Hk 20224F 1 AUET (58 3 i, FEER/R)

* 20214 5 HEl (38 2 i)

HAEHE R im0 B S
BmE © EIRRTE 871139
BHHEAR 1 302 A
ARRES | 22600AMX00747000
T D AE HR7ERse | 20154F12H
UDZE 17 Sl
LRF T &4 LESE

-7 25 .KiEs#T500™

E Keppra’ for I.V. infusion

) ER—EMFOMGEIC KD ERT S &

2. ZR(ROBECIFRS LRV L)
AHRIOR DY N > FHERIT UBBUE O R
BOBH%EE

3. #HAL - K
3.1 #6%

W74 1 =7 77 Fil#EES00mg
R4 - 58T | 1NA 7U(5mL) L ARF T+ & 4500mg

: MAAYEIN TRl N 2aVE,
WAL sk

) AROEBOFECARIERRLD 2L . BRBERIT
BHILEHPETDH 5,

3.2 WEIDHER
[ 1 — 7 75 FURERES00mg
BR | REEHOR
pH 5.0~6.0
SBER W3 EBAEEICHT A H)

4. FHREN [EZHER
—BFICROBSH TETRVESEICSITD. TERDBEIC
N BUNTF Sy ARRORADONERE
O TANABEDEDFIF (CREERIEEFZSO)
O DHFTANAETTRBIIRNIBO SNV TADA
BEOBEBNEECHT BN TADAREDHAERE

6. BENUHE
LARF S5y LOKROAHKRS D SHRFNIDEZ 254 -
BE. LRFIL5 LRO#%5 LR CIHAERUESE
BIZT, 1EIEZ 15901 T EEHIRNZS T %,
LARF T LAOROBEGICET B AR 25T 554 ¢
B EH. BRAIKIELARF S5+ L4 ELTIHIOO0mG

Z1H2EN3, AR Z 15521 CRE#IRNE ST 2.

INREE. AR EO/PNRICZLRFSE LA ELTLIH
20mg/kgZ 1 H2ENC T 1A Z 1552 T EE#IR
W59 %, 7272 L. (FES0kgl Eo/NRTIE. BRA &
FICH® - ARZ2HAWAZ &,
VWTNOHZFICBLTSH, ERICK D EEEETE 255,
IHEERESERVHEESFERIUTOEBD ET52 &,
RA AT HESHRESEIE3000mgz B8R 5 WT &
L., BBRE2EMM LOREBZHDITIHHEBELT
1000mgll "3 2175,

NR AR Eo/NETIR I HRSRSE1360mg/kgx
ZlgnwZ ke L, HEIX2EMM LoOMEE2H I TIHHEZ
&L C20mg/kgl R D175, 7272 L. 1KE50kgbl £
NETIX, BRAERICERSEZHVWS I &,

7. RERUHAECEET 2R

70 KAENZ MIRL TR H68RET 5L, [14.1.1 ]

7.2 KAz MERARFEEIOT L THEAT 2558101, fiof
TAPAFEGRAT 22 & RERRREIEINT 2 AA
B S T ORI EMR L Tz,

73 RABHBERERZ AR 25T 55851E. TRITR
TV FZU )T SO REESELE LTARIORS
EROKRESREZHAMTA & T2, MBEN 22
TWBEBRABETIE, ZL7F=> 27075 Y AMEICE
C7-1HARICMA T, MiENT % £ U 72 %ISR O
BIREZTHTE, BB, TTTRLTWAHERD
AR I2L—avBRIESBDTHHZ &N
5, FRECLICEHEICBE LM S, HERUHEZR
T HT &, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 &
Ha]

VA& =4
VANV
(mL/min)

IEHT
‘O

H&E

Vi kel

280 Ry

250-<80|230-<50| <30

1000~
3000mg

1000~
2000mg

500~
1500mg

500~
1000mg

500~

1H#%5& 1000mg

1[a]
500mg
1H2[H

1[a]
500mg
1 H2[H

1[H]
250mg
1 H2[H]

IE
250mg
1H2[H]

1[E
500mg
1H1[E

WERS 250mg

i

1[H] 1[H] 1[E]
1500mg| 1000mg|750mg|500mg |1000mg

1H2[E | 1H2[E 1H2E | 1H2H] 1H1[E

1[8] 118]

TS

pi
|

500mg

74 EEOHEREDH HBEETIE. FETOZLTF
BEEPETRTLTBD, ZJL7F=0 2075 AMENPS
TIIBREREORE 218/ M T 2R EENH S 2 &
6. KVEHEDPSHBT AL EHIC, HEIDERE
BRLaPSHERCHEZHFG TS & [9.3.1,
16.6.3 ZR]

7.5 HHEBRARS 2 5 ROKSICY DB 5BoRO#KE
ORFEEUCHZIE. SHERNESEFECIHAERY
BERBETH &,

7.6 BROBESGPHREICZ > T BEITHP NI LRF T I L

ROMANYIDEZ 2 2 & BRSOEBRRERICE T,

SHEL LD SfEIRAH S I E M L Tz,

8. EEREARN IR

8.1 HAFICBII2BE5EOABMZBEL W LESHIEIC K
D, TAPAFRIEOEEXIITAPAEBREN,H 5D
NBEZERHHIOT, LRFFTEILOEEEPIET S
BEICIE. D EB 2B ERP I THRAZICEET %
R EEBEITHYZ &,

