N=26) (N=26) (QOHZAEX T
tie (h) 7.6=1.0| 7.6%0.7 | 8.7*1.5 | 18.4%7.2 20.9 19.6 L0680
CL/F (nl/min/1.73n%) |63.4£9.7|62.5%8.7 | 55.4%10.5 [29.2%13.5 Caax (12 8/nl) [24. 5] [28.1] (0.9689, 1.1772)
S+ SD MCos (g - /L) 149 151 0.9871
a) LRF T 4 K% O e [15.6] [15.2] (0.9701, 1.0044)
RIEICET S VAT TES AORNBBICOVT, 7 LT F fras (1) (0.233-1.50) | (0.250-2. 00) B

=27 V7 T AN30~TInL/minD#EERE 1641 (4EH#H61~88
k) ARG E UCRME L7/ R, @l TR B w236
SANIER L, K10 & 22 o720 (SHEAF—%), [9.8,
16. 6. 1217
16. 7 ZEMEE1EA
16.7.1 2z=FA1>

Trx= M UOBANERTHoIC Ay br— L TE RV F
VESUTIREEFAEEZ H T 2 A TANA BTN & KR,
L R_RF T H L3000mg/ A EPFHKE L&, J==b AV
DO IMiEFRECEYFIE T A — X ITHBEERITS o T,
Tz MM Ub L RFTX LOEYEREICEEL RIFI R
Motz ) (HEANT—4),
16.7.2 /LT OEF FY S L

fEBERRN16GI 2RI, ST afigd b ) o AOEFIREFIC
BOWTULARF T X A&1500mg i ERAKLG Lz &, LT
vt U v AILRF T Y AORYBRICEEE KIF SR
Mmotz, LRFITEXZ AL LT afig)r Ny v A0Sy EtElC
AR MF S o722 (SNEATF—X),
16.7.3 #AOWEE (TFIIRFSTCHF—ILRUVLAR/ LGS
A MLILDEHE)

fERERR A ZeE 1801 &2 56 BRI, RAMHTER (mF =L X LTV
F—/10. 03mg L R LR 2 LA Ak L V0. 15mgD A% 1 H 1[E])
KONLNRF T+ 2 A%&1[E500mgl H2[EI121 HFKER AL L
LE, VURFITBH AT T =N AR T IV KNV R S
VAN LV DEMENRE T A — X T B RIS o T2,
BWERF DIMLT 7 0 7 AT 1 L R OERTER R VT R
IRETHERS L. RO BEHESE OGN B A KT S e h o7, #
MR, L ARF T X AOFEMBENEISHE L KT S 2h o
7220, 20 (SEANT—4),
16.7.4 ST%>y

R AN LB 2 xfgic, Y% > (1m0, 25mg &1 H1[E) K
R R_RF T X A1E1000mgl A2[E7HEXKEROBS L&
X, LRFITHHZ NIV AR DOIEYBNHE T A — (T
ERIEEIpholz, VIXF UV UH LT T X AOIRYEREIC
AR MF S o220 (SMEAT—X),
16.7.5 L2710 >

7a ko v RO EBIZREL (INR) % BAZME o N Ic
MERFT 259, Y77 U o2 KIS ZT T 2
RA2661 &R, DT 7 Uy (2.5~7.5mg/H) KO
F 74 L1E]1000mgl H2[EI7THMXEROHKLG Lz L X, L
FITRFAIVNANT 7 U REICEEEY RIZET, Tebry
E UM O EBEEZ T R hoT, UAT 7Y B LRFTRH
LOEYEREI L KT S eho 728 GEAT—4),
16.7.6 7ARRI K

TERERR A 2301 % K5z, 7 _x v K (1[R]500mg% 1 H4[A]) K&
WL _F T & A1E1000mgl H2E4HKEROFRE L L
., TaR_RX Y REVARF T X LAOEYENEICITFEL LT
Ehdolz, EREPIuch LOSTORE 7 ) 7 5 0 A Z61%KT
W72 WEAT—4),

