20244 8 AHELET (43K, ARRSMFHIRIC & BU25T)
% 202445 5 A2ET (5200

B SRR

BRhEART : 34F

MTADAHR
VUWSE -7 S
LNRNFZEEZLNZ428Y 7

BAEERRDSEES

871139

AFES | 30300AMX00415000

BR7ERAE 2021412

LAFSEH2LRKZ4208y750% [HEIL]

Levetiracetam Dry Syrup

) EE-BEMEORTEICL VAT L

2. B2 (ROBFEIZIBELEVWI L)
$§§mﬁxu5uuFV%E%K%L@@E@%&@@%
st

3. Hmk - R
3.1 #R
Wi5e44 LRFFTEIAFNTAL 0y T50% [ HETL]
1grh
BRI LRFFt4 A
500mg
D~vy=bF—), TASNVTF—A (L.-7x2=VT T
FINE =k e). e Faxssur bl —x, &
K A B, R
3.2 BHIOMHIR
Wi5e44 LANFFEy A RT4 0y 750% [HET]
HE FoAfuay s
3 - PEIR FI L~ 1 oA R ok

4. RHEEXIIFHR
OTAPABEDRDFIF CRIELRIERIEEZET)
ODMTARPAETTREHMRIPBOSNEVTALPABED
RERRRECHT IR TAPAREOHRAEE

6. AERVHEE

BN aEE . RAIZIELARF Ty AL LCIH1000mg (KT 4
a7 L T2g) H1H2MNIA5 T CTHEER L CRO%KS-3
bo B IERIZEDIA3000mg (Ko 40y 7k L Tég) %
B2 2 WCEEPH T E IR S A 08, MR 2EM U EoRMEE S
TIHH&EE L TI000mg (RS 4> ay 7L T2 LR
5z,

AN, AL EO/NEIZIE L ANF Sy Ak L C1IH20mg/
kg (K94 vy 7& 1L CT40mg/kg) % 1H2ENI55 T CTHEE
LTRSS 34, B, ERICEDIH60me/kg (KF 1 &
Oy 7 L T120mg/kg) %Mz &\ C#EIPHCEE KT 5 2%, 3
HIX2HM L OB S CIHHE L LT20mg/kg (FI 4>
oy & L T40mg/kg) LT3 2479 2k, 72721, fKE50kg
PLEo/NRCid, AN EF CHE: - AEesHws 2L,

7. BERUHAEICEET 3 XE

7.1 RF & s SR L CER T 254121, hofit T AR
ABEEBERT 2 2 Lo MRE AT 2 ARZF Hd 5 T O
REABRIE TN L T Zev,

7.2 BRERELETLIRANEE IR ZHG 358613, TEREC
RSO VLTF =y )T Ty AMEERSE L L TR ORG& LD
BB E R T2 &0 T2, MEENT 221 T2 RAEE
Tk, ZVLT7F=r 27T AEICS LT HEICMZ T,
ML BN % F2h L - R AR OBk 52179 T &e B, 22
TRLTWAIHERCHEIZY I 2L —Ya VERICESCHD
THHIEND, BHEITLIHEEICEE L 2250, HELUCHE
EREIT A L, Fo. BRBEEEEZ AT LNEEFEIIONWTD
EHEREDORERE G U T, AFl OG-8 05 MR % 9985 5 72
CEEICEG 52, [9210 922, 98, 1661, 1662 &)

VA= E0 MR BT
JTTYA| 280 |250-<80|230-50| <30 | BOHIT
(mL/min) AR &
LA 55 1000~ | 1000~ | 500~ | 500~ | 500~
~ 13000mg | 2000mg | 1500mg | 1000mg | 1000mg
115 1[m] 115 1[8] 115]
EE G| 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
1H2[8 | 1H2[6 | 1H2[E | 1H2M | 1H1[E]
10 1 1A 10 i
G- | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1H2M[ | 1H2[] | TH2[R | 1TH2[R] | TH1[HA

7.3 BEEOMEEREDH 2 EETIE, FFETOZ LT F VLD
BTFLCBY, 2L T7F=r 20750 AMENS TEBHEERE
DR %2 /NI 2 TREMEDSH 5 2 2 06, X D {RHED S5
5L &b, MEIERZBIZL 2275 kK&
+T5Z k. [931. 1663 ]

8. EELRERNEE

8.1 EHHICBI 2 HGEOSM A HE RV LESHIEICEY, T
AW AFETEORE L CTANAEBRIKELD S bNDZ DD 5D
DT, FHGE2HIETAEAI12E, PR e 28MUENT T
ez 22 Y EEIIT) 2L,

8.2 R&. i)y - 77 - IEHEBREI SR TR 5 2 L
H5HOT, KFEGHOBFH I AT FEOEIELLEE, Gz fE ) B
WMOBFIHE ST L2VWE TS TL L,

8.3 ShfldalE. $EEL. fRJE. BUE. WBESORMIEIRSD S b
N, BEEMIZELZ L LHL0 T, AHFGHIZEZ OIRIER
OREOZALZ FEE ST 528, [84. 1116, 1511 =
18]