8.2 lRX. TR - &F )1 - RENEHRENFOE TR 5

ZENHBHDOT, KAEHOEREITIIEHBHEOEEE,
fERRZ S BBOBMEICRBSE R VWESERTH I &,

8.3 B, $BEL. IR, HE. WBRESOBHERSH
5bh, BRENICESZELHZHDT, AEHEHIT
BEOREBRORECELZERELBE TS &,
8.4, 11.1.6. 15.1.1 ]

8.4 BE R UZF DORMBGEEHICHEM, AREXEDORMEIRFE
BHOWEEMEIZ D WTHOEB 2TV, R & BR55IEE
FEDES &OEET AL, [83, 11.1.6. 15.1.1
28]



8.5 /NEBEZE DO FAIEIIH T B HAIRRIE I T 5 R ER
BERN - B EBIITbh TRV &, NNEEH
DEFFAICH T 2 BABEICAR 2 EHAT 256, K
ICHREGHERICEBEOREBZ +2ICBRIT ST &,
[9.7.2 B&]

0. BENE=RZEITHEEBICHT IR
9.2 BirEEEEE
9.2.1 BIXEEREEDHDEE
[7.3. 16.6.1 ]

9.2.2 MiRBET 22T TV D REASHEEEEDH 2 EE
[7.3. 16.6.2 2]

9.3 fFikkEE=EEE

9.3.1 EEFHEEEZEDH % EE (Child-Pugh2%8C)
[7.4. 16.6.3 ]

9.5 iT®
IR AT IR LT W A TEEE O & 2 EICiE. DITo &
A7) A7 #ER UIRE FOBRESfEmEZE LE S &
HErSNBEFICOAKRET B &,

b MIBWT, FHIRHRICLARF T 15 LADIMFEEH
BERLIEDOWEDS DD, B3N ARy —HEICE
<, BARTHIRRID60%E %> 72 DIMEDH 5.
Ty MIBLWTRABTEIRO ATV S,
cHERICBWT, Y FTIRE MAOBEEE L FE
B EOBETERERRUEREOBEEE O,
REEE. BOFETREMARD 5. 7P F T,
b rAOBBEED4~SEDIRE TIHBGE. BIREED
Bk UOHEOEMARD 5N TV 5,

9.6 %313
BELOEREROCBIAREOAREZZEL., BAD
e IR IE 2 ST 5 2 &,

b FEHHRABITT A EARESN TV S,

9.7 INR

9.7.1 EHEAEMKER. #HAER., AR, 4BRBOSRITHT
HENERRBIIER L TRV, 4~ 16ERIETO
ENEERREIIROANCR SN 5,

9.7.2 /NREE OB IR T % BARIEICET 5 BRR
ERIZEN - B E BICER L TV, [8.5 BIH]

9.8 SinE
IJVTFZr VT T AMEESEICRERE, BEHE
RRST AL ECEEREICKRSET S L, BRE TIIBEE
PEFRLTVWAEZEAFEZW, [7.3, 16.6.1. 16.6.4 &
&1

BIERA
WOBWER S 6bN B ENHHDT, BERL 7T
WV, BEASED SNT-BEICIEREE2RIET 57 O
WEBEZ{TH &,
11.1 EXEEIEA
MAN P SEMREIRFEMAIE (Toxic Epidermal
Necrolysis : TEN) . FKERIRIEIRSF (Stevens-
JohnsonfiEf®E$) (9 11 SHEREA)
FE, KIBE. K - OH AL O, AR, ERITI.
ORREOBREPRD SN-BEICIZRELERIEL,
WY EETS 2 &,
EEIMEBEUEEIRES (585 AH)
MHEEERE LTHE, REDN AL N, BICHFHEEERE,
Y JONHIERR. HIMmEREN. FEEERIEE. RAEIY >8
HRHERE 245 BREOBEELBEIERSH 5bh b
ZENBHB, BB B EALRZAT A Z6(HHV-6)
FOIANAOEERLZMHED 2L, BEHIE
BYLFE. FHE. FFEREREZOERIERD 50T
BT A EDNHHOTERETHI &Y,
11.1.3 EELIMAREE (EERH)

FLMERER D MERERE. HMEREAD. FERED .

M/IMEBD S 5bh b &N H 5.
11.1.4 FFR£2. IR (WIS HEARRH)
AR, FREOEELRHBENHSbNDEZ LD H 5,

11.

11.1.2

*

11.1.5 BER BHEAR)
?ﬁbblﬂﬁﬁ\ 3%%&‘\ DE/)?:.\\ u@ﬁ%@ﬁ%?ﬁ@%bﬁf:

ZhRIEAE

0. BEREO EAPRED SNBEICEREEZRIL
L. BEZAEZITS &
11.1.6 EH. BRER (LTI 1%AKI0H)

AL R BB, BESORMERY

hobh, HREKICESZEbH D, [8.3. 8.4,

15.1.1 ]

11.1.7 tERUEHRIARIE (SR ANHA)

MR, B CKER, P RORPIF 7oL

v ERENHObNEEICEREGehIE L, #EY X
WEZITH &

11.1.8 2EBREE GHEAH)
11.1.9 BMAEREE (BHEEANEA)

e, Al MECKLERA. IR, MEOEH. &

WL, BTRZ. QMROEMENPH 5 bhi5HE
WG ek U, (Rmal, Ko, WREEED

BREDETPAONDZENH B,
11.2 ZDDEIER

BYGWBEEITHI &, Fios IFTULEVRE/RED

W 3%LLE | 1<3%k| 1%Eh | e
I 3 00 B S U B . TR ALk
(10.8%). KA LB .= EEHBE. 25
75 (12.3%) . E 8. S0l % . QE. B
R, (R e . M. RSB A
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RE/E| 3% E
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SEAH

BOE 8 &
(31.5%) .
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ERED R
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RE XK.
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RARVKE BRAIR
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BiERE., B
FEAILRA
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B, HiA
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A ASREIE
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HIg

[ELRERIESR
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L SR
L RAE T
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A TSR

Z DAttt

AR

mr Y7
Uty Mg
b K
TREIEM

9. 9
5, M
W, Fe
W

Hitick 5
S5 (R 8
ZHEE)

