4. FHREN IEZHER
O T ABEDBRDFEIE (CRIEERIEFEIFZS D)
O DM TADAWETTRIBRHMRIERH SNV TAD A
BEOBEBAFEIEICHT 2R TANAREEDHBEE

6. BERUHAE

B EE. RAICIELVARFFEy 4 ELTIHI000mg
(R4 vmy FELT2g) % 1 H2MN 5 T FREMR L
TROKET 5, &b, ERICED1IH3000mg (R A1 &~
Oy FELTog) 2@A R WHIFCHEERET 575, HE
WF2EMM EoMEEH T TIHHAEE LT1000mg( R
A2ay FELT2MUTTDITH T &,

AN EEL AR EORNRICIELARF IS L E LTI
20mg/kg( K4 > m v & LT40mg/kg) %1 H2MENZ5
JTHBER L CROKRET 2. &b, ERICEKDIH
60mg/kg( RS+ vay 7E&LT120mg/kg) Z#8 A 7\ Hi
FCHEEREET 57, HMEI2EMU EoMEZHIT1H
g & LT20mg/kg( R4 > ay & LT40mgrkg) B
RE2FH 2 & 272U, (KES0kgl EO/NRTIE. B
ANEF R - HEEZHVWS Z &,

7. FERUBAZCEEYT %FR

7.1 AHZBEBRFEEICH L TERT 25810, ioh
TADPAREREMRET 52 &, RERRIEIEICHT 244
BUMSE 5T OB RRERIEER L TWhiz,

7.2 BRABHERERE AR 25T 25513, TRIIR
TOVFTFUIIT S AMEESEE L TARIOKRS
BEROKBREREEZHAHTH &, -, MKRBENT 22T
TWARRABETIEZ, JLT7F=0 70752 AMEICN
C-1HARICIMA T, MHENT 2 EHE L 2B ISR O
EBINRES 21752 &, BB, TTTORULTWAEERD
AR Ialr—va siBRIZESLboThRI D
5, FRECELICEHEIKBE LAY S, AERUVHER
T HT &, [9.2.1, 9.2.2, 9.8, 16.6.1. 16.6.2
He]

sk 20214F 5 A BKET (55 2 )

* 20205 10 A BET (58 1 W) EES L)
B SRR 871139
HAHARS 1 36 H

AR &S | 22500AMX00986000
T D AE Hoehiss | 20134 8 A
VysE A7 ST
LRFFTEILRITAay S
— — — o
1-235.F5190v250%
E Keppra’ Dry syrup
) EE—EREOMSEIC LV BT AL
2. B2 (ROBEICIFRS LBV &) VA2 = Fh0 MiENT
ARIOBS I T ) R > BRI LBEBUE O B 797774 | 280 |250-<801230-<50| <30 | g p | R OHTE
BEDb 5 HH (mL/min) ]
1000~ | 1000~ | 500~ | 500~ | 500~
3. 4R - R IHRSR 3000mg | 2000mg| 1500mg|1000mg | 1000mg
3.1 #Rk el 1[E] 1| 1] 11g]
= ST T S 5 WHEHE5E|500mg|500mg|250mg|250mg| 500mg | 250mg
L e T L FI 2081 1 F1208]| 1 F1 2081 1 F208| 1AL
: D = b=l REFY, FASLF—A(L- . g | 1E | 1E ] LE ) L
WAL S L 2 oo fray). BEEK B, BE B 5 | 1500mg|1000mg| 750mg|500mg|1000mg| 500mg
3.2 BUEIDIER 1H 2] 1 H2[E| 1 H2[E | 126 | 1H1[E
T IS RS T T50% 73 BEEOKEREDH 5 BETIE. FHTOZLTF
Eé"”fﬂﬁa@@*ﬁ*yli*ﬁ?%éo Eﬁiﬁs‘{&—ﬁ‘bfﬁo\ 71/7%::/7]}T‘3\/Z1ﬁﬁ‘6
2N s el s ooy TIHEREREORE £ B/INHIT 5 T2 5 5 &

5. KOEABL»SHKT 2L LI, HEIERE
BELEZPOAERVOHAEEZHMI TSI &, [9.3.1,
16.6.3 2]

8. EEREARNER

8.1 HATICBIF 2R E5BOAMARBE LW LESHIEICX
D, TAPARIEOHMEN I TAPAERBRESHSD
NBZENHBOT, BEEHIET HIHEEICIE. DiL
EB2EBN EP T THRAICEET AR SEEICITFH 2 &,

8.2 IRR. HEJ - &)1 - KEHEHRENEDE RIS
ZENDHBHDOT, KERESHOBREFICITEEHEOEERS,
fElg % E O BIHOBRIEICEFE SR VL OERIT ST &,

8.3 Al $5EL. HiR. BHE. NBEZORBHERSH
b, BRERICESZLELHLHDT, AFRSFIZ
BEOREBRVREOE(LZERIESHEEIT S &,
[8.4. 11.1.6. 15.1.1 ]

8.4 BERVFDOFRFEFICNEME. BREREOBHERFE
ROmHHEICOVTHaHEZT V. EA & BRI E%
FWOAS &OHT s L, [8.3, 11.1.6, 15.1.1
]

8.5 /NEEEDE I FAEIIH T B BAEE I T 5 R
RERA - W\ EBIIThbATWRVWI ER S, NEEE
DEFFAEICH T 2 HABEICEAH 2 EHT 258, &
IR G BRICITBEEOREBE T DICBET A2 &,
[90.7.2 2]

0. RENERZAIZEFEICEHITZER

9.1 GHIE - BMEEEZEDH D EE

9.1.1 7T ZILT FVREDES
KHENZ1gH30mgD T AV T — L (L-7 2= )LT7 5
LA EEBT A0, 722U RV RIED
EREZEESELIBENNDH S,

9.2 BigRERERE

9.2.1 BHREREDNDHDESE
[7.2. 16.6.1 ]

9.2.2 MBERZZIFTNBDREE
(7.2, 16.6.2 ]

9.3 FTHRERREERE

9.3.1 EEFHAEREZE D 5 EE (Child-Pugh7348C)
[7.3. 16.6.3 Z#]

BEREDNHHEBE



9.5 iT®
IR SUIER L T WA YO H B 2tEicid. IFRD &
A7) A7 #ER LUIRE LORRESfERMEZ LE S &
M S NEERICOARET B L&,
sk MIBOVLT, BIREHRICLARF S ¥ LOMAERED

BRLEEDORENHD., H3IMY ARy —HICE

<, BRTHIERIO60%EE 57 EDRENH 5.