Crnax e OAUCo-o | FEAT S [RATCV (%) ]
xR (/M e KA
a) K74 v v 7'50%/500mgHE

17. BRER AR
1.1 FNERURLHEICET 2R
(TADABEDOSRSHE (ZRELBIEREEZSD))
17.1.1 EREMEEER (BA. EREE)
T TADAL LB ENTH D HIEE AT 51650 EOBEE
Gl LT, LRF T X A1000~2000mg/ H (1000mg/ H % #%
BB EN I B T 354 132000mg/ H I HE &) 1%3000mg/ H
(RAEDOHFEIZ) D 63, 3000mg/ H I IRHIHHG) % BHFNIZ
TROELG Lz &, ZEFIHEE T 51000~2000mg/ H
DAL EIZI 1T 26 5 A BIZIEHEREHF OFIAIX. 73.8%
(45/614) TdH o7, 1000~2000mg/ H B D B A& FFAM FH & T D
LAERIFAEVS 2o R D B4 1359. 0% (36/61f1) Tho7=, F7-.
3000mg/ HEEIC I 1T 561 HHFEIEMABE OFIEG1E22. 2% (2/9
Bl) . VERIFEIENRBE OBIEIELL. 1% (1/96)) THho7=30,
BIVER S BUE 1354, 9% (39/7141) ThH o7z, EAREIEMRIIME
AR32. 4% (23/7141) ToH -7,
17.1.7 RS I /MR (RA. stRAEE
L R_RF 5% & A1000mg/ H. 3000mg/ B K ONT T & R 4 1238 il
A5 (MFEOFTANAIRE OGHH) LESE, ZEIHGE
HEThr2HlBLY OHSRIERBIDRIITROLEY Th
D, 798 RELLXFTEHXLEE (10005 T03000mg/ H) I
IZ L RF 5+ Z 51000mg/ H BED B CREEH 2RI B Z 22N
O HNTe (R EHp<0. 0013 NI p=0. 006, #L5HEAZ K1, Bl
ZLHAMICI0 1T 2ot B2 Ha U= & 7= 0 DER Ay F&VEIRI S % Jh 2 B
LT BN, 7k, FRHICR T B50% L AR A — L —
kN B 720 Oy FEAEEEA B & e~ TH0%LL F ks
L7=BEOEE) X, 77 &ARE13.8% (9/65f1), 1000mg/ H
FE31.3% (20/6441), 3000mg/ H#E28. 6% (18/63%) Th -

7’:32)0
F1T-1 H o AEE SR =
Hint 0 OEsRIEREY | 77 2RI 2. 9
e - (95%(3 X T
BERRE | FEER | % () (pfi)
77YREE| 65 2.73 | 2.67 | 6.11
18.8
1000mg/ I | 64 | 3.58 | 2.25 | 19.61 20.9 (6.0, 29.9]
[10.2, 30.4] | (p=0.006)
, (p<0.001) 93.0
3000mg/ A | 63 3.44 | 2.08 | 27.72 (0.7, 33.6]
a) BLE M K ORI o0 il 7 — & 234 > T 2 JE B S
b) H A

o) RIFALFHEE P PIEIZ FD BB =R



@&5%%@% BEHIIC Téﬁﬁ*ﬁbt
YRR R AR B B 3y
%E%%&Uﬁﬁ%%mﬁwm%ﬁ@ﬂmmmyaﬁﬁﬁf
56. 9% (41/72f1), 3000mg/ H ¥ 5-RET54.9% (39/716)) T -
7=, F72EIEAIX1000mg/ A & HREC, BAR13. 9% (10/7261) |
SIRGEZRS. 3% (6/72M%1) . 7@ F 8. 3% (6/7241) . 3000mg
/BB 5 CHEIRY. 9% (7/7161), SUASHZ8. 5% (6/7141), 7%
D F 5. 6% (4/7161) THoT-,
17.1.3 EREMEEAR (A, StRAEE)
L _FZ ¥ A500mg/H. 1000mg/ H. 2000mg/H. 3000mg/H
EO7 7Rz 120M&EN#E BEFOMTADAEKE OFF
A) LEma, fHMMcs T 288 b 070 O
RAERE D R (PO E) X, EREh12.92%, 18.00%,
11 11%, 31.67%% OM2.50%CTH VY . FEFEEE TH D LF
Z % # 21000mg/ B RE, 3000mg/ HEERL VT T & REEDSEER] T
ORI 31 DM D O & 72 0 OFERSFAEEH
HERIZ, MEF IR EEZIZIRD N> 7= (p=0.067,
Muwm,%1hﬂﬁmo BB, HHEICBITAH50%L AR H—
— ME, 77 BAREELL 6% (8/69%1). 500mg/ HEE19. 1% (13/
68f1) . 1000mg/ H#£17. 6% (12/684) . 2000mg/ H #£16. 2% (11/
68%) . 3000mg/ H #E33. 3% (22/66f) Td>-7-39,
1 P R ORI 391 1) o B4 R 38 BUBE S 1, 500mg/ H B G-
60. 6% (43/7141). 1000mg/ H #5761, 4% (43/704) . 2000mg/
H % 5-5£58. 6% (41/704]) . 3000mg/ H #% 5-#£64. 3% (45/7041)
Thot-, ERBMEMIZ500mg/ B G T, SIHEER14. 1%
(10/71@‘) THI9. 9% (T/7141)  FHEIWED E1T.0% (5/71
. EIR7. 0% (5/7141), 1000mg/ H #¢ 55T, SNHGEA18. 6%
(13/70@%)\ EERR10. 0% (7/70481) . 2000mg/ A ¥ 58T, IR
17.1% (12/70f51) . EHREEZ15. 7% (11/70%10) . #4£7.1% (5/70
). 3000mg/ H & 5-HETEMHEES21. 4% (15/704) . HHAR17. 1%
(12/7061) . HFFERERADT. 1% (4/7061)) ThH o7z,
17.1. 4 EREH#HER SRR
EANE I /MAERE (R, OFREE) 258 T LIZBF1516%
G LT, LRFTEH A51000~3000mg/ H 21 H2[ENZ 45T
TROFEL LIZEEOHHBIERKIILLTOLEEY Tho

