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7. BERVRARICHET 518
7.1 AF ZRRERATEEICH L THAT 55513, thofiTA,

AEEOHT 2 Z &, RERAFIEITK T 2 AFFMEL 5 T O
PRERBRIZESE L TWhiaw,

7.2 BHEEEEZAE T ORABRFIIAFZRGTHHEE. PRI

RIVVLTFZ oI UT I AEESEEL TAAOKREER T
BE5MBEEAGTLE, £, MEBEHTZ22ZT T RARE
T, V7 FZ U7 I AEIRUZIHAEICIMA T, M
WiBEN &2 L B ICAR OB G 2T &, Iadb, 2T
ARLTWEHEBERVOHER I 2L —2a U#ERICEDLSBHDT
HBHIEMS, BEZLICHEEBEICBEELENS, BERVHEES
FET DI L, iz, BEEREEEZE TS NEEFIIDOVWTHE
BREDREEIGU T, AFOHRGER VR GHEEZRET 5K E
HEICHES5THI &, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2%
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L RF T4 LE250mg [h—"7]

VRF T4 Lgs00mg [h—"7]
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LHESR | g500mg | 2000mg | 1500mg | 1000mg |  1000mg
1[H] 1[5] 1[5] 108] 1[H]
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1H2[E | 1H2[H 1H2[A 1H2[\ 1H1E
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4. WMREX(IZNR

OTADABEDENRE (CZRELBIILREEZIT)

Otb DI TADAETHRLBMRPBBHSNBEWTADALEED
BERARECHT IR TADARELDHARE

6. RERUVAE
PR @ AL ARF Ty 4 E L TIA1000mg% 1 H 2[H

WA TROEET %, 2B, ERICED1IH3000mgZ i & 72
FPH CHEEEEW T 22, HEEF2EML EoMEEZH T TIAHE
&L T1000mgll F§Df75 2 &,

ANR @R, U EO/NBIZIZILRXF TS L ELTIH20mg/
kgZ1H2ENC T TR OS5 5, 8. HERICE D 1H60mg/ kg
AT WEIFE TEERE T 22, HMEI32EM EoREZE BT
TIHAEEL T20mg/kgbA F3 D7D 2 &, 72720, KE50kgbA
LEO/NETIE, BRAERIUCHE - HEZHWA Z &,

7.3 EEOHKEREDH Z2EBETIE. HRTOI LY F 2V HEEN

BEFLTHBO, VL T7F2> U7 5 2 RMENS TIREHAERE
DO Z /NI I 2 Al REEAH D 2 & s, KDRAEN SH
He DL EHIT, HEIERZ B L RS kR O & 2 R i
I5Z &, [9.3.1, 16.6. 32 ]

8. EEAEAMIR
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RO EFEERSBEE TS L, [8.4, 11.1.6, 15. 1. 1]
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HMEIZDWTHaail 2T\, EiEBBICHEEZMDAD &S
fREd 5z &, (8.3, 11.1.6, 15. 1. 15:H8]
9. BEDEREZETHEEICHTIEE
9.2 BiEEEERE
9.2.1 BitEEENDHIEE
[7.2. 16.6. 15:Hd]
9.2.2 MKEBEMEZ T TOBRBEMEEREDH D EE
(7.2, 16.6.2%Hd]
9.3 FFfEEESSE
9.3.1 EERHEREEDHSEE (Child-Pughs 4EC)
[7.3. 16.6. 35:H4]



9.5 {F%

9.5. 1 I SUIEIR L TWAAREME D &b 2 thicid, LR 57
A #E B UIRELOARENEBREZ LR S N 585512
DHFEHTHI &,

b MZBWT, EIRPICLARF S5 LADIMFEENMER Lz &
OWMENDH O, B3N AZY —HMICE <, K TIEYRRTD60%
ERO I EDHEND S,

- Ty MZBWTHEBTENZED SN TN S,

CBYEBRICBNT, Ty FTIRE b OIRER EFREL LR
B TEMAR KR OFKEE OB, REERE. BORER
MRS 5N, THETIE, b FADIRZERDI~5EDIRET
REIE. EA% B QIR UF OGRS 5N Tn5,

9.5.2 AFI G L E@N 6 AL ZIBICBWT, #d 2 sk st
SEMRBED D 50ND 2 END 5,

9.6 RFIF
B0 RERORAEZEORREZEZE L. BAORME I
FikzEREHET 2 &,

b M IABIT TS ENRESNTVS,

9.7 INRE
RHAEREIRIFH AR ZN R E L EBERABIZEN - #BHAED
ICHEfE L TR,

9.8 SinE
JVTFZOIT I AEESE KRG E, RE5HMREERTGT
IR EHEBICRE TSI L, HdE TIXBHEENMEFLTWS Z
EMLZWN, [7.2, 16.6.1, 16. 6. 4]

1. BERA

/ﬁi@ﬁl 1’?%753% bzbhé ENHBHDT, BEETHITTN, BE

D b NG AR G2 IR T A7 EEYREEITD T &,

11.1 Exf;EIH’FFH
1M.1.1 hEERKEIEFEMEFE (Toxic Epidermal Necrolysis : TEN).
BEHEREARAEIREE (Stevens-JohnsonfiEf&EE) (T I HEEE AR
FEEL KB K - S AL FOFE. EEEE. IEFRMm. DRNRED
RENRD SNGEIIHRGE2FIEL. @URLEZTD 2 &,
11.1.2 FEFIMEBEAEAEREE (B RHA)

HIHER & UCRIB. REMNA SN, FICHHAEREE, V) > i
M. EmmERIEIN, GrEEERIELL. WAL > ONBRHIS 2 S BERED
HERBBUERNH SOND ZENH D, BB, E AN RZATA
JVA6 (HHV-6) ZDUA )V ZAOEIEMHILELED ZEnEL, BE5H
BB B FS, FE TR ES ORI RS 2 WILBIELT 5
TENHLDOTHETHI LY,
11.1.3 EELMKEE GHEARH)

