sk 20234E8 F I 2T (45300)
#20234E7 A W ET (BE2R. AbfeZ W, M - HiEH)

B R

ARV 3%) MThADAE
A SHE O
YUyE 78 i URFS 5 LEFHR

H ARG i B o
871139
KRBT GGG
30300AMX00387000)  20214F12H

LAF St Lz 500mg s

LEVETIRACETAM for LV. infusion MELJI,

1) IR - RASF ORI X DR 52 &

2. BRE(ROBHEICIFBRELIEWVNT &)
ARHEN O AZE T ) R a8 LB BoE O BEAE O &
vy
3. HERY - MK
#3.1 fAmR
W54 % whn#l
LRFSEIL|ITFSAF vy o277 | HELF bYr o, BifigS b
s | EIHEHES00mg | SmLH U AR, OKEEER. pH
[ ] LARFF ¥ A500mg | R
3.2 BE|IDMIR
- S BT IL
B A& PE | (o e iy )
LRF Ty N
SR HES00me | T | @B | 50~60 3
[

*4. ZPEE - MR
O—HMICROKZRSH TERLWVNEE(CHITD. TEROBEICHT
BURF Sy LRONAONEEE
- TChDWEEDBRD FIF(CRIEERIEFRIEZZD)
- DFTADAETHDIEZIROED SNIEVTADABED
BERREECHT DN TADAEEDHARE
OTHANDAERIRRE
*5. M - BRICEHET DR
(CADAEBIREE
BMAARTA Y VEBELE L, KAOKGAEY & WIS D
BHEIEGTHT L,

*6. A% - FE
(—RMICRORESD TEEVBREBCBITD LTS5 LROR
BIOREBEEEL

URFSEH LORO/SHSKBEICTDEZ 2185
WH. LRF Iy 2810855 L F U1H H &K 0502 <.
Lal i % 15573 CRaii iR N 53 % o
URF S5 LOROKRSICTIBAF ZRS T DHE !
WA EE. BAIZLARF S5 4L LTIHI000mgZ 1 H 210
W2, AR 2 15573 T Ais sk A% 55 % o
IR, AU Eo/NRICIELAF S Ak LTIH20mg/
kgZ 1TH2MNZ4 . 1% 1555 CRBEIRNZ 53 2. 72
72, RESOkgl Eo/NBTIlE, AL F U - ez v
Z’:}_’.O
WEROBEIZBW T, FERICE D EEMRTE 525 1HRS
PR OHEETFERDTOLBY T2 L,
B AT H R &SRS E133000meZ M2 RnwZ L e L, 1
HIZ2EM L EOMEEZ I CLHAH®EE L T1000mgll T3 217
Do
INR 4% DL E /N T H RS S- = 1360mg/ kg B2 v 2
L, HEE2EMI EoOEFELZ HTIHH®E L LT20meg/kg
UTFT21 9 72720, KRES0kgh Lo/NECid, AR L
WHEAHWD L,
(ThHAETEIREE)
WEL BAIIZL AT T £ 5 4L LTLEL1000~3000mg % #HIR A
5 (P 5- 413 2~5mg/kg/ 7 CTHIRNIX 5) T 525, 1H®RKE
Ha133000mgE 9 %,

7. BERUREICEEY D=

(RhBETE)

71 KHENE, AL T 653528, [141.15H]

*7.2 BRBEREEZ AT AMABTICAH 25T 25461, THRIC
MY VLT F=r )T Iy AMERSE L LA O G®LD
BEMBERAMT L L. T2, MBBENZZT TV BRARS
T, ZVLT7F=v 2075 v AEIE TR T,
MLENT 2 56 L 72 5% SRR 0B 5 217) 2 k. &b, 22
TRLTWAHERCHEIX Y 32— g VERICES DD
ThHoHrIEns, BHEITLICHEEIIBZ L2025, HELOHE
EHETAHI L, T, BHEREREL AT LREERIIOVWTY
AR ORI IZIN U Ty ARF OG5 K OB - ke % i3 2 7%
CHEEIHET A L. [921, 922, 98, 1661, 1662%:]

LT F= . i
Y77 ’Nﬁqjﬁgﬁf
. >80 >50-<80 | >30-<50 <30 (2R~
A e i il
(mL/min) - i
gz | 1000~ 1000~ 1500 ~[500~[500 ~

3000mg | 2000mg | 1500mg | 1000mg | 1000mg

10 10 11 11 11
5 EY | 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
LH2[M | TH2[M | 1H2[M | 1H2[ | 1H1M

118] 118] 118] 118] 11A]
EEieE2 | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1H20 | TH2[ | 1H2[ | 1H20 | TH1M

a) CTADATERLIRGE % K <

7.3 HEOHERERED D 5 BB TIE. WETHOZ LT F VAN
KTLTBY, Z2LT7F=2 20T 52 ZMEHD S TREHAERE
DOFLE % W/ T 2 REMEA D 5 2 & s, XD IHED S
5L bIc, EEIEREBIEE L 2085 L O & % JR
T5Z k. [931. 166381K]

(—EFMICROBSH TERVEEICBIFDIURFS I LROSR

BOREEL

7.4 AH| % 5Ri FACTE IS LTI 2354121, odi AR
ABEEPHT 2 2 & SRE RIS 2 K Al 5. C ol
PRFBR TN L T2\,

7.5 BIEEIRNT G2 S 8O 5-129) ) B 2 B B o OS5 o Hik
BRI R, PRS- LM CIH AR R OG- m% e T 5
\: to

7.6 RBLRG-DSWREIC 2 o 72 A 3R IS LR F 52 & AR5
HIZW W2 52k, HANOEEREBICBWT, SHMMUED
FEEIR IR G L T v,

8. EEEARNEER

8.1 EMHICBI 2G5 ROAMAME LV LS HIkc k., T
ADATNEOBIE NI TADPATRIREN D SN L EDD D
DT, LRF Ty 20852 FIET 55512, 2REDH2
B PL 2T TR A SRS 5 % EHEISIT) 2 &,

