20244E9 H T (8830, AREBAAF o T )

* 202444 H S ET

Wik s

A 35 T A AFE

R URFStLRSAvOvT

H ARG i B o
871139
KRBT GGG
30300AMX00386000)  20214F12H

LAFSEIL ksrv0y750% M8k
LEVETIRACETAM Drysyrup MELI,

1) R - ERSE ORI L W52 &

2. BR(ROEBEICFIRS LRV &)
REN OB T T Y B 78RR U S BOE O BEAE O &
vy
3. #8RE - MR
3.1 #8m%

Wit 4 A (gt )
LRFTLs N WA RIEE AT A, BT
Ko 4vuy o ;3%7kyA AF KU Ry, 22502
50%[ WA | me F

3.2 HFIDMHEIR
Wi 4, I @
LRFIEI AT Yuy 7| i
S | Bk Uk 1~ B

HERT 2L &, bIPICABELHETD 2,

4. e - R
OTANAEBEDBDFF(TREERIEFRFZZD)
OftsDITADAETHDIEHIRNBO SNIEVTADAEBED

BERREECHT DN TADAEEDHBRE

6. % - B=E

BEA i, AL ARF T2 28 LTIHI000mg( K5 4
vy 7E L2 # 1 H2MNI /50 THIBHAM L CRRIO% 53 %,
B FERICEDIH3000mg (KT 4 vyay 7F& L T6g) zlBR%
WHEBH T EBIR 5 AY, HEIZ2EB L EoRMEE H O TIHH
HELTI00mg(FI4vay FE LT U217 2 &,
INR Il 4R EO/NEIZIZLANF Ty 4k LTIH20mg/
kg(FI 4 ay 7& L T40mg/kg) %1 H2E1Z 5 ) TR AR
L CRRO%RG T 5, B, FERICEDIH60mg/kg(FI 4 >y
7& L T120mg/kg) & 8 2 7o W PH CE E I T A 2%, BEEIE2
EMMUEORMEE H O CIHARE LT20mg/kg(Fo 4 vay 7
L LCT40mg/kg) LF$0479 2 &, 7272 L. KES0kgll Lo/l
BTk, RAELFRUAHE - HEZHWLZ L,

7. Bi% - HEICEET 2FR
7.1 ARH % mE AR LT 2845101, obiTA R

ASEE BT 5 2 Lo REBARTEIEISR 3 5 AH] Bk 5 C ol
R FEN L T v,

2 BB A AT AMABFICAA B RE T AAIE. THRIC
RT I VTFor )75 AlEBE L LTARORSERLD
BEMBERAGT L&, T2, MBBENZ 2T TV ERARY
T, ZV7F=v 2075 v AEICS U2 TH SIS T,
MLENT 2 556 L 22 SRR 0B %5 217) 2 k. &b, 22
TRLTVWAHELCHERY I 2L —Y 3 VRERICESC DD
ThHrHILns, BHEITLIHEEIIBEL 2SS, HELOHE
FHEHT AL T, BREEEY AT AMNIEFRIIOVTY
BBEBEDRLIE IS U Ty AR 0P 58 K O 5 Fka % 5 % 7%
CEEICHRET A L, [921. 922, 98, 1661, 16625 ]

7 VT7F= . 1L ¥ %
YT g @ﬁm*ﬁ‘f{ﬁf

. >80 >50-<80 | >30-<50 <30 DA,

A P il 7e W
(mL/min) - H
VA5 1000~ |1000~|500~1(500~|500 ~

e 3000mg | 2000mg | 1500mg | 1000mg | 1000mg
110 11m] 11m] 118] 10
WELGE | 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
1H2/M | 1H2@ | 1H2[ | 1H2M | TH1ME
10m 11m] 111 118] 11\
e febdt | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1H2[M | 1H2M[ | 1H2[ | 1H20 | TH1E

7.3 EEOHEREREDDH L BETIX, HIETO 2 LT F VAR
BFLTBY, 2L T7F=02) 75 2 AMlin b TIE iR E
DOFLE #W/NGEMT 2R H L 2 &b, XV IHEL S
G55 b0, EEIEREZBIZE L 22055 L O & 2 3
T5Z k. [931. 16638M1K]

8. EENEANEE

8.1 WHPICBI 2GS EOAM ARV LS RIRIcL ), T
ADAFIEORE I TADPABRIRESR D SbNDEZ LD D
DT, HHERILTLHAEICIE. P B2/ L EA T T
TAIRET A3 EEEIT) Z &,

8.2 &, &y - )y - KOHEBIE NSO TFAEZ 5 2 &8
HHDOT, AFEGHOBE I HBFEOERS, Bz
WOBEIHRE S LEVWEITEETL L,

8.3 WMl ME. ShWL. MR, BE, HBRUESORmMAERYSD S L
N, BREERICEL L HLDT, KRG HIZEZORER
OIHRREOBL 2 TEEEBIERT A2 Lo [84, 1116, 15.1.15H]