Iy MIBLWTHREBITESEO SN TV S,
CFMIERICBWT, Y FTIRE MOBRER LFERE
B EDBRE TERE R UERE OB EE O,
REEE. BOFETRBEMASRD 5. 7Y F T,
t hDOBBEDA~SEORE THRETE. BREFOD
EIEUOHEOEMARD 5TV 5,

9.6 RAw
WELOERERVBIREOAEEZER L. RO
e SE R IE 2 AT A 2 &,

b FAHHRARBITT A EARESN TV S,

9.7 INR

9.7.1 BHAEMKERIIHERZXNR E LU EKRBIZE
A EBICERL TRV, ARIZAmERTED
HRENFE U EINERRERIEER L TV,

9.7.2 /NREE OB FMEITH T % BARIEICET 5 KRR
BRIZEW - A EBICERL TRV, [8.5 2]

9.8 EtinE
JVTFZUONT I AMEESEICREGE, BE5RE
PRI AL EOEEBEICHRST 5 L, BRE TIXBEKE
PETRLTVWARZEAZWN, [7.2, 16.6.1, 16.6.4 &
]

BIfER

ROBWERNH 5bNDZENHHDT, BEE T

VW, BEARD SNBEAICIRE 2T 5k Sk

WEZITH &

11.1 EXEIEA

MAT P SESERKIREMELE (Toxic Epidermal
Necrolysis : TEN). FZE*5EERAEIREE (Stevens-
JohnsonfiEl®E$) (W3 1 SEEREH)
FE AP, A - OB A ZHFE. W, RFIM,
ONRZEOEENSRD S NEHEICIEIESZHIEL,
WYL MBE1TH T &

11.1.2 EZIMEBEAEEREE (BEAH)
MERER E L THE ., RED A SN, FEICHHERERE,
U OOSEIERR. EMEBRIENN. FERERIE S, ALY %
RHEHEE %S BREEOEE BBIERSH 5bNS
ZEBBHB. BB, B IAIRZAT A I A6(HHV-6)
FBOTANAOBEELZHES 2 EHFEL, BEHIE
BYLIZ, FE TREREZOERPERD 20X
BEALTHIENHEDTERT S &Y,

11.1.3 EERIMMRES (SHEAH)
PLIMERE A, BRIERRE . H MERD
M/MERD S 5bd LW DH 5,

11.1.4 A2, R (WL SEEAR)
HA%, HREOERLHEENHS5DND I ENDH 5,

11.1.5 BER ($HEERHEA)
BWMLUVIEE, i, EBR, BHREOERSH 5 b
0. BEREO LREYPRO 5 NGE IS 2L
L. BEYLRREEZTS &,

11.1.6 B, BRER (VTN 1%k
DRI, $EEL. R, EE, WWBRESOBMERY
Hobh, BRENIIESZEHHD. (8.3, 8.4,
15.1.1 1]

11.1.7 1ERUEARIRRIE (BHEANEA)

. B CKER. MPETRRIAZae

Y ERESH s b EIE G ERIE L, #E)k

WEBZITH T &

11.

TR BRI

ek

11.1.8 2MEBREE GHEAH)
11.1.9 BMEAEIREE SRR
FEE, Al MECKLER. SR, MEDCEH. &
WiEE. BTRZ. QMROEMEN»H 5 bhiHE
3G 2RIk U, (fimHl, Ko, IREHEED
WYL NBEZITO L, oy IFTOEVRZMNED
BREOERIPAONDE I ENDH B,
11.2 ZDDEIER

| 3%LLE | 1<3%k| 1%Eh | e
S 3 00 B S U B . TR ALk
(10.8%). BIR S EH .= EEHME. o5
5 (12.3%) IR ME. Sl % . 9B, W
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PR . R . T 5
EREOR K. 27
f. Bk LIu

AR BRI
TS RER. ZhER. EEBAR,

- 5 EERE. TR M

B SE ERES.
R
TR R, BAEEE  GOET
. TR
Rk 5B R
B
B HIE HEEDE L




AR 3%DE | 1~3%KRN| 1% | SHEAN
R, FEmp LY 7 EOE. KEFRICKS
Zoh B FRERD |V ) RS KRR S5 (B8
. B R PURERA] HEE)
REHEI R

13. B8RS

13.1 fEIR
NEOHIRBREICBVWT, LRFSEFLZ2—EIZ15

~140gRAL7BIAH 0 . IHAR, Bk, BN, =%
LAV, BN R VARG SN T W5,

13.2 g

AFNF M ENTIC L DBREREETH D HHLTVWSHIEE
ROBECIE U TMBEENOEREZERT S &,

[16.6.2 2]

15. ZDtDFE
15.1 BRARERICE D 1Bk

1511 A TR S NRA 2 ECEBORTADP AL

F5, TADPA. BHEREZNRELIZ1I9DT S
T A RERRBROMEHERICBWLWT, BRESERY
BREKOFEED ) A7), LTAPAEORARET
T RBERE L THR2EEL RTA»ASERA
B 0.43%. TR 0.24%) WTADPAED
RFBETIE. 7o RBEEHNRI0O00AH-V1IIAS
WERTHE SN2 (95%EHXM : 0.6-3.9), /2y T
ADPABEDY TV —TTlE, T RBEEHNR
I1000AH7=0D24NZWVWEETESINTWS, [8.3.
8.4, 11.1.6 ]