8.2 IR 1HETy - )y - SHEEIRE NSO P AT 5 2 & 28
HHDT, AHIFLGHOBEHZ I HBEOEES, Gz k) ik
MO FE SR VI I EETHI &,

8.3 LM, S5WL. fEME. B, RUESORAERYED S
N, HEERICESLZ LD HDDT, ARG I EE ORRER
DIRREDZAL B IR BB 2 ko [84. 1116, 15.11BR]

8.4 BHE R VZ ORI HEYE, FBA RS OREMREIRFEBL oW
PRI D W Tl 2 1T v, PR & B Il 2D &9 &9

FETAHZ &, [83. 11.1.6. 15.1.1=H]




9. REDERZBIDIEEICETHEE

9.2 BikEEEEE

9.2.1 BHEEREDSHDEE
(7.2, 1661%H1]

9.2.2 MBI =T TVDRPBEAEEEDSH DEE
(72, 1662%R]

9.3 FrigeElEEEE

9.3.1 EETHEEEZEDSG 5 EE (Child-Pughs48C)
(7.3, 1663%R]

9.5 iR
TR AR L T O A0 H 5 PEicid, WTFo L) %) X
7 % Z R LIR EOAREDS G % ER 2 &Rl SN b5
DT HZ L,

b MZBWT, HIRPICLARF S 25 20 M iEEISMET Lz
LOWEDSH Y, EITY AR Y WIS < K TR
D60% & o7z DWMEDRD 5,

© Iy MZBWTREBITESZD SN TV,

CEHWERICBWT, v b TR FOBEFEE & L o
VR CHRS R L OB OFE R o, REREIE, ROt
TEREMARD LN, 7HFTIE, b PAOREZEREDI~5/0
WE 3% CIRIE. B 5L O K OB OB MATTED HhTw»
ZQ)O

9.6 FH.E
G EOFREROCBIREOA EE ZE L. ZIAOMHE L
ik E a5 2 L,
e MLHFABATT L 2 MG I Tn 5,
9.7 INR
R AR R, FrA B, FUE. ki o % B33 5 ENERIR

BRI ER LT A1 a UL E16 K T o F P R R
BRISREOHNCR S h b,
9.8 Sh&E

VT F=r )T Ty AMEESH IS, 5 MR E R
L EHEICES AL, HEETIEIEREMINLTRSZ
EHL v, (72, 1661, 1664Z1]

11. ElfER
KOFWERDSH S5 bND Z ENHDHDT, BlEE 5147V,
WD LN I3 G 2 Ik 5 7 S 2 WE 2179
(1:.0

11.1 EXIFENER

11.1.1 PEMREIZEFERAERAE (Toxic Epidermal Necrolysis :
TEN). FE#ERIEIEE (Stevens-JohnsonfEREE) (W1
b BHEEANH)
FEE RLBE. KIE - OB AL Z )8R, WNEER. RS, 1IN 455
DOFF DR LN YA IS 2RIk L, st R LEZ17) S
(1_:0

11.1.2 X BEEEIREE (FHEAH)
FWEIR E U CTHE, BN AR S, TIHRER S, U V3
JERE, EERSEIN, GFRRERIEZ . SERLY OSBRI 2 01 A
PEOEE L BBUEIRDYH 5 bNDL T Db, B, ¥ hALR
A2 A WAG(HHV-6) D™ £ WV ADFHIHHALZLES 2 & 2% <,
PGk b 5895, T IFRRRERE E55E ORI D 5 V1B
WALT B2 EDHLOTEETHI LY,

11.1.3 EELMREE (HEAH)
PUMERK A, MR RS, PR, FhEkigA . mOR D
BHLOLNDLI ENDH 5D,

11.1.4 A2, R b HERY)
ARG, WREOERELRTFRERD SbILZ b b,

11.1.5 BER GHEEAH)
WU, J8E. AL WEHSE0ERD D S bz, BEEEHR
O EADEED SN i3S 2 ik L, @) 2L 2479
&

11.1.6 BEE. BRER (3 b 19%Ei0)
SRk, SEEL. FEME. BLTE, BURMESORMIERD D S b,
HBEERIZELZ 3 H Do (83 84 151.15MK]

11.1.7 TERERRIARAE (S AH)
M. B&, CKLEF., MR ORF I+ 7al v ERER
HobNIGEIEES 2k L, #@YaLE 1T 2 &,

11.1.8 2HBEE CHEAH)

11.1.9 BUEAEIREE GHIEAT)
FEEG WERE. MEECK Ry BIR. MEOZLH), FikbEE, 3%
Hi#%, BIMEROBMERS S bNBa 13 k5 2L, &k
WHL KGR, FFREHEO MY R EE1TH) 2 &, T2, 3
F7aE VIRELE) BB TAARAONE Z LD 5,