13. BEKS
13.1 fERK

NEOHIRBREICBWT, LXF I LE—EI15
~140gRA L7BIAH O . IHAR, Bk, B, =%
LAV, MM R VRS #RE SN T W5,

13.2 g

ARNF M ENTIC L DBREREETH D HEHLTVWSHIE
KROBECIECTCMBEENOEREZERT S &,

[16.6.2 2]
14. BRALDER

14.1 FRIRHEFOER
14.1.1 KA O 1 [E#H 58 (500~ 1500mg) 2 100mLO A4 F &
TR, ALY V7 WRXIE5% 7 B SR AR
TBT &, METIE. RATORRRE 2 HLIZHR
BWEOHEZEEIT S L, (7.1 ZH]
14.1.2 HfRRIE, HEOPIHERT 22 &,
14.1.3 WKk, REXIBFERPICEN 2RO 255 I13HER L

15. ZDhDFE
15.1 lRIRERICE DL IBEHR
15.1.1 WS CEBS NI RR 2 EOEBOMTAPAEICE

F5. TADA., BEERBEEZRNRELZ199D TS
AW RERRBOMEHERICBWLWT, BRSREKY
BRERORERDOY 275, WTAPAEDIRART
T REERELTR2EEL TAPAZERA
BE:0.43%. IR 0.24%). MTAPAED
RFEBETIZ. 79t RBEEHANI000AH7-D19A%
WEFITREI Nz (95%EHEXM  0.6-3.9). £/ T
ADABEDOY TN —TTlR, o RBEEHAR
1000AH =024 NBVEEHESATVLS, [8.3,
8.4, 11.1.6 2]

1512 SHEABRATAPABEFL208F 2R ELETTE

AXHIRE RO HAMITICB W T FERHIRIETE)
IEROAEFFR (BRI, Bl &V AR, B,
HENEE. {15, REALE. BE. EHRZ. ZH
W, MREEEL MREE. ABMEE) OFBRITAH
BT13.3%. TTERET62%TH 7z, FHERIC,
HENNRTAPARE (4~165%) 19801 23R E L
1275 RABERRBRICB I 2 UHEEHEROFER
RIIARHFIFET37.6%. 7T LRETIB.6%TH 7z,

F7o. SHENNRTADABE (4~ 167%) 9801 % 3R
& U7 RASRE R OTENIC W 9 2 B 2 31l 2 75
L AN R ICB VT, RN G TH 2D,
7T AR E B L THRMNTE OB LATRR S N,

16. Y&

—3—

16.1 MARE
16.1.1 A

(1) BORSKRURERS
EFRRAICL RF Tt 4 L1500mg % 155712 THER
TEIRA TS K% O] H 2[E14.5 H R A2 R IR 5 L 7z
EE LRF T LDOENHERNTA—-FIZLTDE

BOTHH7?,
@) B[O 5 RE#HS.

INTRA—4 (N=16) (N=16)
Cax (g g/mL) 108.7[17.5] 109.0[17.3]
tmax (h) 0.25(0.25-0.25) 0.25(0.25-0.25)
AUCo-12n( g - h/mL) - 390.8[10.0]
AUCo-w( g+ h/mL) 437.3[11.7] -
t1/2(h) 7.21[11.9] -
CL(L/h)® 3.43[11.7] 3.84[10.0]

BB ICV (%) ] tmaxtE HSRAE (Fe/IME- B A fH)

Crmax - B IMAEE  tmax -

e I AR R B B ]

AUC : MrrSypiR e - R Rt @ R

CL:&57UT7IA

(2) mERIRNIRS SO S DR

BFRRAS6IC L RF T+ 4 2L1500mg % 1557 s
IRAEE X IEREOREG Lz &, LRF T ¥ LDMEE
FEEHE R OCEYFEISS A -V B ToEBD T
Holz, MOBEGREHEL T, SH#ERAZSRO
CnaxldfV1.655E< . AUCKULIRZEEIL TV, &8,
LRF Tty LREOFREGEEOEMZAFFHRIEN100% T
Ho1Y,

(ug/mL)

1104 —e— SRS -o-ROKSE

(Rl P 1 95 % fE R )

100+

90

& U o N 0®
S © o o
I I I I

3
|

FEEE DN D, © RS

w
S
I

20 4

T T T T
0 4 8 12 16 20 24 28 32 36 (h)

R
g e REEIRARS | &O®RS Fefr] 3 e

INTRA—% (N=25) (N=25) (90% 5 HEIX )
Cmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(18 - h/mL) 472.3[15.4] | 487.4[15.9] 0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27) |0.75(0.50-3.00) -
ti2(h) 7.11[11.7] 7.23[12.7] -
FMSEIE[CV (%) ] tmax Tl HIRE (B IME-FR A fE)
a) MEREIRNB G /RO E

16.1.2 INE
(1) INBThADLAEE

INRTAPAEE I £5%1» A ~4REmE1 76, 4
~ 16/ ARM326]) A SIE L - MIEH L RF T ¥ LE
EF—y2HWT, LRF Tty L1555 iR e &%
B o#EY gL HE Lz, AFIREROMmEEHL XF
Sty LBEIZ. LRXFISEyLROKRSHEEREET
Holze Flow REIOREMEMEEHENTOER. 25
JUT TR U THRERBERERNE., 2HARE
120 U THREDPSREHAICER P DERNICEERDO B 5
HF& LTH#ESNEYHBEAT—%),



