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6. AEARUVHE

WA . A LRFISEe s 48 LT 1 H 1000mg
(FoA4my7ELT2) % 1H2MBNIHTHIREAR
LTRSS 94, 2B, ERICED 1 H 3000mg (K5
43ay7ELTo6g) %BARVHPHCHEARINT 5205
HE 2B EoMBE HC 1 HHEE LT 1000mg
(FS4vmy7ELT2) UTF21TH) 2 &,

ANl 4D Eo/NRIZE L RF TS AL LTI
H 20mg/kg (K54 ¥avy 7L LT40mg/kg) # 1 H2
Ao THRREMR L CRIOBS-3 5. 2B, ERICKD
1 H60mgkg (K54 3vmay7ELT120me/ke) Zl2
WHIPH TR T 25, MR 2 EE LoMEE &
JT1IHHEELT2mg/kg (K54 yuy7& LT
40mg/kg) F$2179 2 &, 72720, fKHE 50kg Yl Lo
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7. BERURBAEICEET 33E

7.1 ARH) % SR A IS L TR A3 8121d. ot
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B G-CORRABRIZFEM L TV,

7.2 ERBERTE A AT 2 AN BE ISR 2 ST o 5A 1.
TRICRTZVLTFv 275 AMEixBE L LTAH
OG- EROCEGHBEEZ RS 528 /2. MGEN %
ZIFTVABRANBETIE, 2L T7F= 20T 5 v AHEHIC
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BIR524T)28, B, ST TRLTWABHERUH
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. . ML %
=y7 - _ BATH | Gy
7oAl 280 | T | 0 <30 | ofeR ﬁg?
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1 BH¥ | 1000~ | 1000~ | 500~ | 500~ | 500~

& [3000mg|2000mg|1500mg|1000mg| 1000mg
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e [1500mg|1000mg| 750mg | 500mg | 1000mg 500
b | 1H2 | 1H2|1H2|1H2|1H1 me
[ [} [A] [B] [A]
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1.1 EXLEIER

N1l FEMKXEERXEBMBIE (Toxic Epidermal
Necrolysis : TEN) . BIEGEIREZEE (Stevens-Johnson
AEMREE) (WL HEAR)

S, RLBE. A - OB AL Z O3, INEDE. RS, 1
PG DG H D LN A 3G 29k L, @)%
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11.1.2 FFMBBAEEEEE (FEARN)
PEFER & UTEE. BEDA SN, BIFRERE, 1
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13. BEHRE

13.1 fEIR
MEOTHREREIZBWT, LRXFFL ¥ L&k —EIZ 15~
140g MR L720125 0 MEIR, Sl Bk, Bk Ny
O WP K O 23 S T b

13.2 W&
ARANZMAGENTC & D BREWHETH D BB L T2 HEIR
OREPEIS U CHEEN O FEi%d ZET 52 L. [16.6.2
Z%HE]

Z 0N

15. ZO/OZEE

15.1 BEERRfERICE D 155K

15.1.1 A CEME SN2 A H 2 G LHEBOWTAD»AZKIC
BUIDL, TADPA. BEREBSEENRELZ19DT %
Aut B IERRBROMEHERICBW T, HESE RO HBZA
KDFEHDY) X7 H3, PLCTAPATEORHARETT 7 K
EHIBELTHR 2L GUTADAZEIRAEE : 0.43%. 7
T REE0.24%), MLTADAKDIRHBETIZ, 7T 1R
BEL 1000 AdH720) 1.9 AB W ERHE SR (95% 13 4R
X[ :0.6-3.9)0 72, TADPABREZEDOT TV —TTII,
TR RBEEINRI1000 AH720 2.4 AEWEEHH ENT
W5, (8.3, 8.4, 11.1.6 M)