F
-
z

11.2 ZOfthDEIER

MR | 3%BLE | 1~3%Ki ok | SR
B 3 | BOLSUR. 4| B, KEE. I | 6 LIRS,
W (10.4%) | 8, R, | 1570 B %) | . S
i | SRR, e | 3. EEES . | TR, A
(11.8%) . |#, 15> | ofikis, S0 | Bk, AM
RIS 15 It
IR (27.9%) TR, Rl | B
s, WA | W T 7
N . WHEETE | b — R
R WOBY. VR |, MR,
F AV =, AN TAPAKH
oo tKfirten % | . Bt
v BRI R, | R
BERERE GO K
R, 3
BN
.
WAL WES | BAL. R
m W ME
5. R
E T R | O, i 8
» W, Bz
. VA, i
itk WHRA. 1
1L 5K K
LR
o LERQTIEL,
i i
W . M| %, S | IHURR. L
B PO | EORBO. 8| g WA
. W, | B %
HALZ: P
% W
i
T ALPHII TR S
Wl de. IR | R
I 7 1 o B
gﬁim R o B
SRk 2 1
e
B H % | Mg W | B W%
(30.2%) . |We. S, W
W WO R | S, £ 7
. ERE | v vy, B
DRIE %
R RO | FOROR R
i
e MW g, 2O | BiTdE. WM~ | 5 IRALE
¥ AL T | VAL Y | I
R B PR
WA | . W, | . I
W R 5 A | WU
B
L i D 3 U
BRI, 5| b ) 7Y | M. 5 | Sk B
Mo KTk |k U R R | RRSPERIG. B | AL O
. TEUTER | W AR TH | ORI | 2%
Zofl | fr g, | m
B s
o TEA
(I
13. BEKRS
13.1 fER

HEOHRBEREFITB VT, LRF T L5 A% —EI1215~140g/k
M L7688 0 . IR, Bosk, B8, BRkL Vo, 1
Pl e OV AT S TV B

13.2 &
ARENZMAGENTIZ L DBREZTEETH D FHL T 2IEIROFLEE
WIS U CTHEENT D2 25 5 2 Lo [16625H]



14. BELOZFE

14.1 ZEAMFOEER

14.1.1 KFO1E 55 (500~1500mg) 2 100mL O LB A, Ll
Y ¥ 7 V5% 7 B o HESHE AT 5 2 Lo NRTIR
BN TORPIREE A HLZICHIEROMEEERT L2 &, [71
%]

14.1.2 TBiRid, ERPIHET 52 &,

14.1.3 Ak, B OB ICRY 220 5 A3 L 2w
&,

15. ZDMDFR

15.1 BRIKEARICE D < EHR

15.1.1 A CIRE S N7-FKK 2 ELHBOMTAPAREIIBIT 5.
TAM A FERBEZE NG E L1990 7 5 & ARk iR R bR
DORERERICB VT, BRSELCAREK OB D) R 7 A5,
HTADPARDOIRABETT 7 R EEE IR L THR2EE < BiTA
ATEIREEE 1 043%. 7T R 1 024%). LTADAFEDOMR
JABETIZ, 77 v RBELERI0ADH 72 D1IIANZ W EFIREN
72 (95%IEIEIX I : 0.6-39) 0 T2 TADPABEOH T 7 V—TF
T, 7T RBELILRI000AH 72V 24NV EEIHE IS TH
5o [83. 84, 11.16ZMH]

15.1.2 HEAEANTADABEI20861 255 & L7275 R
[ R 3R EBR O BE S IRAT I B W T JERS AR AT B IR O A g g
(BCBPE, Bl B, A%, K. BEAE. #9 o, B
P WOE. EENES . BRI, MR, mRE. AR
E)DOFEHRIIAHEETLI33%. 7T L RKET62%TH - 720 [k
W2 AHEAVNE T AP ABE (4~167%) 19861 2 5% & L7 I %
AR BRI BRI B 1) 2 UM% A EHR O T IIARHIRE TI7.6%.
75 b REETIZ6% TH - 770
F 720 AHEINNETAD AR (4~16i%) 9861 & x4 & L 727251
FERE L TSR § % B2 5§ % 75 & R HIERR R B
W, ERLRETH 505 7T LR L K L CHRRNATE)
DEALAIRIE X 7z,

AR U AR S OB R . i ARG L TR E 2SI E T 419 A7
BRI ERD H 5 W T LTHEE S h Y BHEAT— %),

(2) BEFEYENRERT (ROFICHIT DHERMIE)
IR (4~167%) B OV (16~557%) D TADABE D ALz SER L
RF Ty MRET— 5 2T, BHEFSEWBIREMNT 217> 720 € OfE
W CL/FICH U CTHRE R OIS CA» AR, V/FICH L CTRE Ha
FEMIZHEPOERIZERO D 2 W& LTHEE S Nz AR ROEA
TADPABEZEOMAEPIEY T2 I 2L —Y g v LR NETAHD
ABFIZ10~30me/kg % 1 H 2 #%5- L 7z B oo i 38 it e 1x. (AT A
A ABFEIZ500~1500mg 1 H 2% 5 L 72Bs & Mk e Tl S 7o,

16.3 £
ERER A LANF T 1 & 21500me % Helal S IR EE - L 72 & & o5 Fi
AR OTIM1F35.8L (0541 /kg) T 0 3. RNBAGEICIEWETS >
720 in vitro . Oex vivo RO O, LRF L5 AR UCERBWTH
%uch LOS7DIM4E A R AEIZ, 10%KiETH 570

