* 202347 H SaT (100

H AL il o 4

Bp & SRR 250mg 500mg
HAHEIRT ¢ 34E ARES |30300AMX00371 | 30300AMX00372
WLoeE R s 20214F12H 20214F12H
W5 EEE R HTADAF
T — 512 . =
(CC5=9 VT E 3OV IVIE 1} LAF 514 LEE

IfEHTLZL)

UNFS5tIL5250mg (975
LNAFStEIL5E500mg [915]

Levetiracetam Tablets “TAKATA”

‘gt}kata

2. B2 (ROBHFICEFHBELEVWIE)
ARA O XF w1 B st Lo s o B
DB 5 BE

3. #ARL - MR
3.1 #mk
Wi7E4 BRI Il
1 geH FTYT 7)) A= VEEF M) T A,
VN%iVN+7h7dﬂﬂwa%%hwn—x‘x%7

2 25000mg |V YRR ATV T A RKYEZ LT

2Jcs OMf»m Va—v GG AALE) . BLF
H73]11‘;5” ¥ v, =z aIT—) 4000, ¥V,
HB2BT VI AL—F ANV

F oo Nary
1 S FUT ) A= VEF ) T LA,

LARFF|ILRFFTEY|REFV, EHELO—R, ZAF7T
¥ A25E| L 50000mg |V VEER AV T AKYEZ LT

500mg Va—v (o Afe). B@ies
(% 5%] y v, raId—)L 4000, ¥V,
W= bk, AvFooNary
3.2 HAOHR
AL
Woed | IR B3] 1] i)
(R X JE X
H K VIS,
LNF S5 IIJ ﬂ:ﬁ D 250 574 @
vy LFENT 4 V| L,
250mg |& T — ifzﬁé F#9
[shs]|l5 4 > ?&@% #0279 | % 48mm
75k AT -
59mm
Vs 5| o o
vy LFET 4 i
500mg |& 2 —| R
Fyﬁyigé v éﬁ?% #0554g | # 57mm
7.7mm

4. FHEERIZNR
OTAPAREZEOEHD M (ZRELBEREEEZED)
OtDMTADPAETTREHMRIBOSNBEVTADA
BEOBEBAREICHTINTAPAEZLOHAEE

6. AERUAE

WA EE . AL ARFFSEe A8 L T1 H 1000mg
Z 1 H2 BN TROKS 35, &b, ERICED 1 H
3000mg % 8 Z 72 WP TR E IR T 5 2%, B 2 A
P LloliE* 3 C1 HHEE LT1000mg ML F3 2179
Zk,

NR i, 43U Eo/NBICRR L RFIRE T AL LT
H 20mg/kg % 1 H 2 BIZH5 ) TROKS- T4, BJER
12X Y 1 H 60mg/kg %8 A 72\ EEBH Tl B3 5 A3, 1

WX 2EM L L OMBEZ ST T1 HHEE LT 20mg/kg
DTF$2o179 2 ko 72721, K 50kg UL Eo/NETIE,
WA LW UHE - HiEZHwbZ &,

7. AZERUVHEICEET 3FE

7.1 A 2 R AT IR LT 23581213, fodi
TAPAIEEGHT 5 2 Lo WMERIEVEIIR 3 5 AH 1
M G- T ORIRFEIT IR L TV,

*7.2 BREREZ AT L MABE A 2 55T 20613,

TRIRTZVLTF=r 20T 5 v M SE L LTARHA|
DGR R OHRGHREERE T2 2L, T2, MBEN %
ZUTWARABETIZ, 2LT7F=2r2) 75 v AHIC
U721 BIHECHA T, MBS % 9206 L 725 1A H o
ENFGETIZE, B, ZZTRLTWSHEROH
By Ial—Ya VERICESLLDTHLIEND,
BFETLICHEEICHSE L 225, H RO HR 2T 5
Lo T/, BHREREEL AT H/RREBEICOWTD B
REDOREEIIS U T AA 0G5 K OS5 Bk %2 i+ %
L EE RS TH L, [9.2.1, 9.2.2, 9.8, 16.6.1,
16.6.2 ]

VA o
. . ML 2
=) ~ ~ E |
75V A | >80 iﬁ) f& <30 | OEA ﬁﬁ?
min) -
1 H#% | 1000~ | 1000~ | 500~ | 500~ | 500~
L& [3000mg|2000mg|1500mg|1000mg| 1000mg
0 T T N 1 I A 11
WWHEPE |500mg |500mg | 250mg | 250mg | 500mg 9250m
5% |1H2|1H2|1H2|1H2| 1H1 £
] | ] ] [A]
1 1 1 1 1 [m]
et |1500mg|1000mg| 750mg | 500mg | 1000mg 500m
G | 1H2|1H2|1H2|1HZ2| 1H1 &
[} ] ]

7.3 BEOHRIEERE OH 2 EFH TR, FETOZ LT F ¥
FEEPETLTBY, 2L T7F=0 20772 2MEPSHT
(AR AR I S O AR EE & M /NETAT S B TR A D B 2 & e
L, XDEHEISHIET 5 & & HIT, BEICHERE 8%
LanoERCHEZ#HE$ 52 £, [9.3.1, 16.6.3
ZH]

8. EELEANER

8.1 HHPIIBI 25 EOEM R E 2V LEGHIkic &
0. TADPAFIEOMELIZTA»AERIREDLD S bh
LI ENHBLOT, 5 EPIET I, R
2 AR D EDT TR A WCIRE T 5 4 EEEICT) 2 &,

8.2 IRA. i) - b - RUHEEIfE NSO T A %
ZENHHDOT, KEFG O BEITIE E B0,
fEbz £F ) B OBEIEF SV E I EET L L,

8.3 SyMIME, SEEL. MR BUE. BORVESOREMEIR D D
Sbh, HEERICELZ L H DD T, AHIFREGHILE
FZOREROIREOLAL 2 IEEE ST L &, (8.4,
11.1.6, 15.1.1 1]



