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3.1 #8m%

Wit 4 A (gt )
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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,

7.2 ERREEE AT LMNEEICARHE RS T A1, TR
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 ]

LT F= . 1L 3 &
YINT 5 @ﬁm*ﬁ‘f{ﬁf
. >80 >50-<80 | >30-<50 <30 DE A,
7 A Ly | B
(mL/min) & -
L5 5 1000~ |1000~|500~1(500~|500 ~

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

110 11m] 11m] 118] 10
WELGE | 500mg | 500mg | 250mg | 250mg | 500mg | 250mg
1H2/M | 1H2@ | 1H2[ | 1H2M | TH1ME

| 19 111 118] 11\
k5 | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg

TH2M | 1H2[ | 1TH2[ | TH2W | 1TH1E

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]
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11.1 EXIFEWER

11.1.1 PEUREIEFERLERGE (Toxic Epidermal Necrolysis :
TEN). EZEHIEIRAEIREE (Stevens-JohnsonfEl®EE) (W3 h
b HEEA)
FEEG KIBE. A - O AL EH . HER. IRFSIM. TR RE
DOFFEDVRD LN ARG 2k L, #YRAEZTH
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A2 A4 W AG(HHV-6) 2D £ W ADFIGEUALZLES 2 E0% <
PGk b 3895, T8, MR EEORERS TR D 5 132
WAL 52 ENHEDTEET S LY,
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PUMERIRA> . MESFERT ERE . BRI, IR ek A, /MR A
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11.1.6 IEMH. BERER (V31 b 1%H0)
SR, EEL. . B, ZURMEFORMERDY S S b,
HBEEHICELZ LD H D, [83. 84, 15.1.15H]
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13. BEKRS

13.1 fER
MWEOTHREREICBWT, LRXFF L ¥ A% —EI1215~140gk
JAL 7260053 0 o IR, Sk, ZCEME, BERL Vo, I
PR OBIE DS ST b,

13.2 ALE
AHANZMEBNTIC L D BRETRRTH D BEHL T AIERORE
WIS U I 0 Eti = B35 2 & [166.22H]

15. ZOMDEE

15.1 BRARERICE D IER

15.1.1 WS CTEIE SNz AH 2 GO TAN»AKIIBIT 5,
TADA A, FEMERESE LS L721990 7 5 & R i IR R 3k
OBFHERIIB VT, BHREE L OCHBRERKOFEH DY A 7 755,
HCADAEOIRIERETT 7 L RBE L el LCRi2fsm < iTA
AR £ 043%. 75 R EE 1 0.24%). PLTADPAFEDOIR
TR, 7R BELEHLRI00AH72DVIIANZ VW EFH I
72 (95%EHEIXH : 06-39) 0 72 TADPABEZEOY 77 V—TF
TlE, 7R BEEHNRI00AH 72V 245 v EFE SR TY
5o [83. 84, 11.1.6=H]

151.2 AAEIABRANTAPABEL2080 2 x5 & L7-7 F &R 5
[ R BB O BEAIRAT IS B W T, JERSAR AT B EIR O A E g%
(Brssedk, o, B0, A%, W&, BEE. #7109 o, HEA
R, WS, EEERL . SR, MRS, MEE. AR
4 DIEBRIIAHKIRETI33%. 77 L REET62%TdH o720 [AhE
2y AAENNBTADARE (A~161%) 19801 2 5 L Lz 7T+
AR BRI BRI BT 2 MEAT EF R OFBIRIIARFIIE T37.6%.
75 REETI86%TdH 5720
T2 SHEINNETA»ABRE (4~167%) 98BI & 1f G & L 723840
BEAE R OATENC R 2 58 % 5l 2 75 & A0 IR R BRI 3
W, BRNBMETHHH. 77 v REEL L CRRNTE)
DOEALDIRIE ST,

16. EYEhiE

16.1 MAGEE

16.1.1 BA

(1) BEgS
HEBEEALZ L XF T £ 2250, 500, 1000, 1500, 2000, 3000, 4000%),
5000mg™) (%8 5-1661) 2 2SI BRI S Lz & &, §_To#S
WTULARF Ty ADMBE RIS H%IFIZIRHEICREEZ R L, H
eI (t12) 133 GRS Db S FT~ M T - 729,