16.4 X34
LRF Ity aid, T b2 o— 2P0 RRBECERB S 2w, £
R CHRERIE T 2 b7 X FIEOBEEMIRSHETH Y. T ) AK
XNZOEFEMREWDOuch LOST(HIVEF MR TH 5. B, KCHW
IR TGS 2 TS,
in vitro iREEIZBWT, LXRFF ¥ ¥ 4 FFucb LO571ZCYP(3A3/4,
2A6. 2C9, 2C19. 2D6. 2E1 K U'1A2), UDP-Z V7 0 v iz R
(UGT1A1 UFUGTIAG) TR F ¥ Fe Fu s —¥ o L CHEMRH %
IRE otz Fhow NVTEEEF MY T LDV T VAT R
RIS HhorY,

16.5 HEttt
R AL NTF T & & 21500mg % B RN G- L L S osey
207 T v ADFIHIZ087mL/min/kgTd - 723,
TN (B $55-5680) 12 L X T T & & 5250~5000mgtt) % 2% 15 I |2 3 ]
FELMES L7z & 2100 Be5.48I M #% £ T OG-8 2 IR PRI O
WMMIE, RZLAKE LT56.3~65.3%. ucb L057& LC17.7~21.9%Td -
720 HRE NEHER N B YEABIIZC- L RN T 5+ & A500mg % W3S L

72k &6100 P HASIER 1% £ TG 092.8% DT REA R A 5. 0.1%
DHH A SIS N7z, 5481 % F TORG EICx T 2 R Pk
E. RZERE LT659%, uch LO57& LT237% Cdh o7z LRFTE %
2 OPRI ISR ERAR A 3 g O TR PRI AS. uch LOSTICIEARERIAA 88 &

16. EYEhiE

16.1 MAEE

16.1.1 BA

(1) BERSNURERS

RN L RF T & & 21500mg % 1555 112 T Hnl 3T iR P 5 01
H2Mm4.5 0 B BRI S Lz L & LT 515 203 EhE
FA—FFUTOLEEY THo7239,

PO L72MEER L RF T2y ARET -7 2 VT, LRXFTEF A
1555 T T FFIR N 512 O W B EE MGt L7z LRF T8 25O
MAER L ARF 527 DR, LARF I 27 ARO%S5H L FAEETH -
T2o 700 LRF T2 AOBEFEY BB ORKR, &5 )T 5~

BEBY RO RANEE ST 5 L T a7
) EN TR S N7z AHI O H R %5 i133000mg T %o
16.6 BEDERZHI DEBE

I b v 16.6.1 BHAEEEE (EOACHD 3HBAME)
NG RA—% (N=16) (N=16) THEREDREE DR 2 AIRE 2RI, LARF T8 A% HERE R
Cmax(,ug/mL) 108.7[17.5] 109_0[17‘31 ’9‘ Lfl t g N Eﬂb‘”@é‘:—éf7 V7R li%‘*&ﬁ%ﬂ:ﬁ%‘ (CLCR : >80mL/
: 2 s %R . - . 2\ =
o () 025(025.025) 025(025.025) min/1.73m?) & J#E L C, BREACF % (CLer @ 50~<80mL/min/1.73m?) C
TPy - 9080100] 1340%, HEE LT (CLCR ¢ 30~<50mL/min/1.73m2) T52%, ST
Mg vm e % (CLeR : <30mL/min/1.73m2) CE1%ME T L 72
AUCo=(ug - b/mL) 457311171 - LRFTEILAOBI )T TV ARI VT F 22 20T T Y R EATAM
ti2(h) 721[119] - ML2W, [72, 921, 98, 1664%1R]
CL(L/h)® 343[11.7] 3.84[10.0] R O TR
BATFIMICY (%) 1, tmaxb I (i MA A EWBES A=y [ o g e
a) A 5Tl CLss (N=6) (N=6) (N=6) (N=6)
Cmax * B ML RE  tmax 35 053 I 95 32 380 33 I i CLcR
AUC : LS e W R P IR 1/ ¢ TR0 (mL/min/173m? =80 50-<80 30-<50 <30
CL:®Hr )7 YA Erasay 500mg 500mg 250mg 250mg
(2) RUEREIRAIIRS ERORS DR T ~Fo Lo
TEHER A 25811 L R F 5 & & 21500mg % 1555 [ 215 SR P 8% 5 31
BELRE %, LRF e s AOEIMBIENSS A 5 1ELF0 L 45 Cmax ( g/mL) 219[312] | 15502531 | 1082431 | 92[304]
B o720 RECHEGHEE HBELCo AU IRPIEE 51 0 Comax 2RI 164575 < tmax (h) 05(0520) | 1(0520) | 05(0510) | 05(0510)
AUCKR Tt 2B L Tz By LRF T4 8 AR GO EY AUCo(ug-h/mL) | 166[165] | 248[169] | 169[165] | 212[19.1]
A IR 100% Tdh - 729 t1/2(h) 760691 | 126[113] | 15501751 | 19.7[265]
S HhiE RRTIR N 5 [ mE 2R AP ) CL/F
Vas T X — b4 (szs) (N:25) (90%{?5@]2 nﬂ) (mL/min/l.73m2) 51.5[7.8] 30.9[14.6] 24.6[15.0] 20.3 [2049]
Cmax(ug/mL 97.0(27.6] 58903701 164(147-183) ;
ug/ml) Cchr | 316028510 | 153[223] | 97[234] | 60[536]
AUCo+(u g - h/mL) 472.3[154] 487.4[159] 097 (0.95-099) (mL/min/1.73m*)
tmax (h) 0.25(0.17-027) | 0.75(050-3.00) - uch LO57
t1/2(h) 7.11011.7] 72301271 - Cinax (1t g/mL) 0360941 | 075[258] | 057[260] | 1.06[29.3]
ST EIMEICV (%) 1+ tmaxC I FP Ll (Ml Al . 50 80 120 240
f@;gjﬁ% &; /;]%D&L 5 IR R RO tmax (1) (2080) | (601200 | (801200 | (120210)
16.1.2 Vg ’ AUCk(ug-h/mL) | 590971 | 22604591 | 18705341 | 578[57.3]
(1) INETADAESE () 124 190 20.3 268
INBT A ABE (GH9B : %17 B ~4RRiB 1760, 4~ 168K 3200 (113153) | (173199) | (197-236) | (17.2:333)