1512 SHEABRATAPABEFL208F 2R ELETTE

AXHRER RO AMITICB W T FRREHIRIETE)
IEROAEFR (BRI, Bl &V AR, B,
HENEE. 5o, BEALE. BE. EHRZ. ZH
W, MREEEL AR, ABMEE) OFBRITAH
BT13.3%. T EARET6.2%TH 7z, FHERIC,
HENNRTADPARE (4~165%) 1980 2R E L
1275 RABERRBRICB ) 2 UFAEHEROFER
RIIARHIFET37.6%. 7T LRBETIB.6%TH 7z,

F7o. SHENNRTADABE (4~ 167%) 9801 % 3R
& U7 RHSRE R OFTENC W 9 2 B 2 i1l 2 75
L AN KRR ICB VT, RN ERE TH 25,
7T AR E B L THRBMNTHOBLATRR S N,

16. MBI
16.1 MARE
16.1.1 BEA

(1) Eogs
EFERANICLRF T+ 4 24250, 500, 1000, 1500.
2000, 3000, 4000%), 5000mg™® (£ 526H4) % 228
FRCHEROKS L&, IRTOREGEETLRFS
& LADIMBEFREIEHS5ZIZIFIRRICREEZ R L.
THEERH (612) 3R ESBICP P D S5 7~ OB TH - 722,
(ng/mL)

150

—o—250mg
—0—500mg
—o—1000mg
—— 1500mg
——2000mg
—o—3000mg
—=—4000mg
—&—5000mg®

(N=6:F5ffi+SD)

RRTE D R D, SR

5%k

LARESSSIOE SYE ) A S

B58
(mg)

Cmax
(ng/mL)

tmax

(h)

AUCo-48n
(pg+h/mL)

ti2

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

288.94+34.0

7.9+1.0

1500

40.8%£7.2

0.8+£0.3

458.1+50.9

8.1+0.4

BE& Chnax tmax AUCo.48n ti2
(mg) (1g/mL) (h) (ug - h/mL) (h)
2000 53.3+8.3 | 0.8+0.6 |574.6+71.4| 8.0+0.8
3000 829+7.4 | 0.6+0.2 |9252£102.1| 7.8+0.8

4000%  |114.1£11.0] 0.9+0.6 |1248.2%+1524| 8.6*+1.0

5000% |115.1£14.3| 1.0+0.6 |13633%151.9| 8.1£0.7

HEE586f]. FEESD
Crmax © R IMARE  tmax & i AR B E R

AUC : A SRR - R R Ntz @ AR
F) EATEAR S NAH O HEaEkE58133000mgTH %,

(2) REERS

BRBEANICLARF I L ELTIEIOOOmMgXIE
1500mg (#5266 z 1H2EI7THE®R G Lz &, #&
S51HE (WEHSE) &£ 7HH (R&EHRSE) O
FERFICI 522 ~ 3R IC Crax® /R Uy € DRI
MOHEFBATER Lz, &/, MERREREKRS3H
BIIZERREICES 2 LRl s,

ELYE ) 2000mg/H (N=6) 3000mg/H (N=6)

INTG A —% | FIE G R | BRI SR | a1 G0 | &G
Coax(pg/mL) | 24.143.0 | 36.3%5.7 | 33.3+3.6 | 52.0%4.6
tmax (h) 22+12 | 28+1.0 | 22408 | 2.5£1.0
AUCo12n 161 3496 713183+63.2|253.7430.3 | 445.6%56.9
(pg-h/mlL)

ti2(h) 80+14 | 83+09 | 7.5+0.7 | 7.7+0.4
EE+SD

(3) REFFIRFIIRS LROKRS DR
RSB L RF 1 4 51500mg % 1557 sk

R GXIZREOKRG L&, LRXF T8 LADIME
IR N OEMBFRNFI A -SRI TOEBD T
Holz. RMAKREGREHE LT, SMERIRARSEO
CmaxldZf1.6MERE < AUCK U123 B L Tz, &8,
LRF F 14 LRREORGROEY AR HRIZFNI00%T

&'37’:4)0

(ug/mL)
110+

1004

90

-
S
I

TR R D, R
B wur [=) ~
g 3
| L

W
=}
I

(REAT VA 95 % fE 4 X )

—o— MEIRMIS -o-RORS

(pg/mL)

RERE I D, © B

T
4 8 12

BASROENBLIST X —5

T T T
16 20 24

fesR ]

@) & REEIRARS | &O®RS Fef] i e
INTRA—4 (N=25) (N=25) (90%fEHEX )
Cmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(11 - h/mL) 472.3[15.4] | 487.4[15.9] |0.97(0.95-0.99)
tmax () 0.25(0.17-0.27) |0.75(0.50-3.00) -
t12(h) 7.11[11.7] 7.23[12.7] -

RAFAIEICV (%) ] tmaxdEHRAE (R IME-FAME)
a) RIHEHIRN R 5/ R D% 5

16.1.2 INE

6~ 12D NRTANPABEICLRF T LY LELT
20mg/kg® ARG Lz & &, LAFT1 & AN
IREHEREE I3 5% 1T I 2RISR RE 2R Uy TES
ZOREREITH - 725 JHEAT— %),

w58 Crax tmax AUCo-24n ti2
(mg/kg) | (pug/mL) (h) (ug - h/mL) (h)
20 258+86 | 2.3%1.2 226+64 6.0x1.1