(2) BEAEYENREHENT (ROFICH (T D HERMIE)
INB(4~168%) RUBA (16 ~558) D TAPABED S
BonMFERLARNF Sy L BEETF—Y 2HVT,
LMY BRI 21T 5 720 FDFEHR. CL/FIZx LTk
HROHHARTADPAZE, V/FITH L TEREDIREZN
WKABDP OBERNICEROD HEFE L THES N,
MRBROBATAPABREOMBEHERELZ S I 2
L— 3 v LR MRTAPABEICI0~30mg/kg
Z1H2E% 5 UizBEo miErREmBE L. RATADA
BEFIT500~1500mgl H2E#% 5 L7z BE & FEf L PHIS
nizzs,

16.3 9
R AIC L RF T 14 2 1500mg 2 Bm S g RN S
L7z & 2O MBEOFMEIL35.8L(0.54L/kg) TH D 2,
AWK TEBIEWVETDH 572 in vitrokUex vivoi
BODIER, LRFIT1& L ROEREW TH Such LO57
DI ABFEERIZ. 10%KRETH 5,
16.4 {{#
LRF It HLid. FFF b7 0—LPA50RREEE TR
#panwv, FTEARIREKI7ZE T I FEOBEAM
KBRTHD., ThICEDERSNSDIZEREHDuch
LOS7T(HNARFINER)TH 5. 28 AMEYICHEEZ2N
mEE W,
in vitrosEilcBWVWT, LRF 5t ¥ L KOuch LO571
CYP(3A3/4. 2A6. 2C9, 2C19., 2D6. 2E1XU1A2).
UDP-Z V7 ua VBB EER (UGTIAL R UUGTI1A6) KO
IRFYRe FaT—FIc L THERRZ RS BD 57,
ERNAY A A=l 5l Ry FNOY/S /R I 5 k=l e 334
BRIFS o7,
16.5 et
R A LARF 5+ % 4 1500mg % B [6 iR N i 5
L& &0eg 775y A0OFHEIZ0.87mL/min/kg T
Ho7122,
RN (R E26H6]) I L RXF T4 L250~5000mgH)
BRI BEERORES L& &0, BE548KMEB X TH
BEBIINT IRPPHMROFEEIZ. REMGEELT
56.3~65.3%. ucb LO57& L T17.7~21.9%TH -7z, 4+
E AR A BHE4ABIC14C-L RXF T & & L500mg % H[h|
BOBE L &0, HE548FM% E TICHREED92.8%
DRFEENRF P S, 0.1%D#EHH» SEINS Wz, %548
Rt £ TORERICHT B RPERERIE. REMAE L
T65.9%. ucb LO57& L T23.7% ThH->7ze LRF Tt %
L OHRIHT RIS 18 OFRAIE BRI A, ucb L0571
EARBRME A i & BEE IR E 7RIS LTV,
) BN TER S NARF O HREH58133000mgTh 5.
16.6 FEDERZEIT2EE
16.6.1 BieEEEEE ROACH T 2 EERME)
BEREOREEDRL DBMAHRBRE ZNIRIC, LRXFTE
Y LRBERORE L X, Rr0o2g70 75
ZINEBHEEIEH & (CLer : 280mL/min/1.73m?2) & H#g
LT, BEMHKTE(CLcr : 50~<80mL/min/1.73m?) T
$40%. FEEMTHE (CLcr: 30~<50mL/
min/1.73m?) ©52%. BEEMKTH (CLcr : <30mL/
min/1.73m?2) T60%IE R L7z,
LRFFtX &y LEuch LOSTOBE VT TV AREZ LT F
ZVIVT I AEARICHEE LY, [7.3, 9.2.1. 9.8
]

EHRE DT
3 RE = =)
I TE | ®E | hEE | &5
(N=6) (N=6) (N=6) (N=6)
CLcr
> N B
(mL/min/1.73m2) >80 50-<80 | 30-<50 <30
#5& 500mg | 500mg | 250mg | 250mg
LRF T LA
Cmax(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«(pg - h/mL) |167.9£27.9(250.5£41.0/171.2+27.8|215.3£41.0
ti2(h) 7.6+0.5 |12.7x1.4|15.7£2.6/20.3£5.5
CL/F
+ + + +
(mL/min/1.73m2) 51.7£4.1131.2£4.8124.9£3.920.6+4.0
CLr
+ + + +
(mL/min/1.73m2) 32.5£8.315.7£4.1110.0£2.4| 6.6+2.7
ucb LO57

e BREOTE
I TE | ®E | hEmE | 6E
(N=6) | (N=6) | (N=6) | (N=6)
Cmax (¢t 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+(pg-h/mL) | 5.9£0.6 [24.0%£7.6/20.7+10.0/66.5£45.8
tua(h) 12.4 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)
CLr
(mL/min/1.73m2) 251.4+35.8/111.8443.9188.8+44.1|31.3+11.6

SFASMEESD. tmax & Uuch LOS7 Dt21d HHHR{E (B M- A MH)
CL/F: RAPTJoe57VT7I R ClR:BI7UTIT VA

16.6.2 MRERZRIFT TV D REBHAERSERE ROFCSIF
BHERRR)
MAEN 2 Z VT TV 25 KB RERE O RARSRE I L
NF F 1 & L500mg 2 BT s 440 AT IC B ERE O35
L& &, LRF Tt LA0IEENROHEKERIIZ
34 7R T H o 72 BHFTHIF2.3RMICHE M L7z, LA
F 715 LK Ouch LOSTOBENTIC L HBRERITE L.
81%MUV87%TH >7=8, [7.3. 9.2.2, 13.2 ]

EEEIST A= LRFZ+t %L | ucb LO57
Cmax( M g/mL) 18.7x£1.6 8.86t0.63
tmax (h) 0.7(0.4-1.0) {44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4a(pg - h/mL) 464.6+49.6 | 231.0%=18.0
CL/F(mL/min/1.73m?) 10.9(9.4-13.1) —
TAT T4 Y —DBRENE (%) 81.3+5.8 86.9+5.9
MR ENTH DOIHZE R (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MEEN 2 )7 > A
(mL/min/1.73m?) 115.7+£9.3 | 123.1+8.6