8.4 B KT OFRBEFICECIEN:, AR PIE O RAEIRTE
BOWRMEIZOWT 3B 21T, BRI & S5 Il %
WhES EHHETHT L, (8.3, 11.1.6, 15.1.1 ]

9. FENBEER2EFTIREICHATIIE
9.2 BisgEERE
9.2.1 BHEEEDH 2 EBE
[7.2. 16.6.1 ]
9.2.2 MZENE ST TV ARESEEEENDH 58E
(7.2, 16.6.2 &)
9.3 FTieEEERE
9.3.1 EEHEEEEDH 5HEE (Child-Pugh 43 C)
[7.3. 16.6.3 ]
9.5 1113
TR IR L T B R O & 5 tkicid, UTo X9
) Ay &R LB L oA RS G % L 5 R
ENBIHEIZORKGTHI L,
S MZBWT, RV ANF T 5 2L AR
TLAEOHESRDY, 3 MY 225 —HIIC£ L,
K TR D 60% & 7 o 72 & DHEDH 56
- Iy MZBWTREBITESRO LN T WD,
CEWERIZBWT, Ty FTlRE FAOBRGR & A
Vb OWREHE TR R RS OB ORm,. E
FRIE, VEOFETHEMATFED S, 7 HFTIE, e b
DUEFED 4~5 5 OBETFE TIREIE. B4 B o8N L o8
FIEDOBEINAFED SN T WD,
9.6 &ILIF
B EOGRIER ORI REOLGRIEZ ZE L., 2ok
TR E T 5 2 &,
v ML PARBITT A 2 E G S TW S,

*9.7 /R

AR SO HE I A b 4 & U 7= R RER X =N - i
A& BITHERL T,
9.8 EHbE

sVTFZv )T T v A EBE IR, SR
T2 CEEICHEG TSI, EE TIEREREML
TLTWAZEDNE W, [7.2, 16.6.1, 16.6.4 BH]

11. BIfEA
KROFEWERRH S5 DH I EDHEHDT, BlEE 51247
W, B L NG A3 S 2 kT A e ) 2
WiEZITH T &,

1.1 EXAEIER

M1l hEMKREERXBBIE (Toxic Epidermal
Necrolysis : TEN) . KIEHEIRIEZEE (Stevens-Johnson
FEMREE) (W9 b HEAH)

FEEG R, K - OB AL FOE, WEER. RS, 1
NREDFRFE IR LNI2GA G- 2Rk L, #8072
WEZATH 2 &,

11.1.2 EFMBBUEEREE (HEAH)

PEER & UTE%E, DA SN, BICRERE, 1
VOSHIIENR, BMLEREEIN, WFERERIES . By oSERB I
HEa ) BREORE L2 MEBUERED 5DNDL I DD
bo 2B, B IALRZY ANV 6 (HAV-6) %o A v
ADHIEHEALZ LD Z &% < L HIkg b %5, FE.
B RE R 2255 DIEIRDS IR D 5 WITBIEALT A2 LB 5
DOTHERTHIED,

11.1.3 EELMMEREE (FEARH)

PMERIR A, SRR ERE . BMERRA . fFEkmd, 1
BIRDHH S5 bND T DD D,

11.1.4 A2, &% (WIS HERH)

ARG, WRSEOEERIBEENDSDONDL Z VDb,

11.1.5 BR (HEARH)

BLWIER ., 588, WA, WHEOMERS’H Sbhz D,
EEZME O EADPRO SN GE 3G 20k L, @)
LWEEIT) T &,

11.1.6 HEHE., BRER (WIhd 1%AKim)

SR, SEEL. HEMR. B, BCRVESE OAEHERDD 5
b, ARERICELZ L 3H 5, (8.3, 8.4, 15.1.1 &
]

1.1.7 BRUHRBERE (B AH)

WAGE. Bi&, CK BE&. MR RMm I+ e v b
HEDD b A5 2k Uy @Y 2 Wi % 17
5Tk,

11.1.8 2HBEE (HEAH)

11.1.9 BMAEREE (HEAH)

e WpuRNl, g CK LA SR, MEOEH), Bk
OB, AIEROBINEND 5 b 561213
bl Ly REEL, KRR R B A o0 b) 2 UL %

752k, Eh 3T BEYRENS IO T2

BB LD,
£ 11.2 ZOBOBEHER
6Ll E | 1~3%Fi| 1%k | MR
TEIITED % | AL B | R . |8 ALK
v SAER . ) R, S
(10.4%) . |4k, Shlil|5 . I3 | BhiE. A
B | RO R S L |l AR
(11.8%) . [915 > s fehs s, (. ke
RIE. 4 S, I BT
IR (27.9%) BRE. P BT 7
Wik | —
R % 5 I, C A
P TNEY R
AR B 5| Bt P R
. R
VAFAY
R
Rl %
W iR R
e
B
S
N 7%
fr, %
BB KR I
" Big W WZ
3, %
K
UF o Bk M 20, ik
W SE. 2
XK Z MR
. i, iV
1 2 B, 1
1t 5k %
. sk
B
LEM QT
s ©E .
ME
2 R | I, 35 AL B
T W A Rk, B
WALEE %, B . M WIEIE. 8
L%, I i %
I, B
I ALP B | FFRERER T
B Z. IR | BUR
T R B
_— B, SR
%ﬁﬁi B, R
‘ B
P AR
e
N s N
(30.2% ) - | Wk b7 | W%
VPR A W R O WS A
b T ek A A1 2 A
D RAE AN
AL | FR IR
i
W R4, 7| BEAE. | % AT B
S 5~ b | P
¥ B X |2, W
B
R
Lt T N H H N
WA BT . B
5%
@ﬁ%& HHF‘J lfli ﬁ (}f)




3%k | 1~3%Ad | 1%A0 | HEEAY]
R, FE|mrh b 7 e, K| Rk S
Bo, MR )R MBI RRE\SME (B2
Zof  |wD e R I, PR )
RIS |5 A o B
B

13. BEHRE

13.1 fEIR
PEDTRBHREICBWT, LRF I 7 L% —FIC 15~
140g MR L2025 0 . JEIR, Sl Bosdk, Bkl Ny
O WP K O 3 S T b

13.2 Wi
ARANZMAGENT N L D BRETHETH D FBHL TS HEIR
OIS U T BN O FEi% £ET 5 L. [16.6.2

14, BRALOEE
14.1 EFZAEOZE

PTP W3 OFANL PTP ¥ — 25 I LCTIRE$ 5 &
BT B L, PTP ¥ — FOMEMKIZL Y, TENFMELAS
FOERIEATIA Uy B3zl 2 2 U CiftRain 25 o &
ERAIHEZIRET LI LD H 5,

15. ZOfDEE

15.1 BERR{ER ICE D < 154

15.1.1 A CHEME SN2 RH % &L HEBOTAD»AZEIC
B, TADA, HMEEEEZRILLLZ190T I+
AR R OBEHE R ICB W, HESE L HAS
RDOFHDY) 27 H, PTADPAKDIRMEET T 7 £ KEE
EHBEL TR 2ME L UTADASIRARE : 0.43%. 7
T REE0.24%), MLTADAKDIRHBETIZ, 77 R
FEEER1000 AH720 1.9 A EFHR s N7z (95%1EHH
XM :0.6-3.9) 720 TADABRZEOY T 7NV —7Tl3,
T RBEEHNRI1000 AdH720 2.4 A WEEE ST
W5, [8.3, 8.4, 11.1.6 K]