PUMERE A, MEEERIEE, Bk, AP ek, IR D A
HobNDTEND 5,
1M.1.4 A2, IR (OWTnbHEEARR)

FRL. RS OEERITEEND Sb b Z &b 5,
11.1.5 R GEHEARH)
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O LEEDBED NGB G 2L, BYRAEZETS &,
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13. BEKRE

13.1 fEIR
AEOHREHREICBNVWT, LXFIT14 LE—EIT15~140g/k
AUZENH O, IR, Bl BCRE. ZELXVOEF, Ik
W NEHESH S I N TV S,

13.2 LB
AFNIMIBHTIC L OREFRETH 0. FHHL TWDIEROBRE
IS U TS OEEEZET 5 2 &, [16. 6. 25 ]

14, BRALDEE

14.1 EFRMBEOER
PTPAL DEANIPTPL — b A SHO U TR 2 L 54583 2
Z &, PTPY— b ORAEKIC R D, EWGMAEA BRI A~FIA L
Egg%ﬂ%ﬁz U CHERRIAR G DEELRAEEZIRT DI &
JRY: SRS

15. ZDDEE

15.1 ERAR{ERICED < B8R

15. 1.1 A TEBINZAF ZEDEEOH TANARITBIT S,
THhD A ﬁwr%#%ﬁ%aLtﬂm®i7tfﬁ%h%£%@
BatkRICBNWT, BRSELVCERENOREO U 2708, #i
TANAEDOIRMEET Y S REEE i L TR2EEL FiTah
ARARFEE £ 0.43%, 7S REE 1 0.24%) . FITANAIKOIRME
T, 7o RBEELEXRI000AHZD1L.INZNWEGFHEIN
(95%ZHEXH : 0.6-3.9) . Fz. TANUVEEZEDOT TN —TT
2. T RBEEELLENI000AH D2 AN NEETHEINTND,
[8.3. 8.4, 11.1. 6]



15.1.2 HAEIAFEA TADNABEL2086] 2K 5 & U 75t R IR
KB OPEEMmITICB W T, JERRETEEROAEEESR (K
BOE BOEL R0, R, B BEOE. MDD, BEIRLE.
R, EBEL, SRR, ROEREL WERE. AKEE) 0¥
HRIIAFFETI3 3% T REETE. 25 TH o7z, FEEIZ, FLE
NNBTAMUEE A~16i%) 198F12 K% & Lz 75 RAIR
FEREBRIC BT D YA EELRO R RIIAFIBETI?. 6% T
REETIS. 6% THo /=
Fz0 HEANNETANAUEE A~165%) 98FIZ R4 & L -78H
HERE R OMTENIC N T B E 2T 2 7 5 R IREERABRICH
WT, ERINEBHRATHZH. 7R E R L TIRENTH
DEALIVIRE I Nz,

16.1.2 /©NR
6~12D/NETANAVEBEIZLXF TS LEL T20mg/ kg% Bl
ROKELEZEE, LRFTLY LAOMIERIREIIRGEZITIF2RM
KEHEZRL. HEELENZEMTHo 72 GLEAT—4).9

HEEN Y Crnax tmax AUCo-24n ti/2
(mg/kg) (12 g/mL) (h) (1tg - h/mL) (h)
20 25.8+8.6 2.0 (1.0-4.0) 22664 6.0£1.1

16. EHBhHE
16.1 MAEE
16.1.1 BEA
(1) HEEES

BRI L XF T £ 4 4250, 500, 1000, 1500, 2000. 3000,

40007, 5000mg™ (H#FLGR6H]) ZZEMERIICHER OS2
EE TRTORGETLANF Iy LAQMBEHREITRGRIF
FIRRICRmEMEZ R L. W () BRGRICADS

FI~IRTH > 72,
HEH G QBN T A —F
b Crmax tmax AUCo-48n ti/2
(mg) (1t g/mL) (h) (¢g - h/mL) (h)
250 6.9+1.3 1.0+0.6 56. 7+6.2 6.9+0.9
500 16.4+4.8 1.0£0.6 148.7+18. 4 7.9£1.0
1000 29.7+9.3 0.8+0.6 288.9+34.0 7.9+1.0
1500 40.8+7.2 0.8+0.3 458.1+50.9 8.1+0.4
2000 53.3+8.3 0.8+0.6 574.6+71.4 8.0x£0.8
3000 82.9+7.4 0.6+0.2 925.2+102. 1 7.8+0.8
400079 114.1+11.0 0.9+0.6 1248.2+152. 4 8.6+1.0
50007 115.1+14.3 1.0+0.6 1363.3+151.9 8.1+0.7

ERG RO, V51 +SD

Conax * FRIE L PREE o 54765 LIRSS

AUC : i rh S - AR PR /2 © 50106000

) ENCRGR S N AHIO L H % 5-133000mg TH 5.