150
il
5 —o—250mg
i —o- 500mg
1% —o—1000mg
~ ——1500mg
F —v—2000mg
= —e—3000mg
+ —=—4000mg™
% —&—5000mg *
A (N=6:F4{H=SD)
®
-3
48 (h)
it L]
K1 HERGROEMEE ST X — 5
Easny Cmax tmax AUCo-48h t1/2
(mg) (ug/mL) (h) (ug-h/mL) (h)
250 69+1.3 1.0+06 56.7+6.2 69+0.9
500 164+48 1.0+06 1487+184 79+1.0
1000 29793 08+0.6 2889+34.0 79+1.0
1500 408+72 08+0.3 4581+50.9 8104
2000 533+83 08+0.6 5746+714 80038
3000 829+74 06+0.2 925.2+102.1 78+08
40007 114.1+11.0 09+06 12482 +1524 8610
5000t) 1151+14.3 1.0+06 1363.3+151.9 8.1+0.7

KPG-E6H. FHfE+SD
Cmax © IS IEEE  tmax © I LA B 51 3 1 [
AUC Il SEmp it e -Rp B AR P IR t1/2 o T 2000
TE) P TR S N2 ARF D1 H I 52 133000mg T 5 o

(2) REEH’RS
R A L ARF T 14 20k LCTLE1000mg X i131500mg (%4%5-761) %1
H2W7H ¥ 5 L7z & &, %5 1H H (Rl 5-05) & 7H B GRA& bl 5-0)
O A P B 2T B 592~ 3RE T 12 Cmax & 7R Ly & DAY SIRE IR D1
PRI TICT Lz F72, MR 3530 B3 @ IR I Es
B s Y,

S B HE 2000mg/ H (N=6) 3000mg/ H (N=6)

NI A=Y VLG | SRR | AV G | A
Cmax ( g/mL) 241+30 | 363%57 | 333%36 | 520%46
tmax (h) 22+12 28+10 22+08 25+10
oy 1913267 | 3183632 | 2537303 | 4456569

ug-h/mL)
t1/2(h) 80+14 8309 75+07 77+04
P34l £ SD

(3) FUBERIRAIIR S S RORS DR
fEHERL 256112 L X F 5 & & 2 1500mg % 1555 [ B IR 1% G- 3k
BHLLEE, LRFITEF LOEMHENRT A—FIZUTOEB) T
B o7z OG- L B L T, SUHTRIR N 515 O Cmax (38916655 <
AUCK U123 L Tz, B, LARF I 15 ARG LY
BRI IEH9100% TH - 720

F#2 HEERGROIEYEE ST X — 5
B RE R IR G- R AT L)
NG A= (N=25) (N=25) (90% 1= HEIX 1))
Cmax (4 g/mL) 97.0[27.6] 589[37.0] 1.64(147-1.83)
AUCo+(u g - h/mL) 472.3[154] 4874[159] 0.97(0.95-0.99)
tmax (h) 0.25(017-027) | 0.75(0.50-3.00) -
ti/2(h) 7.11[11.7] 7.23[12.7] -

AT LCV (%) ] tmaxtd P9l (e /IME-Fe A AE)
a) KRR N G-/ #8108 5

(4) EYFHEEFMRR
LRFFTEIARFTA Ty T50%HEIEA - TITFI4vuy T
50% %, ZOAF—N—FICL)ERZhlg(LRFIFEFLELLT
500mg) RN Y FAS M B H AR T8 LTI (S)- L XF T & & AR
BEARE L, 55N Y HHE/ XS X — % (AUC, Cmax) 22V TI0%1E
TEIX B30 CTHRERHAT 2 17 - 7245 5. 10g(0.80) ~log (1.25) DHiPHITH
0. WA DA F IR S AR S D)

(ug/mL)
mw O o LNFTILILRTA LT F50% [BIE]
73 B o A=F T ETA Ty T50%
B8 25 [ (Mean+S.D.. n=47)
S o 1l
|
he
> B
7
+ 10
4
A5
13 i
L SN S \ ‘ —— )
012 4 8 12 24 36
3] (hr)
50% K74 1y 7HRGFEOMEEN (S)-LRF F & & NREHRE

K3 FEMBE T X -5

HENTA—S BHENTA—S
el -
FH AUCt Cmax Tmax T2
(ug-hr/mL) | (ug/mL) (hr) (hr)
LRFIE5 L
FoALvuay 7| 47 1441+1964 | 21.35+519 |046=0.21|7.78+0.66
50% [ W3
A =777 F7
420y 750% 47 1414+1992 | 20.71+456 |049+0.23|7.77+0.70
Mean£S.D.

M 4E I OSIZAUC, Cmax25m/85 A — 1%, #BaE 0EIN, KiEo
PRI - B O RBREMC & o THRA 2 W RIED D 5,

16.1.2 INR
6~ 12 D/NRTADPABEIILNFTE 5 4L LT20mg/ kg% HiluFE
BeHL72E &, LT T2 5 2O MU 3 3% 51 (T IE205 W 12 5 il
2R Ly T2 IZ6E R T d - 720 (BHEAF— 7).