15.1.2 AFEI NN TADABE 1208 Bl G e L7 I+¢
A I G R SRR O GRS TRNT 2 BT R AR AT B IR
DOEERR (BB, B, B0, AN, B BEAE,
W) o, WHEIARE, WoE. EERS . S, A
B, MEE. AREBEE) OFEHBIIAHABET13.3%, 7T
L ARBET6.2%TH - 720 MRS IENNETADARE
(4~167%) 198 Bl xtg & L7 7 J & Rt IR R B
B YA EHGORBRIIAHET 37.6%. 75 LR
T18.6%TdHh o720
T2 SHEINETAD»ARE (4~167%) 98 Blx T4 &
L 72 ZBGNBE e B OAT BN § 2 8 % 3l § 2 75 £ R A
MBIRABRICBW T, BROLHETH 205, 77 R
&R U CHURIATEY O AL AR S 7z,

16. EMENRE
16.1 Mgk
16.1.1 A
(1) BERSE
HERHERAIZ L RF T & % 4 250, 500, 1000, 1500, 2000, 3000,
40001, 5000mg™ (&Fe5-4 6 Bl) Z Z2NEHE I H RS L
72L&, TRTOKEGEETLARF T L DMHerP g 354
WET 1R 2 R Uy 0 () 33521200
b5 T~ R TH - 722,

#16-1 HNGROEYBE T A — ¥

ELaon Crmax tmax AJL(:;?% t1/2
(mg) (ug/mL) (h) h/mL) (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%x0.2 [925.2+102.1| 7.8%0.8
4000%  114.1%11.0| 0.9%0.6 |1248.2152.4| 8.6=1.0

5000% |115.1+14.3| 1.0=0.6 |1363.3£151.9| 8.1+0.7

HPeh 6 Bl P = SD

Cmax © e MRS tmax 5% i I H iR R ) I 1

AUC = A SER e B -IE I AR FIAR  tue © TH ST

1) EPTRBINZAHO 1 HixESH5-813 3000mg TH 5o

(2) RE#ES

EROR AL XTS5 1% 2L LT 1 1000mg X i& 1500mg (%
PehGrenl) 21 H2M07 HE#ES Lz &, 5 1HH (W
PehGg) &7 HH (RfmPes-m) o i3t o554
2~3WEHIZ Comax Z7R L E DK 8 EH O IS TITF L
Too Fo. MBI IS 3 H HICIZEWIREIET 5 L HEN
Y,

#16-2 EHGROEYBE T A —5

S EE S 2000mg/ H E('l\;jg?m 3000mg/ H ;I;T;g*m

SRA—% n LS X n b B X
Bl 5 I oy ) Il 5 g oy

Conax 24.1+£3.0 | 36.3+5.7 | 33.3+3.6 | 52.0+4.6

(ug/mL)

tmax (h) 2.2+x1.2 2.8+1.0 2.2%£0.8 2.5%x1.0

AUCo-12n

(ng- 191.3+26.7|318.3+63.2(253.7+30.3|445.6+56.9

h/mL)

tiz (h) 8.0+x1.4 | 8.3%x0.9 | 7.5%0.7 | 7.7x0.4

FHfi=SD

(3) RERRAES &EOJ/S O

HEREE N 25 B LR F T & ¥ 4 1500mg % 15 45 i 2 i R
PG TR G- L7 &, LRF T2 7 LA OIYBREIXF A —
FRUTOLEBY) Tholzo #IFGHE I LT, MIiGHIRN
P HE D Crnax 1389 1.6 1585 <« AUC KO tre 3EPLL Tz,
BB, LARF T 15 AR G-H 0 LY R ER IR 100% T
Holb,

#16-3 WD GREOEWEE T X -5

SEWEYRE ST X | EHEEIRNE S RO AT k)
—% (N=25) (N=25) (90% 13 WX [H])
1.64
Coax (ug/mL)| 97.0 [27.6] | 8.9 [37.0) | | ,~'eo
AUCo+« (ug- 0.97
i 472.3 [15.4] | 487.4 [15.9] | (o' oo
0.25 0.75
tmax (b) 0.17-0.27) | (0.50-3.00) B
trz (h) 7.11 [11.7] | 7.23 [12.7] -

AT [CV (%)]. tmax 3P e (R/ME-RAME)
a) KR A S/ R3S

16.1.2 /©RB
6~12BD/INRTADPABEICLRF T 5L LT 20mg/kg
FHEROREG L2 &, LARF T X ¥ A DMAE T 3855
13T 2 KNSR 2 7R L TH ISR 6 I Cd - 7259 (4}
FEATF—%)0

F#16-4 HEWBE T X =5 (6~12HDO/NETA»ABRE)

:J&'j% Cmax tmax A([ngO’:Mh t12
(mg/kg) | (ug/mL) (h) h/mL) (h)
20 25.8+8.6 2.0 226=64 | 6.0%1.1
’ | (1.0-4.0) ) ’

24 B0 (ti2 23 60)\ “PIGMEESD. tomax (FHHYE (/M- f A A)

16.1.3 FHEMZEMERERR

BN HARAROSEN DR AR TAPARE (2 LT F
Y2 )T 5 YA 49.2~256.8mL/min) 75455z mAEH L
NF Ty 2EEF— 5 2T, BEFESEY BT % 1T -
T2o ZOMR, B4y 2 )75 A (CL/F) 12 LT,
R, PERI. CLer M UBFIHILC AL A, BT o5k am
(V/F) 123 UCRIE, BRIIPC A D A S OB BRE oo f e IR TE
(ERERA NI T AP ABE) AHEHFCAHERNT & LCH
EENT2D,

AN N (4~16 %) RO (16~55 %) DO TADABEH
SEONIMEER L RF T2 5 NRET— 7 Z T, RS
WENREIRAT 247 > 720 Z OfEH, CL/F I L TR L OB B
TAPAIEV/F S L CTREDHE R IA A2 BRI 12 3
WodhsHFE LTHE SN MNERTEANTADPABED
MRS Z S I 2L — Y g v LR MR CTADARY
12 10~30mg/kg % 1 H 2 [nl$ 5 L7-Br o A SEM it i 13, ik
ANTADABFIZ500~1500mg 1 H 2 35 LB & ARk ¥
WEhr?,
16.1.4 EHFIRZEMRER