(2 RiEERS
HEHERRAICL RNF T4 4 & L TLEIL000mg X131500mg (%45
BOf) ZLH2ETHMMREG L 2L &, REIHE @GR &
THH Gri&EHRGER) i 5 b g I3 I & 555102~ 3R
Conax &R L T ORISR EI DR AFBUN TR P L 7ze F7z, Ml
HREEI I S-3 H BICIZE W IREICIE S 2 SHEfIE iz

240 (tiz 2 236) . VIIMELSD.  tmaddE O (/M- B K i)

16. 1. 3 EHEEEIEYENHERRIR

A HERAROHAEANDBFERAKROCTCANVEE (VLT FZ
2T TR 49.2~256. 8mL/min) M5 &SN IEEH L XF
Tt LRET—F 2 HNT, BEMEMBRERITEZI T2, 20D
FER, AT s07 5> (CL/F) XU T, (K&E, M.
CLcrM OB CAMAZE, BENTOOmMARE (V/F) 1K LU TER
B, AP TAD AR OWERE OEEEREE (EERASUITAN
NWERE) PHGEHFICEERBR T E L THEE I ND

INVE NI (4~165%) RO (16~55%) D TAMNABEN S
SNMEH L XF Iy LARET— Z2HNWT, REME)ERE
i Z2iT o772, FDFER, CL/FITH L THRER AT TANA
. V/FICH U THREDSHEEFMNICEED DERNICERDO H 5 K
FEUTHEE S N7z /INEROREN T A A BB O i i S i
#IIalb—yarULifER NETAMAEFIZI0~30mg/kgZ 1
H2[E# 5 U 7= B o g h S m gL, kA TANAERHZIZ500~
1500mg 1H2[E#% 5 L 7=k & Ak & Pl /=9

16. 1. 4 EYMFHIREMHHR

(LRF S5 AgE500mg [~—71)
L RXFTtH L§E500mg [h—") & —4 7 F5§500mg%. 7O
AF—=N—iRickvEnTNgE (LXF 71L& LELT00mg) @
FERABTICHAEERO# G U Tl RE(CARIRE 2 RIE L.
BENZEYFHE)SNT A—4 (AUC. Cmad) 12D W TS HE X 1%
W CTHEHIRNT 217 o 12858, Wi Hlog (0. 80) ~log (1. 25) D &ipH
NTH O, WEIOEYFHRISEI RS N?

(ug/mL)
30

—o—  LRF T H LHE500mg [h—17 ]
25 —o— A —4 7 F§E500mg

(N=22 : (i +SD)

SEiEE 2000mg/H (N=6) 3000mg/H (N=6)
NIA=F IEL SR | BRI SR | MR | A SR
Cmax (££g/mL) 24.1£3.0 36.3£5.7 33.3£3.6 52.0£4.6
tmax (h) 2.2+1.2 2.8+1.0 2.2+0.8 2.5£1.0
AUCo-t2n (g +h/mL) | 191.3+26.7 318.3+63.2 253.7+£30.3 445. 6+56. 9
tiz (h) 8.0+1.4 8.3£0.9 7.5£0.7 7.7£0.4
S £ SD

(3) RiEEIRNIES SBEO”E DR
T#RERL A 256112 L NF Tt 4 1 1500mg & 1553 i s i ik N 5
BROKEGLZEE, LRXFITE2Y LOEYFHREINT XA —F LD,
TOEBOTHoz, ROKLEREILEL T, MR 5 H
DCmaxlTFIL. 615 <. AUCK Ut/ 338 L Tz, 7ad. LN
F T & & LR O SRO BRI RIZHL005TH > 72,9
B[ 5 QMRS 5 A — 5

LB e SUFRRARN S #EH$5 5 R fr T b
INTA—=5 (N=25) (N=25) (Q0%{E X )
Cmax (4t g/mL) 97.0 [27.6) 58.9 [37.0] 1.64 (1.47-1.83)
AUCo (ng-h/ml) | 472.3 [15.4] 487.4 [15.9] 0.97 (0. 95-0. 99)
tmax (h) 0.25 (0.17-0.27) | 0.75 (0.50-3.00) -
tyz () 7.11 [11.7] 7.23 [12.7] -

RATEIIE [CV D], tmaxd X HJAE e/ M - F A D)
a) L RN /A D S

0 4 8 12 16 20 24
P E#% DR (h)
SRENHEIN T A — 4

HENT A—F BENTA—F
AUCo-24n Crmax tmax ti/2
(;£g * h/mL) (1tg/mL) (h) (h)
VAF IS hElmg [h-7) | 136.4%16.7 | 22.88+6.35 | 0.60+0.30 | 8.48+0.58
A4 —475§500mg | 136.1+14.6 | 21.04+6.02 | 0.74+0.40 | 8.43+0. 61

2249, P91l +SD

I 3R A DT AUC, Conae 5 DN T A — &1, iR E ORI OIRIEK -

W2 DI G M1 & o THRIZ D TR B 5,

16. 2 BRI

16.2.1 BEDHE
ERERAL2EIZ. L XF Tt 4 L1500mg 2 225 I B %I B AR
OG5 U7-& &, ZefEh & bR T, B35 Tldtmad K1 3ER
FEE L. Crmaxtd30%EK F L7205 AUCIKFIZTH > /2,10

16.3 9h
HARANTANAEEZEORNT OO MEREIE. RHEISEY RN O
FESE. 0. 64L/kg EHEE S N, KANRKSBITGEWEE B> 72, SHE
NEERERR AL 2 X RV RXF T+ & L51500mg 2 B EIF RN 5 L
Ll E. HAEBOFHMIZ4L. 1L (0.56L/kg) TH O, KRNKEK
HEIENMETH > /2,
in vitro fxQex vivo iR DFE R, L XF 514 ARUVOERBYTH
Such LOSTDIMYE- ALK AR, 106K TH 2,9 10~