Eiasa 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 6.0+1.1

tmaxtE T (/M-I . 2480 (t1/2 = 23610) . SE39ME = SD

16.1.3 BHEEERYENRERRT
B HARAROEANDRBER AR TAPARE (LT F=0 2
7T YA 1 49.2~256.8mL/min) A 58 SNz IMEER L NF T & v L
F—7 2T, BHEERSE BB 21T 5 72, TORE. Harboselk
7975 Y ACL/F)ICK LT, RE, HH)l. CLerK OBEHITT A 2> ASE,
ST O AR (V/F) I3 U TRE, BEHPLT A 20 A3 K OB o fi
HEIRRE (EHE A U T A DA DSETH A A B T & LT 8
n=7,
AN N (4~ 16%) KOS (16~551%) O TA D ABE D S5 5 7z
R LTI Ey NREF— 5 2T, RHEREEW BRI % 17 - 720
ZOfER, CL/FIx L CTHRE L OBEHILCTA»ASE, V/FiZx L TR
DARETFINCA Z ORI E®ROH LT & LTt 3z, NER
CRATADPABEDIMAETIRYIREZ VI 2L —2 3 v LR, AR
T A ABFIZ10~30me/ kg% 1 H 2135 L 72RO MEE S 13, 1
AT AN AEEIZ500~1500mg 1H2MEE L 72Bs & Mk Tl S 78,

16.2 DKUY

16.2.1 REOXE
TERERAL2B1IZ, LT T & & 51500mg % 225 I3 A 2 Mk 4%
Glb&, ZEREIERT, AGEEGETIE tnaxd L3R MER L,
Cnaxl330%f% F L7225, AUCIRAZTH 5729,

16.3 DA
HARNTADPABEZED 2T OGMERE, BHEFISE Y By BT O 4.
0.64L/kg & HEE S, RS HIEVE L 7 5 729 0 SLE AR A
1761 % RV RF T & & 21500mg % HIAEIRAE S Lo & & M5
B OFIHMHIZA11L(056L/kg) Th H o MK RIGEWETH - 729,
in vitro i Wex vivo RO OFER, LARF T L ARCTERHWTH S
uch LOS7DIM4E 7 ARG, 10%KiTH 57,

16.4 X3
LARFFts nid, T b2 o— 2P0 RN E CIIAH st v, £
LRHREIET 2 N7 I FEOBRMNAKSHTHY . ST X0 EK
ENDDOIZFABIOuch LOST(HNVKF I MK)THhH D, dB. RHY
VB R 20 T
in vitro REBICB W T, LRFF & A K Wuch LO571ECYP (3A3/4,
2A6, 2C9, 2C19. 2D6. 2E1 % U'1A2), UDP-Z V7 u v BRI
(UGTIALRUFUGTIAG) KU TR F Y Fe Fu g —Ein LCTHEE %
IRE otz Tize NVTOEF MY YLDV O VBRI B
ZRITE ahpoinld),

16.5 ittt
HEHER N (%455 5661) 12 L RF T & & 5250~5000mgit) % 225 15 |2 i ]
REL% G L7 &3, 5480 M % £ TOHR G- R 2 i HRER O



L, REILAEE LT56.3~65.3%. uch L057& LT17.7~21.9% T >
720
HEE A AEEE N S PEABIIZUC- L N F T & ¥ A500mg % WS L7z &
%3100 P 5 A 4 F TR 5 D 92.8% D BURFEDSR T2 5. 0.1%753
RS RS L7z, B 54805 £ Co G135 2 IRk SR, ok
AR E L T65.9%. uch L057& LT237%Tdh - 720
LARF T ¥ 5 5O ERAR A 88 K USRS TFIUNAS, uch LO57121&
SERIR S & BB RIS 5t 5 L T v a7,
1) EN TR S MR D1 H i 3% 5-5133000mg T % o

16.6 HEDERZHI 2EE

16.6.1 BiEEEEESE
EEEREDOREE DR 7 2 AR H Z RIS, LT T 5 A% R
L&, BT oLH 27075 Y AXEHEIER % (CLer © >80mL/
min/1.73m?%) & i LT, BT ¥ (CLer  50~<80mL/min/1.73m?) T
1340%. HEEEEALF % (CLeR @ 30~<50mL/min/1.73m?) T52%, MHEEALT
% (CLcR © <30mL/min/1.73m?2) TOL%IE T L7ze LRF S5 ADFHE S U
TIVARIVTFZ YT I AEEZICHBLEY, [72, 921,
98, 1664%MH]