7::31 NBG)O

ARBRICBIM L7 E D S5 B

H1= 0 OER

764123 & DB FHE] S FU 7z ke

RBRICBAT LARBR A K T Lic (24~36% H CLHI, 36~48%
Hc4atl, 487 H LAKET2861)
6.00
o ) :BI%
ﬁ,\ 500
&%
Sk
% 400
i%f:‘ 3.00
33 200
ek 2
=H o 09 @ 19
}éf@‘ 1.00 HNNHHHHMHHN T\
] (151)(150><|a5)<|22)m7)(ms) S G0y @9 Go) @ € Gn D g 60 J \
000 (35),
@) @‘@ef@\w"%@ﬁ Q\ Q @ @ ?’ @ ?‘ % & ?;%@ 2 ‘?’;3;&
)f;{’{i&- “’Y‘ ¥ A w/'v“ ‘f\/“?/ r{%{%{b{&f SIS i

ikt ]
X17-1 &5y AERIE

BIVE TS BUBEEE 1392, 1% (139/151451) Tdh-o7=, EREIEMIT
SWASH 255, 6% (84/151%1) ., FHEJM24.5% (37/15141), fBHR
22.5% (34/151%) TH -7,
17.1.5 EREMERER (MR)

BEFF OFUT A D AFETH 43 22 S8 EIHIZD R 2345 D v 7 W 47 %
V2T 5450, E16REART DO /N TANABRE TN 2 54 &
LT, LRF Tt L40X1T60mg/kg/ H ({KFE50kgL 11112000
3E3000mg/ H) Z1H2ENZHT CL4EGARRE D& S (BEFOH
TADAEE D) Lz b &, EEFMEE T 2 Bl
N H OB T O G FEAEBIERA RO AR (95%(F 581X
RA) 1%, 43.21% (26.19%, 52.14%) <T& v . FAEMEE OB/
RO LT,
ik\mETAWA%%%WKMﬁU%%V&%?t&ANN
60mg/kg/ H (UKHE50kgA E1£1000~3000mg/ H) % 1H2[ENIZ

T CHERLE B LT & X 0¥y %WlﬁiuT@kkbfho
f:37)0

[QRE:

(73)

(SE1ES A 3L )

8
6
3)
4 (5)
2
0

BT\ DRE R R E RO+ RIE

CO O a4

#EmRs  BERS RERS #ERS BERS
18~37A 3~6s,A 6~97A 9~1248 12~1578

X17-2 EoyHAERIEK

BIVE RS LS 1358, 9% (43/73M%) Thot-. FEAFEIEMAIL.
EAR42. 5% (31/7361) ThHotz, Fio. BEMREMEE FIE
FA) %, P ERERED L. 4% (1/7361) . A ERERIE L. 4% (1/
360 ThHotz,
(BOMTADAETTRBHRPRBOSLNBVTADABEED
BERAREICHT IR TALAEL OSRARE)
17.1. 6 EREEEMERER (A

BETFE O HT A ASE T3 72 8RR R 235 B Au 7 VO SR
RFEEZAT D16 LD TANABE2516] (A AN4345] %
Eie) BXHELT, LFTEH L10004 L < 1X3000me/ H