15.1.2 AEINEANTADPABRE 1208 Flz g e L 75t
A WA G R 3R O RS TNT I B C R R AT B IR
DA ERL (BB, B, &Y. A, IR, BEAE.
oo, HEIARE, WOE. EEAL . S, fiiE
i, AEREE. AREBEE) OIEBHFBIIAHEET13.3%. 75
LARET6.2%ThH o720 AR IENNETADARE
(4~167%) 198 Bl 204 & L7 7 T & KA HRRIR B 12 B
T 5 M EHAERREORBREIAKET3I7.6%. 77 b KEE
T18.6%TdH o770
T SHENNETADPABRE (4~167%) 98 Bz if 5 &
L 72 FB00BERE B OT IS 3 2 38 % 3-ili§ % 75 L Rk
IREERRERICB VT, RN LREFATH L0, 77 R
&I U CHBRINATE) O AL SRIE S 7z

16. EMERE
16.1 MARERE
16.1.1 A
(1) BEEE
BEHERRAIZ L AXF T & % 4 250, 500, 1000, 1500, 2000, 3000,
400071 5000mgit V) (%55 6 ) % Z2IE I BRI L
7L E, TRTOFERTLAF S £ & 2D IS5
EIZ 1RSI R 2R Ly 0 (te) 3SR
HbOT T~ TH - 723,

F16-1 HEEFRGHOIEYBRE T X — ¥

#’t%‘i Cmax tmax A(Ficgiimh ti2
(mg) (1 g/mL) (h) 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) 8.0+0.8

3000 82.9%£7.4 | 0.6x0.2 |925.2%£102.1) 7.8+0.8

400070 1114.1+11.0/ 0.9+0.6 |1243.2%152.4| 8.6+1.0

5000 115.1+14.3| 1.0£0.6 |1363.3+151.9| 8.1%0.7

BPe 5 6 Bl P £SD

Conax * TG ML EE  tmax * 52 o HIL H 98 EE ) S G

AUC i3 - R R A M IORE  tu2 @ 2840000

H 1) ENTRRINAFO 1 Hig &SR 3000mg TH 5,

Q) RE#RE
REFEAIZ L NF T 5 4L LT 1 I 1000mg Xi& 1500mg (%
B 6H) £ 1H2M 7 HMHEG Lz &, &5 1HH (#N
B &7 HHE (R Gw) omberi a8 554
2~3 BEHIC Comax Z7/R Ly T ORK 8 BERT O AP TET L
7oo F 7o MUBERRIZIZI 3 H BICIZERIREBIZE T 2 &4
shizb,

#16-2 EHGHEOEYBE T 2 -5

2 / N= N=
ST— 000mg/H (N=6) 3000mg/H (N=6)

. AL i
I A= | gpmpping | T | gy | BRI

Lol 5l
Crmax 24.1+3.0 | 36.3=5.7 | 33.3+3.6 | 52.0*4.6
(1g/mL)

tmax (h) 2.2+1.2 | 2.8+x1.0 | 2.2+0.8 | 2.5+1.0

AUCo-12n

(ug- 191.3+26.7|318.3+63.2(253.7+30.3|445.6+56.9
h/mL)

tiz (h) 8.0+1.4 | 8.3=0.9 7.5%£0.7 7.7+0.4
P9+ SD

(3) =EERAIRE EBOREDILE

FERE A 25 BIZ L NF 5 £ & 4 1500mg % 15 257 F 2 IR A
PG IR G L7z &, LRF T2 7 A 0P TE/ S * —
FIUTOEBY THorzo RS B LT, SiEEIRAN
55 D Crax 1389 1.6 £ <. AUC L0 tue 3B L T 7z,
B, LRF T 18 AR GRO AW AR R 100% T

o729,

#16-3  HEGROEYHE ST A —¥

Y ERE ST A | RN RIOS APy LD
—% (N=25) (N=25) (90% 5 WX [H)
1.64
Coax (ug/mL)| 97.0 [27.6] | 58.9 [37.0) | | ,~'oo
AUCo« (ug- 0.97
i 472.3 [15.4) | 487.4 [15.9] | o270 00
0.25 0.75
tmax (h) (0.17-0.27) | (0.50-3.00) }
e () 7.11 [11.7] | 7.23 [12.7] -