8.4 BEHE RV Z ORIEHHEYE, BRSO RS MAEIRFEB oW
eI D W Tl 2 1T v, B & B Il Z D &9 &9
g4 52 &, [83, 1116, 151.15HH]

9. HEDERZHI DREICHT IR

9.2 BikaElEEERE
9.2.1 BIEERZEDSDEE

[72. 1661=H4]
9.22 MFESEMZZIFT TSRS
[72. 16.62%M]
9.3 FFieEREERE
9.3.1 EETHEEREZEDSG % EE (Child-Pughy)%&EC)
[7.3. 16.6.3%M4]
9.5 WFiF
9.5.1 M XIZITFIR L C W ARt H 2 L HICIE, DFo L) %
VA7 % Ui oAtz Eal s & Hkr s b
HFRXOAREGTHI L,
b MIBWT, HRPICLANF S 7 AP EEIMET L
LOWmEDVDHY . HIMY AR —HIMIZE . mK TG
DE0%E T2 o2 L DHGEDDH B,
Ty MIBWTRERBITHESED LN TS,
CEWERBRIZBWT, Iy bTlEe hOREHZE L FEED Lo
BE R CHRAR R CREOFHKEEOMN, WEEE, WMok
TREMAED b, THFTIE, & bADREHEREO4I~5/D
WREE CIRESE, BT OBMME OCHIEOBMARD 5T
60
%9.5.2 AH| &G Uzl ah o A L2 BIcB W, i lasey
BIEEREDR D S bNAZ EWH 5,
9.6 &EHiF
HREOFEER OB REOA R EE L. BILOMKE L
Pk ERE T 52 L,
v MELHHRABIT T2 L HE STV S,
9.7 IR
PG AR E DU A N A R & L 72 BRI =N - sk & b
WCERL TWiewv,
9.8 EHE
JVTF=r )T T v AEEBEICK w5 W T
L EHEICKGTAI L, BEETIEIEREMINL TS
LM%, [72, 1661, 1664%1]

1. BIWEA
ROBMERDR D 5bNEZ EDHEOT, Bz 5w, R
WA SN ARG 2 PIE T 2 % LY R 0LEE T &
t o

11.1 EXSEIEA

11.1.1 hSHERFIBIERARE (Toxic Epidermal Necrolysis :
TEN). FEEtHERIEIREE (Stevens-JohnsonfElREE) (W1 h

BEFEE D& DEE



b BHEAR)

FEEG FIBE. KN - OB AL ). NG, AT, NS
DOEFEDVFRD SN AT G2k L, @R 0E%24795 2
ao
11.1.2 EX|EBEUEEREE (HUEARH)

MIEIR L UT3895, B8 A SN, HICIFRERER S, 1) > /SH;
R, AmEkBE, GFERERNE S, B ORI 2 0 B
WOEELRBBIEIRED SbNDLZ LB b, BB, B bR
A 4 IV AG(HHV-6) D™ 4 )V A DFIEMALZPED S 2% <,
PGk b5, HE. IFRERERTE S ORISR D 5 138
WAL 22 EHHEOTEET LI LD,
11.1.3 EERIMAEE FHEAH)

PUMERIE A, SR ERGE, HIERRA, Rk, R
DBHEONDLI LD D,
11.1.4 A2, FER (3 b HEEARH)

ARG, WREOEELRIFEENDSbNL I LD 5,
11.1.5 BER BHEAH)

LUV, B8, A, WSSOI D Sbh ), e
D LADFED LN i3S 2k L, @8 20LiE %179
\: to
11.1.6 EME. BRER (31D 1%K0)

Sk, SEEL. R, B SURMESORAEIRD D S b,
HESRICELZEbH Do [83. 84 15115 ]
11.1.7 FEIERRIARAE (B AH)

. B, CKES. M R ORI F 7 a v v ESA)S
Hobhlgaicidikszdmik L, @R LEZT) 2 &,
11.1.8 2UBEE HEAH)
11.1.9 BMFEREE CHEA W)

FEE WiBREL, MFECK LA, MR, MEOZS), Mk, 5
%, AMEROMIEDLD S bNGEI1 S 2k L, K
WHL KGR WA OMY) A ME AT Sk, T2, 03
FTOY VREED BRI TSR SN Z WD 5,
11.2 ZDMOREIERA

M| %L | 1~ 3%kl ok | BEA]
I ¥ | ISR, G| HOR. W, IF | SEALIKE.
(104%) . | 5B, ik, | B0 BEE . %) | s A
W | S, (3. A, | G, M
(11.8%). | 8. 815> | sl S0 | @i A%
RIS, 16 B WERGE. | s R
IR (27.9%) TR R | S

Kdese, SEAT | B W 7 7

R B GEERE | N — ¥

FifipIE A BBy, YR8, WIR.

F ARV =, AN TALANH
oo (KfrkE 3 | B s
VBRI R | B
BRSO
AR, S
= 75 i
5
WL R | B AL WK
m W WS
s, RN
o ER W | R Lo B
» WA Bk E
. VERILL i/
itk MRS, B
1L 5 % B
LR B
e LERQTIE .
£ 3

e B
W . M | A Rt | IR, LS
B T | VURHCEE. M| de. i IENE.

e |EmE. E | S %

U e
%y Wi
o

T ALPHIN | IFRSAESLH

WETE 2 R | BUR

. . 7 1 o B

ILER - 4]

2 e R o A

" TR B

e s

FRO\BHEE | 3%DL L 1~3% Al 19 A i B
O OB O AR, M| S, g
(30.2%) | Wk, 5. W
IR 25 WA W B 9K B A4 VT
. LAE | v v R
DRAE %
RHE RO | SRR R
#
e B . 2 | BLEE, B | 2B ALHE,
B E FEAE . FEIE L | VR AL HEIRE | AR
S5 [ZNl=T 30
A6 B, Wi, | S . DU
i A% S i B A R | . WA
P4 i3
L Hu [lgE D F
BRI, F (M by 7Y Dy ES, | FiC kB
2ol B RER | LY R BN, | RRYERRE, BT A O 68
4 Ji 3 . AR TR B | BORAI RN | 2455
n

13. BEKRS

13.1 fER
MEDOHREHREICBWT, LRNF 5t ¥ L% —FEI215~140gk
L7650, IR, BBk, BORME, ERL Vo, gk
PR O BEDSRE S N Tw 2,

13.2 A&

AFNIMAEN I L D RETRRTH . I L T BIERORNE
W26 U CHEN O E i % B35 2 & [166281]