2441 (t1/2 = 2361) . FHHEESD




16.1.3 BEMZEYERERENT . EXHERE DFERE
BN © BRARONEADBRBRAR T TA DA BE (7 I TE BE | =g | GE
LV7F=Zr7 )T TR 49.2~256.8mL/min) » 545 NTA=Y (N=6) | (N=6) | (N=6) | (N=6)
SRR LARF T& 5 LBEF— & 20T, B Clex
HISEI BRI 41T > 720 ZORR. RATOLE Y Y (mL/min/1.73m2) | =80 | 50-<80 | 30-<50 | <30
RTADPAE, BT ONHER(V/F) IS0 U TARE, LNFSth L
ﬁifégfb%ﬁé%ﬁf%@%%ﬁﬁiﬁi@gé%@f Comx(pg/mL)  |22.846.3]16.0£4.1]11.0+2.2] 9.5£3.0
IR AR (e T BRI (16 = 53 (3 Ao A tmax () 0.5(0.5-2.0) [1.0(0.5-2.0) [0.5(0.5-1.0) |0.5(0.5-1.0)
e T L LN b 5 LS AUCo:(p1g - h/mL) |167.9%27.9|2505+41.0[171.2+27.8|2153%41.0
S MBS £t DR, OL/FI t1/2(h) 76%0.5 |12.7+1.4|15.7%2.6|20.3%5.5
UCHEROHARTANP A, V/FICH L THEH gizmﬂ7&ﬂ)m7141m21482mia9mm140
FIEMICERP OERNICEROD 2R F L L THES CL :
Nizo NRROBAT A DA BE O MBEHEYIBIE % A 1 132.5+83/15.7+4.1|10.0£2.4| 6.6+2.7
Tal—vay LifR. NRTANPABEIIO~ $$ﬁgﬁ”m)
iogffﬁgﬁlEé?ﬁi%gfé@ﬂﬁgiz%fgé%z*}% Comax(s1g/mL)  ]0.36£0.03]0.77%0.17]0.58+0.17]1.10£0.36
iy tmax () 5.0(2.0-8.0)[8.0(6.0-12.0) [120(80-12.0) | 240(12.0-240)

16.2 TR AUCo:(pg - h/mL) | 5.9%0.6 [24.0%£7.6(20.7%10.0|66.545.8

16.2.1 =D t1(h) 12.4 19.0 20.3 26.8
B A L2611, LARF T+ ¥ L1500mg % 2R i (11.3-153) | (17.3-199) | (19.7-23.6) | (17.2-33.3)
B ICHERORE L s &, BEBEHRNT, AR Clz 2514+358|111.8£43.9|88.8+44.1 |31.3£11.6
SRS Tl tmax I L3RR Uy Croaxi30%E R L7275, (mL/min/1.73m?)

SFASMEESD. tmax & Uuch LOS7 Dt 21& HRHR{E (/M- A MH)
CL/F:BhJoeg2s0 75 A Clr:B7UTI A

16.6.2 MRENZZ(F TV SRBBEREREETE

AUCRFAZETH - 728,
16.3 9t
HRATAPABEDRP FOLHERE L. BEREYH

RITOFERD . 0.64L/kg&HEE S N, (RNR/KSBICE
WEE RSz SAEABERAL7HZRHRICLRFSE 4
21500mg % HEERNES Lz & &9, SmAEOFSE
1341.1L(0.56L/kg) TH D . ARHRKFRISGEVVETH -7,
in vitrokOex vivoikBEIOD#EER., LRF Tt ¥ LKUE
R#EMTH SHucbh LOSTOMEE- ABFKEERIE. 10%KTHET
H5B,

16.4 {3

LRF Tt & Lid. FFF b7 a—LPA50RREEEE TR
Eanwv, FTEARERKI7ZE T I FEOBZENM
KABTHO. THICKVERSNZDIXERBEWDOuUch
LOS7T(HVARFVIR)TH B, dB. RRHEYIHEEEN
mEHEE WV,

in vitrosEEICBWT, LRXF Tt ¥ LK Cucbh LO571X
CYP(3A3/4, 2A6. 2C9. 2C19., 2D6. 2E1KU1A2).
UDP-Z V7 a ViR (UGTIAL KU UGT1A6) KO

MAENT 2 Z 1T TV 25 RKETBEHRERE O RARSREICL
NF F 1 & L500mg % BT s 440 AT IC B ERE 3% 5
L& &, LRF Tt LA0IEENROHEKER L
B4.THERIT B - 73, BITRIL2. 3R MR L7z, LA
F 741 % LKk TFucb LOSTDENIC & 2BREDRIEEL

81%MUVB7%TH -7V, [7.2. 9.2.2, 13.2 ZH]

HYFIREIST A —F LRF I+ %L | ucb LO57
Crnax ( M g/mL) 18.7£1.6 8.86t0.63
tmax (h) 0.7(0.4-1.0) |44.0(44.0-44.0)
t12(h) 34.7(29.2-38.6) -
AUCo44n(pg - h/mL) 464.6£49.6 | 231.0£18.0
CL/F(mL/min/1.73m?) 10.9(9.4-13.1) -
AT AV —DOREDR(%) 81.3+5.8 | 86.9+5.9
MEENT DTSR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MEBENZ VT T > A
(mL/min/1.73m2) 115.7£9.3 | 123.1+£8.6

IRFY R RaS—HIcn L THEERZRS L o7,
EANAY A nl 5l N Ry NN T/ v Y R o el 3% -7
ZRIFE Lo T,

16.5 #Ett
R (B 582641) 12 LXF T+ ¥ L250~5000mgH

N=6. F{E+SD
tmaxy tiav CL/F. IUENTH O U 13 A S8 (B )Ml -
KAH)

16.6.3 FHRERERE

ZZEMERICHERORES L& &2, #5481 k%E T
BERICHT 2 RPHMROFHEIE. REMGELT
56.3~65.3%. ucb LO57& L C17.7~21.9%T& > 7z,
LB AR A B AR YC- L RF T ¥ 4500mg % B
ERO#EG L &0, 548KEBETCICRERD
92.8% DHTEEM IR A 5. 0.1% DK » 5 EINS iz,
HE5ASK % TORSRICHNT 5 Rt RIZ. R
f&& L T65.9%. ucb LO57& LT23.7%TH 57z,

LARF 5t & L OHRINTIZRERE 2 18 K OFRAE FEF RIS
ucb LOS7ICIERIRIE S i & BEBHIRATE S WA S LT 5,
F) BN THRR SN AH Ol HRE#R58133000mgTH 5.