16. 4 {3
LARF S5t & L. FF 70— AP0 MREEE R TR B Sz
V, FEARBBIEI T 2 Y I REOBENIKIETHD., =
MLV EREN SO ERB#Y Duch 1057 (HILRFIIE) T
HD. 2B, AP EENIETEL 20,1910
in vitro iBRITB VT, LXF T4 LK TCuch LO57IECYP (3A3/
4, 2A6. 2C9. 2C19. 2D6. 2E1%Tf1A2). UDP-Z)L 7 O > EHEl
W% (UGTIALKRUNUGTIAG) KRUTHRFI R ROoS—HicHL T
FEERZRI N>z, /2, VL 7aigEF M) 7LD 7)) 70
BRSO EE MES Mo 21D
16.5 kit
TR A (B 5R66]) 1TL RXF T+t 4 1250~5000mg™ 2 22 g1
HERE O G L= & &, 5480515 £ TORG RIS 2 Rk
ROVEMEIE. REEE L T56. 3~65. 3%, uch L057& L TI7. 7~
2.9 TH > 7=.%
AL A JRBERL N BEAENCUC- L NF St & L500mg % BiERE O 5L
ol &, PEHASHIS E TICIR B D92, T HEHED RPN S, 0. 1%
MERMMSEIN S Nz, BG4S £ TOHREREITHT S Rt
R, REAEELT65. 9% uch 1057& L T23. 7% TH 77,12
L RF 5t 4 LOYEINT I3 RERER 2 i K OFRAE FEIIAS, uch 1057
IZVESRERIR 2 38 & REBIAI RIS /0 I T 5 L T 5,19
1) BN CRRE N AR OLH S 5 8133000mg TH 5.
16.6 JFEDEREHIT HEE
16.6. 1 BiEREEEE
BHREORE ORI 2R AEHE 20 RIC. LRF T LEEE
BOFGLEZEE, RATOE2E 27U T 52 A EHEETE WS
(CLcr : =80mL/min/1. 73m?) &lt#l T, ®ERKTH (Cler:
50~<80mL/min/1. 73m?) TI340%. FZEELFH (CLcr: 30~
<{50mL/min/1. 73m?) T52%. HEEMKT#H (CLcr: <30mL/min/
1.73m2) TOIHE TR L/ze LRFSLILOEIIT S AT L
TFZOOUT T OAEARICHBELZY [7.2, 9.2.1, 9.8%
iz}

16. 6.3 FFHREIEEEE

B O #E (Child-Pugh/ AR UB) Ok AFHEEER FHIC L
RFTLILAZHEEROZELZEE, LRXFITRIYLOZHI )
75 2 AREEA S NN /=, BEE (Child-Pugh/yHC) DOF
HEER FE T, 282707 5 2 AMEERA DK% E /> 72 Gk
EAT—4),20.2D0 [7,3, 9.3. 1Hd]

» EHRE DR
KB
NS A—% IEH [ AR HE
(N=6) (N=6) (N=6) (N=6)
CLcr (mL/min/1. 73m?) =80 50-<80 30-<50 <30
5 500mg 500mg 250mg 250mg
LRFFTEH L
Cmax (1£g/mL) 21.9 [31.2] |15.5 [25.3] 10. 8 [24.3] 9.2 [30.4]
tmax () 0.5 (0.5-2.0) 1.0 (0.5-2.0) 0.5 (0.5-1.0) |0.5 (0.5-1.0)
AUCo¢ (1£g+-h/mL) | 166 [16.5] 248 [16.9] 169 [16. 5] 212 [19.1]
tiz (h) 7.6 [6.9] 12.6 [11.3] 15.5 [17.5] 19.7 [26.5]

CL/F (mL/min/1.73m? | 51.5 [7.8] |30.9 [14.6] |24.6 [15.0] |20.3 [20.9]

CLx (mL/min/1.73m? |31.6 [28.5] #|15.3 [22.3] | 9.7 [23.4] 6.0 [53.6]

uch L057

Cinax (1tg/mL) 0.36 [9.4] |0.75 [25.8] |0.57 [26.0] |1.06 [29.3]
tmax (h) 5.0 (2.0-8.0) (8.0 (6.0-12.0) |12.0 (8.0-12.0) |24.0 (12.0-24.0)
AUCo+ (1g-h/mL) | 5.9 [9.7] |22.6 [45.9] |18.7 [53.4] |57.8 [57.3]
tiyz (h) 12.4 (11.3-15.3) {19.0 (17.3-19.9) [20.3 (19.7-23.6) |26.8 (17.2-33.3)

BT EEE [CV) ], tmaxk Cuch LOST7Dtr/old 9Ll (/M- e K Ai#)

CL/F: R oegs7075>A Clr: B2 U7 I A

a)N=4

16.6.2 MZBMEZ (T TS RBHEEESES
MIRFENT % 21T TV SRNEHEFEZTORABBRE L XTF TS
L500mg 2 BT IR 44RF IR IC HER O E L2 & & LRXF I
%5 LD IEBHTRE DL RIIE34. TR T dd o 7228, BHT 2. 3
MICE#HE L7z, LXFT1H A KTCuch LOSTOBENIC L BrERNH
e <, LK U8TY TH 72,19 [7.2. 9.2.2. 13.25:MH]

HWEHE)N T A —F LRFT1H L uch L057
Cmax (1t g/mL) 18.7 [8.1] 8.84 [7.0]
tmax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
tiz (h) 34.7 (29.2-38.6) -
AUCo-un (12g + h/mL) 462 [10. 5] 230 [7.8]

CL/F (mL/min/1. 73m?® 10.9 (9.4-13.1) -

FA1T T4 F—DREDNE (9 81 [7.5] 87 [7.2]

MAETH DWW (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MENT 7V 7 5 > A (mL/min) 115.4 [8.1] 122.9 [7.1]

N=6, HATFHfE [CV(0)]
tmax. t/2e CL/F. MEEMT A OIS B oLl (/M- ek fiE)

IFHERE(R T
(N=5) (N=6) (N=5)

CLcr (mL/min/1.73m?)® 93.1+13.8| 120.8+11.9 | 99.6+13.2 | 63.5+13.5
LRFStE5 A

Cmax (1t g/mL) 23.1+1.2| 23.6+4.9 24.7+3.3 24.1+3.8
tmax (h) 0.840.3 | 0.6=0.2 0.540.0 1.6+1.5
AUC (rg+h/mL) 234449 224425 262458 5954220
tiz (h) 7.6+1.0 7.6+0.7 8.7+1.5 18.4+7.2
CL/F (mL/min/1.73m2) |63.4+9.7| 62.5+8.7 | 55.4+10.5 | 29.2+13.5
S +SD