ATPIME[CV (%) ]\ tmax S Uuch LOS7t1/24% HrJuil (de/IMili-fie KAl
CL/F: Aoty s) 752 CLR:E27V75 A a)N=4



16.6.2 MRBENZZ (T TV D KRB EREEE (ROFICSIFDHERM
=)
MHENT % 20 T 2 KBRS O RABRBEIZL XFF1 5 4
500mg % EAT BARA4RE I AT IS IR G- Lz L &L LRF T 5 203
BT O LRI 34T T o 7225, BHT IS 2.3 R A L 720
L RF T+ 5 5K Puch LOSTOBENIC & 5 BFhaidmm <. 81%% U°87%
THho7W, [72, 922, 132%8H]

EWBE T A — 5 LRF T N ucb 1057
Cmax (1 g/mL) 18.7[8.1] 8.84[7.0]
tmax (h) 0.7(0.43-0.98) 44.0(44.0-44.0)
ti/2(h) 34.7(29.2-38.6)
AUCo044h(u g - h/mL) 462[105] 230[7.8]
CL/F (mL/min/1.73m?2) 109(94-13.1)
TAT T4 F— DI (%) 81[7.5] 87[7.2]
MLEEAT H O S (h) 2.3(2.1-26) 2.1(1.9-26)
&N 7 ) 7 5 ¥ A (mL/min) 1154[8.1] 1229[7.1]

N=6. M [CV(%)]

tmax. t1/2. CL/F. HLEEAT FF O I L0001 ip Je il (R Miti-fie K il
16.6.3 AFHEEEEEE (ROBICHIT DHERMIE)

R [ OV AR B (Child-Pugh /0 A K OB) O A REREIK T &I L RF 5

b AEHAROEG L &, LRFFTEFLDEH )T 50 AIE

BIE A SN dr o 720 HIE (Child-Pughs3HiC) O RFREREIE TH Tld, &%

I T TV AN DFI50% & 7 5 721012 (SLEAF— %), [73, 931

]

IR REAR T
H T HEHERA | Child-Pugh | Child-Pugh | Child-Pugh
NTA=S (N=5) SPRIA S3HIB S3HC
(N=5) (N=6) (N=5)
f;i}jmin Jipampe | B1¥188 | 1208+119 | 996132 | 635135
LRFFEH A
Cmas (u g/mL) 23112 | 23649 | 247+33 | 241=38
tmax (h) 08=03 | 06=02 05%00 1615
AUC(ug-h/mL) 234=49 | 224%25 262=58 | 595+220
t1/2(h) 76+10 76+0.7 87+15 18472
%ﬁmm 1730) 63497 | 625+87 | 554=105 | 202+135
Pt £ SD

Q) LARF F b ¥ A E %Ol

16.6.4 SinE (ROFCH(T D HERMIE)

BEREIZBIT S LANF Ty AOFEYHEIIONT, ZLTF=r YT
7 ¥ AH330~71mL/min D EERHE 1661 (4F 61 ~88i%) & xf 5t & L CTalili L
TeRER, ERE TS SR AT 40% E S L. 10~ 1185 & 7 - 721013)
HEANT—%), [98. 166.15HK]

16.7 EYHEE(ER

16.7.1 7T Z bV (RBORICSI(T DHEERIE)

T = MM Y OREEETTHCT Y PO — LT & 2 WE R E TR
VA RALSRIE PRI E 2 BT 2 A TADABEBIZ X LIZ, LRF T
£ % 23000mg/ HZ GG Lize &, 7 2= M YOIk 3EY
BIREN T XA — F B2 RIEFE ol 722 VB LARFFEF A
O EREN BB R TS 2o 7210 (PEAF— 5 ),

16.7.2 JN)L70O8F U D LEROZICHIS DEHERAE)
ERERAL6H & 50, NV 7 aEd b T AOEFRETICBWTLA
F 5t 5 A %1500mgl RO Y- Lz &, Ny 7afEr MY v ALy
NF T8 LADEYHEICHEL RITE LD o7z LRFITEY ABNL
Tt N AOEYBHEIEEE RITE 2ho 7215 (BHEAF— ).

16.7.3 #OMIR(TF IV IR S IF—IVURULVR /LT A RUILDE
Al (BOFNC BT 2 HERRIE)
fERE AN 186 2 R R IC, BIOMEE(ZF = VT A T V=
0.03mgl S LK 2 V7 A L V015mgDEHIZ1THIE) RITLXF T+ ¥
2 Z&1[500mgl H2[M21 H R RERZR DS Lz &, LRNFIE 5 AkT
FENWVIZAITIVF =NV RO LERI VA LIVOEYTREISNT A —F (2
WEERIFE ol HUBREOMp 70 270 ¥ OB RERE AR IV
E VIR TR L. RIELIEOSENHEE RIZTE L h o7,
ROMIEIRIE, LAF T8 2 0EWBIEICHEL RIT S 4o 7210160
HEAF—%)0