16.6 HEDERZHI 2EFE
16.6.1 BREERESERE

BEHEOREDR L 2 ABBRE 2RI, LRFIE
YLAEBEROKEL-EE, RPAToeg7y 750
AT BEHEREIEE # (CLer ¢ 280mL/min/1.73m2) & ik
LT, BEETH(CLer : 50~<80mL/min/1.73m?2) T
1340%. PEEMKTH (CLer: 30~<50mL/
min/1.73m?2) T52%. EEK TH (CLcr : <30mL/
min/1.73m?) T60%E T L7z LRF T ¥ L Euch
LOS7TOBZ VTSV AR I LT Fo U7 UT SV AER
EICHBI LD, [7.2, 9.2.1. 9.8 B&]

B K O (Child-Pugh A K O'B) O BT # HE
ERFICLARF Iy LE2REROKELL-EE, LR
FIXL Y LDODEH )T TV AICELIASNE» o7,
HEE (Child-Pugh%EC) O FFEEE TE TIE. 257 Y
75V ADREBRADKIS0% E %5721 (HEANT—%),
[7.3. 9.3.1 ]

JEHSREAR &
B/ E )2 @R | Child-Pugh | Child-Pugh| Child-Pugh
INTRX—=% (N=5) SEA 57¥HB 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
LRFFLH 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(pg-h/mL)| 234449 | 224425 | 262%58 | 595220
ti2(h) 7.6x1.0 | 76£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
FE¥fE +SD

a)LRF Ty L%EHRDHE



16.6.4 StmE
BERHEICBIT D LARNF Ty LORYFREICOVWT, 7
L7 F=r 775 AH30~71mL/minD#EE 164
(FEH61 ~885%) 2 /R & UTHHE L2 #ER. SHE T
THI LA A HR40%ER L. 10~ 1 1B & 72 - 7219 (4%
EAT—%), [9.8. 16.6.1 2[#&]

16.7 EYHEEER

16.7.1 Jx=hA4>
Tz b VOBERGETHRICa Y PO =L TE W
B FEX G IR LR ERREELZ BT H2RAT
AP ABEOHIZNRIC, LT FE& A3000mg/H%Z
FRESLIZEE, 72 b, Y OIMFEFEE Y H)
FESTG X —FICHEBRZRITE R P oTe T2 AU D
LRFSEy LOEMEREICHE L RTS LD >7219 4
EATFT—%),

16.7.2 NILOBF NUD L

BERAL6HIZRNSRIC, NLFOBF M) T LADEFER

ERICBVWTLARF T L%1500mgHEHREHRE L

EENLTOBF P TLIRLRFTE Y LDOEY

BRBICEHEL RIEE LD o7 LRFTEYLHENLS

g bV L DOEYEEEICHE R RIT S R h - 7219 (4

EAT—%),

BOBIR(TFZIVIZA NS IF=ILROUVKR /ISR

~UILDEHE)

R A8 20t RIC, BIOMER(ZF =LA b

V4 —=10.03mgk VLA LT A L IL0.15mgDE

AlZ1HLE) R LARFFE4 L%E]1ES500mgl H2[E21

HERERZOREL-EE, LRFITEIYLEBIFZL

IAMTIF—IROLVERI VT AN LUILOEYERE S

SR —FIIHER RIS RN o1, BEBREoMp 7O

A AT Y ROERERRAILE VB IEEE THER L.

BT OEMN I E R RIS 2D o . FEOBEE

3. LRF Sy LOEYBHEBICHEEL RIS DI

IO SEAT—%),

IAFIY

BEERRALLEIZM5Ic, YT+ > (1H0.25mg# 1H1

\) RO LARFFE4 4 1E1000mgl H2[E7HERKER

M5 L&, LRFITEI LRI ITFT L OHEYE)

FEIST X —FICHEBRRFE R P52 YTFT B L
RFTX 5 LOEYHREIHEL RIS - 7217 (5L E
ATF—%)

16.759)LT7 77U
7u oy ey O EREEE T (INR) % B E o #iF
WICHERI T 2 & S5, TILT7 7Y Y OERES 2 #kGENICZ T
TWVAHRERA266l 235, TIL7 7)Y (2.5~
7.5mg/H) RO LARF T+ % 41E1000mgl H2[E7HEE
REKZOFREGLI-EE, LRXFSEYLIZTILT 7YV
HEEICEELRITST, Futuor b URBELBEL S
D‘?:rf)‘oto TLT7 7Y b LRF Ty LOEYERE
ICHERZRTS RSB HEAT—%),

16.7.6 ORI R
TERRRR A 2301 % R ic, uxxy K (1EI500mg% 1 H
4) KL RF T+ 4 4 1E1000mgl H2[E4 H K ERE
OS5 LizEE, TuRRY FIILRF ST LDHEY
HRBICIIHE R RITS D o 2, EREIucb LOS7D
BE7VT TV AZOIBE RSB HNEAT—5),