N=6. *FfE+SD
tmaxy tia CL/F. IUHEMTH O R 13 A JefE (B M-
KAE)

16.6.3 FFRERZEERE BROFICH 1T B HERME)
B K O (Child-Pugh A K O'B) O B # HE
BERFICULARF Iy LE2REROKEL-EE, LR
FIXL I LDEH IV T TV AICELIASNEP o7,
HE (Child-Pugh%EC) O FFEEE RE TIE. 257 Y
7TV ADPRERADKS0% E 2729 (HEAT—%),
[7.4, 9.3.1 2]

JEHSREAR &
B/ E ) @R | Child-Pugh | Child-Pugh| Child-Pugh
INTGA—% (N=5) SHEA Y4B HC
(N=5) (N=6) (N=5)

CLcr
(mL/min/1.73m2)? 93.1+£13.8/120.8£11.9|99.6+13.2|63.5+13.5
LRFFLE A
Cmax(ptg/mL) | 23.1£1.2 | 23.6%£4.9 | 24.7£3.3 | 24.1£3.8
tmax (h) 0.8+0.3 | 0.6+£0.2 | 0.5+0.0 | 1.6£1.5
AUC(pug-h/mL)| 23449 | 224+25 | 262+58 | 595+220
t12(h) 7.6x1.0 | 76x£0.7 | 87x1.5 | 184+7.2
CL/F
(ml/min/1.73m?) 63.4£9.7 | 62.5+£8.7 |55.4£10.5/29.2+13.5
FEHfE +SD

a) LRF I+ & LHBEHOE

16.6.4 EirE ROFICH T B HBRBIE)
BREICBIIZLARF T Y LOEYHREICONVWT, ¥
L7 F=2 7075 AHN30~71mL/minDOHEE 164
(FEER61 ~885%) 2R & L TCEHME L 7- /558, EifE Tl
B AHI40%ERE Ly 10~ 1 1R & 72 - 7210 (4
EATF—%), [9.8. 16.6.1 ZH&]

16.7 EYHEE1ER

16.7.1 7= bV BOBICH T 2 HABRAIE)
Tz M VOBAGETHZICI Y PR =L TERZL
A FEXIEZIRER R LEERRREEEE T HMAT
AP ABEOFIZXRIC, LARF5E 4 243000mg/H%Z
BRZBESL-EE, T2 M v OMETEER Y
ENNGRA— Y ICHEBRZRITS P> 72=M VY
LRF Sty LDOEYBEEICHEL TS L h > 710 (4
BEATF—%),