16.7.4 IOdFI Y (BORICHI(T DHEEME)

RERER AR A SIS, T2 ¥ (1H0.25mgx 1H1E) KO L ANF T+
& A1111000mgl H 27 H B AR G- Lz &, LARF I8 AdY
TF D OEYBENT A= T ITEEE RIS oz VIF VB L
NFFL 5 LDEYBEIHEL ST E eho 21D BHEATFT— ),

16.7.5 DILT7 7 U (RBORIC ST DHERRIE)

Ju Y E RO ERREE L (INR) 2 HEE Q@RS 2 X5,

TNT 7 ) v OFE EFHREICZT T L EFRA266 2 RIS, T
771 ¥ (25~75mg/H) RO LXF 5 & & 5111000mgl H20H7 H [ % 15
BORG L2E &, LARFIEF 23TV 7 7)) ViBEICHEZ NITE
I, 7R bu R EEE ST ol VT 7Y Y HLRFT
Y& L OB A TS e h o 72 FHEATF— ),
16.7.6 7O Y REOAICH(T D HERAIR)

TR 2381 2 % 512, T a4 Y F(1E500mg% 1 H4RH) RO L XF 5
& A111000mgl H2/M4 H M RAEREOEES- L& &, 7axry FidL
NF T ¥ 5 AORYBRENIIEHEE RIT S o 7205 FAREPucb L057
DHEr )T T v ARCIUBIET S 7210 FHEAF— %),

17. ERPRAEAE

17.1 BIMMERUOREMCET 258

(CAHAEEDBDRE(CRIESRERIEZSD))

17.1.1 EAZE DA (EOFD SiEHFINDT D& X 5H5R)
WA T H16EU EOTADABZINZHEIZ, LRFTLF A
1000~3000mg/ H % #&113% 57 & 1555 7 2 i IR 9% -5- (4 H L 1H 218)
WYY A2z &L BRI G R OTAIEEIR N G IC B 2 1H B 20
DR FEANE R EL O P ILfit (55 10U 5507 s — 53U S 5) 1 0.59(0.04-1.12) [
J%.0%0.38 (0.00-1.00) 1l T & - 7219,

EIVE T BUME 1318.8% (3/1661) Tdh o 720 BIFHIE. 1HGTERA 465iE6.3%
(/1661) . TEHFERAP96.3% (1/1661) . 15 #5ALIENR6.3% (1/1661) TdH -
720

17.1.2 ERE MR (A, BEEE)

RETANPAL BRSNS RNEE AT 216U Lo BEHEEZFRE L
T, LRFF &4 £21000~2000mg/H (1000mg/ H 2 #5125 EA A S h
72 3545132000mg/ H 2 ) 133000me/ H GE1ED A M2 h b 5§,
3000mg/ HZ il g & BaNs CROES L2 L &, ERFMEA<H
% 1000~2000mg/ H # O S FHIT RS B 26 7 H HIZEVEN L BE OH
£, 73.8%(45/6151) T - 720 1000~2000mg/ H FE D & 35:4ill H itT D
TAE R SEVETY 22  O 81 471359.0% (36/6141) Td - 720 £ 72, 3000mg/H
BB 267 A BIZEME IR O#E1322.2% (2/961) . T4EHZEVEH JE
FOEEIX11.1% (1/961) Td - 7220,

BV JE BUSIRE 1354.9% (39/7161) Tadh - 720 2 BIVEH I3 HII32.4% (23/
7181) T - 720

17.1.3 EANSE I/ MAEHER(RA. HARE)

L AT F &% 21000mg/H. 3000mg/H f U7 T K % 1238 B 1455 (BE
FOWTADAEEOHM) L6, FEFMEE CH 2720 O
SEMEEGR DRI TEOLBYTHY . TILARBLLARF Ty LR
(1000% ¥¥3000mg/ H) ¥ TN L X F 5 & # 21000mg/ H B D B THEEH#RY
AT EAEDTRD BN 72 (Z N Np<00013E 12 p=0.006. F5-8E% KT, B
SN BT 2 B2 U 72388 72 0 O FE I 2 e 8 X § 5 365
WM o . BEECBUITA50%L AEY ¥ —L— k(D720 OEHFE
PEIBDBIEE I & N T50%0L Liki L2 BB o8E) 13, 77 KRk
13.8% (9/65%51) . 1000mg/ H #£31.3% (20/64%51) . 3000mg/ I #:28.6% (18/63
Bl) T o 7210,

BH72) OBFRENE | 75 wxE0T 5
B Gl B
B | BEAN | W % [959%BI It]
w | o | ) (pf)
75 K 65 273 | 267 | 611
188
1000mg/ H B 64 358 | 225 | 1961 209 (6.0, 299]
[102. 3047 | (p=0.006)
y (p<0.001) 230
3000mg/ H 7 63 344 | 208 | 2772 .

a) BEE T M ORI O T 7 — & A3 > T B IEBIEL
b) Hrye i
o) WAL FH T IS AR
d)PeGHEE KT BISHHINC B 2 6B L 72l 8 72 ) o556 1E 5L
[P iY A R WP &l

e 0 [ R ORI 200 1) o0 R R 6 BUBE B 13 1000m g/ H 451 CT56.9% (41/
7240). 3000mg/ H¥5-#T54.9% (39/714H1) TH » 72 F 4 EIMEH X
1000mg/ H ¥ 58T, HillR13.9% (10/7211) . 505 9£8.3% (6/7211) . %)
P F18.3% (6/7261) . 3000mg/ H % 45- B THHRI.% (7/7161) . HulH¥E %
85% (6/71%1) {FBIED F15.6% (4/7161) TH - 720