16.8 ZDfth

16.8.1 &£YFMREIEE
A 266112 L RF T+ & A500mg( R4 >ay T
50%7% 1gX1&500mgse % 158) = ZZERE R I 5 Lz & &,
LRF Tty LAOMBEFREHES K OEWEREIVT X —
FEIUTOEBDTHoe FIA4uay 750%&
500mgHE I F =Y ERICFFETH 5 2 EDHR S N2,

16.7.3

16.7.4

—5—

—— I 1 >uv750%

- -0 - 500mg §E

7
Y 25
v
~N 20
9: N
7 [',“ w5
g " Ill-l ?é 0¢”
Z 10 I 0 1 , 2 3(h)
b ] B 5% R
4
51
0 i
0 3 6 9 12 15 18 21 24 27 30 33 36(h)
B %R
B EROEYHREIST X —4
SEMEE | o vnyT| g | UHOLE
Kox—5 | (N=26) (N=26) | ATk
(90%f5 FEX )
20.9 19.6 1.0680
Crnax( 11g/mL) [24.5] [28.1]1 | (0.9689, 1.1772)
AUCo- 149 151 0.9871
(pg - h/mL) [15.6] [15.2] (0.9701, 1.0044)
tone(h) 0.500 0.633 _
e (0.233-1.50) | (0.250-2.00)

Conax L O AU Co- 3R FH3E [IRICV (%) ]
tmax |3 HRAE (/I ME-F A fE)
a) K71 2 a v 750%/500mgsE

17. BRERRLAR

17.1 BERURLMEICET 235
(CTADAEBEDEDRIE (CRIEERILFEIEZSO))
17.1.1 BN MBHEER (A, BEIEE)
RIETANA LIS NI DHEEZET H16RU LD
BEEMNRE LT, RFI1000~2000mg/H (1000mg/
HzE#HEHRICRENA BN 125E132000mg/ HICHER)
Xix3000mg/H (0B RICH»» b 59, 3000mg/H
ICERTE) 2 BANC CROKE L & &, FEFMEER
T#»%1000~2000mg/ HEFORMFHAHARICH T 567
AMFIEHREZEOEI A, 73.8%(45/6141) TH o7z,
1000~ 2000mg/ H# @ & 31 A & T O 1EERIFEAEHR
BEOEHEIE59.0%(36/6181) TH->7. Fio.
3000mg/HEEICB T 26 » HEKEEHEREZOH A
22.2%(2/901) . 1FHFIEHAEZEOE A1X11.1%(1/9
Bl TH > 7220,
Bl R BUBERE 1354.9% (39/7 1) TdH - 7z E 72 HEIME
FISMHEAR32.4% (23/7161) TH > 7zo Fizy HEREEE
FH (BIMER) & ALTH#I01.4% (1/7161). v-GTP#EAN
1.4% (1/714) « WFHRERE0EA1.4% (1/7161) . R+ b
ARG HEL.4% (1/7161) TH - 7z
17.1.2 ENE I/ MEEE (KA. HAEE)
AFI1000mg/H. 3000mg/HR T T K %1 2:HM4%
O%5 (REOHTANPATRELE O LizGe, FET
MEETH 2EH 72D OFFFREMERDRIE TR &
BOTHY. 7T REEEARAEE(1000%03000mg/
WIUkK%mmmyEﬁ®ﬁTﬁH?%&ﬁ$%#
2 5172 (22 hp<0.00 3L VN2 p=0.006. 58
%I?\ﬁ?%%kbﬁéﬂﬁ*@btﬂ%t@@%%
FAEOB 2 AR LT 25 HIT) . BB, FRICBY
Z50% L ARy ¥ —L— 1+ GEH 7= D OEFFIERE A B
R & AN T50% L EeiE L BEOEE) X, /It
REE13.8%(9/6561). 1000mg/HEE31.3% (20/6441)
3000mg/HE$28.6% (18/63f) Ta - 7222,

EH7- ) OB | 75 AR AROE

a) oL f= i

P v s () [95/‘}{54§'ZFE’]

F5uXE| 65 | 2.73 | 2.67 | 6.11

1000mg/ 18.8
Bﬁg 64 | 358 | 2.25 [19.61| 209 6.0, 29.9]
[10.2, 30.4] | (p=0.006)

3000mg/ (p<0.001) | 230
| 63 | 344 | 208 | 2772 07 556

a) B K OFHEHIB O 7 — & 234 > TV S IEFIE
b) H R



C) MBI LEREE P EIC E D < BAR
ARG ERTF, BRARICE T 20 BER L' H 712 ) s
RiEEfEHER & 208D

W E I R ORI O B/ I SRS 1X1000mg/ H %
5RT56.9%(41/72%1). 3000mg/H# 58 T54.9%
(39/7141) T > 7zo F2EIEMIZ1000mg/HES5H T,
fEHR13.9% (10/72f5) . BMAGE#8.3% (6/7241) . 1281k
HEW8.3%(6/72f). 3000mg/ H¥: 58 THHAR.9%
(7/7141). BAIASES8.5% (6/7161) . 1FE1HED F115.6%
(4/7161) TH o7z

BN AR (A, HARE)