15. ZDMDER

15.1 BRARERICE D < 1B

15.1.1 I CEIE S N7AF % FLHRBOMTAPATEIZBIT S,
TADA, FMEBEZ S E L1990 7 S & R B Bk
DOMFEHERICBWT, BESELVHABEROEHO Y R 7 75,
HTADPARDIRMAEETT L REEE I L TR2MGE < BiTA
WAEIREE 1 043%. 7T LR 1 024%) . HLTADPAKDIR
HEETIE, 79 RBELHERI000AH 72D IIANL W ERE SR
72 (95%E X © 0.6-39)0 72 TADABEOF TV —F
TlE, 779 RBELRI00AH 72D 24NL W ELEFH SR TW
%o [83. 84, 11.1.6%MH]

15.1.2 AHE AN TA D ABE120861 2 55 & L7=7 7 & R5
i PR R BR 0 B AT AC B W Ty IR R AT BE IR O A E G
(Wemetk, Wb, 0. A, EHE, A, #9o. WHER
e WE. EBRL ., HRIYE. iR, RE. AR
E) DIHRIIAKBETL33%. 7T L RHET62%Th o720 [k
W2y HENNRTAD»ABRE (A~165%) 1986125 L L7 5+&
AR HERIR BRI BT 5 Y%A EHR OFEBIEIIARFIRE T37.6%.
75t RKEETIZ6% T - 770
F720 AHEANRTAD» A BT (4~165%) 9861 & k5 & L =385
FERE L OB $ 5 B2 3T 5 75 & R R R IC B
W, RN TH LA, 7T REEE b LT TE)
DEALATRIE S 7z,

16. FYBIE

16.1 MAGEE

16.1.1 BA

(1) BEHRS

HEREE S L XF T £ # 2250, 500, 1000, 1500, 2000, 3000, 40001,
5000mg™ (%45 5-R661) % 22 R 5 L7z & &, TXTo®S
HTLARF T AOMmEETRRE IS HZIZIZIFMICRSMHEZR L.
SR (t1/2) 133G Db & FT~E T d - 722,

(ug/mL)

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

(N=6:F#3fE+SD)

RERE S N AR, < BEE

BN AN



£l HNEGROEYEE T X — 5

b Crmax tmax AUCo48h t1/2

(mg) (ug/mL) (h) (ug+h/mL) (h)
250 69=13 1.0+06 56.7 6.2 69=09
500 164%48 1.0+06 1487+184 79=10
1000 297+93 08+06 2889 +34.0 79%10
1500 408+72 08=0.3 4581509 81=04
2000 533+83 08=06 5746+ 714 80=038
3000 829+74 06+02 9252+102.1 78+08
4000 1141110 09+06 12482+ 1524 86+10
50001 1151 +14.3 1.0+06 13633 +151.9 81=07

HH G661, I+ SD

Cmax © 3G MR tmax © f5¢ 26 ML Ho i LS S 15

AUC : MYy - P AR N IR ez - IR0

1) EIN TR S M7= ARFHI 01 H fie s 5-57133000mg Td % o

(2 RiERS

RN L RFF 2 5 24 & LCTLE1000mg X i31500mg (#45% 5-5:6) % 1
H2[7H G- L& &0 %510 B (OIm#EG-1E) & 7H H (R R 5-0)
D MAE PR ET ISR G A2~ BT Cmax 2 /R Ly T DR8I D
FP IR TN L7zo 72, MBETR IS HS-3H H IS IRE &S
B N S N2,

ST 2000mg/ H (N=6) 3000mg/ H (N=6)
NTA=Y AV G | AR IR G | AU G | A
Cimax( g/mL) 241+30 | 363%57 | 333%36 | 52046
tmax (h) 22+12 | 2810 | 22%08 | 25=10
e 19134267 | 3183632 | 2537303 | 4456%569
ug m.
t/2(h) 8014 | 83%09 | 75%07 | 77204
P31l = SD

(3) FUBEFIRAIRS S ROZSDHE
TERER N25B11Z LN F 5 & & 21500mg % 1555 [ 55 ek P 3% 53013
BH L&, LRF I LOEWYFHENAT XA =5 IZUTOEBY T
o 7ze REOTGWEL KL T piEEHIR NS 5 O Cmax 3R L6F5 = <
AUCK U213 BB L Tz, B, LARF T &8 ARG 41
RIFI R I349100% T - 723,

#2 HEEGROIEYEIE T X — 5

T FELT IR A - KL R Py I
NG RA—% (N=25) (N=25) (90% 5 HUX [H])
Cmax (¢ g/mL) 97.0(276] 589[37.0] 1.64(1.47-1.83)
AUCo+(ug - h/mL) 472.3[154] 487.4[159] 0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27) 0.75(0.50-3.00) -
tr2(h) 7.11[11.7] 7.23012.7] -

FATPIGMELCV (%) 1 tmax b A IAl (B /M-t K AH)
a) M ERIR N G/ R P -
(4) &EYFHNEE SRR

LARFGHYAFTA YTy T50%[ WG4 =7 TSI RI4vay 7
50% %, ZOAF—N—EIlE ) ZRFRIg(LAF T I AL LT
500mg) fEHE IR A TS S HLE AR 1 G- L CHILAEH (S)- L RF T & & Ak
EEMEL, 55N W/ YT X — % (AUC. Cmax) IZ2WTI0%1E
HE X ) 2302 CHRERHAAT 2 17 o 7245 . 10g(0.80) ~log (1.25) O#iPHN T H
0. RO RS AR S et

(ug/mL)
30 —e LARFFEHARTA ST T50% W)
o A=HTITETA Ty T50%

25 . (Mean +S.D.. n=47)