LRFFHy L5E500mg [Fh 5] &4 —4 7 F5E500mg %
JUAF—=N—=EICEIDEFNRENR 18 (LXRXFITEFLLELT
500mg) . AEERE R T3 L £ L RRE P - L C g R 22 Ak ik
WEERHE L. BoN-EYEEE/ YT X —% (AUC, Cmax) IZ
DT 90 % 13 M X B TREEHRAT 2 17 - 7855, log (0.80)



~log (1.25) OHPATH Y. Wil O AW # 0 F SRR S h
729,
(ug mL)

30 — e LANFSEHAEES500mg [F 5 ]

o A= 755500 g
Mean+S. D., n=32

W
B 16-1 MAEPiEEE (5 500mg)
#16-5 HEYBE ST X —% (§ 500mg)

FHili 8T 2 — % BEINT A —F
AUCt Cmax tmax t1/2
(pg -+ hr/mL) (ug/mL) (hr) (hr)
LRFF %
b &G 149.979+19.844| 21.208 £5.180 [0.56+0.22|7.62%0.63
500mgl ¥ 7 T R R R
%]
1E}T77 151.003+22.802| 21.876+5.304 |0.57+0.29|7.63+0.67
$¢ 500mg

(Mean=S. D., n=32)

MAER IR EE I ONIC AUC, Cmax 507285 2 — %1%, Wilas o
R R OFREUREL - W2 O RERSAC & - TR 5 W HEED
Hbo

16.2 RIR

16.2.1 BEOHE
REFER N 12 812, L RF T+ % A 1500mg % 22l i3 i
BRI G Lc e &, B E IR T, ARG T tna 2°
1.3 BEMEER Ly Cumax 13 30%{EF L7225, AUC X% TH
Of:lmo

16.3 9%
HARNTADABED AL O5AGERE . BEE M SEY B REMFAT
DFERD, 0.64L/kg & e S, RPRASEISEWEE 7>
7o ARERFE A 17 Bl % W41 L AXF 5+ ¥ 4 1500mg % H
WERIRNPE S L7z & & 5B Rt o F3 M1 41.1L(0.56L/kg)
TH Y, RHBAGEIENMETH > 72,0
in vitro K O¥ ex vivo ilBR DGR, L RF T2 & A R OERHY
TH 5 uch LO57 D47z A FIFEE I, 10%EiMTH 51219,

16.4 L3
LRFFE s AlE, FF b2 a—2a P450 ZACHEES Ll s
Nhv, EELZRIRBET X N7 I FEOBEMINAKSHT
HO, TN EDAERSND DI EARIWD ucb LO57 (H VK
FIUNME) THDo BB AMUHPICIIFNTHE WY,
in vitro RIS B VT, LARF T ¥ A KO uch LO57 1& CYP
(3A3/4, 2A6. 2C9, 2C19. 2D6, 2E1 }LTF1A2), UDP-Z L%
O USRS (UGT1AL L UF UGTIAG) MUZRFY Fe K
05— LCHERHZRE LD o7 T2 NV T OiES
MY ADT VO VEBEREIC DR RIZT S R h o721,

16.5 BEitt
ERE N (858 6 1) 2L RF Tt % A 250~5000mg™) %
ZERE I R 5 L7z & &2 4 5 A8 W £ ToH G RIS
3B RIP PR O, REA L LT 56.3~65.3%.
uch L057 & LT 17.7~21.9%Td 5 72,
AR B B A 4 BIZUC- L NF T & ¥ A 500mg % Hi Ik
I L7z L &1, #2548 W4 F Clo# Hm o 92.8% D
REDSIRHA S, 0. 1%2 3 S IS 7z, 5 A8 W T
O GRIIHT B R b PEER I, RZELkE LT 65.9%. uch
L057 &£ LT 23.7%Td - 720
LRF T 18 2 OPRI ISR ERR S 8 OTRME FFRILAS, uch
LOS57 IR ERAKR A 3 & BEBI I IRANGS 70 5B 5- L T 517,
#) ENTEREINZARFO 1 HigeEdkb-a1E 3000mg TH 5.

16.6 JFENEEE*HTHEE

16.6.1 BiEeEERE
ERREORE DR 2 BB E A RIC, LRF Ty A% H
MR G- Lz & R0y ) 79 v AEBRELETH
(CLcr : >80mL/min/1.73m?) & gL T, BEMTHE (Cler:
50~<80mL/min/1.73m?) TI& 40%. W TH (CLer : 30
~ <50mL/min/1.73m?) T 52% . M FEAE F & (CLcr :
<30mL/min/1.73m?) T6L%ME T L7ze LNF S5t & LD Y
TIVARIVTF= U 2)T 5 AEAERBICHELRLL,
[7.2, 9.2.1, 9.8, 16.6.4 1]

3‘6 (hr)

£ 16-6 JEWBRE/ T 2 —F

B A Bl o) A0
ST 2 e ﬁfff
iyt ER| mE | b | R
(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/ - -
! Tam) >80 50-<80 | 30-<50 <30
RSy 500mg 500mg 250mg 250mg
LRFTE L
21.9 15.5 10.8
Cumax (ug/mL) 512 | 3] | [ |92 03041
e (h) 0.5 1.0 0.5 0.5
e (0.5-2.0) | (0.5-2.0) | (0.5-1.0) | (0.5-1.0)
AUCot (sg 1166 116 57| 248 [16.9]|160 [16.5] 212 [19.1]
h/mL)

12.6 15.5 19.7
tiz (b) 7606971 sy | n7s) | r26.5)
CL/F (mL/min/ 30.9 24.6 20.3
1.73m?) SLSLT8IL 61 | 5,00 | 2000
CLr (mL/min/ 31.6 15.3
1.73m2) (28.5] * | [22.3) |7 [23.4]/6.0[53.6]
uch L057

0.75 0.57 1.06
o () 5.0 8.0 12.0 24.0
e (2.0-8.0) | (6.0-12.0) | (8.0-12.0) | (12.0-24.0)
AUCo+ (ug- 22.6 18.7 57.8
h/mL) 5907 5’9y | 53041 | [57.3)
e () 12.4 19.0 20.3 2.8

/ (11.3-15.3)| (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

AT [CV (%) ]\ tmax KO uch LO57 @ tiz (&Hhdefli (/)
fiti~ e K AH)

CL/F: Ry s )75 A CLR:E27VT IV A
MN=4

16.6.2 MRBN % Z (T TV B RPBREIEERE
MENT % 520 T 2 R E R & O B NS 1S L RTF 5
& 4 500mg & BN A 44 BEBIRTIC IR O 5 Lz e &L L
NF T X5 L OIEENREOTEIEIMIL 34.7 R Td - 7225,
FEHHIE 2.3 BRI 4R L7z LRF T & ¥ A J 08 uch LO57 @
BHICE DB EIIE <, 81% R U 8T% T - 7218, [7.2,
9.2.2, 13.2 ]