8.4 BHNOZFORIFEE LM, HAMBKEORKMIEIREH O
FEPEIC DO W TS E T, [EHfi & BRIHERE AR &9 L9
feE4 52 &, [83. 1116, 1511 ZMH]

9. HENERZEIHREICHET IR

9.1 AHHE - MEEEDH 5 EH

911 7S b RIEODEE
AHENZ1gh30mgD 7 AN F— 24 (L-7 = =V7 5= ALE)
REHET LD, T2V b VIREQIEIREES ¢ BEN
D3d 5o

9.2 BHEEERE

921 BEEEEDHIBE
[7.2. 1661 Z:HE]

922 MEER%EZ T TVBRBERERENDS 2EE
[7.2. 1662 Z:Hd]

9.3 FFigeEEaE

9.3.1 EEMHEEEEDSH 5HE (Child-Pugh%$EC)
[7.3. 1663 1]

9.5 TR

9.5.1 UG AR L TV WD H 5 ki, Do k9 %
) A7 % UIRREOB RN G B &HIB S D
BlORTEGTH L,
B MIBWT, HRPICLARFT Ty A DI EESET L7z
EOMEDRH Y. EIT Y AR Y WSS L ok TR
DO0% L 72 572 & DHED D B o
< Ty MIBWOREBITESEO LN TS,
- EERIZBWT, Ty FTldk PAOBREGZE L RAEED Lo
WEEE CHER L OREOFEET ORI, RERIE, B0t
TERBEINAED S, 7 HFETIE, b FOBRFEEOI~5/0
BREE CHEGE. BHEE OWINKL DT EOEMATED 5T w



o
%952 ARFEHEG Lmms S A LZEIZB W T, FiE Ry

PAEMEEEA D HbND Z LD D,

9.6 RILB
HEREOFEER OHILREO AR B L. BILOMKE LT
kR4 2 &,
NIRRT A Z EHE SN TV S,

9.7 /IR
R AR S A R 2 5 & L 7z BRR BRI - sk & b
290 L Twze v,

9.8 EifE
sVTF=r )T Ty AMEERSE ISR, R E T
L% CEEIIHEGT A5 L, BEETIIEREMUT LTRSS
LD\, (72, 1661, 1664 2]

11. 8l{ER
KOBIWEIRD S HbNDZ LN HDT, BEZTHIITO,
EHRD O N3G 2Pk 5 7 EE) R WiE R 1T 2
ko

11.1 EXEEEA

11.1.1 hEMREIBEBEEE (Toxic Epidermal Necrolysis :
TEN). REFEIRIEER (Stevens-JohnsonfEMEE) (T d
SEIEARB)
FEE RIHE, G - OB AL 9 FE. HEER. IRFSI, TN Z%E
DEGEPFRD LN 113G 2k L., B2 0LEEZTTH 2
&O

11.1.2 EFEBBGEEEE (HEERH)
EEIR & L CTH95 . BN A LI, TICHREERE, 1) /36
JERE. FImEREED, IFEREkIE %, SALY O SERIBIEE % 0F 5 258
POEE LR BBIERE D bbb I EDdH b, B, B bR
A2 A NVA6 (HHV-6) D A N ADFHIEMALZMES 2 L 25%
<L BGhibBd 395, 5 IFRERERE EE ORI D 5 \»
B LT A2 ENHLDOTEET LI LY,

11.1.3 EELIMKEE (FEAH)
PUMERIR A MEFRERIE . FIMERR A, IRk A . /MR
NHOLbN,LZ ENRH 5D,

11.1.4 A&, FR (I HEARH)
AL, WREOBEELINFEENSHHLNDL I EDVDH L,

11.1.5 BER (HEAH)
WMLUVIER., J68. EA. WEMEOREIRD S &bz b, R
ED LHAMFED b Na 135 2 ik L, @ 20E %2175
&

11.1.6 HEM., BRER (W31 d 1%E)
SR, EEL, MR B, WEBMEEORMAEIRD D S b,
HBERICELZ b H 5, [83. 84, 1511 HHE]

11.1.7 HENEBRBE (HERH)
WWFE. BT, CK LS., Mo L ORF I 4 7 a ey EASE)
HHbNIGAEIZIZ G 2RIk L, B RREEIT) &,

11.1.8 2MBES (HELRH)

11.1.9 EMERE FEAH)

Lo
5

FEEG BRI, IMECK BA BEIR. MEOLS), EikbEE, 5§
T4, AIMEROEISEDD & b ha i3k 2 hik L, K
WHL ARG, WIEBEOMY RMEYIT) 2L, /2, 3
Frav VREND BRI T ANALNSEZ LD H D,
11.2 ZDOENER
3%LL L 1~3% Ak 1% i N
AR [FEh MR F KR PR LRk, s |85 EL IR BB
Vo (104%) |55 2 B L IEEDERE, R . A
H IR . Bl %I, E By B R AR
(11.8%) . |k, s, | 8%, il #E. A%
IR E . R ) o e SE . SR R E L R
(27.9%) B, O E R ) T
W PR B T T
£ KRG b —EEE),
L. BE|ER, TA
TE. W AN
By B R R
7®hn, VA
T N
RgE . ARRL
o F v,
i AR R
SR PEBEN
I T
= A=
VA XN
i3

3%LLE | 1~3%K0 | 1% S AN
HE AL R | BB IR
9% W57, IR
pid
1 I ER B0 &l I R
RZVEA L,
I /N AR
AL A I Ek
By, B
MERE A
TEBRER LENQTHE
F. miE
HAL# BEFe . HEAL. R R K. AL A B
T . BB, BAROE %,
2% LB B W R . BR
OW 4. s JE %%
ML vk
T ALPYEIN  [FFiRER
WR - A JBE e 2% . IR [BEIR
i 7R b
B Pk IR
ok . R
R b
R
RIS T O B = o A AN s 11 N 7
(30.2%)  WH|\WZWik, 5. | %
W BE 9K R L (IHBE 25, A
rFREOLly TV Y
JE IR
R R O | AR
3
A i B2 RE %% P ERE . HL|Z AL 3 .
I FERE L SRV A | A R
B, SHE A IRIE
i I
MmER | B SRS,
. e . o
T, B[
Jifi
R Hi ] 8 1 o F
vy
Z D R, MR N FMETE .. E|ERIC L D
B, REBN ) L) RS KM (K
& e M L |RRRE . P )
PRENEI | g R b
m