FREiE DR
UM S7A=2| E B ey I
(N=6) (N=6) (N=6) (N=6)
fnLlCLR/mm — >80 50-<80 30-<50 <30
EPasaiy 500mg 500mg 250mg 250mg
LARF T L
Cmax (4 g/mL) 219[312] | 1550253) | 108[243] | 92[304]
tmax (h) 05(0520) | 1(0520) | 05(0510) | 05(0510)
AUCoi(ug-h/mL) | 166[165] | 248[169] | 169[165] | 212[19.1]
t1/2(h) 76069] | 12601131 | 1550175) | 197[265]
f;/LF/min 73 5150781 | 3090146] | 246[150] | 203[209]
CLR .
(nl/min/l7sm?) | 316[28519 | 153[223] | 97(234] | 60[536)
ucb L057
Crmax (1 g/mL) 036094] | 075[258] | 057(260] | 1.06[293]
tmax(h) 50 80 120 240
(2080) (60120) | (80-120) | (120240

AUCo(ug-h/mL) | 59097 | 226[459] | 187(534] | 578[57.3]
wath) 124 190 203 2638

(113-153) | (17.3199) | (197236) | (172:333)

HEATPISMICV (%) ]\ tmax S Uuch LO57Mt1 21 Hrofefil (e IMit-fi A i)
CL/F: /oy s) 752 CLR:E27V75 A a)N=4
16.6.2 MRERZEZF TV DRAEEEEEE
M BT % 20 T2 KBRS O ABBREICLXF T L5 A
500mg % EHT B AGA4RE B AT IS Bl RE i 5- L2 &L &, LRF T 5 A DFE
AT O S NE 34. 70 T H o 7225, BHT X 2.3WE I HHE L 72
LRFFE 5 2K Cuch LOSTOBIIC & 5 BE55 138 <. 81% /% 10'87%
THho7213, [72, 922, 1325H]

S EE KT R — 5 LARFFE5 4 uch L1057
Cmax (u g/mL) 18.7[8.1] 884[7.0]
tmax (h) 0.7(0.43-098) 44.0(44.0-44.0)
t1/2(h) 34.7(29.2-38.6) -
AUCo44n (1 g + h/mL) 462[105] 230(7.8]
CL/F (mL/min/1.73m?) 109(9.4-13.1) -
TAT I A4 B — DRI (%) 81(75] 87(7.2]
MLEEENT D 518 (h) 2.3(2.1-26) 2.1(1.9-26)
M3EENT 2 ) 7 7 ~ A (mL/min) 1154[8.1] 1229[7.1]

N=6. #MFfE[CV (%)]

tmax. t1/2. CL/F. ILEEHT H o1 I 1000 1% h e fil] eIVt -fie K fit)
16.6.3 FTikpEEE RS

TR EE L OV S B (Child-Pugh 73 A K. OB) O B ARFHEREIC F & IC L RF 5

by A ERMWMARIRG Lz &, LRFITEYLOEET )T 5V AIE

iz 5N % dr o 72, FJE (Child-Pugh/HHC) DIFHEREIL T HTid, &%

20T 5 Y ADRE A DRIS0% L 72 5 72310 JLEIAF— %), [7.3, 931

%]

JFBEREAR T
FDBE R | Child-Pugh | Child-Pugh | Child-Pugh
NIA=F (N=5) SHA 53HB SHIC
(N=5) (N=6) (N=5)
CLcr
(nLymin/l73md)s | 9315138 | 12084119 | 996+132 | 635135

IR TIANES
BT TEHEEA | Child-Pugh | Child-Pugh | Child-Pugh
N7A=% (N=5) SHIA S4B SHC
(N=5) (N=6) (N=5)
LRFFE5 A
Cmas (1 g/mL) 231+12 | 23649 | 247+33 | 241+38
tmax (h) 08=03 | 06=02 05=00 1615
AUC(ug - h/mL) 234449 | 224%25 22+58 | 595+220
t1/2(h) 7610 | 76=07 8715 | 184=72
(<:rII;£F/min A 73m) 63497 | 625+87 | 554=105 | 202+135
A9 £ 5D