20 Hi
15

10

BRED N U ), O-(0) BEE

T . . . . Pm— )
012 4 8 12 24 36

] (hr)
X 50% K54 vay ZHGROMSETR (S)-LXFJ & & LREHER

#3 HYEE T 2 -5

HE T A—% BENTA—F

1 -
2 AUCt Cmax Tmax T2
(ug-hr/mL) | (ug/mL) (hr) (hr)

LRF T A
FIA4ay 7| 47 | 1441£1964 | 2135519 |046=021 | 7.78+0.66
509% [ Wit |
A—575k3
4 a vy 750%

47 | 1414£1992 | 2071456 |049=0.23|7.77+0.70

Mean £S.D.
MAFE A RENE ONICAUC, Cmax® 0285 X — F1%, Bl oI, Ko
PRIIEL - WG S5 O FRBRSAF IS & > TR 20 MDD 5.
16.1.2 INE
6~12MD/IRTADABHEIZLRF T E 5 4L L T20mg/ kg HIF
BhHLE & LRF I 15 A0Sk 345 5 (2 2205 R e il
2R Ly ISR IRINE6HE R T o 725 JHEAF— %)

b Cmax tmax AUCo-24n t1/2
(mg/kg) (ug/mL) (h) (ug-h/mL) (h)
20 258+86 2.0(1.0-4.0) 226 =64 60+1.1

tmaxtE HOE (/M-S KA . 2400 (t1/2 @ 23%0) . “F39ME = SD

16.1.3 BEREYENRERENT
A HARAROHEANDORERA R T TADPABRE(Z VT F= 20
7T v A 49.2~256.8mL/min) 2> S5 SN MR L XF T & & AEE
F=5 e AT, BEMSEMEIEBIFN 2175 720 ZOME, AT osy
775 Y A(CL/PIZx LT RE, M. CLerE OBEHPLCT A2 A,
2T ORAER (V/F) 126k UTRE, IRPT A D A SR OB E D1
BEIRTE (B S TADABE) IS SR T & LCHiE S
79,
AN N (4~167%) O (16~55i%) DT A D ABE S5 M0
B LT Ty LRET — 7 2T, BHEFISEWBIREMAT %2 175 720
TOREF. CL/FICH L THRE R OPEHITCTA» AR, V/FICH L THRE
HIRET RN LA ORISR D H BT & LTHE S h iz AR
OHATAPABEOMBERSEDRRIEEZ S I 2 L —Ya v LR AR
TADABEIZI0~30me/ kg% 1 H 2[4 5. L 72 B o> A 3y i e 13, 0%
AT A ABFHIZ500~1500mg 1 H 245 L 72k & B & Pl 7,

16.2 MRUIY

16.2.1 BEDFE
fEFEMAI26012, L AF T+ & 21500mg % 22 I S 1d £ #%2 H L 4%
Blb&, ZERLIERT, ABREGHETEtnax? L3R MR L.
Cnaxl330%E T L7225 AUCIEA%Tdh o722,

16.3 £
HARANCTADABED LT O AERNE, 5L FSEY BYREMRAT O,
0.64L/kg & HEE S, RNHRAK S HEITE R E 7 5 728 o FhE AR A
17B1% FRIC L RF 5+ ¥ 51500me % Hl RIS L7z & &, HA %
B OFLMHIZA11L(056L/kg) TH Y ARMFRASTRIE VTS - 722,
in vitro B Qex vivo R OFEHR, LRF I 1y A ROTER#EWTH S
uch LOS7D 47 A IR A FIE. 10% A TH 29,

16.4 X34
LRF Ity aid, 7 b2y o— 2P0 RRBHECEIRB S L v, £
AT T 2 b7 X FIEOBEMIRSHETHY . T X ) AR
ENLDIEERBEWDuch LOST (I VKX I MR THh b, =B, KCEHW
(2 IEFREE G PR 13 72 610
in vitro iREEIZB W T, LXRFF ¥ ¥ 4 FFucb LO571ZCYP(3A3/4,
2A6. 2C9, 2C19. 2D6. 2E1 K% U°1A2), UDP-7 )V 7 1 > Wiz i #
(UGT1A1 UFUGTIAG) UL HEF ¥ Fe Fu s —¥ o L CHEMRHE %
IRELRMolze /20 NVTHEEF N YLDV a VA ICH B
RIS Lol

16.5 HEttt
B (B4 54610) 12 L R F 5 & & 4250~5000mglt) % 22 15 k2 4 a]
FELIHE S L7z & 52, B 548050 % % CoR GBI T 2 iR O
M. RZEIRE LT56.3~65.3%. uch L057% LT17.7~21.9%T& -
72
ARE N AERE SN B PEABNZUC- L NF T & & 2500mg % HERE OG- L7z &
29 PrHASKER % TITHGHD92.8% D ETREA IR B 0.1%AH73E
A SIS N7z, 548 [ 4 F TOH% GRS 2 R PEIERIE, R
AR E L T65.9%. uch L057& LT237%Tdh - 720
L RF Tt & A OPEIIE R ERAR 2 8 K ORI FFIAS, uch LO57IC1&
SRERE 2 i & BB RN St 5 L T 59,
1) [E N TR S 72 AR A 01 H 3% &5 2133000mg TH % o

16.6 HEDEREZEITDEE
16.6.1 BiEEEEERE

R ORE DR BN EIRE 2GS, LT T 8 A% W
Lz, Ahoseyr) 7Ty 2B IESR % (CLCr : >80mL/
min/1.73m?2) & [ LT, BT H (CLer © 50~<80mL/min/1.73m?2) T
1340%. HEEEE T (CLCR © 30~<50mL/min/1.73m?) T52%. T



% (CLCR © <30mL/min/1.73m?2) TOI%IL T L72o LRF T 5 1DE2 Y
TIVARILTFE VT Iy AEFEICHBLZY, [72, 921,
98, 16.64%H4]