13. BERE

13.1 FER
MEOTIREREICBWT, LRF T L A% —E1215~140gk
FL72B0h3% 0, IR, ok, ZURME, Bl VO, M
PO RS R ST b,

13.2 B
AFNIMPENTIZ L VBRFETEETDH O, FEH L T 2RO
W26 U CIEEm O Ei > ZET 5 2 & [166.2 BHH]

15. ZD/DEE

15.1 EERR{ERICE D 153k

1511 I CEG S N7 A H % S TEBOMTA»ASIZBIT 5,
TADP A, FEAREBELZ SR L L721990 7 5 & Kuf BRI R 5Bk
OMEHERIZBWT, HESE L VHBEROFEBO ) R 7 75,
MCTADPAEOIHEET 7o LR L L TR2fEE < (i
A AEEIRFITE © 043%. 77 L REE 1 0.24%) . HTADAED
IRBEETIZ, 7T REEEL RI000AH 72D 1INS W EFHE S
N7 (9B%EMEXM : 06-39)s T72. TADABREDY 757V —
TTE, TR EHRI000AH72 ) 24NV EFtE SN T
W5, [83. 84, 1116 ]

15.1.2 SHEIABA TA D ABEZ120861 % 5 G & L7275 b K5
EEPR A BR O OE A HAT I2 BV T JERF MR AT B E IR O EF R
(BUBEtE, Wolh, B0, A%, K. BEME. #19 oL BB
e, R, EEML . BRI, mREmE. MRE. A
42) OFEHRIIAF B TI33%. 77 L REET62%TdH - 720 [
FRIZ. SRR TADPARE (4~160%) 19861 % kG & L7
T2 R R R AR IS B 5 B A EEROEHFIIAFE T
376%. 7Tt REETIZOU TH 72,0
F720 SHENNRTAD»ABERT (4~165%) 98BI % kG & L7-7R
IR M OFTEN XT3 2 528 A SIS 2 7T 2 ARt IR R iR 12



BT, WENLHRETH L0 77 LR & E L CBEENAT
BOBALD IR E N T2

16. EYF)E

16.1 M+igE

16.1.1 BA

(1) BEE#HRS
flEFERL AL LT T £ 4 2250, 500, 1000, 1500, 2000, 3000, 400070, 5000mgil
(%A 5-H661) Z BB ICHEREIRG L &, IXNTOHGHTLARNFITLY LD
PR P G P TR RN e i 2 7R Ly T2 (te) (3 5-mchnb s
T~ T - 722,

HAl$ G R O ERE VT A — 5

e Crnax tmax AUCousn tz
(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+0.3 458.1+50.9 81+04
2000 533+83 08+0.6 5746+714 80+08
3000 829+74 06+0.2 925.2+102.1 78+08

400070 1141+110 09+06 12482 +1524 86+10

500071 1151+143 10=06 13633+ 1519 8107

HAE 60, SEEfE=SD

Conax * SR MLPRERE e © 35255 ML FPY R E 1) 382

AUC @ MU SR i BE-RE R AR T THIAE 2 @ T 2R

L) EIN TGRS M ARF 01 H i sid G- 133000mg Tdh % o

(2 REHS
BERE A L RF 51 5 4k LTLE1000mg X 131500mg (%+4%5-5661) % 1H2[7H
MG Lze &, #51HH (k50 L7THH (BAndE5R) o miemigeidd
V2B 514492~ 3EMT I Crnax & 718 L € DR8I DI I TIR T L7z F 720 1
BRI 530 B ERIRBIET 2 Ll S ey,

. P 2000mg/H (N=6) 3000mg/H (N=6)
B A -y e R
WEF TR | ARG | OERGE | R GE

Crmax (u g/mL) 241+30 36.3+5.7 333+36 520+46
tmax (h) 22+12 28*10 22+08 25*10
AUCo12v (ug - h/mL) 191.3+26.7 3183%63.2 253.7+30.3 4456 569
tiz (h) 80+14 83+09 75+07 77+04
S = SD

(3) AMBRARS EEO/ESOLE
HEHER A 25612 L T T 1 & 21500mg % 1555 M S EIRIN G- D3R 855 L7z e &
LANF T2 5 AOFEWYFHENT A =5 IEDTOLBY) Tho 7z, RS KL LB L
T FTHE RN G- O Cnax (T 1665 < AUCK St 3L Tz, 2, LA
F T4 5 ARELIHEG RO E - H R 2613 100% Tdy o 729,

Hl$ 5 O KW ERE ST A — 5

S B P LR W A S [ iE2)
et T - (ool
Cmax (u g/mL) 970 [276] 589 [37.0] 164 (147-1.83)
AUCo: (ug-h/mL) 4723 [154] 4874 [159] 097 (095-0.99)
tmax (h) 0.25 (017-027) 0.75 (0.50-3.00) -
tiz (h) 7.11 [117] 723 [127] -

AT [CV (%)), tmaxld Pl GRe/Mb-RA )

1E2) SSRGS

16.1.2 /R
6~12/%D/NBETADABFIZLANF Ty 4L LT20mg/kgZ BRIEIHEG Lz L X,
LARF 51y AOIMBEP IS0 T E2R IR i 2R L 536 i ©
BHo7z9- 0 GHEAT—%)o

5= Crnax tmax AUCo2tn tiz
(mg/kg) (ug/mL) (h) (ug-h/mL) (h)
20 258+86 20 (1.0-40) 226 =64 60=11

2481 (t1y2 2 23B1) . FIME £SD. tmaxid P90 (GRe/ Ml AE)