Q) LRF Tty 2 5%l
16.6.4 &
FHE BT LARF Ty AOEYBEIIONWT, FLTF=U )T
7 v AH30~TImL/min DB ERF 1651 (AF#i61~88%) & I % & L CaHili L
Tt EEEE T IR SR A A0%IE R L. 10~ 11IE] & 72 o 723.15)
HEAF—%), [98. 166.15H]
16.7 ZYEEIER
16.7.1 JI= M
T MM Y OREEET T Y PO — LT & WE SR E TR
PEA AR A TNEZ AT B2 MATADABEBI 2RI, LRF S5
£ & £3000mg/HZ S Lz & 7 == b Y O ERSEY
BIRENT X — F IS BE RITE hholze 722 b, VB LARFFEF A
DI BEIEEE TS o 72310 REANF— %),
16.7.2 JNILTOBEF MU L
R A L6611 & MR, NIV 7 aBd P T AOEFRETICBLWTLA
F 5t % A%1500mg RIS Lze &, NV TS M) v AlkL
NF Tt 7 LD HEL RFEhholze LRFTEEALNL
T MY A OEWEREI BB R RITE 2o 721D EATF— %),
16.7.3 ROBIAR(TFZIVIR NS IF—ILRUUR/ILTZA RUILDE
1))
ERE N VR8BI % 3 G, IR (ZF =V A b5 YU+ —
0.03mgl S LA 2 V7 Z P LV0.15mgDEF Z1HLE) LS LRFF & ¥
A% 1A500mgl H2M21 H B RAER IR G- Lz e &, LARFITE 5 AT
FENWVIAFTIVF =NV RO LERI VA LIVOEYTREINT 2 —F (2
WEE RIS hh otz BWBREOIMP 707 25 0 v FOEKRBK AV
B VIR TR L. R IE 0B E RIZE hh o 72,
RECDHIEIRIE, LAF T8 A 0EYBEICHELZ RITE 2h o 72318 (4)
FAF—%)o
16.7.4 Id*xv v
RERER LB Z 650, YT Y > (10.25mgx1H1E) L LRFF &
& A11000mgl H2M7 H B RAERITHE G- Lz L &, LRF T T A1FY
TXY D OEYBHENT A= B E RIS ol YITF I B L
RF Ty LAOEWHEICHEE RITE 2o 219 GHEATF— %),
16.7.5 DILT7 U
70 by Y S E o EE S (INR) 2 HAEEO SIS HERT 5 &9 .
TNT 7 ) v OFG EFHREICZT TS EFRA2661 2 3R, T
771 ¥ (25~75mg/H) RO L XFF & & 5111000mgl H20H7 H [ K 15
BRORG L2E &, LARFIEF 23TV 7 7)) ViBEICHEZR NITE
F. 7ubu Y EYBMOEEEZ T b ol TN T 7Y VHLRFT
Y& L OIEYBRE B A TS B h o 7220 FHEAF—5),
16.7.6 ORI R
TEHERRN2351 % %512, 7 a4 Y F(1E500mg% 1 H4H) RO L XF 5
& A111000mgl H2/M4 H S AERE OG- L& &, 72y FidL
NF T2 ZOIYBREILEEE RIS Lho 7205, BB uch L057
DHEr VT T Y AR T S 723 JHEATF— %),

17. ERPRAEAE

17.1 BMERUZEMICET 2558

(CADAEEDIDRIE(CRESRIEREESD))

17.1.1 ERSEMAERR (A, BREE)
WKL TANALBH SN BIEEAETH16EU LoBREZ L L L
T. LARF F €% £41000~2000mg/ H (1000mg/ H % #5125 fEDsam b
72354 122000mg/ H I8 R X123000mg/ H GEMED A A 2 h b 55
3000mg/ H B 2 HANS TR G- L2 & &, B2 E TH
51000~2000mg/ H B D3GR 12 30 56 7 H HIFsVEN R B E 0 HE
£rik. 73.8%(45/6161) Td - 720 1000~2000mg/ H 0 i 45 HAl i BT o
LAE P56 M0 2 B 3 0 #141359.0% (36/6141) Tdp - 720 % 7=, 3000mg/ H
BEICBU 26 H RSN BE 0BG 13222.2% (2/961) . 14F R 5 1R I8
FOBEEIX11.1% (1/961) Td - 722V,
FIEHI S BB 1354.9% (39/7161) TdH o 720 T 7% RIEH IZMBHR32.4% (23/
716)) TdH - 720

17.1.2 ERSE I/IEHBR(RA. HAEL)
L ARF 5+ 21000mg/ H. 3000mg/H K7 F K % 128 e 0455 (B
HFOPTAPAEE DM Lzé. FEFMIAH TH 2 MH 720 O