16.7.2 NILFOBF MU D A ROFICST 2 HEBARHE) 17.1.3 EREE I/ MEEER (WA, HAEE)

REERA 1661 235z, AL TaEF b)Y ADEER LARF T4 241000mg/H. 3000mg/HRYT TR
EBTRICBWTLARFIEF L%1500mgHERZEOHS L Z 1 2HBREOHRES (BEOH TAPATELE OHH) Lz
TeE& NLVTOBF M) LR LVRF T Y LDOEY & FEFHAEE THh 2 72 0 Oy FIERFHD R
BICHEERITSEN o2, LRFTEYLBNLS RTFEOLEBVTHY., TILRBELRF T LR
TR Y AOEMIBEICHE R RITS 5 1212 (4} (1000% 0*3000mg/ H) I L RF 5+ & 4 1000mg/
EAT—%), HEOHE THREIENLEREEZNPRD oM (EnTh
16. 73 ROBEFR(TFZIVIRA S IA—ILRUO LUK/ LT R p<0.0018EMIcp=0.006. HE5#HZKT. BLEHEICHS
rLILOEHR) BORICHT S HERE) AWM EER L 2B 70 O FEN K ELERET
TR A Z 186 2 3R Ic, FOEEE(ZF =L T A+ HEFEAN) . BB FHIIBITE50% L AR ¥ —
V4 —=N10.03mgk VLA LT A L IL0.15mgDE L— b Gl 72 0 OFRD FAERIB A BIEIR & HT50%
#l21H1E) ROLARF Tt & 4% 1ES500mgl H2E21 Dl L BEOSE)E. TT L XBE13.8%(9/65
HERERORELEE, LRFITEYLEIF L ). 1000mg/HAE31.3%(20/644). 3000mg/ HEt
IANTVF=IVROLAR LT A LILOEYERE)S 28.6%(18/63fl) TdH 7219,
GA— I BERITS A - oo BHREOMAHT T 72 ) OHAFAEERD | 77 AR AT HRDED
AT Y R OEETERA I E B IRIRE THER L. 1%2) . } [95%/Z tEX [5]
EOMEEORN ICHEL RITE 5ol ROEEE P s s s o (pf)
E URF T LOREMBBICHEERITS ko TS5 AE| 65 | 2.73 | 2.67 | 6.11
73 (SHEAT = %), 18.8
16.7.4 YIF Y (ROAFCHIF B HEEMIE) 1000mg/ |0 | 358 | 225 | 19.61 | 209 |[6.0, 29.9]
AL ZRIC, P TF 22 (1:0.25mg#% 1H 1 HE [10.2, 30.4] | (p=0.006)
) &L ARF 5+ 4 4 1[E1000mgl H2[E7 H R ERE <0.001 30
ORGLEEE, LRFIEI ARV TF Y Y OENH 3O%O§g/ 63 | 344 | 208 | 2772 | P00 [10,27, 33.6]
BSTX—F I HBERIES Dol YIFV VB L e e
NF T 5 LOEMBIEI B R RIES 725 5 7219 SHE ﬁ;%ﬁgﬂmoﬁmwﬂmmT F ST AR
AT—=5). — O H LR 155 < HOE
16.7.5 3)[/77’ '\J {(ﬁuﬁU[uﬁljé?ﬁﬁﬁﬁiﬁﬁ) A5 ET. BB 208 m L Ed 70 05
O o R O E AR L (INR) 2 B ARE O #iF SRR A LB & F 2 L5 BT
PICHERT 2 &5, TV T 7 OBREZEENICZT a a
TWABRBEBEA266 2RI, TLT7 7Y 2 (2.5~ B IR X O S O BIE A FE B 13 1000mg/ H#
7.5mg/H) KU LARF Tt 4 £1E1000mgl H2ME7 HE 5#T56.9%(41/72f) . 3000mg/H#% 58 T54.9%
RIEEEE L&, LRFSEIYLRTLT 7Y ¥ (39/7161) T > =0 F72FIIEFIZ1000mg/ HE SR T,
BECHEE2RIST, YOt UMb EE L% 16AR13.9% (10/72f) . BRIHIE#8.3% (6/72f) . FEHE
Fiirotze TLT7 70 LARFTEY LOEYERE B E8.3%(6/72f1). 3000mg/H¥%5 B THHARI.9%
ICHEZ RIS B 572 (AEAT—%), (7/7141). EIHFEZ8.5% (6/7111) . F&ED F115.6%
16.7.6 FORZY R (RBOFCH 1T 3 HERRLIE) (4/7161) TdH > 7z,
EERRR 2301 %2 /R, a3y K (1E500mg% 1 H 17.1.4 ENSEMEER (A HEAEE)
4E) KU LRF T & A 1[E1000mgl H2[E4 H SR ERE LARF T+ 4 £500mg/H. 1000mg/H. 2000mg/H.
MG LEEE, TURRY RRILARFTE 5 LDEY 3000mg/ RO T &A% | 2BME %5 (BEOH T
BIREIC 1T E R T S 2 o7z hs EREIucb L0570 APAFEEDONR) LizGa. FHlHREIC 35 2 Bl
BHIVT TV AEROIBE RS RO (HEAT—4). 25 OHEB 7z D O FAERBURAD R (FRIE) X, Th
2N12.92%. 18.00%. 11.11%. 31.67%%0'12.50%
17. BRIRAAE THY. FEHAEE TH S L NF T+t 4 £1000mg/H
17.1 BHRURLMHICET 2R . 3000mg/HEE KU T T & AR EEO 3R T O 5T A
(CADAEEDERFEIE (CRESRIERIEZZO)) BT 2B D 5 OB 72 0 OB FEERIE A K
17.1.1 BA%E T B (BOFD SIEFHEINDOY D B ZHER) 12, METENEEREZZIRD 5N d -7 (p=0.067,
MAFEEAT S 16K LD TAPAEREL6G]ZXFRIC, Kruskal-Wallist&€) . %8, FEEICBIF550% L AR
LARF T+ 4 21000~3000mg/H % RZO#RS5H» 5155 YH—L—h&. FTEARBELL6%(8/6961). 500mg/
R EEIRAR S (AHB. 1TH2EDICYID B R 72 & &, H#£19.1%(13/68%1). 1000mg/HEE17.6% (12/684)
OB SR O SEBIRNE S ICB T 5 1 Hb -0 08 2000mg/H#E16.2% (11/68%). 3000mg/HEE33.3%
Sy FEAEBIE O ol (B8 1 DU 43 7 s — B3 43 AL ) 1 (22/66f) T - 7220,
0.59(0.04-1.12) [E1% 1'0.38 (0.00-1.00) [E T - 7= 17, 185 T OV AT S0 0 B4 PR B B (2. 500mg/ H
B EFFIASEEI1X18.8% (3/16%1) TH - 7z, BIEAIX. B 5860.6%(43/7141). 1000mg/H#E5#61.4%
TESHERAL S40E6.3% (1/16M1) . HEHERAIERE6.3% (1/16 (43/70%1). 2000mg/H#%5858.6% (41/70fl) .
B) . FESHEBAIIERRG.3% (1/166]) TdHh > 7z, 3000mg/H#58#£64.3% (45/7061) TH - 7z, E2RIE
17.1.2 ENSEMEER (WA, HEIZE) FIE500mg/ HEGH T BIHEA14.1%(10/7161). &
WIETAPA L SN EREEZET 216U LD #19.9% (7/7161) FEIMED F17.0% (5/7141) . fHAR
BEEZHRE LT, LRFTE 4 41000~2000mg/H 7.0%(5/71f1). 1000mg/HESRET. BAIHTHEZ18.6%
(1000mg/ H % #5H1I FlEH 4 5 M 13 4132000mg/ (13/70f1) . 1E#E10.0% (7/70f1). 2000mg/H# 58T,
HICHE) X133000mg/H (REOFEIIIP MDD ST EAR17.1% (12/70f1) . BRIHSEZ15.7% (11/7061).
3000mg/ HiCHMHE) = BANC TROKS L & &, 7.1%(5/70%1) . 3000mg/H¥% 58 TEIFFER21.4%
FEFMIEE TH 51000 ~2000mg/ H & O A& 54 H (15/70f1) . 1ERE17.1%(12/7061) #FHEREHBA7.1%
BICBUT56n AMBIEHAREOEHI &I, 73.8% (4/7081) TdH > 7z,
(45/614) T& > 7=. 1000~2000mg/ H & O ik 34 17.1.5 BRRBHEERSHER
HETo I FRFEEHEREEOHE1359.0% (36/614l) T EPNEE T/ MAHRER (BN PFREEE) 2587 L7 B# 151
Hotz. F1z. 3000mg/HEEC BT 267 ARIFEEYE BlEdRE LT, LRFFE 4 41000~3000mg/H% 1
BEOHE1E22.2%(2/941) . 1ERMBEIEHLEEOEE H2[ENZ 73 TROKS Uz & 2 0 RIERBII LT O
211.1%(1/961) Td - 7219, EBOTHH 12,
BI/EF B 1$54.9% (39/7141) TH > 720 FE 2 EIE RABRICSMUIEEE DS B, 7662 Z D%ETH S 1
FISMEAR32.4% (23/716) TH > 720 £z HRIKEEE T MR BRI AT LA 246 T L7 (33~36 % ATLHI
% (FIER) . ALTHINN1.4% (1/716). v-GTP#n 36~487n HTATHI. 487 AL T28MI).