16-7 FEMBE ST A -5

W TTEIST A — & I/N;;Vk uch L057
Cmax (1 g/mL) 18.7 [8.1]1 | 8.84 [7.0]
44.0
tmax () 0.7 (0.4-1.0) (44.0-44.0)
34.7
tiz (b) (29.2-38.6) -
AUCo-san (ug - h/mL) 462 [10.5] | 230 [7.8]
. 10.9
2 —
CL/F (mL/min/1.73m?) 9.4-13.1)
T4 T AW —DOBIERER (%) 81 [7.5] 87 [7.2]
MLEENTH OF A3 (h) 2.3(2.1-2.6)|2.1 (1.9-2.6)
MiEEN 2 1) 7 5~ A (mL/min) | 115.4 [8.1] | 122.9 [7.1]

N=6. MF¥flE [CV (%)]
tmaxs tr/2, CL/F. MLBGENT T O S0 Pfefifn (Mt - I
KA

16.6.3 FFipeEERE
R R OH4E (Child-Pugh 781 A O B) OB AFRREIK T
HICVRF Ty ARG L&, LRXFTE S 2D
EH VT TV AEEASN L H o Tz, EE (Child-Pugh
S C) OIFEIKTETIZ, 22707 7 ¥ AR A DK
50% & 7 5 721920 (FHEINF— %), [7.3. 9.3.1 K]

7£16-8 FEMBE ST A —%

JFBERBAR T
SEWTIRE ST A | AR Child- Child- Child-
— % (N=5) ngh ngh Pl‘l’gh
S8 A ¥ B S C
(N=5) (N=6) (N=5)




CLcr

(mL/min/  |93.1+13.8/120.8+11.9/99.6=13.2(63.5+13.5
1.73m?) @

LARF TS L

Cowe (sg/mL)| 23.1%1.2 | 23.644.0 | 24.7+3.3 | 24.1%3.8
tmas () 0.8£0.3 | 0.60.2 | 0.5%0.0 | 1.6+1.5
AUC (uge | o3iiag | 224295 | 262458 | 595+220
h/mL)

trz (h) 7610 | 7.6507 | 8.7+1.5 | 18.4%7.2
CL/F

(mL/min/ | 63.4=9.7 | 62.5+8.7 |55.4=10.5(29.2+13.5
1.73m?)

T30l =SD

a) LRF Ity LG5 5%

16.6.4 =kpE

HEEICBIT S LARF T AOEYFHEIZOWT, 7 LT F=
7T T ¥ A 30~7ImL/min DHEERE 16 61 (AE# 61~88
W) BAG L LTI L 2 sl I S R 255 40%
HER L. 10~11 Wi & %25 7220 (BAEAT— %), [9.8. 16.6.1
2]
16.7 EMHEE(ER
16.7.1 7z=hrA >

Tz MM YOBEFGHET TSI Pa— LV TE WS
VESIBRIE FCIEZ AT AIRATADARE 6 BlE 5z, L
NF T4y A 3000mg/HEPHEG Lz & 7= Yol
SR B S S A — ¥ IR RITE ol T
ZMMUYBVURF T I LAOEYFEIHEE RIS Lo
7222 (MEANT =% )0
16.7.2 /NIVTOBF MUY LA

TERE A 16 B 2 1502, N7 afEs b))y A0 EFRETFIC
BWTLARFTE¥ A% 1500mg HIEHEOIREG Lz &, NLT
OfEF P AL ARF Sy AW BYREIHE L RITE 2
Molze LRFITEIAHNLTOEEF MY Y AOEYEREIC
WEBE & o2 BHEATFT—%),
16.7.3 BOMWHEE (TFZIVIZXANSTH—IRELKIILFZ
kLILDEHE])

TERER N 18 B2 0h 12, BT (mF VA b5 Y
F—)V0.03mg L OLAR I VF ALV 0.15mg DAEFZ 1 H 1
) BROLARFFE% 4% 101 500mgl H 2 [ 21 HERERD
BH L&, LARFIFTELYLIEZZFZNIZAI T VA=V RO
LRIVF AN VIVOSEYBFEINT A — 571558 % RITE
o7z HHEHOMB T a7 2570 v R OEKRIER ARV E vk
BEIIARIE IS THER L. RIS OB I EE HIT S L d o
720 REITHEMTEIZ, LARF S 1 7 A OFEYBREIHEL RITE 7%
Mo 7222 (FHEIANT— %),
16.7.4 >dx >

RN 11 Bl & w4, Yo%y (1 0.25mg 2 1 H 1 16)
L RF &4 A1 [E 1000mgl H 2 [l 7 H R EAERE T3S L
T2l & LRF TSI LY TF TV OEYBREINS A — 72
BrRIFE Dol VIF T UHLARNF T L7 2A0EYTHRE
IR RS e h o 7220 HEAT— ),
16.7.5 TILT 7 U

Ju by RO EREERL (INR) % HAEMO#E PN ICHE
32X, 707 7)) ¥ OB AR ZT TS EFERA
26 B2 X5, V7 7Y ¥ (2.5~7.5mg/H) KL ANF I+
% 2 118 1000mgl H 2101 7 HFAERO#G- Lz L & LRS-
FEFNEITNT 7)) VREIEEE RIZEST, TebarE s
W b B L 2T ol TVI 7Y Y LRFFTEY LD
SEYBEIHE A RT S e h o728 BHEAT—% ),
16.7.6 Z7ONZY K

fEREE A 23 Bl %552, 7a XA F (15 500mg % 1 H 4 [\)
FOLRF 5 F 21 0H 1000mgl H 2 18 4 H B RERI3%S L
&, TOREFY FIELANF St 20 EREIITHE L K
&Aoo 7275, FAEW uch LOS7T D2 1) 7T ¥ X & 61%1K
T &2 HEAT—5),
16.8 Z Dt
16.8.1 AEMFHIREEM
(A= 758500mg. 1 —457FK74>0v750%)
HEREREA 26 BILZLNF 5 £ 5 4 500mg (KT 4 >0y 7 50%%
1g Xid 500mg St % 1 8¢) A ZBEIHEEELG L2 & LRFTF
Ly ADEYHFENT XA —FIZUTDEBY Tholze FIA
a7 50%&E 500mg SEIEAEWHEICFETH B 2 L AR S
n7z30,