ORI
BT A =5 iEH B s L
(N=6) (N=6) (N=6) (N=6)
f;cf/min e >80 50-<80 30-<50 <30
EEasa Ty 500mg 500mg 250mg 250mg
LAFTE S L
Cmax (1 g/mL) 219[312] | 155[253] | 108[243] | 92[304]
tmax (h) 05(05-20) | 1(0520) | 05(05-10) | 05(05-1.0)
AUCoi(ug-h/mL) | 166(165] | 248(169] | 169(165] | 212[19.]
t/2(h) 76(69] | 126[113] | 155[175] | 19.7(265]
%ﬁmin 73m?) 515(78] | 309(146] | 246[150] | 203[209]
CLRr
(mL/min/173m?) | 3L6[28519 | 153[223] | 07[234] | 60[536]
uch L057
Cmax (4 g/mL) 036094] | 075[258] | 057[260] | 1.06[29.3]
e (h) 50 80 120 240
(20-80) (60-120) | (80-120) | (120-240)
AUCo(ug-h/mL) | 59097] | 226[459] | 187[534] | 57.8(57.3]
) 124 190 203 2638
(11.3153) | (17.3199) | (197236) | (172-333)

BTG [CV (%) ]\ tmax 2 Cuch LO57Dt1/21d Hr gl (/M- fiz K Ai)
CL/F: APy rs) 75 A CLR:B2U75 YA a)N=4
16.6.2 MESEHTZRIFT TS REBKAEBEEE
MR ENT & 520 TV 2 KINE R EORAERTIILNF T2 5 A
500mg % EAT BARA4RE I AT IS IR 5 Lz L & LRF T 5 203
BENTHE DN IR 34.7THE B T D o 72 A%, BT 2.3ME N 856 L 72,
LRF Ty A Wuch LOSTOBNFIC X 25135 . 81% K U87%
Th-7212, [72, 922, 1325H]

HYEE T X — 5 LNXF T L8 L uch L057
Cmax (1 g/mL) 18.7[81] 884[7.0]
tmax (h) 0.7(0.43-0.98) 44.0(44.0-44.0)
t1/2(h) 34.7(29.2-38.6) -
AUCo4h(u g - h/mL) 462[105] 230[7.8]
CL/F (mL/min/1.73m?) 10.9(94-13.1) -
TAT T4 — ORI (%) 81(75] 87(7.2]
IR ZEAT D S (h) 2.3(2.1-2.6) 2.1(1.9:2.6)
MGENT 2 1) 7 5~ A (mL/min) 1154[8.1] 1229(7.1]

N=6, #MV-IMHE[CV (%) ]

tmax. t1/2. CL/F. ILENTH O 9 0001 oo il (e IMit-de A Ail)
16.6.3 FFiREEEEE

RS e OV 4 B2 (Child-Pugh /0 A K OB) O A NFREFEIL FHIZ L RXF 5

by AEHEROES L2 &, LRFTEF2DEH )T 50 AIE

iz A 5N o 72 HEE (Child-Pugh/HC) ORI T #H T, &8

2T T Y AN A DRI50% & 7 5 72213 (JHEAF— ). [7.3. 9.3.1

]

iR A
S B | Child-Pugh | Child-Pugh | Child-Pugh
7RTA=Y (N=5) SrEIA 57HIB SRHC
(N=5) (N=6) (N=5)
CLcr
(nLymin/l7gmt)e | 931138 | 12085119 | 996132 | 635135
LARF TR A
Cmax (1 g/mL) 23112 | 236=49 | 24733 | 24138
tmax (h) 08+03 | 0602 05+00 16%15
AUC(u g+ h/mL) 23449 | 22425 262+58 | 595=220
t1/2(h) 7610 | 76=07 87+15 18472
CL/F
(/i1 73m2) 634+97 | 625+87 | 554=105 | 292%135
Ml £ SD
Q) LARF F & ¥ A FE %Ol
16.6.4 SHE

BREICBIT 5 LANF Ty AOFEYHEIIONT, ZLTF=r YT
5 ¥ AH330~T71mL/min D W H 1651 (4E#561~88)%) & xR & L CHH L
TR RS T SR AR A0% R Ly 10~ 11HF [ & 72 5 72214
HEANT—%), [98. 16615K]

16.7 EYHEE(ER

16.7.1 JI= R
T MM Y OBEEETTHCT Y PO — LT & 2 WES R E TR
PEABALRIE M ATMEZ AT 2 MATAPABEBI 2RI, LTS
+ % 23000mg/ H #pEHFEG- Lz & &, 7= M YOI higE Y
BYREN TG X — T BEE RIFE Dol 722 ML VB LARFFE S A
DIEYBYE S Z AT & o 72215 BHEAF—4),o

16.7.2 JN)LTOBEF MU L
TEHER L6612 S RIS, N T afEF b)Y 7 AOEFIRETICBLTLAN
F 55 A %1500mg RO G- Lz e &, Ny 7 afEd ) v Ak
NF Ty LADOEYBREIHEL RFEhholze LRFTEEALNL
TOmEF N AOEYHEIEER RIZE -0 BHEAT—5).