) LRF It 5 LGB O

16.6.4 SEhE

FEFICBITDLXRFIEY LOEYFHEICIONT, VL T7FZ
7107 7 > AMN30~7ImL/minD#EERE 166 (FFER61~88i%) Z R
EUTHMIL 245, B TIEIEd AT RIBA%REE L. #I108F
M&morz GHEAT—4).22 [9.8, 16.6. 12:[H]

16.7 EYHEEIER

16.7.1 Zz=hA >
T COBANGETTHHICOY hO—)L TERWEBSFIEX
WSRERRFEEZ AT DA TANABRFRZHRIC. LRXFS5E
% 13000mg/ HZPF AR5 Lz & &, 722 b1 > O
SEYIBHHE NS A — Y ITHEB L RFS ol T2 2HLA
FoSRILOEYBEICHKEEZRFTSIRN>E GEAT—
5)0 23),24)

16.7.2 NV OBF MU DA

ERERR 16612512, )NV 7 afiE> s o AOERIREETIZBWN
TLARFF5t4 LZ100mgHEREOKRG LizE &, NV TOig) ~
U AR LRF T LAOEYBRICHEEZ KIFI AN, LR
FIEILAHNNTOBEF M) T LAOEYBRRICHEEZ KT
molz BHEAT—%),2

16.7.3 BOWPEE (TFZINIRARSSA—IWRUOLR/ VTR
ILDEH)

fRBER AN ZCIEL8H 2 X 1T, R OBHESR (TF IV ITA RSV F—
JL0. 03mg K ALK LA A B LIL0. 15mgD&# 2 1HLE) RO L
NF F¥ 4 LZ1E500mgl H2[ME21 AR EROHES L&, LN
FIRIANIIFINTIARS A= KRALR VT AR LILD
BN A — Y ICEBEERFS o, FHEBRFOMB SO
2702 K OERBREIVE > REIKEE THERE L, RORIT
HOFEMIHBEZ RIS BN > -, ROBERKI, LAXFSES L
DEYBREICHEEZRIFE N> GHEANT—%),2.20

16.7.4 a2

fREEREALLE 25 Ric, P dF2 > (1E0. 25mgaE1H1E) KROL
NF Tt 4 L1EI1000mgl A2E7 A RER ARG L L&, LARF
FEHMIT TR D OEMBEENT A — Y ICEBERIFEI I,
7o PAFTIHLRFIEY LADOEYBIEICEELZ KT S B
= GMEATF—%).2

16.7.5 777U
JobhorE SR OEBEEREL INR) 2 HREE o 65PN I MRy
GBI, TIINT 7 2O EMERINTZT TWL SRR A 26651
MR, U T 7> (2.5~7.5mg/H) ML XFS5t4 A1HE
1000mgl A2ME7 AR EROFKG Lz&E, LRXF IS LETIL
Ty VBEECREERFIT, SO UMb EEEZT
BMoTz. TINT 7 HLNF Sy LADEYBEICHEZ KT
Shaiholz BHEAT—5).29

16.7.6 Z’ANRI K

TR 236 2 %1, Ta%T K (1HE500mgz1H4E) KL
NF Tt % L1E1000mgl H2[E4H B KEROKRS L& &, 7O
F RIELVARFT5 AOEYBEITITHEE KT I 7205,
FER#HPuch LOSTOBE I VY 5> AZ61%E T ®72 UEAT—
5)030)



16.8 FDfth

16.8. 1 £¥ZRIE R
(A =T7S58e500mg, 1 =75 RS540y 7°50%)
R N 266112 L XF T4 1500mg (KT 20w 750%%1g i
500mgfE % 18E) ZZEMERHEHRELZEE. LRXF T LOEY
FEENT A —FEFUTOEBOTH-Z, R4 0y F50%&
500mg#El AW FEMICRI% TH 5 Z LR S Nz, 3D

B[4 G QSN TRE )N 5 A — 5

SEMBHE Ko1ny s GE %ﬂ@%ﬁ?
INTA—F (N=26) (N=26) (90%{ZHE X [H])
Conax (11g/mL) éij 21 [%gﬁ é15] (0.9689, 1.1772)
AUCo (g - h/mL) [115%96] [1155,12] (0.9701, 1.0044)
tmax () . 20é35919 50) . zoé(ffgzgf 00) -

Crnax X CAUCo-t Il [BfICV (%))
tmaxtEHUE (/M- R K AE)
a) K51 20w 750%/500mgiz
(LRFSEF AfE250mg Th—7 1)
L XFF7tH LEE250mg =7 X, LXFFTtEH AEES00mg
[h—7) ZFHEREIE L&, BEHEHARS S EN. &
WPERZ [R5 & AT S Nz, 3

17. ERERAIE

171 BHERVORESMCEAT 5558

(TADABEDOBIREE (CRELRIEREESD))

17.1.1 ENEDBEGE (KA. BRIEE)

BETADAL LB SN FRIEEGT 2160 LOBF R
ELT. LRFFt441000~2000mg/H (1000mg/H %2 5-H1z
FEAEMH 5N HA132000me/ HICHEE) Xd3000mg/ H CEIED
FEIZHND ST, 3000mg/ HICHEHIWiE) Z2EEICTRO&EL
=l EEIMEEHE T 51000~2000mg/ H B D B #& AT A 812
BT 567 AMFREIENLEREEOEIEE, 73.8% (45/6141) TH- 7.
1000~2000mg/ H 7 D Fe k& e A & T O VEFEH R EE OFIE1T
59. 0% (36/61%1) TdHo7z. F£/=. 3000mg/HEIZHT 565 AR
TEMHREBFOE G322, 2% (2/961) . VEMFBIEHILEHEOEHEIX
11.1% 1/9%1) TH-o 7=,