16.1.3 BEMEYEIERHET
BN BARABROWENOBEERAKR D CAPAESE (VLT F=v 2T IV A
49.2~256.8mL/min) %55 N7z MHER L ANF T4 & AJERET — ¥ 2 T, B
SEMBRERNT 21T o 720 ZOMHR. AT o&g 2 )75 v A2 (CL/F) 23 LT, 1k
. MR CLer B OB C AR ASE, A oafisif (V/F) 1ox L CTRE, B
PUCADASER O RE ORBEIREE (R AL T AN ABE) PHEHENAER
K& LTt S h/en,
AN N (4~16/%) BUBLA (16~55/%) DO TADABENSESLNzIEEH LA
F T XY MRET =8 BT, B FSE B REAT & 1T 5 70 £ ORR, CL/FIZH
L CHRER AL CTADAZE, V/FIO L TREDHATAIIE B A2 BRI =R
D HWT L LTHE SNz, MEROBATADABZEOMSEPEYREE S I 2
L= a v Lgg, ANETADABREIZ10~30mg/ke% 1 H 205 L 72 B Im4E g
W EE X AT AP ABFIZ500~1500mg 1 H 2% 5 L 72 Fs & [k L Tl s s,

16.1.4 EPFEHFEFHERR
LRFFGEYARTA 0y 750% [HET] ROA =775 K540y 750%% .
I UAF—=N—EIZL ) FRENlg (LARFFE 5 4L LT500mg) RN FECH
AR %S LTI L ARF T4 5 ZRERRE L, 155 N 3EWBiE s 2 -5
(AUC, Cmax) 22\ T0%(EHHX M2 CHEGTHENT % 17 > 7285 . log (0.80) ~log
(125) OFEFANTH Y . Wi O A RSV THER S 729,

EMFRE T A -5

HEINT A—F BEINT A5
AUCo~30 Cmax Tmax tiz
(ug - hr/mL) (ug/mL) (hr) (hr)
LRFTEH A
K5 4509 750% [HET 137.0%179 192+42 049+0.20 | 829+0.79
A=475874 8y 750% 1327+176 181+44 057=051 | 829+092

(1g¥%45-, Mean=SD. n=29)

(ug/mL)

25 4
—@—LAFITEELRTA2OyT50% [HEL]
A= 5T T ETA YA Y T50%
20 1g#&5, Mean+S.D., n=29
i}
b
th
%%
<
F
z
t
2
&
=
3

30
B (hr)

24

0 é 1é 1‘8
LS S A

MUERHLEENE OSIZAUC, CmaxZE0 /85 4 — &1k, el O IR, AR OFRIUAEL - B
55 D RERSAE I £ > TRR B HMEDD % o

16.2 BRIR

16.21 BRBEOHE
BEHERA126012. L ANF T4 % 21500mg % 22 M I el R %S Lz & &
Zefiikg & N T, BRI T tnach I LRI LR L. Crnax (Z30% KT L7275, AUC
XS Td o 7210,

16.3 24
AARNCTADABED LT OGAERNL, FEEFZEY B REFNT O RS, 0.64L/kgk
HE5E S RPN & 7 o 720 SHEI R ALTBIZ W RIZLNF T4 5
2 1500mg % BRI EIRNF G- L 72 & 10, AR o FIgfiEiz41.10 (056L/kg) TdH D .
R RV TH - 72,
in vitro B Wex vivo REEDFE R, L ANF Ty AR OERBW TH Such LOSTDIMA4E
T AEREEHIL. 10%RiTdH 512- 13,

16.4 1R
LT T4 8 Ak, BT b 70— APAS0AMHIEES CIEACH S e v, FE U
X742 b7 I FEOBREHNAKSETHY . T LD ARSI NSO FERBWDOuch
LOS7 (AVERFINME) ThDo b, RCHW AT TEL V1,
in vitro #EIZB VT, LAF T 14 4N Fucb LO57TIZCYP (3A3/4. 2A6. 2C9.
2C19. 2D6. 2E1J UN1A2). UDP-Z L 7 u v EEifsmés: (UGTLALK OFUGTIA6) %
CTRF Y Fe Py - LCHERRE RS oz, 720 NV TUfF MY
TADY Y0 AL R RITE ko T,

16.5 HEitt
BN (F51%58661) 121 NF Tt 4 £250~5000mgts) % ZEfFHE |2 B AR 35 L
7ok &Y, BLARWEM B F TOHRG RIS 2 R PEEERO P MIE, RELEE LT
56.3~65.3% ucb L057& L C17.7~219%Tdh > 7=s
HHE N EHE R A B AN UC- L RF T & & A500mg % HIRRIIHG: L7z & &12), 548
FEf % & TICIR G- D92.7% DU RED IR A 5. 0.1%03 3 A 5 I S 7z, #5548
R 1% F T ORGRASH T B IR R RZELR & L C65.9%. uch L057& LT
237%TdH -7z
LARF T 15 A OFRMZ R IRAR 2 8 [ OSSR FFRINAS. uch LOS7IZIE5RERIE S i
L REBY IRANE 5325 L T %10,
7E3) BN THEGR S N ARH O H Fes 58 133000mg Td % o

166 BENEREHTIEHE

16.6.1 BWBERERE
EHERE DR DT B AR 2 RIS, LT Ty AR BEEHRS Lss &,
RAT0Ly2) 79 v ALEHIEE®# (Cler @ 280mL/min/1.73m?) & H# L <.
REERT#H (CLer @ 50~<80mL/min/1.73m?) Tl340%. 4R TH (Cler @ 30~
<50mL/min/1.73m?) T52%. EEMT#H (CLer @ <30mL/min/1.73m2) T61%{EL T L

720 LRFFTEILDOGEI )T T AGIVTF = 2T TV ALFEICHEL
7217, [72, 921, 98, 1664 ]
EHERE O
T A =5 1B (2354 hEERE R
(N=6) (N=6) (N=6) (N=6)