2£16-9 HNRGHROEYBE T X —5

i ks
EWBEST 4| K4y 7| G| ol
iy (N=26) (N=26) | SRR
(90%1Z HH X [H])
1.0680
Crmax ( )2 g/mL> [gz !5)} [;g ’ (15] (0 .9689,
: : 1.1772)
AUCo (ug- 149 151 (%' %87211
h/mL) [15.6] [15.2] oou
o 0.500 0.633 i}
e (0.233-1.50) | (0.250-2.00)

Coax K O° AUCo- {Z38ATT-39MH [T CV (%) ]
tmax (EHUME (/M- s K fiE)
a) K54 avy 7 50%/500mg it

16.8.2 £EMZHIEIEHEHER

(LXFF€ 4 LEE250mg [2H42])
LARFS5Y % 5e250mg [4 4% ] 1%, [EEAIELRLREIFEE
BHN O E R A SRR T A R 94 > (H24E 3 H 19 3
HEHEIE 031945 1 5) | ICHRTELARFF1 % 25E500mg [ 4 7
5] BEAERHI L Lo & EIBENCIED & AP S L
I &N,

17. ERERRZIR

17.1 BEHURORLMICET 58

(CALPABEDRARME (CRMLBEREEED))

17.1.1 EIRENHERER (BRA. BEEE)
RETAPALEZWSNIZRAFIEL LTS 16 UL LOBE %
WHE LT, LARFF 4 A 1000~2000mg/H (1000mg/ H % 3%
B 5 3 B 72 35413 2000me/ H 2B ) 31 3000mg/
H (REEOHFEEZ2H D 5§, 3000mg/ H @bl % HAs
THREIFEG L7 2 & BEFHIEH T % 1000~2000mg/ H o
AT R B T 56 7 ABBRENELEEOEHA L.
73.8% (45/61 B) Td - 7= 1000~2000mg/ H #E D ¥ EFAi F
HTO 1AEHISEEREEOHA1E59.0% (36/61 61) THo
720 F 72, 3000mg/ HERZ B 5 6 » A MFENEEZ OEEE
22.2% (2/9 1), 14EBZBIENRBEZOHA I 11.1% (1/9 1)
VC“&)’J 7:32)0
BRI SEEE 13 54.9% (39/71 B1) THh o7z BRI
M 32.4% (23/71Bl) TH o720

17.1.2 ERE I/NHERR (RA. SiREZX)

LARF I+ % 2 1000mg/H. 3000mg/H &7 5 EK% 12 M1
WS (MAEOMTADNAKEOHM) Laga, T8l
HTH 2 Db 0 OFGHERERDFEITROEBY TH Y,
TR REELRF Ty LM (1000 X0 3000mg/H) NS
L RF 5t % 24 1000mg/ HEED R THATF 2 A BEAED1 RO S
N7z (ZRZH p<0.001 LI p=0.006. 582 K1, BI%
TR B U 20 BB L72M B 72 ) o8 S VEm i & S s it &
T BN o B HREZBITH 50%L AKY ¥ —L — b
GE @ 72 Y O FEAE M ATBEIR & T 50%Ph ks L7z
BEOHEE) &, 77K 13.8% (9/65 1), 1000mg/ H #

31.3% (20/64 #1). 3000mg/ H# 28.6% (18/63 1) Tah -7z
33,

F17-1 o FEmBE 5
W72 ) OEGFFENEN | 75 & KBS B
1) i Apsge) L d)
B | g | O | o [95% 5 HHIX [H]]
e | I (%) (p fif))
75&
e | 65| 273 | 267 | 611
18.8
102?§%g/ 64 | 358 | 2.25 | 19.61 | 209 |[6.0,29.9]
[10.2, | (p=0.006)
30.4] 23.0
3000me/ |63 | 3 4y | 908 | 27.72 | (0<0.00D) | [10.7
1 33.6

a) B OSRHYI B o 1 7 — & A3fii o T 2RI

b) rhyfii

o) M BACHEER I 3D

d) BEGREER KT BEHIMIC BT 55 B L 7zl d 72 ) o5
FEMEI R % 36 & 5 2 Lo

A U0 R R O REAG 300 B o0 B4R I FE SR EE 12 1000mg/ H 3% 58 ©
56.9% (41/72 %), 3000mg/ H ¥ 5-#C 54.9% (39/71 1) T
572 FERFWEMIZ 1000mg/ A58 T, IR 13.9% (10/72
Bl). SIHVE% 8.3% (6/72 1), {FEIED T 8.3% (6/72 1),
3000mg/ H #5-7 TR 9.9% (7/71 B1), SliBE g 8.5% (6/71
B, FREMED T 5.6% (/7161 THo7z



17.1.3 ENEIHEFR (KA. StRES)
L XFZ+% 24 500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEO 7T R% 12 8IS (EORTA»AEL OFF
) L7=34 SHHEIC B0 2 BEI 2 5 0# b 72 ) o
FEVERIBOR DB (FpoLfi) 13, 22 12.92%. 18.00%. 11.11%.
31.67% % 05 12.50%TdH 1 . FEFFMIEHTHLLXF S5 4
1000mg/ H #. 3000mg/ H# K OV 7 T & KD 3 BRI T Ol
BB B L2 S 0E B 72 ) O IVEREGRDHI,
SR A EAEERD SN h o7z (p=0.067. Kruskal-Wallis
KE)o BB, HEICBIFH0%L AR F—L— NI, I+t
AREE11.6% (8/69 1), 500mg/ HEE 19.1% (13/68 1), 1000mg/
HEE 17.6% (12/68 1) . 2000mg/ H #E 16.2% (11/68 #1) . 3000mg/
H#E 33.3% (22/66 B) Td - 7230,
8 30 D B O REAG Y B o0 BV SE BB 1. 500mg/ H $ 5B
60.6% (43/71 1), 1000mg/ H$%5-% 61.4% (43/70 $1) . 2000mg/
H$% 5% 58.6% (41/70 B). 3000mg/ H % 5-# 64.3% (45/70
Bl) TdH o7z F2BIMEMIZE 500mg/ H % 58T, SIHTE %
14.1% (10/71 1) F919.9% (7/71 BI) @D F > 7.0% (5/71
Bl) . fEIR 7.0% (5/71 ). 1000mg/ H % 5-#E T, ELMHEH %
18.6% (13/70 1), M6l 10.0% (7/70 #1). 2000mg/ H #%5-
T, IR 17.1% (12/70 ). SuHBESE 15.7% (11/70 B1) . #4455
7.1% (5/70 B1). 3000mg/ H #% 5-#¢ T S EE % 21.4% (15/70
). IR 17.1% (12/70 1) &FEREGRA 7.1% (5/70 1) C
Holz

17.1.4 ERRPRGEERS 55
A T/ AHRER (RN, BEFIRE:) %52 T L7-H% 151 Bl %
WHE LT LARFF 4 4 1000~3000mg/H % 1 H 2 [IZ4T
THROZFL L2 EOMARBERNBIEILTOEBY TH o>
f:35)~37)0
ARARERNCBIN L7285 0 ) By 76 BIATZ O HENE S 7z jki
HERICRBAIT UARRBR 2T L7 (24~36 » HT 16, 36~48 »
HT A7 61, 48 » HLLKET 28 ) o

6.00

) PR

] 20 @ 13

1T+ S S S|

(1500 150;(

i
5 A
138) 13)(117)103) 96) (g1, (89) (35) (85) (81) (78) (77) () (50)
39),

000 59
K L > > > > > > > >
AN R S L L S L L L P 4
& P R R N RN N S .