BIME I S BB RE 1354, 9% (39/7161) TdH o 7. FE/REIEFITEIR
32.4% (23/7161) TdH o7z,

17.1.2 ENEI/DEEER (RA. SHRAEE)
L XF 54 141000mg/H. 3000mg/H KT 5t R %1200
%5 MEOFHTANAEEDOHM) L=EE. EEHEATH
LB -0 O FHEREB PRI TEROEBDTHD, TR
BELRF Sy LEE (10005 3000mg/H) HfRITLNF S5t
1000mg/ H OB THEHENBEREZNRD 5Nz (FNThp
<0. 0013 TN p=0. 006, % 5-HEZ KT, BRWEICH T 20825 L
i & 720 O FAERIE R LA R & T HEHBOH) . 2B, &F
BT B50%L AR F—L—k GEH7=0 O FIEEER N
R & LR T504 LA LikEBE L BB OEIE) 1. 75 EREEL3. 8% (9/
65%1). 1000mg/ H#£31. 3% (20/64/). 3000mg/ H #£28. 6% (18/63
Fl) THol=.

B0 OEWAFAERELD | 7T 2RI B RD D

g , : (95 =< ]
BRI | SRAm IR | W () (pfi)
JSuREE | 65 | 273 | 267 | 6.11
18.8
1000mg/HEE | 64 | 3.58 | 2.25 | 19.61 2.9 6.0, 29.9]
[10.2, 30.4] (p=0. 006)
(D<0.001) 23.0
3000mg/HEE | 63 | 3.44 | 208 | 27.72 10, 2 3 6]

a) BIG I ] B OV B R D il 57— &7 A3 > TV BAEFIEK
b) H o fiE
©) SHEA LA A P S I D < b #
O EGHEER T BREICB T 2L 2l H 720 O FERR =LA R
& B WA
H 2 HT T R VR ST P D ) 1 R T B 13 1000mg / H ¢ 57 TH6. 9%
(41/72451) . 3000mg/ H %58 T54. 9% (39/7141) Tho/. Fi
FIVEFZ1000mg/ H 4% 5-# T, f#EHIK13. 9% (10/72%1), S:MHTEAS. 3%
(6/72%1) . FENMED F 8. 3% (6/7261). 3000mg/ H % 5-F THEIR
9.9% (7/71). SLWAEEZS. 5% (6/7161). FFEPED £15. 6% (4/71
Bi) THolz.3
17.1.3 ENEDBEGER (RA. AKX
L XFFt4 A500mg/H. 1000mg/H. 2000mg/H. 3000mg/H &
CT IRz R OGS GIEOHTANAEEOHH) Lz
Ba. AR T 2 8RN S O & 7= 0 O FEVEEEE
DR (hYE) 13X, FRENL2.92%. 18.00%. 11.11%. 31.67% &8
12.505TH D, FEFMEHTH 2L XF T4 L1000mg/ H #E.

3000mg/ H B S VT 2 R BE D 3EER T ORI IR I B 1) 5 Bl R
NS OB 7= 0 OIS FIEEBORARIC, HEHFEREEEIZRD
5NN 7= (p=0. 067, Kruskal-Wallisthi®). 725, &EICHBITS
50%L AR > —L—hid. 75 REELL 6% (8/6941). 500mg/H
F£19. 1% (13/68f%1). 1000mg/H#£17. 6% (12/68%1). 2000mg/H &
16. 2% (11/68f1). 3000mg/H#33. 3% (22/66f61) Tdh -7z,
B T B ONEEAME ST ] D R M S B BE VL. 500mg/ H ¢ 5-%£60. 6%
(43/7141). 1000mg/ H#5-#£61. 4% (43/70451). 2000mg/ H #%5#
58. 6% (41/70f). 3000mg/H¥%5-#64. 3% (45/706) Th-o7. F
I EIEFZ500mg/ H# 58T, SMHSEZ14. 1% (10/7161) . T
9.9% (7/7141), FEED FWT. 0% (5/7141) . EIR7. 0% (5/714) .
1000mg/ H % 51T, SMHEEZ18. 6% (13/7041), HAR10. 0% (7/70
i), 2000mg/ H ¥ 58T, EHRL17. 1% (12/70f), SMHIES15. 7%
(11/7061) . #457. 1% (5/7041). 3000mg/ H % 5% T S 5H %
21. 4% (15/70%1), {EER17. 1% (12/7061) . GFHEREREA7. 1% (5/70
) TdHo7=.3»

17.1. 4 BRI ERSHER
FEIPNGE I/ AR (RN, DRERIEER) 258 7 L7z #1516 & ki 4
ELT. LRFSt4 41000~3000mg/ H 21 H2ENZ /00 TR
B L EZDOHAPRIERBIILLTOERD TH o7z,
KRBICBINL 2 BRED D B, 76615 DHEHE S N 7= kel Bk
WCRBITUARBEK T Lz (24~361 A TLHI, 36~485 A TATHI,

48 1 H LAKET2861)
6.00
€)%
= 5.00
9
Fws
§§4.00
or]
e
85300
(22) (13
s T — @ 7 13
4+ | | 4 |
(1501500, % ’
U3D0311710D G0 g1y 69 g6y 85 B G8) 7D (7o) G0y
0.00 39
B L DD DD DR
S F QU
O

AP

BIVE RSB EE1292. 1% (139/151%1) TH o7z, L2 I IS5
BHA$55. 6% (84/15145), EEFA24. 5% (37/1514), {HER22. 5% (34/151
Bil) Td>7z,30.3D