CLcr (mL/min/1.73m?) >80 50-<80 30-<50 <30
e 500mg 500mg 250mg 250mg
LRF T8 A
Cmax (4 g/mL) 219 [312] 155 [25.3] 108 [24.3] 9.2 [304]
tmax (h) 05 (05-2.0) 10 (0520) 05 (05-1.0) 05 (05-1.0)
AUCo: (ug-h/mL) 166 [165] 248 [16.9] 169 [16.5] 212 [19.1]
tiz (h) 76 [69] 126 [11.3] 155 [175] 19.7 [265]
CL/F (mL/min/173m? | 515 [7.8] 309 [14.6] 246 [150] 203 [209]
CLr (mL/min/1.73m?) | 31.6 [285] * 153 [223] 9.7 [234] 60 [536]
uch L057
Cumax (4 g/mL) 0.36 [94] 0.75 [258] 057 [26.0] 1.06 [29.3]
tmax (h) 50 (20-80) 80 (6.0-120) | 120 (80-120) |240 (12.0-24.0)
AUCo: (ug-h/mL) 59 [9.7] 226 [459] 187 [534] 578 [57.3]
tiz (h) 124 (11.3153) |190 (17.3-19.9) | 203 (19.7-236) | 268 (17.2:33.3)

S0 [CV (%) ]\ tmax S Ouch LOSTD 24 E i gufil (die/ M-3R A i)

CL/F: Bpidosg s )75 A Clr:H20 77V A

#N=4

16.6.2 MABNEZ T TV 3 RBBREEREERE
MUHGENT & 520 T B EIEHEREREE O BERE 12 L N F F 1 & A500mg % EHT G
SARERIRT I AR %S L7z & & LARF T4 5 A OIEBHT IO 22013 34.7H: 1
T o 72h5 BHHIE23MEMIC GG L72e LARF T4 5 A K Duch LOSTOBHIZ & A
FrahEidE . 81% R UBT% TH - 7217, [7.2. 922, 132 BH]




SEERE ST A — 5 LRFFEH A ucb L057
Cinax (ug/mL) 187 [8.1] 884 [7.0]
tmax (h) 0.7 (04-1.0) 440 (44.0-44.0)
tiz (h) 34.7 (29.2-38.6) -
AUCoumn (ug-h/mL) 462 [105] 230 [7.8]
CL/F (mL/min/1.73m?) 109 (94-131) -
TAT T4 Y- DBRFINE (%) 81 [75] 87 [7.2]
MLEEAT Fh oW SR (h) 23 (21-26) 21 (19-26)
LN 2 ) 75 ~ A (mL/min) 1154 [81] 1229 [71]

N=6. TP [CV (%)]

tmaxs tr2e CL/F. MLHEENT R O W b ok (e Mil-ie K i)

16.6.3 FFiEEREHRE
HRIE R O 4 (Child-Pugh/M AR UB) OB T #HICLNF T8 A% H
F#EIEG Lzl & LNFIR8 A0EH 7 )T 5 v AEEASLN 72, B
i (Child-Pugh/3#C) OIFHEREIRTHTIE. &8 27 ) 7 T ¥ ADMERHERA D#50% &
%7218 19 (HEATF—%), [73. 931 ZE]

JEHEREIR T

B EE S HERERN | Child-Pugh Child-Pugh Child-Pugh

SEMERE S5 A — g ild-Pug ild-Pug

HUBE 725 (v=8) A B FHC

(N=5) (N=6) (N=5)
CLek (mL/min/173m?) %9 | 931138 | 1208119 99.6+13.2 635+135
LRFFEH A
Cinax (ug/mL) 231+12 236+49 247+33 241+38
tmax (h) 08+0.3 06+0.2 05+00 1615
AUC (ug-h/mL) 234%49 224+ 25 262+ 58 595 = 220
tiz (h) 76=10 76=07 87+15 184%72
CL/F (mL/min/173m?) | 634=97 625+87 554+105 292+135
T fE = SD
F4) LARF Ty a5 5ol
16.6.4 mf%
FEEEICBUT S LANT Ty AOFEYFEIZOWT, JLTF 7)) T T2 AN30~

ﬂmummmm%%wm(iﬁa 88i%) A AFRE L CRMI L7255, Wl <lkayk
A LA0%HERE L. #910BF[ & 72 - 7220 (JHEIAF— %) [98, 1661 2]
16.7 EWHAEIEA
1671 7= k1>
T r = M Y OBEIAETHIIIT Y F O — )T & WG FE LR E SR 2
FHBATADABZOBIZ M RIZ, LAF T 25 £3000me/ H % PG L7z & &
T x = M VOISR BHE T A — 5 ITHBE R E o Te T M
YHLARF Ty AOFEYBEIHEE RIS o) 2 (BEIANT—5),
16.7.2 /NILTOBF MU L
TR AL6BIZ SR, 2NV 7O R ) AOEFRRETIZBWTLANF Iy A%
1500mgH A% G- Lz & &, NV 7 aEEF b T AL AT T v 5 A0 EREC
WA RIZE R o2, LRFTEY bV T Ok N v A 1
12&hho7z® WHEAT—%),
16.7.3 BOBMIE (TFIIXMFVF—ILWRELEA/ IS ZRLILOEH])
TERE AL PELI8H & i RIS, RIS (ZF =)V A b5 24— 10.03mgh UL K /
VAR LV015mgDEHI A THLED KOS LNF T4 4% 1a500mgl H 208121 H # 5
EROHEG L&, LANFITEYAEFIF NI ANTIVF =V RLER VAR
LVOIEMEIRE NS A — 7 B E RIT S hdr ol KEBEHEOMPTar 250 v K
O BRI AV E 7 B AR THERS L. RRCBITSE O M I A RIT S o
Too MOMITHIE, LARF T8 AORYEEICRELY RITS S o7z D JEEA
F=%),
1674 P dxo >
FERERALLBI A R RIS, ¥ TF 22 (1A0.25mgx 1HLE) ROLANF T+ 45 L1
1000mgl H2m7H FIAHE LS Lick & LAF T 28 A3V T 2 ORYHIE

TRA—F B RIS ol VIF YUV LNF T L5 AOREYEREIZHEL K
Ehpo7z (HEAT—%).
1675 TIL7 7Y
Jubay U R oEBEER (INR) 2 BEMEOBANICHERT2 L9, Tv7 7

1) ¥ O R RIS T A REHERL 2661 2 M RIS, TV T 7 ) v (25~T5mg/
H) AiUl//\‘?7%:57L\1I1000mg1F|2I7F|l"ﬂ}i& IR L2 &, LRFFHS

DETNT 7 ) VREEICHEE RIZE T, TO oy E VRS EER 2T R o 1.
TNT7) V%)b&‘f?’cyl«@iﬂ{é%@%b HEE RIS o MEAT—5).