16.7.3 ROBIAR(TFZIVIR NS IF—ILRUUR/ILTFZA RUILDOE
1))
ERE N PE18H & 3 G0, RRITBIT (T F =V A b5 YU+ —
0.03mgl 'L AR 2 V4 2 b L V0.15mgd AR Z1HLE) L L RF 51 ¥
2% 1500mgl H2M21 H B RAER I35 Lz &, LRFFTE 5 A1k
FINWIANTVF = VROV R VT AN L VOEYEEIRS X — 7 (2
WEE RIS ol FWBREOMP 704 AT 0 ¥k MR RV
T VPRI TR L. LR O I EE RIS b o T,
RIDHAEIEIE, LAF T8 A 0EYMBEICHELZ RITE kb o 72217 (4
FAF—%)

16.7.4 IYd*xv v
RERER AL A SIS, T2~ (1H0.25mgZx 1H1E) KOV RF T+
& A111000mgl H2[7 H BRI L5 Lz & LRF I8 gy
TXY D OEYBHENT A= B RIS hdol, YTF I H L
RFFH 5 AOEWHREICHEE RITE 2o 2 WHEATF— %),

16.7.5 DILT7 U
7 by Y SR o EE S (INR) 2 HAEEO PN ICHERT 5 X9 .
TNT 7 ) YOG B2 TV AR 2661 % x5, TV
7 7Y ¥ (25~75mg/H) KU LXF L& A11011000mgl H 217 H [# 5 45E
BOG L&, LARXFIEF 2TV T 7)) VIBEICHEZ NITE
. Tuba R REE ST e ol TVT 7Y VB LARTT
Yy A OEYBREIEEE RIS 2 h o729 BHEAT—%),

16.7.6 ORI R
Tl e N 2300 & F 12, 7 a XA v K (1M500mg% 1 H4M) O L XF 5
& A101000mgl H2/4 H ARG Lz &, 7axxy Nl
NFF ¥ 7 AOFEWBHRENITEEE KT S B h o 7225 ERHHWuch L057
DI VT T Y ARCIUBIE T S 722 JHEAT— %),

17. BRIRALIE

17.1 BIMERUOREMCRET 258

(CAHAEEDBDRIE(CRIESERIEZSD))

17.1.1 ERNEDEHEBR(RA. BRIEE)
RETADPAL BRSNS RNEEZ AT 516U EOBEHEZFRE L
T. LRFF &% 51000~2000mg/ H (1000mg/ H % #5112 Fe/EhIm 5
723547132000mg/ H I W) 133000me/ H GEEDH M2 hhb 5§,
3000mg/ H (B g) 2 HANS TREO3 S L2 & &, B E TH
%1000~2000mg/ H B O RS- B2 BT 567 A TR L BE 0H
£d. 73.8%(45/61%1) T - 720 1000~2000mg/ H BE D i #&E-4li T
L4 I ZE PRI 22 B O 81 611359.0% (36/6141) Tdp > 720 72, 3000mg/H
BB 267 B BFEMEN JEE OB E1322.2% (2/961) . 14E R FEVER 6
FOEEIX11.1% (1/961) Td - 7220,
FlE S8 BUBEE 1254.9% (39/7181) TH - 720 F 2 BV MHEAR32.4% (23/
716)) TdH - 720

17.1.2 ERSE D/ MEHR (A, HEAZE)
LARF 5+ 21000mg/ H. 3000mg/H K O°7 5+ K % 128 #2455 (0%
HFOPTAPAEE OB Lzt FEFMIEAE TH 2 HBH720) O
SRRV FRIETEOL B THY, 7T RBLLRF T L5 L%
(1000/% U°3000mg/ H) AL T2 L XF 5+ & 21000mg/ H B [ THFH#H
AT EFEDFRD b7z (Z N Np<00013E 12 p=0.006. 5.5 % KF. B
SR BT 20 B2 U722l 3 72 ) o8 FeE R % e 4si & § 5 3k
M) o B HEEICBUIB50%L ARy 7 —L— b GHDH7 ) OE55
VeI LS ERE ) & L RTH0% UL s L2 BB o#EE) 1. 77 bREE
13.8% (9/65%51) . 1000mg/ H #:31.3% (20/64%51) . 3000mg/ H #:28.6% (18/63
#) T o722,

b7 OMBREME| 75K 5
P, %4 s QL)
Bige | SR | % [95% = HIX ] ]
WIm | | (%) (ofi)
7T REE 65 273 | 267 6.11
188
1000mg/ 1 B 64 | 358 | 225 | 1961 209 | [60,299]
[10.2, 304] (p=0.006)
(p<0.001) 230
3000mg/ H 63 344 | 208 2772 [107. 336]

a) BRI R ORI G 0 T 7 — 8 234 o T v B IEHIEL



b) Hryefi
©) M PAL T F T I A
) P52 T BIEIIIC I 20 50 U 728D 72 ) O J61E R 5L
B D B AN i
455 0 T R ONRTA  1) o0 B4 P 56 BUSEEE 131000m g/ H #5653 1©56.9% (41/
72%1) . 3000mg/ H$% 58 T54.9% (39/7161) Tdh - 72, EHEINEHIZ
1000mg/ H¥% 56T, HHHE13.9% (10/7261) . 5IHEE 58.3% (6/7261) . %)
P F18.3% (6/7261) . 3000mg/ H % 5T THENL.9% (7/7161) . HlFEE %
85% (6/71%1) {FEED F115.6% (4/7161) TH - 72,
17.1.3 ENEMEHR (A, HAFE)
L~FF+t % A500mg/H. 1000mg/H. 2000mg/H. 3000mg/H %77
R Z 12 RS (AAOMT AL AIKE OB LWa, SEmNR
2B B BIEH A & DM B 72 ) OISR BIRAH (pdefit) 13, Zh
ZN1292%. 18.00%. 11.11%. 31.67%K U1250%CTH Y. FEFHEEH T
H5HLNFFEF 51000mg/ HEE, 3000mg/ HEE R N7 5 & REED3RER T
DOFHIA N 3B BB 2 5 O D 72 ) OIS FAEI BRI,
FHER A 23380 5 e A5 72 (p=0.067. Kruskal-Wallishiig) . 7%
B, BHIIBIA50%L 2Ky ¥ —L— ME, 7T L KRE1L6%(8/6961) .
500mg/ H#£19.1% (13/68%1) . 1000mg/ H #£17.6% (12/6851) . 2000mg/ H %k
16.2% (11/68f1) . 3000mg/ H #£:33.3% (22/66%1) Td - 722,
B4R BT R OV ERAN U B 0 RO R SE BB EE 13, 500mg/ H $% 5-B£60.6% (43/71
B1). 1000mg/ H$#%5-%#£61.4% (43/7061) . 2000mg/ H % 5-#£58.6% (41/70
%), 3000mg/ H % 5-164.3% (45/7061) Td - 72 2 EIVEAIZ500mg/ H
PeGBEC. BINEA14.1% (10/7160) . TH#H19.9% (7/7160) . FBhtkd v
7.0% (5/7161) 1IE7.0% (5/7141). 1000mg/H ¥ 58T, SLIATH2£18.6%
(13/70%1) . 1E1~10.0% (7/70%1) . 2000mg/ H % 5-%EC, #17.1% (12/70
Bl). BIHEE%15.7% (11/7081) . #457.1% (5/70%1) . 3000mg/ H 4% 5-# ¢
FRIEE 921.4% (15/70%1) . HE17.1% (12/7061) . 35 FER B8 47.1% (5/70
B)Tdh o720
17.1.4 ERRBMGTIR SHR
[EPNEE I/ MAHRRER O% . DFRISEE) 2568 T L2 BE151BI 2 4 & LT,
L RF 5% £21000~3000mg/ H %1 H2ENZ 450 TR G- Lz L & 0f
SEAERBIEL T O L B 1Y) Th o 722122,
RRBZBI L 725 E D By 76617252 O %A & 7z kil Brc AT
LARRERZ T L7z (24~36% A CTLHI. 36~48% A T476H1. 48% A VRET
2841) o