SHRAEMBUEAVRIETROLBY THY, 7L RBLLRF T 5 LH
(10005 U°3000mg/ H) 36 NI L XF 5 & & 21000mg/ H B i THFHA1
A EAEDTFRYD S N7z (T NZFNp<0.0013E 12 p=0006, %58 % KT, Bl
SN B U DR BB L2l 72 ) OSFIEN A ER L 35 k5
W) o B, BRICBIFH50% LV ARy =L —FGHEDZY) OE5F
PEI B ARG R & R T50% 0L ek Lz BEoEIE) 13, 77 v R Bk
13.8%(9/65%1) . 1000mg/ H #£31.3% (20/64%51) . 3000mg/ H #:28.6% (18/63
Bl) T o3,

W72 ) OWGIHNE | 75 wRPECHT 2
P Sl W)
e | Bl | wm = [95%13*3!2 ]
w | (%) (pft)
75 & R 65 273 | 267 6.11
188
1000mg/ H #: 64 358 | 225 19.61 209 [6.0, 29.9]
(102, 304] | (p=0.006)
(p<0.001) 230
3000mg/ H # 63 344 | 208 2772 [107. 336]

a) BT 2 OSRF B O W 7 — & A% > T B IEBIEL
b) Hyefi
o) M PAL I F T I A
) P52 N T BISHIIIC B 2 6 52 U 7283 72 ) O8R5 eI 5L
% 3R ¥ B T
4 0T 1 R O A 491 1) o0 R S BB 12 1000m g/ B # 5-8 C56.9% (41/
72%61) . 3000mg/ H$%5-5 T54.9% (39/7161) Tdh - 720 F 4 EINEHNIZ
1000mg/ H¥% 58T, HHil£13.9% (10/7261) . 5ul5E 48.3% (6/7261) . 378
T F18.3% (6/7261) . 3000mg/ % 5T THENL.9% (7/7161) . HlEA %
85% (6/7161). FEED F115.6% (4/7161) T - 72,
17.1.3 ENEMEHR (A, HARE)
L~FF % 4500mg/H. 1000mg/H. 2000mg/H. 3000mg/H %77
bR & 120 RS (AR OILT AL AL OB L3, SR
2B 2B A S OMd 72 ) OERGIER IR (P defl) 13, Zh
ZN1292%. 18.00%. 11.11%, 31.67%K UF1250%CTH Y. FEHEEHA T
H5HLNF T F 51000mg/ HEE, 3000mg/ HEE M 057 5 & REEDSTER T
DOFHIHI 3B 2 B2 S 0D 72 ) OIS FAER BRI, #
FHER A IR0 S e Ao 72 (p=0.067. Kruskal-Wallishi€) . 7%
B, HEHICBITB50%L AR F—L—Md, 75 EREE11.6%(8/69%1) .
500mg/ H#E19.1% (13/68%1). 1000mg/ H #:17.6% (12/6861) . 2000mg/ H %k
16.2% (11/68f1) . 3000mg/ H #:33.3% (22/66%1) T - 723,
B4R T OV A T B 0 U PSS BB EE 13, 500mg/ H $%5-8£60.6% (43/71
B1). 1000mg/ H$%5-%£61.4% (43/70%1) . 2000mg/ H #%5-#£58.6% (41/70
B1). 3000mg/ H % 5-%64.3% (45/7061) Tdb - 72 2 EIVEAZ500mg/ H
P GBECL BIHEEJ14.19% (10/7160) . FH19.9% (7/7160) . F8htkd T
7.0% (5/7161) . 1H£7.0% (5/71%1). 1000mg/H 55T, SuHEH2£18.6%
(13/70%1) . 18R10.0% (7/70%1) . 2000mg/ H$#%5-FEC, R17.1% (12/70
B1). SIEEE2£15.7% (11/7080) . #:457.1% (5/70%1) . 3000mg/ H % 5-5 T
FRIEEE 5221.4% (15/70%1) . EHE17.1% (12/7061) . 3 A Ek B8 47.1% (5/70
B1) T o 720
17.1.4 ERRBMGTIR SHR
[N ES T/ AR GRER O N BEATRER:) 252 T L2 BB 151B &2 x5 & LT,
L RFF £ % 21000~3000mg/ H Z1H2ENZ 450 TR G- L7z & & 0EB
SEAERBIEL T O 2 B 1Y) Th - 722223,
RABRICBM L BB D) B 7661232 D% ETH S 7z ik kB 1 #47
LA 2 8T L72(24~36% HTLBI. 36~48% H TA7HI. 48» H LT
28f1) o

6.00

(GRS
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H

g
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W 7= D) OERGY F B O R fE
(BB 1953 (5t 530U 53 L

] (29)

=}
3

(15010 35)