1.4% (1/7161) . FHEREIEA1.4% (1/7161) . FRF 7 b
MEREL. A% (1/7141) TH > 7z,



)

[
=)
3

(22) (13)

W 7= V) DY F(EEE O R RE
(58 17953 (e, 5530953 (i 5)

1 ——! (29)
[ “*ﬂ-h..—«_\*%,.__m\w

(91) (89 (86) (85) (81) (78) (77) (70) (50) \I/]
(39),

Lo @@%%@%%@%@Xﬁfﬁ‘ﬁﬁ@
@‘@ R A A 'S
iR

HIEF RS 1392.1% (139/1514) TdH - 7z. F72Hl
{EF T B IHEE2$55.6% (84/1514) . BA¥E24.5%(37/151
Bl) . 16ER22.5% (34/1514) TH > 7.

17.1.6 EASE MAHEER VR
BBFEOH TA D AT 2R EMHRIRPE O NE W
WaREEZET 54 E16ERMO/NETANAEE
T3F &R E LT, LAF 5+ ¥ £401360mg/kg/H
(fA=E50kg Bl E1£2000133000mg/H) % 1 H2[ENI 531
TI4EBREO®RS (BEFEOTFTCAPATELE D) Lz &
&, XEFHEEE TH 2 BEHMY» 5 DBEB 72D OES
FAEEBR D RO R RIE (9SBEREXME) &, 43.21%
(26.19%, 52.14%)TH V. FIEHEORDHFRD 5Nz,
F7z. NETADABESSHNC14BLLRE %>I//\7‘7+_’5
£20~60mg/kg/H ({A8E50kgl k121000 ~3000mg/
H) Z1H2[EIC 531 TRk S L7z & & O FAEEEIE
DFRoEBD TH 722,

20
18
16

2
S3

SEDEN
(150 (135) 35)(117)(103) (96)

0.00

Ea

() pi

IS

305 5)
S ©

(73)

(73)

325 7= V) DGy FEEIEIEL D o

(1L
o v A o

55) (54 53) 29) (1)

MBI HRUNR ARG ARG RRRERG MRS kRS
(148) 1H~35A 3~67HA 6~9rA 9~125A 12~15s 1

BIEFH3E3R4EE 1358.9% (43/7361) THhH - 7= 2 EIUE
k. HAR42.5%(31/736]) TH -7z, Tl BHRBRE
R (BIVER) . FREREONAD 1.4% (1/7361) . Ask
BHE1.4% (1/730) TH - 720

DM TADAETTDRBIIRNZBH SNBVTAUDAE

BODRERRREEICHT 2 TANAREDHEBEEL)

17.1.7 BRI DHE5ER (FRA)

BMEOHTADPAETH BRI RAE SN T
BMEMRKELZET S 16U LOTAD»ABE2514I(H
AN 2 ET) ZHRELT. LARF S5 4 L1000%
L < 13$3000mg/H (1000mg/H» 552 BE L. &5
S FE TIZHAEN A & NI-5A 128 T1000mg/H Y
23000mg/HICHEE) i3 75 v R %2 28ERMFE %S (BE
BFEORTADPAEREDHHE) L& &, FEFHEERTH
HEEH D 5 OB BH 72 D OFRERRFEER B RIZ
TEOEBVTHY, TIEABELRFSEYLEED
M CTHEMEN R AEREDN RO 517z (p<0.0001. H5E
RUOEHZRF. BEHAMICB T 585720 OBRERAR
e 2 HEE &9 5 H 82,

b7 0 ORERRRFER | 75 ¢ REE DB
a) 00 E i

PR g apn e o ()| 1027 (;%E)'ZFE”
75t A E| 109 0.83 0.65 19.64 56.13
LRFZ [44.02, 68.24]
vy LB 117 0.89 0.16 76.98 (p<0.0001)
a)Full Analysis Set
b) s

ORGEHKVEZRE T, BIEHAMICBET2EH 70 OBERAF
TEm e AR &9 50T

BIVEF RIS 1223.8% (30/1264) TH - 7z L2 EUE
FMERR2.4% (3/12661) T > 720 F iz, FEEREE
R BUER) &, RPBEABET.1%(9/12661) . I/
AR 4.0% (5/12661) . 1FHREREIHA3.2% (4/1264)
TH-7z0

EREE M4EHER (R
BEEOMTADP AZET D RIEMES RSB S ML
BERRFEEEZET 24K E1I6GBRRTBEO/NETANLA
BEIMFERNRELT. LRFT1 4 L40%1360mg/
kg/H ({£E50kgll_E 132000 133000mg/H) % 2458/
BOKRE (BEFEOMTAPAEEOHE) LIz &, £H
FHMEIEE TH 2 BEHE D 6 OE D 72 D OBERRFEE
EIE D RO B (95%E X ) &, 56.52% (—
15.74%, 98.18%) T - 7-29,

BIVE R IRAERE1338.5% (5/130) TH - 7z BIWERIIME
AR23.1% (3/13f) . EBHE87.7% (1/1361). FEFE7.7%
(1/1361) FHI7.7%(1/1361) T > 720 7=, EFEM
EEEE FER) . DERQTEERET7.7%(1/134l) T
Hote