A#I500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEUOT IR %1 2EBEOHRG BRFEOHTAP AT L
OPtA) L7154, FHEHERIC B T 2 BEE» 5 0#E b
72D OERIIFEMERIEIR AR (FhRfE) X, Zh2h12.92%.
18.00%. 11.11%. 31.67%K%U12.50%TdH 1. FEFF
ffizEE <& A5AHFI1000mg/HEE. 3000mg/HEER VT
7 & ARBEO 3B T OFHMEARKIC 51 5 BRI A 5 0
B2 OEFRELBORDRIC, MEFAHLEEZITR
» 5N -7z (p=0.067. Kruskal-WallistiE). % 8.
BEIIBIB50%L ARV Y —L— NI, 5 REE
11.6%(8/6941). 500mg/HE19.1% (13/684l) .
1000mg/HE17.6%(12/68%1). 2000mg/H#E16.2%
(11/684). 3000mg/HEE33.3%(22/66fl) T - 722,
B e OVEHIE B B O BIE FR F 3RS 13 . 500mg/H
BE58#60.6%(43/7141). 1000mg/H&%E5861.4%
(43/70f1). 2000mg/H#&E5H58.6% (41/7041) .
3000mg/ H# 5#64.3% (45/7001) TH - 7z E2EIE
FIZ500mg/HIE 58T BIAER14.1%(10/7161). R
#19.9% (7/7161) . ZEMED T W7.0%(5/7161) . AR
7.0%(5/7141) 1000mg/H#EEH T, RIFAE218.6%
(13/7061) . 1EER10.0%(7/7061). 2000mg/H#k 58T,
ERR17.1% (12/70f1) . EIASEAR15.7%(11/7061). #
#B7.1%(5/70f1). 3000mg/H%5# TEWIEH21.4%
(15/70f1) {EAR17.1% (12/7061) HFHEREHA7.1%
(4/7061) & > 7z,

ERRAKIR 5HER

EINE I/ IARRER (R BEREE) 2587 L7 ¥ 151
Bl Zxtg & LT, AAI1000~3000mg/H % 1 H2[EIZ5y
JTRAOBE L L EOHDHREMNBILUTOEBD T
Holz,

RRBICBM L WEBED S B, 766052 D%EME S h
T REE R BRICAT UARERBR 244 T L 72 (33~36 1 AT 14,
36~48» ATATHI. 48n AL T28M1) .

6.00

17.1.3

17.1.4

)

5.00

»
=)
3

ol
=)
S3

[
=3
3

(5817953 (i, 5530053 (i 5)

|

W 72 V) DY FE(FEE O HRAE

"**ﬂ-h..—«_\*%»——u\w

“ LT

) (77) (7o) (50)
R S
R S
DU R

=3
S3

(151150} 5
(135) 152)117)(103) (96) (1) (89 (86) (85) (81) (78

0.00

g R R
v Wéﬂ;%laa; o
FIEFFHBERE1X92.1% (139/15141) TH > 7. F 72
{EF T BRI 2$55.6% (84/1514) . BA¥%E24.5%(37/151
Bl) . HEAE22.5%(34/15161) TH > 7z

EEE MAEER VR
BEORTAD AETHZ R RIEMFEIRRIF SN
WAREE2ET 24mULE16BRBONETA» A BE
7301 % R E LT, AHI40I1260mg/kg/ H (kE50kg
Pl E132000133000mg/H) % 1 H2[ENZ 531 T14EM
BOBES (BEONMTAPAREDONR) L& &, FH
FHEIEE T b 2 BEEE > 5 O 572 D OES FERE
A ROHRIE (95%EHXH) 1X. 43.21%(26.19%,
52.14%) TH O . RAIEEEDORDAPRD 5z,

Fiz. NRTADABESSHNICT4ELIE S ARF 20~
60mg/kg/H ({AE50kgLl 1131000~3000mg/H) %1 H
2[5V THEREHR S LTz & Z OB FREEEIID RO &
BOTH-7:2,

.ﬁ@f‘&’f NN SV
) 7 NN N

s >
& Cae

& Lo
©

17.1.5

()P

(73)

(55) (29) (14)

S 72 ) DI FAEER O hRIE
(BB1IIS3 (s, H53MAHALLD)

(54) (53)

o N & O ® O

BEAH BN RS MRS MRS MRS RS
1

(14#) 18~37H 3~6rH 6~9rH 9~12rH 12~15s A

BIVE RS BSHE1358.9% (43/736) TH > 7= EEIE
RiZ. HAR42.5% (31/73B1) TH o7z T/ EBEBRE
TEEE (BIER) (& FrRERERA 1.4% (1/7361) . AImER
BIEINL.4% (1/7361) TH - 7=

DM TADAETTARBRIREI D SNBEVWTANAE

EDOBRERRREECHT IR TANARE DHBEE)

17.1.6 EFEHRESE MAEEER (A)

BEOHRTANPARET T HREMFIMESELLZVL
BEMRREELZET 5168 EOTA»ABFE251HI(H
KN4 2 ET) 2 /G E LT, AAL1000E L L IX
3000mg/H (1000mg/ A2 6% 52k L. #58HE
TIHENH S NBE 13 2BMET1000mg/HT
3000mg/HICHE) Xid 75t R 2 28 BRR O %S (BEE
DMTANPAEEOHA) L&, FEHMAEEETH S
BRI 5 O#EH 72 0 ORERRFEEREBRDRIET
HOEBOTHY., 77 RBEEARFBEOB CHREFEN
BEEENRD 517z (p<0.0001. BRESHLUEZREF.
BEHMICB T 58S -0 ORERARRIERN 2z LR

N e L
b7 D OREMRIEIERD | 75 & AR E D%
Kfra) % g
PR s e o 9| 192 (‘ﬁ)’m]
T XRE| 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
NAEE | 117 0.89 0.16 76.98 (p<0'0001)
a)Full Analysis Set
b) st

OBERLVEZ KT, BIEHHICE T 2EH -0 ORERNFE
PRz AR &3 2585

Bk FE SR 1323.8% (30/1260) TH > 7o EREIE
FIERR2.4% (3/12601) TH o720 F7z. EREEKERE
ESRE (BIER) X RPERBMET.1%(9/12661) . I/
MR 4.0% (5/126H1) . 47 FFIREURA3.2% (4/12641)
THh-o7,

EAEE MAEEHER (VR

BEEOTR T AN AETHG R RIEMFIRIRIB SNz v
MEMRFEELET 48U L16ERHO/NETANA
BFIfZNRE LT, RA401360me/kg/H (A EH
50kgll £1320002133000mg/ H) % 24:8E#% O 5 (BE
FOFTANPAERLEOHH) L& &, FEFMEEE TH
BRI D 5 O#EH 72 0 OEERRFEERERDEO
Ao E (95%IEHEX ) 1X. 56.52%(-15.74%,98.18%) T
Ho 72,