(122)117)103) 96) 5, (39) (36) (85) (81) (78) (77) (70 (50)
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o

>
U Ul N \l
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& B SRR SRR R S A O AR G A I

HIAE S B 1392.1% (139/15161) Td - 720 7% BIAE L S0 5T 55
55.6% (84/151%1) . BHIF24.5% (37/15141) 16il22.5% (34/15161) T - 720

17.1.5 EANSEIAEEER (IR

BEAEDOPLT AD AZET o BRI RS DN W HEE H T 5
E L 16 ARG O/NETADPABETFEZHRE LT, LRXFTEF A
4031360mg/kg/ H (R E50kgPL 1122000 X123000mg/ H) % 1 H 2[5 F
TIGEBRIORS (AN TAPAEE D) Lz e &, EEHGHEA
Td % B A & O D 72 ) DFBSFFEVE IR A6 0 Hr gLl (95% 15 i IX.
)1, 4321%(26.19%, 52.14%) Tdh Y. FHARIE OB A0 bz,

F720 ARTADABESSHNIGELED LXF T £ ¥ 220~60mg/kg/
H (15 E50kglh_F131000~3000mg/ H) % 1 H2MNI 53T THkidk s Lz & X
OIS FAEFBIZ U T O L B Y Th o729,

20

()« Bl

18

w16

E

8S 1

=28

ii\R 10

R g (73)

B

SR ¢

z% . (73)

s 5) %) o (29) (4
0

B R RS MRS MRS RS MRS
(148) 1H~37H 3~6rH 6~9rH 9~124H 12~15vH

Bl S BUIRBEI358.9% (43/7301) Tdh o 720 ELRIEAIE, 18HR425% (31
/7380 Td o 7o
(DR TADAETTREMRDRD SNIBENTADABEDRBERSH

{EICH T DM CADAEEDHAEE)

17.1.6 ERHEESE DMEHER (A

TEAT D P T A0 AT 43 T SRR R 258 & e BRI USSR 2 A
T 516, O TA»ABEIP (HAANR 2 L) 23t b LT, L
NF 5+ % 210007 L < 1£3000mg/ H (1000mg/ HA 2 H#%5- 2Bt L. %5
8 F TIZIEMED A & N7z 51320 B FE T1000mg/ H $§723000mg/ H 121
i) L7 T AR % 28R I H G (MR OHCTADAE L OfEH) Lz s
&, EEFHHEE TH 2 BRI S OB 72 0 o s AT s A
HIFTFTROLBYTHY, 7KL LRF T L5 AHOMTHRETFW
A AEDTRD N7z (p<0.0001, 5B R OE % KT, BIEHmIC B
M7 ) OME R RIEVER R LR L 5 I EHT) 2,

WD 70 o A
SR 75K D
kel - - [95% 5 X ]
Big | G | R (pfit)
IR | IR (%)
VA/E Y 109 083 | 065 19.64 56.13
[44.02, 68.24]
LRFT& s L 117 089 | 016 | 7698 (p<0.0001)

a)Full Analysis Set
b) Hh e
o) ¥ 5 S O & -, BREIRIC B 2l D 72 ) osRiE RIS R %
e &3 2 o

FVE I S BB BE 13 23.8% (30/126B1) TH - 720 F: % FIVE AT HR2.4% (3/
12681) Tdh o720 Ty FRERBAMEE RBEH) & Rb &G
7.1%(9/12681) . I/EIRA4.0% (5/12661) . I Hh ER B A>3.2% (4/126
B)TH o720

17.1.7 EAE MEEER (R
WA DPUT A D AT 505 R S ERIRIRN R AYE & e iR s 2
T B4R E16R KM O/NETAPABEIMZ R E LT, LTI L
% 240 3 1360mg/kg/ H (KES50kg L 132000 123000mg/ H ) % 2438 5%
35 (MAOITAPAIEL OBH) L7z e &, FEEHiEHE TH 2 Bi5E
Wi 25 Ol a5 72 Y o i RISV I Eos A58 o Hr g il (959% 43 BIX ) 13
56.52% (—15.74%, 98.18%) T - 7221,
FllVE 38 BUBEE 1238.5% (5/1361) Td - 720 RITEMIZBIR23.1% (3/1361)
SEBYFRIET.7% (1/1361) . BEIGE7.7% (1/1361) . FH#I7.7% (1/1361) TH - 72,
F 7o, RS EE) & OEMQTERT % (1/1361) Th - 72,

17.1.8 REBFHZSHR(RARUINE

] B 2 ] 25 TOAH RRBRAS L < /NJREIN S ARG B & 58 17, U EIBS L [ 4
AR 2 A0S A 25 @ 72045 52008 DL I ok L 72 FAR A 4400 % %
L LT, A6 L) T L ARF 55 £21000~3000mg/H. /~NET
FZLARF Ty 220~60mg/kg/ H (FEE50kgbh 1-131000~3000mg/ H) %
RO L7 & X S ARSEREIID T O L B ) TH - 72212,

1.4

O ):fi

(43)

1.2

= 10

(43) (19)
(32)

0.8

5 06

(36)
“h - (38) (22) 19) a2
0.4 !