REMGIR S8R (ARDINE

F PR R S8 IMAEEER S U W/ NEEWNEIAARBRZ5E T
S E BRI FI S M AR ARER 2 D RA+ 53 D 72 D #5208 L1
fEIcHIE L7z HARNEE44F 2R E LT BRA(165%
PLE) TR LARF T+ 4 £1000~3000mg/H. /NETIE
LARFFt ¥ 520~60mg/kg/H ({kES50kg bl 121000
~3000mg/H) ZREOKRE L & &, BERRREER
EUTOEBY TH o729,

(43)
1.2

1.0

(43) (19)

y 08 32)

0.6

4D (3g) 22) 19 12
04 [¢ (19) (12)

0.2

3 B 7= D OFRER IR E IR 2 D R
(B 105 T, B30 53 55)

& SR

BIVEF RIS 1338.6% (17/44M)) TH > 7-. FEIE
FRMGRR ] 1.4% (5/445)) TH > 7-o F 7o, BRBEEE
H(BMER) & DEBRQTERE4L.5%(2/44%1). 75=>
73IJ) NIRRT 2T —EHENMN2.3%(1/446). 7 AN
FUBTI) I UAT 2T —YHMN2.3%(1/44%4) .
C-RIGHEBHEM2.3% (1/440]) . AEHEM2.3%(1/44
Bl TH o7,

18. ERpEIE

18.1 {EFAEER
VN%7t9Au BEZIBAROEELZAF VF v+ 1)L

FHEE LR nas2o), *ﬁ‘z%@fi@ T RN ABE2A

(&mmaw%A% v NEICaZF + *JUHE2S) | flifulN
Ca2* o |29 GMM&Uau//Wﬁﬁ EICN g
H7UATY v ZHEOMFIRO, MR o 7 F
{LOMEBV 72 EHREZRENT WA, SV2AICKT B EEH
FMEERBETADPABYETINICH T 2 FHEMEERE O
BNCIZAHBED D 5NB T END,. LRF T Y L ESV2A
DFEED. FEMEERICES LTS bDEEZ 5N 53,
18.2 TAHOARIEICHT D1ER
HHREZA 7)) =V T EFILTHABARBEITIVNAET
LVROBARRYF LT NIV = LERTONAET IV
ETIE. JOLNAMGER 2 RS 2o 72390, ABRER
FgF L RY) TR RUFLYF RSV —ILF U
RY Y7 A3B), POV Y REHA =V BEHRED
T R3B¥ AT AT—IVEBEZEERMTAPAT Y b
(GAERS)3%, BEEMFME< 7 23572 EOERDFME, 2fRF
e R L7=TADABYETVICBWT, FIEMEIERM
U7z
18.3 TN AERMEER

RMEBESRHEEF Y R TSy bicBVWT, FURFY ¥
TR A A L 7230,



18.4 ARIBRITH T 2 ZDtDIER
S w b OMorris/KRIEERERIC B W\ TR RE I E 2 KT
9, u—F—uy FRBRTILESKEEICEE L2 RITS
B o7z, iz, HAMEIRKEZR T v MIB L THREM
RfREER 2R L7239,

19. B2 (CEET 2B EEMAR
—hz&
L RF S+t % L (Levetiracetam (JAN) ]
==
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
s

0
Hac/ﬁ)J\NHz

(0)

DFR
CsH14N202

nTFE
170.21

=)
115~119C

2V
At ~WIKABEOREEEOMERTH 5, KITHD THEIT P
I, XY )=V KROFLTH ) —)L(99.5)ICBTRT L., 2-
Ta)N ) = LEUT7E b= bULIZRRBE TSI L. ML
IVRUOTVIFNI—=TIIIHEFIZK LK, AFHFITIFE
A EBTE N,

DERER
log P=-0.60(pH7.4. 1-% 2% J =)L) > E&iB1EWE)
22. @&
N4 7L [5mL X 64]
23. FE R
1) EAE5@E  EERERERINIS =2 7L A B
FEAE R
2) HHNER : BANEERACBT S LARF 5 E & AEEFO

BERORERSROZEYHRE(2014FE7H4HAR. CTD
2.7.6.3.1)

3) HNER  HRABERAICB TS LT Ty LFERVE
HAOHBEBHEERO LK (2014FE7H4H%ZE. CTD
2.7.6.1.1)

4) HNER  AENNETADPABEIIBISLRF TS L
DOREFEY B REMENT (2014F7H4HA&ZR. CTD 2.7.2.2
(6))

5) Toublanc N, et al.:Drug Metab Pharmacokinet.
2014;29:61-68

6) Strolin Benedetti M, et al.:Eur J Clin Pharmacol.
2003;59:621-630

7) HNER  BARABERAICBT S LARF Sy LBEKRS
RO ENRE (20105£7 H23HA&GE. CTD 2.7.6.3.1)

8) HHNER 1 HAANBHER TE ROMBEN 22X T TWER
HBEAREBEICIB T2 VLRF Iy LOFEYERE

9) Brockmoller J, et al.:Clin Pharmacol Ther. 2005;77:529-
541

10) #HNER : BiRE (AEAN)ICB T2 L RF T4 LABEIKY
REFZORSREOEMEE (2010F7H23H&E. CTD
2.7.6.4.1)

11) Browne T R, et al.:;J Clin Pharmacol. 2000;40:590-595

12) Coupez R, et al.:Epilepsia. 2003;44:171-178

13) Ragueneau-Majlessi 1, et al.:Epilepsia. 2002;43:697-702
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16) #NEFR 1 LRF Ty A RORBYOEM BB ICKITS S
oAy FOZE(2010F7H23H4%:E. CTD 2.7.6.5.4)
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18) HWERl 1 HARICE 1 2 E0 FEAE B AR O 5 MAHER

19) #HNER 1 HARICB U 2 REGFRELED 7 J AL
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