1676 Z7OXNRXYK
fEHER N 236 % x5, 7R Y B (1E500mg#% 1H4R) KO LARFTE 45 L1
1000mgl H 2[4 H [ RS- L7z & & 7aNA Y FIXLARF T4 5 403 )E
CIEEEE R E ko 22ht, FERBWuch LOSTOE 2 ) 7T v A R61%IE T & 4722
BHEIANT — 4 )0

16.8 ZDfth

16.8.1 £MFHIFEEM

(A =7 78500mg. 1 —47T5KZ4>0y750%)
BEHEA26612 L NF T & £500mg (KT A >0y 750%% 1g X 1x500mehi # 15)
RS Lok &, LRF TR Y AOBEYBFENST A =S U TFOEB) T
botze NTA 2Ty 750%E500mghi (X EWH M FEETH 2 Z & DR SN2,

H G OEYBRE/ ST A — 5

. N WA O Lok
(90% 15 HEIX )
209 196 10680
Crax (ug/mL) [245] [281] (09689, 11772)
149 151 09871
AUCou (ug - h/mL) [156] [152] (09701, 10044)
W 0500 0633 B
e (0.233-1.50) (0.250-2.00)

Conax L WAUCo ZHATFIGHE [FATCV (%) ]
tmax PR (/M-I KA
75) K94 21y 750%/500mgdi

. BRPRECHE

171 BHHROREMICEEY 55k

(TADABEDRIRIE (CRMELMBERIEEZED))

17.1.1 ERFEDERR (KA. BEEER)
L TADPA LB SN FEEE AT D16 LOBREEZ MR LE LT, LRFTLH
% £1000~2000mg/ H (1000mg/ H % $%5-H 12 FAED A & L7 35 4142000mg/ H (28
) 1E3000mg/ H (BETEOF I 20b 6597, 3000mg/ H ICTRHI#HE) % HAI TR
5 L7z & & EEEEE H T d % 1000~2000mg/ H o 5 #EHifi 12 317 567
HEZMEERBE OB AL, 738% (45/6161) THh -7z, 1000~2000mg/ H Dk 3F
i 5 C D VAR [ SV E T Je e D B141359.0% (36/6161) TH -7 72 3000mg/H

BICBIT 567 ARSIENELEREOEA12222% (2/961) . VERBIENERE OB A
11.1% (1/961) TdH o723,
IV ZE BUBE 1354.9% (39/7161) Tdh o720 T2
Hotlzs

17.1.2 EIRSEI/IHEHR (KA. AL
1//\+7Jc7A1000mg/E| 3000mg/E|}10774:+%12LF3""D$2’+ (ESET@MTA
PAKLEOBH) Lcha, £ (5
DEBYTHY, 77Jc+ﬁft1/ %7«5%%1‘ <1000&U3000mg/a> Itv
74:&Alooomg/aﬁwFﬁT%uf+E’Ja4aa/; R b (%ﬂ%np<000utv
=0.006. $E5-HEE HF. BIGHIHILC mmy ?ﬁ&tm_&)f_h@ /ﬁﬁ:.?&‘i’/\x
HET DG o BB, FEIZBITH50%L AR ¥ —L— | (Jjﬁ_ ) DG
FEMER AT IR & e CH0% L EEs L2 BEHOHIE) X, 77 v REEL38% (9/

BRI MG 32.4% (23/7161) T

65%1) . 1000mg/ H#31.3% (20/64%1). 3000me/ H #:286% (18/6361) T - 7z30,

W7z OWS BB | 77 CARREIH T 2 gD

ikl - (95915 FEIX ]

RGN | FRAEMR | R (%) (pfiti)

TIRAREE | 65 | 273 | 267 6.11
188
1000mg/H#E| 64 | 358 | 225 19.61 209 (6.0, 29.9]
[102, 30.4] (p=0.006)

) (p<0.001) 230
3000mg/ H# | 63 | 344 | 208 27.72 (107 336)
1) BIEII K ORI Ol 7 — & Ao T B FEBIEL
12) i
13) ﬁiﬁft%ﬁ%iﬁT‘iﬁ}{EL:%’5< «Jﬁz
H4) FHHEE R, BIEMHICB 5 ﬂtﬁzﬂ%ﬁLt b7z ) O FNER S A LA b

- Gl
4 D O RO 10 o R D 36 BUME 12 1000m g/ H #£45- 8 T56.9% (41/7261) .