17.1.5 EAEDMBERER (NR)
BEE DPUT Aty VBT I BAEMEI SN R3S & iz Wil 7 E 2
BT 4% 16RO /NETANABEFAZRREL T, LA
F 5t & LA40X1360mg/kg/ H (KES50kgPA 1132000 X1%3000mg/
H) Z1H2ENCH ) CLAAMBE NS GEFEOH TAN AL OB
M) Liz&&E, EEMEEA TH2EEHMN S Db =0 0y
FEAEEBOR DR O R ILE (95%EFIXED 13, 43.21% (26. 19%,
52.14%) TdH V. FIEHEOREADNED 5Nz,
F=. NETANABESHICIAALKES L XF T4 L20~60mg
/kg/H (K&ES50kgll 1131000~3000mg/H) % 1H2ENC 4T Tk
BH LU= EE O FREREIILTOEBD THo /2,

20

[SRERES

(73)

(73)

& 7= 0 O FEIE I D H gefif
GRS L, HE30U S 50
S

G5 6o pos @9 )

BRI I RS RERIRS EERG RHRG kRS
(145f) 1H~3#H 3~6%H 6~9s H 9~12sH 12~154 A
BV FEBUAARE 1258, 9% (43/7361) Td o7z, ERBIEMIZ. IR
42.5% (31/7361) THor=. F/-. BRMRETMER GER) 13,
R EREOR AL, 4% (1/7361) . FImERESEINL. 4% (1/7361) TdHo
7. 38)
DM TADPAETTHRBIREPEDSNENWTADLAEEDEE
BEREICHT ZMTADAELDHBEE)
17.1. 6 EEHEELSE DAHE (BRA)
BETE DL T A VT s FEIIGIZN RS S i iRiE R
EZH T DI LD TANAEEZ251H (HARNLBZED) 23X
HELT, LRFFTEHA1000%4 L <133000mg/H (1000mg/ H 7
SEGZEBBL. B5SGHE TITHRIENASNZHEI32HEMET
1000mg/ A3 >3000mg/ HIZHEE) X375 &k 228 kg L #% 5
(BEEOHITANAEEDHM) LizsE, EEMEEATHSH
KNS OB 72 0 OMERRFEEREBDRIITEDEBD T
HD. TILRBELRNF Sy ARORM TR ENBA T ZENE
oz (p<0. 0001, #FEHAXVCEZRT. BRMICBIT2ES
72 0 ORERRFEIERE 2 2R & T 2 K580 .



W 7= 0 OMERARERELY | 7T REEE RO
% - - - [95% 3 HH X [#]
BBUNR | TR | AR %) (pfi)
7SR 109 0.83 0. 65 19. 64 56. 13
[44. 02, 68.24]
LRFIH LR | 117 0.89 0.16 76. 98 (p<0. 0001)

a)Full Analysis Set

b) Hhrgefi

O ERLUEZER T, BEMICBT 2EH 70 OmERNRIEERRE SRS
T B4 WO

B 1E 7 BUBEEE 1323, 8% (30/126(1) Tdh o7z, F/I1EMIZIEIR
2.4% (3/126f]) THolz. F/z. ERERBEMER EIER)
3. RPEABGET. 1% (9/12661) . M/NMREE A4, 0% (5/12641) .
TP EREGRA3. 2% (4/126f) Td > 72,39

17.1.7 EINEDTAEER (ME)

BEGE DHIT Ay AV T4 T8RN R MG © NI W SRIE R AR
EZ2H T 24k Lh E16E AR O/NETADAVBRFELFZFH EL T,
L RXF Tt 4 L40X1360mg/kg/ H (RES50kgLA F1320003X133000mg
/H) 224 INE G GEFEOPITANAEEDOHR) L& &, £
BESEATGIE H T % BRI 2 5 Dl & 7= 0 O SR BT 1 B K >
RO YLE (95%EFE X M) 13, 56. 52% (-15. 74%, 98. 18%) TdH > /=,
BRI R 1238, 5% (5/1361) TH o 7= FINEMIIHEIR23. 1% (3/13
Bil) . EEHERET. 7% (/1361 . SERT. 7% (1/1361) . R, 7% (1/136)
ThHolz. £z, EEMREMEEY EIEMR X DERQTIEET. 741
/136) TH > 72,49

17.1.8 REFEEIREHER (RARU/NE)

PR AL A 28 AR AL U <W/NEENE IR ZE T, SUIEE
R AR 2 RA T D0 & 520 LIEICHIELZHAA
BFp w5 E LT, A (16 LE) TIELXFF14 41000
~3000mg/H. /NETIFLXFFt4 L20~60mg/kg/H ({AE50kg
LA E131000~3000mg/ H) Z#EO#E Lk &=, MEMIEIERER
BUTDEBDTHo 7,

14

(43)

=

k=S 1.2
io
e

(43) 19
(32)

36,
an gy O (22) 19 2

(11
(16)

x> A0

FIE S BERE 1238, 6% (17/44%1) TH o7z, FENNEFITER
11. 4% (5/44F)) THol=. /. EEMREMEE GEHWER) 1% O
BEHQTIEEA. 5% (2/4401), 75273 /) "I A7 25 —YH
fn2. 3% (1/44F) . 7AINSF BT I/ I AT o5 —EEM
2.3% (1/44%)) . C-KIBMEE A2, 3% (1/44%1). (REHEIN2. 3%
(1/44%1) THo =4