0.2

0.0 I
»&&@*@@@@Q%AQ@QQQQ\Q
& é@&’

& @ TR

FIEH S SIS 1238.6% (17/4481) Td - 720 E 2 BINERIIEIR11.4% (5/44
Bl)THotzo Tz, BRRBAMRE EIEH) &, LEMQTIERA5%(2/
Upl), 7527 I ) NI VAT 2T —EHN2.3%(1/4481) . T AT
FUBT I T VAT 2T —EHIMN2.3% (1/4451) C-BUSTEE 184

2.3% (1/44%0) . ARTHTIN2.3% (1/4481) Td - 72,

7z D ORERRIEIEE B O R RIE
(551095 fE e, 5530 53 8)

) S



18. EEE
18.1 {ERKE
LARFFE 8 2, BHZHERLCTEELRA T Y Fr AV A LRV
320 R D ¥ F T AT AV 2A (SV2A) & Of£52627 | N#Y
CaZtF v 2 OVEHES) | MIAPMCaZt O EEHIHZ . GABAR U Y ¥ Y EH)
PEERITTH 7T RTY) v 7 BLEOPIHPY | S i o 8 2 w4k
OIHIBY 22 EAFER SN T WD, SVZAICH T 2 A BHE L 5T AN
Aﬁ%%?»Vﬁtékwmﬁﬁmamﬁ’umﬁﬁébané’a#
5. LRF T 5 L ESV2ADOMEEDS. BIEMTIERICFS L T2 0
LEZHND2),
18.2 TAHAWRIEICKT B1ER
WM A7) ==Y TETFNVTH LIRKEBIFONAET VR TRK Y
FLYFFI V= VFERFONRAETT VAR ETIE, TR AIGEIENZ5R
o230, MEEGMME Y FY v <o 2B RyFLYF T
Uy VE A IV A A B C NS b D A A E S/ I S T ok R
F38. 2 b T AT — VEEERATADAT v F (GAERS)3, JHJE LT
Ve wr 235 70 L OHRGFENE. EMEVER B L 22 T AL AT E T VICE
WC, FEEPHIE 2 7R L7z,
18.3 FiT D AWERIEER
M ELSRHE Y F) Y79y M2BWT, ¥ 8 ¥ 72l L
7-36)
18.4 HIRHHRICXT T D ZDthDIER
v b OMorris/K R BV THMBERR OB L RIFE93T, o—
F—uy FREBRTIEIREIC 2 RIT S hd o238, F72, PRE)
WRik25 7 v B TR R 2R L7238,

19. B ICET DEEFHAR

—HE 4R 1 LRXF T & & A (Levetiracetam)

1424 (25)-2-(2-Oxopyrrolidine-1-yl)butyramide

4313+ CsH14N202

a0 17021

PR LRF TRy MEAG~RIKA OO K TH 5.
AAEIRITHD THEITFR T 7T = MY VICRREBEITRT
v ANFH LTI EAEE TRV,

L2 0
9 NH2z
O H —CHs
22, @z
PV EHAIA)  100g
*23. TENH

DHARTADAER D HICADPAFRIEEEZRI L TV 2 TAPADD S
AZBWT, E§b$g$z‘?fkl$ﬁ%ﬁv) BEMARAE 247 9 BRI SHIH
(20264E3J317H)

2) A G5B - SRR BRIRIE < = 2 7V S5 O i fe A

3) A =7 7T 20104E7H 23E|7¥<i’é" CTD2.76

4) A = 7T pikEE © 20144E7H4H &GS, CTD2.7.6

SYFENER : LRF T2 5 A FT 4 vay T50%[ G |04 &5
PEFRERIZ B % Bk

)4 =77 I8 FI4vay 7 20134E5H31HAKE, CTD276

A =7 F ¢ 201047 23HKG#, CTD2.7.2

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

NA =778, FI4ay 7 201345H31 HAKRE, CTD2.7.2

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

1D A4 =% 77§ 20104E7H23 H KR, CTD24.3

12)4 =4 7 7§ : 20104E7 H 23 H &2, CTD2.64

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

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