6.00

(G

g
=)
5]

»
=)
S)

©
1=
S)

g
=}
S)

‘\"-‘L\‘”\*"--h-»—o_o_\%,_»\i <2T9> [ T

72 Y DY FENEE D R
(15 AL, B 3PU T )

=)
S)

1)(150),

(139) 3y117)109) (96)

(©1) 39 (86) (85) (81) (78) (77) (70) (50)
(39)

0.00
I P S R
s

L DD
K K gh AN K o G Y R
F S0 S i U )

& S N e S R A N
RIVE I ZE BUIEE1392.1% (139/15181) Td o 720 T2 BIVE 1 SRR BH 5
55.6% (84/15141)  HiI24.5% (37/1511) . f6illk22.5% (34/151%1) T - 7z
17.1.5 EAE MARHER (R
BEAEDOPUT A D AT 05 BRI R AR 5 N W S 2 A5 %
4% L E16 KGO NETADPABETIBZ G HE LT, LRFTEH A
4031360mg/kg/ H (R E50k gL F1220003123000mg/ H) % 1 H 2[00 534 F
TUBEMREIRG (EOIHTADPAELEONH) Lzt &, LRIFMEH
Td 2 BEMRE A S O D 72 ) OERIFFENE I ER A= 0> HhJLfil (95915 X
)1, 43.21%(26.19%, 52.14%) Td Y. FAFHEOWAHFRO b7z,
F/o AR TADABESEFNCILELIED L RXF T ¥ ¥ £20~60mg/kg/
H (#k#E50kg L 11131000~3000mg/ H) % 1 H 22 550 THkfedx G- L7z & &
OFFHIEBBID T O L B Y TH- 725,

20

() h%

(73)

(73)

(E1PUS s, 53PS )

(55)

W 72 ) DFSFEAEE B O R

(54) (53) (29) (14

BB BRI kSRS kGRS ARG ARG ARG
(148) 1H~3»H 3~67H 6~9rH 9~125H 12~15s A

I S DU L 1358.9% (43/7361) T o 720 L mIVERIE. HilIR42.5% (31
/T300) Tdh o 72,

T H16%LL LD TA»ABEIP (HAANSR 2 HE) 23t b LT, L
NF 5 &% 2100075 L < 123000mg/ H (1000mg/ H 2 H#%5- 2 BG L. %45
8 F TIZHAED A & N7z 513208 B FE T1000mg/ H $7-23000mg/ H 121
i) L7 T R % 28RO (AR OHCTADPAE L OfEH) Lz L
X, EEFEEH Td 2 BRI S 0D 72 0 o iR AT kA
RIITFTROLEBYTHY, 7KL LT T L7 AHOMTHRETF
A BAEDTRD N7z (p<0.0001, 5B R O EEZ KT, SIS B T
2387 ) OMRERFRICVEN R 2 L L 5 80T 2,

WD 720 o v AT \
SEAE D) 75 KL D
%) —— - (9595 X i ]
Big | I |k (pfi)
IR | IR (%)
75 & R 109 083 | 065 | 1964 56.13
[44.02, 68.24]
LRF Ty LB 117 089 | 016 | 76.98 (p<0.0001)

a)Full Analysis Set

b) fh e

o) PGB R OE & K- BIEI I BU 2l D 72 ) onhE AR TSN %
B R AP Gy

FILE 58 BB 13 23.8% (30/12661) TdH o 720 F 72 B ILBIR2.4% (3/

12600) Th o7z Ty EERBAME S EIEM) &, Rb&EA B

7.1%(9/12681) . ML/EIRA4.0% (5/12661) . 5 ER ¥ A 3.2% (4/126

B)TH o720

17.1.7 EASE MR (VR

BEAEOPLT AR AFETH 0 R SEMEMHRIR RAFE b A WERIE R ASEE 2 A
T 24U E16E KM O/NETAP AT Z L E LT, LRFF L
% 240X 1x60mg/kg/ H (R E50kgPh_F12200030123000mg/ H) % 2434 [ %
455 (BRI T AN A E D) Lz k &, TEEHGHE T % Bl
W7 5 DI 8 72 1) O SR TE FACTENE I BGRA>H 0 Hhr e fil (95% 15 I 1
56.52% (—15.74%, 98.18%) T - 723,