BIE PSSR 1238.5% (5/1361) T > 7o BIEFIZME
AR23.1% (3/1361) . E&HHER7.7%(1/1361) . FEE7.7%
(1/1361)« THI7.7%(1/1361) TdH o720 Fiz. BEHFEMR
BEEY (BIEA) & DERQTER7.7%(1/134) T
HoTz,

REBRFEIR SR (BARUINE)

E L [E S MAHRRER S U < W 3/NEENSEIAERB 25 T .
A E R [ 5 AR %2 S —A+ 53 D 7 01 52038 LA
Bl L7 BEARABE44B 2 R E LT BRA(165%
DL E) TIEAAI1000~3000mg/ Hy /NETIEAAF20~
60mg/kg/H ({£8E50kg L Fi&1000~3000mg/H) % %
ARG Lz s, MERRIERNREILTOEBD T
H o728,

17.1.7

17.1.8



3 (G

(43) (19)

(32)

(19)

0.2

W7 D ORERRIEEE B O PRI
(551 P95 f e, 300 53 8)

0.0
g
&

&
AR

&
FIE R IRSAE 1238.6% (17/4401) TH > 7=, 2 EIE
FIZMERL1.4% (5/440)) TH > 7=o F7-. BRMEHERE
W (BIER) & DERQTERE4L.5%(2/44%1). 75 =
T3IJ)NITUAT T —EHM2.3%(1/4461) . 7 A8
FUBTI) T AT T —YHEM2.3%(1/440) .
C-RISHEEBHEM2.3% (1/446]) . AEHEM2.3%(1/44
) cdH -7,

18. EExhEIE

18.1 {EFEER
LRF Ty AL, SEZEERTERELZA A F ¥ 2L
IS L wh2), MR Y+ ANz ABE2A
(SV2A) & DfEE2930 NEICa2+F v 3 ILFHED, Ak
Ca2* DEHEmH32 . GABAKRUZY ¥ AEgE BRI
A7OATY v ZHEOMF . R O 2 [
{EDOMEBI 72 EAFER SN T WS, SV2AICHT AEEH
MEEEETADPABYETIICB T 2FEMFIERE D
RUCIZHEED RO SNE T EN S, LARFTEF L ESV2A
DFEED, RIEMEERICES L TWabDEEX 5N 53,

18.2 TAOARIEICHTT D1EH
HHAZ ) —Z Y T EFLTHEIRRBERBITVILAET
LERORRRYF LT RISV —ILERTOWNATT L
ETIE. TONAWHIERZ RS 272300, ARER
FEF Y R 72230 RUFLYTFRFY—=)LFY
RYY 7230, YahlrRighA=rBziR50
Sw k30, ANFTAT—LVEBEERMTAPATY b
(GAERS)3 ., BERMFME~ 7 A% 2 OB FHNE. 2MRFH
EZRMLUEZTAPABYETLICBWT., BEMEER
=R LT,

18.3 I CTANARIEIER
R BRIMF Y R 7Sy MiZBLWT, FURY Y
TR ] L 7239,

18.4 RIBRIC T 2 Z Dt DIER
S v FOMorris/K KRG RERIC B W\ CERAIBEREIC L B % T 1T
g0, o—F—uy FREBRTILESKEEICHE L2 RIS
B0 7230, Fiz, HAMBEIRKEZR T v MCB L THEM
fafREMER 2R L7z4,

19. B2 (CEET 2IBEEMAR
—hg&
L RF S+t ¥ L (Levetiracetam (JAN) ]
==
(25)-2-(2-Oxopyrrolidine-1-yl)butyramide
e

0
/YJ\NHZ

&

HsC
O

DFR
CsH14N202

nTFE
170.21

=Y
115~119C

2V
Htt ~WIKAEOREEEOMERTH 5, KITHD THEIT P
I, XY )=V KROFLTH ) —)L(99.5)ICBTRT L., 2-
Ta)N ) = LEUT7E b= bUILIZRRBEFRT L. ML
IVRUOTVIFNI—=TIIIHEIFIZK LK, AFHITIFE
A EBITE N,

21. &

DEHRE
log P=-0.60(pH7.4\ 1-F 2% J —) /Y > EEREEK)

RRH
EE ) 2 7 EHETE 2 RED L, BYNICEMT S &

22. @&

100g. 500g[ 7T AF v 7R ML, EEFAD]

23. FEXR

—7—

1) B4 EE  EREERREINISY = 2 7L AR
REREMGERE

2) HNER  HRANBRBEAICB TS LARF T8 ARERE
R EIRE (20104F7 H23H#&EE. CTD 2.7.6.3.1)

3) HNER : BEABBERAICB TS LAF Sty LRERS
FrO Y EIRE (20107 H23H#%&EE. CTD 2.7.6.3.2)

4) HENER : HREANBEEBRAICB T2 LARF T 5 LA5EROE
R OB HERO LK (2014F7H4H%A§E. CTD
2.7.6.1.1)

5) HNER  ARNETADPABEICBISLARF T LY LH
Bl 5RO FHRE (20135431 H&EE. CTD 2.7.6.2.1)

6) B 1 LRF Sty LICHT % RHEF SRS RRMT-1
(2010 7H23H&7E. CTD 2.7.2.2.3)

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

8) HLNERL : HARANBEBAICBIT S LARFF1 s L0EYE)
BICKIZTEBEOEZE(20107H23H4%A#®. CTD
2.7.6.1.2)

9) Ramael S, et al.:Clin Ther. 2006;28:734-744
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2003;59:621-630
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