(1000mg/ A2 &5 2Btk L, BE58M & TICRIENA BT
A 13238 MR T1000mg/ H 9°-23000mg/ H I &) X7 7 &
Rz28HMEO#EE (BEFEOHRTANAERLEOHH) Lzt
&, EHEFHMEEE TH DY 5 OW B 7 0 ORE KR
ERE D RIZTTEOLBY THY, 7T BREEELXF T
5Aﬁwﬁfﬁﬁ%mﬁﬁniﬂww%nt(momm Eita=A
TR ONE Z K-, BlERHImIC % & 7= » O IR A FEAER
Ba BRI ﬁ)mo

F17-2 A FORVEREH D %

peps il
(14:8)

]

7= ) OMER TR | 77 LR 02
fAke) : : R
PR | IR | DR (0) (bfE)
F5REE| 109 | 0.83 | 0.65 19. 64 56. 13
LRFS5 [44.02, 68.24]
wpoge| 17| 089 | 0.16 76. 98 (60, 0001)
a)Full Analysis Set
b) H Yl

o) B Gt e ONE & IR -, BlERIEIC L& 7= 0 OIREL R
FEAEMIE A LA B L 9 B 3L ﬁ

FIIVEFH RS BAE T 1323, 8% (30/126f8) Th-7-, FREIERIZ
fEIR2. 4% (3/1266) Thot=, . EREEBREMBE

(BIFER) 1%, R E AT, 1% (9/1264)) . i/ Bos
4.0% (5/126f1) . L ERBOED3. 2% (4/12661) Th oz,
17.1.7 EREMAFE (MR

BEFE DT A AT 43 72 8 EMHIZN R 235 © 7V VGREL ]
RFIEE AT B4R LA E16REARTE O /N T A DA BE 1361 % %t
LL LT, LRFTEH L40X(E260mg/ke/ B ((RFES0kgbh 1%
2000 1%3000mg/ H) %24 OEE BEFOHTAN A
LOPEHH) Lol &, FEFMEAE TH DI %Wb&@@%
720 OBRE AR AIERIEI D o Rl (95%F X)) |
56.52% (~15.74%, 98. 18%) T 7239,

BIEF S BLE FE 1338, 5% (5/13f) T o 7=, BIVEMRIZHER
23.1% (3/13%1) . EBFEET. 7% (1/1341) . BER7. 7% (1/13
B, TRIT.7% (1/1361) ThHotz, £z, MR R

(RIfEHD) 1%, DERQTEERT. 7% (1/13#1]) TH-o7z,
17.1.8 RifGEREHE (RARUNMR)

| B 3 [R) 285 AR R L < W3VDNREWNEEIARBR 252 7, U
[E| B 36 [R) 285 LA FRBR 2 Zh R A4y D 7= 0 % 52038 AR I R 1k L
TmAARNEEMUR EZXGE LT, A (6Bl L) TiEr T
Z& & 51000~3000mg/ H, /NMETIXLXF T X L20~60mg/
kg/H ({KE50kgll 1£1000~3000mg/ H) Z#EA#KE L7-&
RIE BAREIERIEIIL T D &30 Th - 7219, 4D
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48 (16)
85 02 I
00—
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g 0 S S N 8 R e a8
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17-3 BB R AR %L
BIE RSB 1338, 6% (17/44%1) TH o7z, LEBIVER M
MR11.4% (5/44%1) THo7z, T, WRMREMREY (FIFE
) 1%, DEXQTLER4. 5% (2/4461)), 77 =TI ) hT7 v
A7 =7 —BHNN2. 3% (1/44B)), TANRTX BT I ) b7
VAT =T —BHIM2. 3% (1/44%1) . C-BUSPEE A2, 3% (1
JAME) . REEBINZ. 3% (1/44%]) Th 72,

18. R

18. 1 fEFAHEFF
LARF T LT, FHEZEREOEE A A F ¥ 1 E0E
FEA LRV | RHOR D L 7 AN T AV FVEL2A (SV2A)
L DFEED. 4D | NBICaZ F v FOVELE | HIHE N CaZt o WD
149 GABAR DN U & MAEBIEEFICH T A7 e AT U v 7 |
EOH® | AR O BT 22 FH L OB e £ AR &
NTWD, SV2AZxT DG BLFME & SR C AL ABmET LV
(BT D RIEMBIER & OMICITHBERBEO N Z L5,
LR_RF T H L ESVADREE D, BIEMGIERICEH S L TW5D
LDOEEZLND®,

18.7 TADAREIZHT H/EH
WA R 7 ) == F =T TH HRNERE T O NATT LK
PR F LT TS —AFHERITONAET VR ETIL,
FORAEWER 2R &R0 12190 AIRESEF S R
VIR RUFLUTF RIS A F R Sy
29 Ea NI = BERGEDOT MY AT
AT — VBRI R T AN AT » b (GAERS) 59 JREJEME &R
~ 7 A0 72 L O FENE, EREMEE K L2 CADAEMTE
TMTEWT, FEIEMSIER %7 Lz,