HIFE I FEBUHEE 1338.5% (5/131) Tdp - 720 RINEITIZMGIR23.1% (3/1361) |
JETRENET.7% (1/1361) . BHIET7.7% (1/1361) . THI7.7% (1/13B1) TH - 720
F 720 FRRMRA LS E (RIVEA) . OERQTIERT.7% (1/1361) T - 72,

17.1.8 REfFEIR SR (MARTINE

FEI B 1 45 IOATERBRAT L < 3/NB RIS ANERER 2 52 T SURIERS I [ 4
I AH R 2 B R+ 55 D 72 045 5-20508 LR ok U 72 B AR N B 4451 %
LLLT MAW6EY L) TR L RF F £ ¥ £1000~3000mg/H. /NET
FE VAT T8 520~60mg/kg/ H (FHES50kg L 11£1000~3000mg/ H) %
REOHG L7z b &, BB ARIEREIE U T O L B Y Th - 72220,

1.4

()

4
12 (43)

1.0

(43) (19)

08 (32)

S 06

@D (38 22 19 12
04 (22) 19) 12)

0.2

3 72 D ORRERRIENEEIE O R fE
(551053 A, 530U 53 iz )

& o
& :
e 45’5? FHAA

FIVE S8 HUARE 1338.6% (17/44%)) Td > 720 -2 BIVEMNIMEIR11.4% (5/44
Bl ThHotzo Tz, BRBAMERE EIEH) & LEMQTIERA5%(2/
M), TS T I NI VAT 2T —ERM2.3%(1/4461), 7 A%
FUYMT I/ bT AT =T —EEIN2.3% (1/4461) . C-BORVE& F 8
2.3% (1/44%1) . ARIERIIN2.3% (1/4461) TI - 720

18. FENEE
18.1 {ERKRF

LARF Iy M3, BHZHEELOCFEELRLF Y Fr VLA LRV
A3 MR D 2 F 7 AN AVE2A (SV2A) & DfE 425260 NI
Ca?tF % 2V, MINCaZt O BB . GABAK U2 ¥ Ve
PRERIHT 27027 v 7 BEOIHIZY ., AT i o B R 2 75 AL
DYIFBO 72 EAFER SN TV S SV2AITK T 5 554 BUAIE & 45T A
ATE TV B FEAEIREN & ORI EZD 5D 2 En
5. LRF T 5 A ESV2ZADMEGDS BEHHIERHICHS LTwb b0
EEZHNB,

18.2 TR AEIEICT DR

TR 7 1) ==V TEFINTH L RKBEBIFIONATE T IRV
FLYF P IV = VERTONRAET VAR ETIR, FORAMHIEN 2R
K ahor=30ps, MEEIME Y N v w22, RUFLUYT T
V=X RY I mAR) Kuh W UIH A = v BERGDT v
F3D, 2+ T AT VREHKAMTANAT v M (GAERS)3Y, BRI
Y 239 7 B ORI, AREIEE R M L 72 AR ABIWEFVICE

DI TADAETTRIERRDERD SNIEVWTADABEDRERHE
EICH g DI TAOAREDHBEE
17.1.6 EEHEESE MAEEER (A

BEAF OB T A D ASET 53 L SR IR R A S e IR RIS R 2 A

W, FEEIIIER 2R L7,
18.3 iCAD AWRIEER
RBEELHMF ~ F) v 7Ty MIBWT, ¥ FY Y 7R A2 L



7239,
18.4 hiREIRICH I D Z DthDIER
F v bk OMorris /KRB REI BV CRAERICHEEE RIZE 30, o—
F—uy FREBRTIEIIREIC S 2 RIT S 2o 7239, F 72, hANE)
WRAS2R T v MICB W TR 2R L7237,
19. BRI ICREAT DEEFEHHR
—fEIER - LT 5+ % A (Levetiracetam)
124244 © (25)-2<(2-Oxopyrrolidine-1-yl)butyramide
53 f-2 © CsH1aN202
g 17021
PR LRF TRy AEAG~RIKATOR S EOR K TH 5.
AAIIKITHD THEITR T T F= MY VIZRRETRT
v ANFH T EAEHE TRV,

feeapiisst (0]
N
NH2
O H —CHs
22. AR
APV (RZBEFHIA) - 100g
23, FEHH

DIZAEG @ - EEGEREERNNIS~ = 2 7V FEAIVEEBOEE p

24 =4 7 F 8¢ 201047 H23 H K%, CTD2.7.6

) A =7 7T MikEHE ¢ 2014457 H4H &GS, CTD2.7.6

DALNER : LRF T8 A RT 4 1y 750% W o042y R
PERERIZ B 2 Bk

S)A =7 7I8E. FI4 a7 20134531 HAK#E, CTD276

6) 4 —4 77§ 201047 H23H AKR2. CTD2.7.2

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

A= 7I8E. FI4vay7 20134531 HAKRE, CTD27.2

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

10) 4 =% 7 F §¢ : 20104E7 H 23 H &%, CTD24.3

1D A =4 77§ 20104E7H23 H A&RE. CTD2.64

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

13) Brockméller ], et al. : Clin Pharmacol Ther. 2005 ; 77 : 529-541

14) 4 =4 7 7§ : 20104E7 H23H A&R2. CTD25.3

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

16) Coupez R, et al. : Epilepsia. 2003 : 44 : 171-178
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18)Levy R H, et al : Epilepsy Res. 2001 : 46 : 93-99
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)4 =7 I8, N4 vay 7, EHiEEHE © 2016452 H 29 H A&,

CTD2.7.6
)4 =775 K74 a7 HEHE 0 20164E2 0 20 H KGR, s
Herkr
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