B S

s Y EFEYTF S SV

AT 39 1)

[ 17-1  #BorZsEm%L
FIEHSE BB 1L 92.1% (139/151 Bl) TH o720 FEARBENWEHIX
BRI EE % 55.6% (84/151 B) . HFI 24.5% (37/151 #). fE{IR
22.5% (34/151 %) TH-7z0

17.1.5 EREIHERER (IR)
WEAE DI T A ASET 55 % BRI R 235 © N Wil o5t
Ve AH 55 4Dl 16 ki o /NS TA»ARE 73 Bl % x5
L LT, LRF k%440 Xid 60mg/kg/H (K 50kg DL Fid
2000 31& 3000mg/H) % 1 H 2 [MIZ40) T 14 EERE IS (B
FOPTAPASKEDHH) Lizb &, EEFHIEH TH 58152
BRI 2 & DM 72 ) OERSFEAE M EIR A O HrLfiE (95%15 HEX
M) 1%, 43.21% (26.19%, 52.14%) T&H Y. FEVEHE DK A
LY (W
F7o, ARTADPABRE 55 I 14 BEUED LRF I8 420
~60mg/kg/H (fKFE 50kg LA_L 1 1000~3000mg/H) # 1 H 2
P TR G- L 72 & & o BERMEUI I T o L B ) T
o123,

20

)b

1)

A Il K2 o) i g fif
3PS
S

(73)

(73)

|
Z
&

6
4
2
0

(55) (54) (53) (29) (14)

WHd7zh

BN ABENRD MERERCS  MBHRG MBHRG O BRRERG MkRRG
(1438) 1H~37H 3~67H 6~97H 9~127H 12~157 H

B17-2  #B55E0E M
RIEFE BRI IL 58.9% (43/73 ) Tdho7zo TZEIFEMIZ,
6l 42.5% (31/73 1) TH o720

(DR TADPAETTHREHRIRBOOSNBEVTAPABREDR
BEERREECHT IR TALPAEEDOHAEE)

17.1.6 EEHEEFIHERR BRA)
WEAE DHLT A2 ASET 55 2 SRR RN FATS © 17 il ]
RIEEZAGT S 16 UL EDOTADAERE 251 61 (HA AN 43 6%
at) AR E LT, LRFFEF 41000 # L < 1d 3000me/ H
(1000mg/ H 2> S5#5- 2B L, #5 8 M T TIXRENA LN
Y13 2 B E R T 1000mg/ H 2 3000mg/ H I HiH) iz 75
L R% 28 MRS WHEOIHTADAKEDHE) Lk
&, FEFHEEE TH 2 B 2 © 0 d 72 Y o iR L5
FEGEARIITEDOEBYTHY, 7L RHLLRF S L5 A
HEO B THEAI 2 A EADED Sz (p < 0.0001, 5B
OV % - SIS 380 238 3 72 0 it B AT Il 4 % I
25w &3 5 o) 39,

2 17-2 e A AT Il B A6

B 72 Y OiiE HATER

%) 75 Jcnk“ﬁé:@%d
o | Lot
BER | | % (p fit)
75 %
; 109 | 0.83 | 0.65 | 19.64
R 56.13
L NF [44.02, 68.24]
&% | 117 | 0.89 0.16 | 76.98 (p<0.0001)
PN 4
a) Full Analysis Set
b) Hrgufit

o) BGHROCEZRNT, BIGUMICB T 285700 OmERAZE
Vel g & s i &5 5 Lo r

EIVEHIZEBUBE 13 23.8% (307126 Bl) Td o720 FRENWEMIZ
TN 2.4% (3/126 B1) Tdh o720 F 72, FBEREMEE (F
PER) &y Ry 7.1% (9/126 ). I /ANBUER 4
4.0% (5/126 B1) BFHEREGRA 3.2% (4/126 Bl) T -7z,

17.1.7 EREIHERER (IR)
A DPLT A D ASET 55 7 SEVERIRI RN H 235 © 70 R T R
RFEMEZHT 2 4% E 16 SR O/NECTAPARE 1361%
WHE LT, LRFTE % 440 Xid 60mg/kg/H (IKE 50kg L
113 2000 X1 3000mg/ H) % 24 E MRS (BEAEOPLTAH
AL OBEH) Lz &, FEFHIEH TH 2 B2 5 0l
H72 Y ORI AATEVE R EGR AR ORIl (95% S HEIX ) 1.
56.52% (-15.74%98.18%) T - 7210,
EIVE RIS BB 13 38.5% (5/13 1) Td o720 RINE I MEIR
23.1% (3/13 %), BB 7.7% (1/1361). UENG 7.7% (1/13
B, THI7.7% (1/13B) Thorze 72, BRBAMES (F
TERD) 12 DEM QT EE 7.7% (1/13#1) THh-o7z.

17.1.8 REIMGEIRSHEBR RARV/NMER)
[T 6 [ 45 T ERBRS L < I3/NBEIP S AR 2 58 T U3 E
WSS 45 TAH 3R 2 2020 D 7o 4 5 20 S DR 1k L7z
HARNEBE 4 BE5E LT A (165%ULE) TEILARFT
+ % 24 1000 ~3000mg/ H. NETIRLNRF I 5 L4 20~
60mg/kg/H (K& 50kg DL Fi% 1000~3000mg/H) % #1185
L2k &, GRIERATRERBIIU T O L B Y Th o 724042,

()
(43) )

(43) (19
(32)

- (29)
N (36)
D (39 (22) (19) 2)

(1)

& Oy ¢ Y ¥
ATl ) )

[ 17-3 S AR TSR I £

BV FE B 12 38.6% (17/44 B) T o 720 E 2 EIEMIEME
R 11.4% (5/44 1) TdHolzo Tz, BIRMAMES @)
1Z, DEM QTR 4.5% (2/446)), 75=vT73I /) F5F VR
77 —XHm2.3% (1/4461), 7ANRTF VBT I VTV
A7 =T —EHIN 2.3% (1/44 B) . C- B & RN 2.3% (1/44
Bl) . AREREIN 2.3% (1/44 B1) TH o720