18.3 iTADLAREER
BRI U 7Ty MBWT, > KU U7
k% P U752,

18. 4 thiRMRICH T 2 DD /ER
Z v h OMorris/KMEKEEREBRICE W TR I E L RIS
P m—F—n v FRBRCIESRRIC AL RIS e h o
729 £z, PRIMEINGETE Z » MW CHRHIIE (R E A
TR L7126,

19. %S T3 2 BEEMHMR

— &% : L _XF T X L (Levetiracetam)

{54« (25 )-2-(2-0xopyrrolidine—1-yl)butyramide

432K CgHaN20O2

S8 170.21

PR BE~BIKAROREREOBMETH D,
IeYerElaly : -76~-82°  (BAMHE LIz b D
0.5g. 7K. 25ml, 100mm)

LS

HsC NHz

0
22. %
100g [l

*+ 23, B

iy

14)
15)
16)
17)
18)
19)
20)

21)

22)
23)

24)
25)

26)

27)
28)

29)

30)

ARTAMNATES FITANATIEEZIRA L TWD TAn
ADBHHNTEBNT, HENHIEIRCfEM A D i E 41T
I BROBEEEIA (20264E3H17H)
JEA T - BERAIEREERBIXS~Y =270 SEAIMER
SESE R
AARNERER NSRS D LA_F T & LHE R 5RO Y )
e (A —# 7 T8 : 20104E7 H 23 A /KGR, WFE B
2.7.6.3.1)
AARNERER NSRBI 5 LA_F T ¥ A ER 5O LY )
e (A —4 7 T8 : 20104E7TH 23 H KR, & s
2.7.6.3.2)
AARNERER AT D VAT T 74 AR OVESHA]O HE
BHROWEE (1 —7 77 SENE : 20147 HAH KR, #
A M. 7.6. 1. 1)
NENETADNAVBEIZEBT D L RF T & LEEERER O
WD (F—F 7 T8/ R74 vy~ 201345431
A&, FEEEEMER2.7.6.2. 1)
HNENRTANAVBEIZBIT 5 L_F T X LHEEE GO
Q) (A —F 7 T8/ R7A4m v 7 201345431
HRRE, FhwsE)
LARF T & M S REMSEDEEMT-1 (1 —F7 77
B2 : 20104E7 A 23 AZAGE, HFEEEMEEE2. 7. 2. 2. 3)
Toublanc, N. et al. : Drug Metab. Pharmacokinet.,
2014 ; 29 : 61-68
Fa—U U AT ¢ AN EE

LR_RF T8 & KDS50% [Hik) OEYFI R SRR

B35 &Ek
AARNEER BT D LRF T2 Aoy EhieI kIiFd
BEORE ([ —F7 7 T8 : 20104ETH 23 H KR, HEEE

WTE2.7.6.1.2)
Ramael, S. et al. : Clin. Ther., 2006 ; 28 : 734-744
Strolin, B. M. et al. : Eur. J. Clin. Pharmacol.,

2003 ; 59 : 621-630
A (A — 7T 8E : 20104E7 A 23 H KR,
2.6.4.1, 2.6.4.4)

RE ((REHRE) (f—4 7 F 88 : 201047 A 23 H &R,
GRS, 4.3.3, 2.6.2.2)

R CREh R AAER)
H23HKFE, HiEERMEE2.6.4.7)
PEE (o —# 7 T 8E : 20104E7 A 23 HKFR, HF5E BHE &
2.7.2.3.2)
Yamamoto, J.
819-828
Brockmsller, J.
77 : 529-541
FFHEREFE E B (f — & 7T 8E : 20104E7T H 23 A /KGR, HIFHE
BHEEE2. 7. 6. 4. 5)

EingE GHEAN) ICBIT S LR_F T & AHEI R ORERA
BHEHORYENRE ((—7 7 T8 : 20104E7H23 H /KRR, H
A EMEE2.7.6.4. 1)

T. R. et al. : J. Clin.

FH 3 BB
G

(A =7 Z 8 : 201047

et al. : Clin. Drug Investig., 2014 ; 34:

et al. : Clin. Pharmacol. Ther., 2005 ;

Browne,
590-595
WY ENEE (7==bA ) (A =57 F5E : 20104E7H 23
AR, WEEEEMYE2.7.6.5.6)
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