3000mg/ H 4% 55 T54.9% (39/7161) T - 720 EAEIEMNIZI000mg/ HH 55T, 1§
£13.9% (10/7261) . S %8.3% (6/72%) . iFBEitk® £1283% (6/7261). 3000mg/
H$G-BECHERI.O% (7/7160) . ST %85% (6/716) . i#8hitkd £1:56% (4/7161)
ThHo7z,
17.1.3 EXNEMHEHB (BRA. SREE)

LANFF % 2500mg/H. 1000mg/H. 2000mg/H. 3000mg/H 'Ai U7 7t KE128
RIS (EFEOITADASE L OBH) LzSa, FHEMIEIC B 2 B 5 5
D dy 72 ) OGBS (hdefi) (&, Z2112.92%, 18.00%. 11.11%.
3167% e 1N12.50% T 1) . EEFFAME H “CZZ z, L RF 525 21000mg/ H #, 3000me/
HEER O 7 Y RBEOIREM T OFFMBIM 2 317 2 BEHIM A5 0B dH 72 1) OF55EF

ORI, SETFEN A SR SNk h o7 (p=0.067. Kruskal-WallishisE) o
B, BHEHICBTA50%L AR Y —L— NI, 7T EREELL6% (8/69%1). 500mg/

F#19.1% (13/6861). 1000mg/ H#17.6% (12/68%1).
3000mg/ H#33.3% (22/66f1) T o723,
405 0T T R O RO M o0 R S BUAE B 12 500mg/ H % 5-#60.6% (43/7161) .
1000mg/ F % 5-:61.4% (43/7061) . 2000mg/ H$%5-#58.6% (41/7061) . 3000mg/ H+%
57#64.3% (45/70B1) Td o720 FEARIVERIE500me/ H %58 T, SIEIEHZ14.1% (10
JT160) . FH19.9% (7/7161) . EEED £ 17.0% (5/7161) . HIR7.0% (5/7161)
1000mg/ F B 5-B6°C, 5IEEZ186% (13/7081) . MHE10.0% (7/7081), 2000mg/ H %
LT, HIRL7.1% <12/70WJ> SUHSAJE15.7% (11/7081) . #:457.1% (5/7081)
3000mg/ H F%5-#: C SLIHEE 4221 1% (15/70%1) . EIR17.1% (12/7061) . % EkEm A
7.1% (5/7061) Tdh o7z,

17.1.4 EIRRBRBGR SR
FEIAES I/ MARGER (BN, BERE) 25T LZBEISIFAMRE LT, LAF I+
% £1000~3000mg/ H % 1 H 2[00 55V CREIH G L 72 & & o # S ERBIE LT o & B
V) ‘E*ﬁ),) 7‘:337 735)0
KBRS L 720G D) b T6BI7Z O%FHE & N7 kBRI AT L A B % %
T L7z (24~367 HTLHI. 36~48% A T476I. 48» H LARET2861) o

2000mg/ H#16.2% (11/68f) |

6.00

()%
5.00
E
ENd
S% 400
B/
oty
S
B, 300
g5 |
55200 (22)
RE ~—| (20 % (13)
e D o e e e S A O
100 155 150) 135 I
Y1220117)103) 96) 1) (89) (361 (35) B1) (78) (71) (3 (50)
0.00 (39)
/t
e qﬁ\w gt mf %ﬂ B bﬁ‘%\@* Pt @X ® Qa&
43375“*!‘ Ty \a’\%’«\ B SRNg ,;a’p,p @’,;, o % %\

R

EIVE RSB 1292.1% (139/15161) Td - 720 EREIVEM L HIHEEZ55.6% (84/151
B). BEE24.5% (37/151%1). fHIR225% (34/1516) TH -7z,
17.1.5 EIRSIHERR (IR
BEAF DHUC A ASE T4 SRR R 55 & N Wl 5 E 2 B 3 5 4k DL 1 163%
K ONBTADABETINZ R E LT, LARFFE ¥ 240X1360mg/kg/H (KT
50kglh F1220003123000mg/ H) % 1H2[12 5 C L4 B 3%S BEFEOITA DA
HEOHM) Lk &, FEFFIEE T 2 BILMM S 0 72 ) DRSS N
AEOWIAE (95%IEHEXIE) (X, 4321% (2619%, 5214%) Th Y. FAEHEE DML
BB bz,
F 7z NETADPABESHIC
LLEI21000~3000mg/H) % 1H2[2
LB THo723,

LD S L <TF F & 5 £20~60mg/ke/H (KT50kg
T TTREGEIR G- L 72 & & OFB S ERIEUE LT o



()=

(73)

(73)

(BE1MI53 (s, EE3PUSThLR)

o N b o ®

B 72 0 OERGYFEIEEEO R E

BIVEHI S B2 1358.9% (43/7361) Td o720 FREIWERIZ, Hil425% (31/7361) T
Hotze

(DR TAPAETHA LRI RO SN EVTADPABREOBERNRREMECHT 57
TADAEEDBREE)
17.1.6 EREHFEHMHERE (BRA)

BEAFDPUT A D ASETH45 2 SRR AE & e VIR MACRIE 2 A3 5 165 0L 1
DTAHABEIG (HARALBBIE &) 2HRE LT, LAF T4 A10004 L <
1£3000mg/ H (1000mg/ H 7 H4%5-% BfG L. $£5-88 F TIZFHMEAH & N2
[#1#5T1000mg/ H $°-23000mg/ H 2 #5) id 7 F 4 R % 28BS (WAF 0T
AAELEOBH) L7c& &, FERHIEE Td 5 BIEHIH 25 0l d 7z ) OsE
FEE RIIFTEDEBNTHY ., TILREEL LT Ty ABEOM THEHE

T D57 (p<0.0001. HG-HEROHEE HF-. BEMMICBT 58570 0
SR A ISR A IE 2 i & 2 3R AT) 30,
W72 ) ORI RA SRR EE | 7T LR L OEED
B — - — [95% =TI [ ]
BIGII | R I | RAER (%) (pfi)
75 kR 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
VAFIEy LR 117 0.89 0.16 76.98 (p<0.0001)

7E5) Full Analysis Set
16) i
TET) PR OE R T BB 2B 72 ) OE AR R A R L

LSy kil

BIE 563 113 23.8% (30/12661) Td o7z F R EIVEAILM@EIR2.4% (3/1266]) T
Hotze Fro. ERERRMRAMER @R & RPERABTE7L% (9/12660) . 1
BB A 40% (5/12681)  #FhEREERA32% (4/12661) T -7,