18. g
18.1 {fEAHRF

LARF v 8 Dd, FHZERBOEER A F 0 F v 2V &3
HLGVA | MEERED Y F 7 AN AFTVE 2A (SV2A) &
DFEARA NI Ca2tF ¥ A OVIHLED, HIKLHN Ca2t il EEH)
10, GABA KU ¥ VBB RISTT LT HATY v 7
B DD | AN 1] 0> 3 72 [F L OB 72 &SRR X
NTW5b, SV2AIZK T 5B E K CTA»ABYET



WAZ B B FETERIHIEE & o
LRF Tk 4L SV2A O
bOLEZLENLY,

18.2 TADPARIEICHT 21EH
WA Z ) — =V T EF LV THILEREBITVNAETT VL
U RRYFL YT IV = VFERTORATT VR E TR T
WAL AIIBIVE 2R X e hr o 725078, MRS~ FY v 7
TR0 RYFLYF RIS —NF Y RY T A0, ¥
ANE LI HA = VBRGSO T v O A bR T — ViR
PR TADPAT & (GAERS) 5V, BEMI A~ Y 22 7% &
DIRGFAE EMFNEE KWL 2 CADABWEFTVIZBWT,
FEAEIIHIER %2 7R L 720

18.3 M CTADPAEMIER
R ELRIF Y B v 79y M2BWT, F ¥ 8 ¥ 7|k
L7259,

18.4 hiRMEHE(CXE S B Z DMDIER
F v b ® Morris KEEEREICB W THRMEREICEEL LITE
0, m—F—ay FEEBRCTIEBRICSE R RIS Rho
72500, F 72, PORIKEIRFEZE T v MBI e &
R,

19. B CEAT IB(EERHMR
—WEBHR : LNF S5 &% 4 (Levetiracetam)

RO LN Z b
FH% FEVE NI 75[/@\6

124+ (25 -2- (2-Oxopyrrolidine-1-yl) butyramide
5312 CsHaN20z2
a0 170.21
PR BROBETH S, KITHBMOTHEITFR T, 25—
Wy 87— (99.5) LETAFNVANVEFY FIZEH
FRF v,
bt
0]
H:C” > NH:

20. BRV EDEFRE
AN E AR TR A2 &,

21. FEFEMH
BEdi ) A 7 A LR 2 HEE D L

22. ‘@

(LRFF 42 LEE250mg [F2H%])
100 ¢ [10 %8 (PTP) x10]
(LRF St L5 500mg [2H4])
100 $¢ [10 8¢ (PTP) x10]

23. EEX®

1) JEA @A « EEREIVERRERN IS~ =2 7V 355 M
I AE M 1

2) HAMNERER BT B LARF T & & o K500 3 8)
& (=77 I8 2010 4E 7 H 23 HAKGE, & RHEZE
2.7.6.3.1)

3) HARMEHERAICBI 5 LARF T €5 4R GKE 0 LB
B (=77 I8 201047 H 23 HAKGE, HI G ERE
2.7.6.3.2)

4) HARMEHERANICBT 5 LARF T 15 A5 KOG o B
WHREOH ([ — 7 7 MiEEHE © 2014 427 7 4 BAGR.
HEEERHEZ 2.7.6.1.1)

NEVNETAPABEIZBIT S LARF T & A H RO

HEWEED (=77 I8/ K4 ay 7 201345 H 31

HIRRE, WEERES 2.7.6.2.1)

6) SEVNETADABEIIBIT D LARF T 15 L5 RO
YRR =778/ FI74ay 7 201345 1 31
HZKGR. e Ardlt #)

7) LRF T vy JIBT L BEMEDEERET-1 (-7 7T

$E 1 2010 4F 7 H 23 HAKGE, WESERE 2.7.2.2.3)

Toublanc, N. et al. : Drug Metab. Pharmacokinet., 2014 ;

29 : 61-68

9) AN EW I RS ERER (LT T & & A6 500mg [ &
%)

10) HAAMEHERAIIE T B LARF F1 5 LAOREYHREIZFIT
FTRFORE (=7 7782010 4E 7 H 23 HAKGE. HG5
EREE 2.7.6.1.2)

11) Ramael, S. et al. : Clin. Ther., 2006 ; 28 : 734-744

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

WENCERT 52 &,
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18)
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24)
25)
26)

27)
28)
29)

30)

31

—

32

=

33

=

34

=

35)
36)

37

-

38

z

39)

40)

41)

42)

45)
46)
47)
48)

49)
50)

51)
52)

A (A =47 F8E  2010 48 7 J1 23 HAKEL, G
2.6.4.1, 2.6.4.4)

R (RS (£ —4 758 1 201048 7 H 23 &,
S SRS 2.4.3.3, 2.6.2.2)

R (GEWBE AW EAER) (41— 7 F 8§ : 2010 4
7 H 23 HARR. Wil

PR 2.6.4.7)
Strolin Benedetti, M. et al. : Eur. J. Clin. Pharmacol.,
2003 ; 59 : 621-630

PR

PEME (4 =2 7 T8¢ 1 2010 4F 7 H 23 HAKGE. HEEE RS
2.7.2.3.2)

Yamamoto, J. et al. : Clin. Drug Investig., 2014 ; 34 :
819-828

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

FrFBSREREE RS (L —4 7 F 8¢ 1 20104 7 7 23 HAKGE, H

%%ﬂ%§2jﬁ4m

i HEN) 1285 LT 51 & BN OSSR

B GREORYTRE (£ —7 7 T8¢ 2010 4E 7 H 23 HAG.

WG E RS 2.5.3.4, 2.7.6.4.1)

Browne, T. R. et al. : J. Clin. Pharmacol.,

590-595

WWHEER (7o=M ) A =77 75 :20104E7H

23 HAKRE, HAHEHIES 2.7.6.5.6)

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

Ragueneau-Majlessi, I. et al. : Epilepsia, 2002 ; 43 : 697-702

YA EAE (RECEAESE) (£ —2 7788 2010 4R 7 H 23

KRR, Wi a 2 2.7.6.5.1)

Levy, R. H. et al. : Epilepsy Res., 2001 ; 46 : 93-99

Ragueneau-Majlessi, I. et al. : Epilepsy Res., 2001 ; 47 :

55-63

LARF T8 AR OREWOEYEERITT T axA Y

FOWE (L —4 7542010457 A 23 HAKZE, HIFEEE
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