18. EINIFEE
18.1 ERHR
L RF Iy AL SEHZERKROEERAF > F v )L ETHEE
L7znal, RO F 7 AN a7z AHE2A (SV2A) & DFEA.
NEICa?*F v IV E, MlENCa2t O, GABAKRUZ Y &
SAEBEBRICHT BT AT Y v Z HEOHIH, HRHIE R O
R R DM EDFER I N TV D, SV2AICHHT 2 k& SRk
LB TAMNATYETIVITBT D FEEMEIER & ORICIZARBE A
BOLNDIEME, LRFT1H LESV2ADREE M. FEAEHHIE
HIZTEL TSN EEZ LN, 2D~
18.2 TADARIEICHT H1EH
WA ) =2 TEFNTHIRANEZTVNAETI RO
KROFLOF RISV =IVERTOWNAETINREETIR. T
MEIER 2R S 208 ARBLREEF > R /o, X
CFLTFRII=INFUORUIIYTA, EOAIVE I A1
ZUBERSDOT Yy M ANTAT=IVEEERBTANAT Y
(GAERS). WREMFRMES Y R0 E DL FME, 2B FEEE KL
FTANATMETIVIZBWT, FBIEMHIER 2R 749,505
18.3 M CADAEMSER
WHEESIISF > RU TS5y MZBWT, F2 R 2T BKE
I L 72,52
18. 4 HIRHTICHT B ZDM0OER
S w hOMorris/K KB ICB W CHAMEICEZEL KIFX T,
O—4%—0Ov Rk CIER R ICHEZ RIFIaho . T2,
FRRIMENIRAS 2 5 v MICB W THRHIIL M EER 2R L 72,495,509

19.

BUS ICHAT H2EENR

MEE 0

A
e, :
HFR :
STk :
bR

22.

L XF T4 L (Levetiracetam)

(2S) -2~ (2-Oxopyrrolidine-1-yl) butyramide

CsH14N202

170. 21

HE~RIRABOMEREDH R TH 5,

KIZHD THEITRT <, T /=) (99.5) ITFITFRT W,

ZES

(LRFStF ALgE250mg Th—71)
100§ [10$£X10 : PTP]

3008 [/N7]

(LRF St Age500mg k=7 1)
10082 [10$gX10 : PTP]

3008 [/N7F]

*% 23,
1)
2)
3)
4)

5)

6)

7
8)
9)
10)
11
12)
13)
14)
15)

16

N2

17)
18)

19)
20)

21

~

22

~

23)
24)

25)
26)

FEH

HARTADAES  PITANAFREREZRAL TWS TADAD
HBNTHNT, HEHEEIROGERZ S EREET OB
HHIE (20264E3H17H)

E%%‘@Jé CEERERREENEY Z 27 )V SEAE R HOEE
HANERRANCBIT 2L XF Tty ARG ROEY) ik
(=% 78 20104E7 H23 HKFR. WIS ERHEEEE2. 7. 6. 3)
HANERBEANCBT DL XF T vy L RKER RO Y E)bE
(=4 758 : 20104E7T A23 HRD. HFHELERHEEE2. 7. 6. 3)
HANERERANCBT S L ARXF 14 L5 O R A O B 6 #% 5
KDL (f =7 7T mfiEE © 2014457 HAH KR, HIGEERHYT
32.7.6.1)

AENTTANAVEZRIIBITS L ARXF T 1 & AHERS5ROHEY
B ((—7 758 RS540y 7 1 20134531 KGR, H
EERME. 7. 6.2, HERED)

LRF Tty MBS 5 RHEEEYBREMRNT-1 (1 —F T 58
20104E7 H23 HAGY, FEE AR EE2. 7. 2. 2)

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

PR fh o R EEESE 2021 5 78(10)  1191-1205
HANERERANCBIT DL XFT15 LAOEYEREICKITTRE
@%@;4~7ﬁ5%:mw¢7ﬁ%5%%\$%§ﬂ%£
2.7.6.1

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

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

NAFTRATEY T (=5 T8 20104E7H23H &GS, H
HERMEEE2.7.6. 1)

SA (A= 7 58 20104E7H23H &R, HEERME
2.6.4.1)
R# (=4 758 : 20104E7TH23 H KR, HFGEEREE
2.4.3.3)

R OFEIRER (1 —4 7 F 8¢ 20104E7 H23HIKGR, HiFET

BHEE2. 6. 2. 2)

HEYBREFEMMEEER (f —7 7 58 : 2010457 A 23 H&KGE.
THERHERE2.6.4.7)

PEit (1 —4 7 58 : 201047 H 23 H & 3%,

2.7.2.3)

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

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

541

IFHEREIR T3 JREN) I BT 2 L RF T & LB EHE 5RO

B e (;f — 758 20104E7 A23 H K., HEEE R E

2.7.6.4

FEEE GHE)ICBT 2 L RXF T 1 & L HE K& OE R D35 55

®%%%%(f—7ﬁiﬁ:muwﬂﬁ%5%%‘$%§wmg

2.7.6.4

Browne T R, et al. : J Clin Pharmacol. 2000 ; 40 : 590-595
LRFTHY LR T 2= M O EOQEY RIS KT T 8
(=4 7 8¢ - 20104E7 A23 /KA, WA EFHEE2.7.6.5)

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

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

H 5 R 2



27)

28)
29)
30)

31

32)
33)

34)

35)

36)
37

38)

39)

40)

41)

42)
43)

44)
45)
46)
47)
48)
49)
50)
51)
52)

53)
54)

* 24, MEGERERUVBEWOEDHESE
HAIFRK 7 7 —< et BEHMEHRE
T155-8655 L AELHBHEHA X RIN4-43-11
TEL : 050-3383-3846

26. BERGTEES

26.1 BIEARSETT

26

.2
3
o

L RF Tt & LK O ORISR A B O S B REIC KT T 3%
(f =4 78 20104E7 H23 H KGR, Hah EFHEE2. 7. 6.5)

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

Ragueneau-Majlessi [, et al. : Epilepsy Res. 2001 ; 47 : 55-63

LRF T2y AR OEDBREIC KT T TOXRI T ROF
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