17.1.4 ERE MR (A, HAEL)
LRF 7% 2500mg/H. 1000mg/H. 2000mg/H. 3000mg/H K75
LR 12EBERH%S (AONTA»AIEE OFH) Lz, SRR
2B 2 BIEHNE 25 0D 72 ) OEFGFAERBEA S (Rl 1k, Zh
Z112.92%. 1800%. 11.11%. 31.67%M% U°1250%TdH 0. LEFFMEH T
HBHLRFFEy 21000mg/HEE 3000meg/ HEER O 5 L REEOIREH T
DFHMII I B 2 BIE NI 2 5 0 B 72 ) OF 5 FAERBERD =1,
FHER A TR0 S N b o 72 (p=0.067. Kruskal-WallisHsE) . 7%
B, BRICBUIB50%L 2K Y F—L— &, 7T REE1L6%(8/6961)
500mg/ H #£19.1% (13/68f1) . 1000mg/ H #£17.6% (12/6851) . 2000mg/ H &
16.2% (11/68f1) . 3000mg/ H #£33.3% (22/66%1) T - 7210,



e 30 ) ONREANG 30 ) oo WA P S8 BUBE BE 12, 500mg/ H $%5-#560.6% (43/71
B1). 1000mg/ H#%5-#61.4% (43/70%1) . 2000mg/ H $%5-#58.6% (41/70
B1). 3000mg/ [ #%5-#£64.3% (45/7051) T > 720 E 2 HIVEHI2500me/ F
PG, BINTEE14.1% (10/7160) . FH#H19.9% (7/7161) . 8D v
7.0% (5/7161) . 1EI7.0% (5/7161). 1000mg/ H %58, SLIHIH2:18.6%
(13/70%1) . 1 NE10.0% (7/70%1). 2000mg/ H 58T, Hli£17.1% (12/70
Bl) . SRS 215.7% (11/7060) . #:457.1% (5/70%1) . 3000mg/ H % 5-# T
BT 4£21.4% (15/70%1) . 1EIE17.1% (12/7081) . 1 EREK A 7.1% (5/70
B)TdHh o720

17.1.5 ERARBBMGTIZ SHR
[EI N A T/ AR GRER (BN BEATRER:) 252 T L2 1518 2 x5 & LT,
L RFF 5 51000~3000mg/ H 21250 TR S L7z & X 0F
SEAERBIEL T O & B 1Y) Th o 722122,
KRB SIN L7238 0 9 B, T6HA3Z OB aT S 7= ke il i 2 AT
LA 2 #T L72(24~36% HCLBI. 36~48% H TA7HI. 48» H LT
28f1) o

6.00

(GRS

4
=)
S)

»
=)
5]

w
1=}
5]

g
=}
3

T~
I
= 0 O O R N U <zf> [ i

7= Y DERSYFELEEH D i
(15 fLsE. B 3PUT )

1=}
5]

TLEY

0135 155)(117)(103) 96) (91) (89) (86) (85) (81) (78) (77) (70 (50)
(39),
L D222 0 222002230
q?i?“go R g S I P
I R R A I R R

0.00

FIAE N S B 1392.1% (139/15161) Td - 720 % BIE L S0 5 5
55.6% (84/15161) . HHIF24.5% (37/15141) . 16il22.5% (34/15161) T - 720
17.1.6 EANSEIAEEER (IR
WEAE DT AP AT 5 BRI RSO N 2 WS BIEL AT 5
4EY 16 AT O/NETANABZEBZ MR E LT, LRFFEF A
40313260mg/kg/ H (R E50kgPL_F 122000 X123000mg/ H) % 1 H 2[00l 451 F
TIGHBRE RS WAEOWRTAPAEE O Lz & &, BEFFEA
T L BEHI S O 72 Y OERSFFENE kA 3 0 s Ll (95% 15 X
B 1%, 43219%(26.19%, 52.14%)Td 0. FEEHEEOWA DTS S 7z,
F720 ARTADABESBNCIGAMEED L XFJ & ¥ 220~60mg/kg/
H (R E50kg L E131000~3000mg/ H) %1 H 212 50 F THEBeFES- L 72 & &
DEHFFMERBII T O L BY T o722,
20

() B

(73)

(73)

(E1IS s, 3P )
S

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

72 V) OERGYFEEEEL O I

B MR kSRS AkEERS AkRERS BkSERS ARG
(148) 1H~3»HA 3~67H 6~9»H 9~125A 12~157 1

FIVE S BB 2 158.9% (43/7381) T o 720 T EIVER IE. HIR425% (31
/T30) TH o 720

DM TANARETTDFIRIEBD SNEVTADABEDEERF

{EICHT DI TADAREEDHBEE)

17.1.7 EEHEESE MAEEER (A
BEAF DY T A ATETH 5 2 SRR R S e IR MR E 2 A
T 516 Lo TA»ABHEIB (HARNB 2 HE) 25t L LT, L
NF T &% 2100045 L < 133000mg/ H (1000mg/ H A H3% 52 B L. %
8 F TIZHAEA A S N7 H5 A1 238 [ B T1000mg/ H 3°-23000mg/ H 12 1Y
) L7 T R % 28 RR P (EAF O CTADNAIEE OB L7z &
X, EEHEH TH 2B 5 OM B 72 0 i AT/ Il How A
REITROEBYTHY., 7T XRBELLARF T 5 ABORM TR
e A M FEATRD b7z (p<0.0001, H G5B R OE % KT, BEMHICBT
BMdH 72 0 OMIE R RIEVERR 2 A L B IO ET) 20,