17.1.7 EIRSEMAERR (IR
BEAF OB T A D AT 55 7 SRR RS & N VR AU R 2 A5 B 4l b
16 AT ONETAPABEIEZ G R E LT, LT T8 £401360mg/kg/H
(A FE50kg bl 113200030 123000mg/ H) % 248 [#E13% 5 (EF O T AN ATE L OB
) L7z& &, EEFHMEH T 2 BEHI 2 5 0 b 72 ) o5l A R KR A5
DOrhyfE (95%EHEX ) 12, 5652% (-15.74%98.18%) T - 723,
R ZEBUEAE12385% (5/13B1) T - 720 EIFMIXMEIR23.1% (3/1361) . EBh#EE
77% (1/1360). BEH7.7% (1/1360). THI7T7% (1/1361) Tho7rze T/, BRMAEME
B FIER) 3. LERQTHERT7% (1/1361) Th-o7z.

17.1.8 REMEEIRESHE BRARV/NE)
I 3 ] 45 TAHRRBRA L 3/ NREINAE IARGRER & 52 T« S IR SL 1 45 AR RBR & %)
BTG O 72 0P 5208 LIRE Al L7e AR NB#E44B 25 G & LT A (165% 2L
L) TlLARFJ 4 21000~3000mg/H. /METIELANF T+ 5 £20~60mg/kg/H
(R E50kgbh [1£1000~3000mg/ H) % #EL#5- L7z & &, SRiE MCEIE UL LT
LEBYTHo723 0,

14

()i
12 (43)

1.0

(43) (19)
(32)

0.8

0.6

(553, B 30U 537 )

29)

(22) (19)

(55109
o
IS

(11)

87z D OIRER R FEE B O 9l

AR

FIFEF S B RE 1238.6% (17/44B1) THholzo E
botze Tz, WRBRAMEY GIER) &, OERQTERAS% (2/4461), 75 =~
TIJMI AT T —ERM23% (1/44B0), TANTIF BT I/ b F AT =
7 —LHM2.3% (1/4460) . C-BUSHER FIHMN2.3% (1/4481) . ARERMN2.3% (1/44%51)
THo7z

18. FEphFEIE

18.1 1EA#E
LARFTHy nd, SESERROEELAF 2 F 5 2V EFHEE LR 0H™, ik
KDY F T ANEIz AFE2A (SV2A) & OFFED. 420 NEICa? T v & VEHED . Al
NN Ca2+ D EE I . GABAK U7 ) ¥ YMEBIEEFR IS T A7 027 v 7 ED
| A 0B R 2 WL OO 7 EAHER S LTV b0 SV2AICHT Bl
BBANE L BHTAD AT T VBT B 5VEMHIVE & OB IZHBEA RS S
ZERB, LRFTEY A ESV2ADREDS, FIEHIHIEIICH S LTwb b DL H
5B,

182 TANARMEIKT 21EH
HHRPA 7 ) ==V FTETNTHLRRKERETCNAET VRO FLYT T
V= VEERITWINAET IV AR ETIE, TONAMHITEH 2R S 2o 7218 25, M[IEE
SR F Y Py Iy A® RYFLYF RIS =V F Y ) 2 7/vy A8, Eag
WES I N A =V BEHEGOT Y MY AT AT = VEIEERMCTAPAT v b
(GAERS) 9, BEMIME~ 7 250 7% EOWSFME. M52 KBk L7z TA»AH)
WETVIZBWT, BIEHHIER 2R L7z,

18.3 MTALARMIER
MRS > K v 79y MIBWT, F 2 FY ¥ Z TR % Hl L7250,

18.4 RIRMHZICXT T 2 Z DLDIER
7 v F OMorris/KR AR BV CRRARIEIC M EE RIZS 39, o—% —o v Fil
TITEBEE I % AT S e hr o 728, F 72, PRIMBIIREESE T v M2BW TR
NORFECE % R L7259,

RIVEFIXMIR11.4% (5/44f1) <

19. BRI ICET 2B{EFAR

—HEM SRR 0 L XF T4 5 4 (Levetiracetam)

1L%:4 © (25)-2-(2-Oxopyrrolidine-1-yl)butyramide

53§31 CsHiaN202

sy 117021

TR BB~ RKEAEORKTH 5,
KD THET LT, AL /= VRS =) (995) IZHETRLT L, T
R MUV, TR YRUTOR = LIZRRET ST, PV R
VIFNVIE—=FTVIETIS S AFF LT EAEET RV,

et o

HaC™ > NHz

22. ak

100g [77AF v 7RI NT DRI ]

23. XEXH
1) JEAGEA  BERIEAEEINNIE~Y =2 7 SRR A
2) HANERBAIZBIT S LAF T4y ARG OB (-7 756
20104E7 H 23 HZRRZ., HREVERMET2.7.6.3.1)
HANERER NI B 2 L AT T 1 8 ARG HOENERE (-7 7 F§E
20104E7 H23HZRRZ., HIRE Y RMR2.7.6.3.2)
4) HARNMERERAIC B2 LART T8 A5 R O o il 5o g (f —
77T IRIHEHE | 2014457 AR KRR, RS ERRSE276.1.1)
SE/NRTADPABEIZBIT B LAF T4y A A SHOEWEIED (-4
TIE/ F T4 ay 7 20134531 HAKGE, HFEEES27.6.2.1)
MENETADABEIZBIT 2 LRF T8 ZHEERGHEOEYEHED (-7
T8/ KT 40y 7 201345 H 3L H KRR, HAris )
7) LARF T vy 2T B BHEFSE BTl (1 — 7 7 78« 201047 H 23 H K
PR HIREVORIESE2.7.2.2.3)
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