W72 h o AR
Y ARE & 7T KL D7)
kel — [95% 15 X )]

Big | G | WD R (pfiti)

IR | IR (%)
75 & R 109 083 | 065 19.64 56.13

[44.02, 68.24]
LRF It 5 L 117 089 | 016 | 7698 (p<0.0001)

a)Full Analysis Set

b) HhrJefi

) PGB L O &2 - BEIC B 285 72 ) ol BN E A
Hh &3 2 T

B FE B 1323.8% (30/12661) T - 720 F 2 BIVEIFBHR2.4% (3/
12681) Tdh > 720 Tz FRERMAMSE FEH) & Kb &GS
7.1%(9/12641) . ML/ A4.0% (5/12681) I ER B0 A3.2% (4/126
) TdH o7z
17.1.8 BN MAEHER (IR
WEAFDPLT A D AT 10 B S ERIRIRN R AR & e VR e B s 2 A
T 24E D E16E R O/NETAPABEIFZ R LE LT, LT T
& 540X 1360mg/kg/ H (R E50kg Bk 11320003 133000mg/ H) % 2438 3%
85 (A DO TADPASELE OFEH) Lz & &, FEFHiIHE Th % #lgk
W 72> & D3 & 72 ) o> i B AR B A 2 0> i Jefil (95915 Hi X ) 1
56.52% ( — 15.74%, 9818%) T - 7229,
FllVE S8 BUBE 1£38.5% (5/1361) Td - 720 RITEHIZBIR23.1% (3/1361)
SEEIREIE7.7% (1/1361) . BEIG7.7% (1/1361) . FHI7.7% (1/1361) Td - 720
7o, R ERE EIEH) X OERQTERT.7%(1/1361) TH - 72,
17.1.9 REIREHRSHER (BARUINE
] B 2 [l 285 TOAH BT L < /N RIS ARG B & 58 17, U EIBS L [ 45
T AH RS 2 R SR AS 145 D 72 O 8% 5- 2038 DL (b U 72 H AR NG 44810 2 3
LT A6 E) T LARF F+ 4 21000~3000mg/ H. /MRET
ZLAF T H 520~60mg/kg/ H (RHE50kg b _F131000~3000mg/ H) %
ROBG L E &, MEMARIENBEUTOLBY) Tho 72425,
1.4

3 ()i
1.2 =

1.0

(43) (19)

08 (€2)

5 06

@D (38) 22 19) a2
0.4 22 !

0.2 -
0.0 I

'@K% Al NS ol N Ul X u X Ul
‘é‘@‘g& @\g{% *»,’b o’q a’\m 0/% \(’;\% \‘b»"\ “,\ﬂ? qP-)« {\f’g PN
& g FRAER
B S BB 1338.6% (17/4481) Td - 720 F 2 EIVEFIEEAR11.4% (5/44
Bl)ThHoroo Fon BRMRAEMEE FEHIE. LCEMQTIERA5% (2/
4R, TI=VT I NI AT 2T —EHMN23% (1/448)) . T AT
FUYMT I/ bT AT =T —EENN2.3% (1/4461) . C-BORVEA F1 1

2.3% (1/44%1) . AREHIIN2.3% (1/44650) T - 720
18. ZEEE
18.1 {ERKRF

LARFITEF AE, BHZERLCEELRAF F v 2V EZHEA LW
320 MR KD ¥ F T AMAT ATVE2A (SV2A) & O 42620 N#
CaZtF % A OVILSES) | BN CaZ O EENHIZY . GABAR U Y ) ¥ VEH)
PRI T 27027 v 7 EOIHPO . AT b o 8 R 2 754k
OIHBY 7 ERHEREN TV B SVIAITHTT B A BAIE L T AR
AT E TV BT 2 5EIHIER & ORNICIEHBEATRD SN b 2 & h
5. LRFFE 5 L ESV2ADMESD, BEHHIERICEFS LTwbH0
EEZHNB?,
18.2 TAHOARIEICHT 21ER

TR 7 ) == FTEFINTHDRAKEBITFONATE T IR OTRAR Y
FLYF P IV —VHERTONRAETFT VAR ETIR, FTORAIHIEN 2R
Ko, ABEESIME Y N v w2, RUFLUYT T
V=X Ry AR Kuh W UIH A = v BERGDOT v
¥ AT AT VREWEKAMTASAT v N (GAERS)3Y, BRI
P~ 235 7 B OEGTAE. SMTEEE L 72 TADP AW E T IVICE
W, R 2R L7z
18.3 FiCADARMEIER

R ELZRSF Y F) Y79y MZBWT, ¥ 8 v 7R 2 HH L
f:36)0
18.4 HRMHHRICXI T HZDDIER

7 vk OMorrisZK KB IRERI B W CRRABERIC B L RIZ S 93, o—
Z—my NRBRCIEBERE IR RITS ah o723, F720 mARNS)
WRiE25 7 v BB TR R % o5k L 7238,

19. B2 ICAT HIELZMHE

— W aFR 1 LT F & ¥ A (Levetiracetam)

1224 © (25)-2-(2-Oxopyrrolidine-1-yl)butyramide

53 F 3 1 CsH14N202

17021

TR LRF TS ARAB~RKABORKSEOR K TH S,
AR THEITRL T, T F= M) VICRRETRT
Ay ANFH T EAEHET RV,

W7 D OFRERRIEERERO P R{E
(5B 105 fL e, 53U 53 iz 80)

bR 0
v
0 H —CHs
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