B [CV (%) tmax (FHSAE (R/AME-1RKMH)
¥ 2) sUEEIR A G/ LRS-

16.1.2 /N2
6~12D/PIETADPABEIZLRNFTE ¥ AL LT 20mgke
ZHEEORG Lz L & LARF T 1 ¥ A OIMAETERIE I35 %
EIT 2 KBNS 2 7R L T 6 I T d - 7267 (4}
FEAF—%),

#16-4 FEWMBE ST A= (6~12 RDO/METAP»AEH)

Pl Conax tmax A([icg’?“h t12
(mg/kg) | (ug/mL) (h) h/mL) (h)
20 25.8+8.6 2.0 226 =64 6.0x1.1
’ ) (1.0-4.0) ’ ’

24 B (tiz 0 23 B1). FIIME£SD. tmax (EHIAE (R/ME-H KAL)

16.1.3 BEMEMEIEMHT

WA HARARONENDEFERAR T TA»AESE (7 VT F
V7 UT 5 VA 49.2~256.8mL/min) 7515z L
NF Ty 2EET— 5 2T, BEFESEY SRR % 17 -
T2 ZTORER, AhFoLy s )75 A (CL/F) 23 LT,
fRIE, PEBI. CLer MOBHIHIT T AP A, BT O5h 5
(V/F) 123 UCTRE, BRI CTA 2 A S OBEBRE o IR g
(EHER A T AP ABE) AEHAICHE R RF & LT
EENTY,
AR RE (4~167%) RO (16~557%) O TADABREH
SHELNMEER LT Ty NBETF— & & 0T, BRI
BN REIAAT 247 > 720 Z OfEH, CL/F 12 LRI L OB BT
TADAKEV/F IS L CTREDHE I E 0D BRI
WodhBHT-E LTHE SR AERTBATADABRED
MRS Y I 2L — Y g v Lafd, MNETA» AR
12 10~30mg/kg % 1 H 2 M5 L7z B o AT P 3t B 1, K
ANTAHABEHIZ500~1500mg 1 H 2 FF% 5 LzB & Rk E T
W9,

16.1.4 EHFHIRZEMHER
LARFIEIADS50% [Fh5 ]| &A=, TIF ¥4 vuay T
50%%. 7 BAF ==K ) ZENEN1g (LRF TSI L L
LT 500mg). MEHEN AT M S A B Ik 1P - U C i e v R 2
fefRmEZME L, BohEYHE S 2 —% (AUC.
Cmax) 122\ T 90% 5 #HIX 212 CTHRERIHRNT % 17 - 7245 - log
(0.80) ~log (1.25) OHPHTDH Y. WiF) A MaEI [F S5V A
AEN0,



B e LARFFEFADS50% [5 5]
o A= T T T4 YTy F50%
204 Mean =S.D..n=26

1
01 3 6 12 24 36 (hr)

X 16-1  I3Erd i
#16-5 FHPYHENF 2 —%

% 16-6 JEWBRE/ T 2 =5

R ST A

iy EE | OBE | hEE | wE
(N=6) | (N=6) | (N=6) | (N=6)

CLer (mL/min/ | So0 | 50 gy | 30-<50 | <30

FHli ST X — % BEINT A =%
(AﬂUgC‘t Cmax tmax ti/2
he/mL) (ug/mL) (hr) (hr)

LRFIE5 A

DS50% [ % 7 % | 150.731+18.191| 18.836+4.237|0.54 £0.36|7.76 £ 0.63

A=r75F54%

O 7 50% 148.413+18.151{19.734+4.628/0.50 £0.23|7.76 £ 0.65
0

(Mean=S.D..n=26)

MR EENE OS2 AUC, Cmax 50785 A — 713, B o
I AR OFRIUREL - W45 O RBRSMC & » TR 2 W EVED
Hbo

16.2 B4R

16.2.1 BEOE
EFEA 12 B2, LARF Tk % A 1500mg % 22 I %I
HARE G L7z & &, 220 & T, ARG TIE ta 2°
1.3 BFMAER: Uy Crmax 13 30%{KF L7z, AUC X% T3
Of:mo

16.3 9%
HARNTADABE O RHT O5A AR B S 3R Y Bh AT
DFERD ., 0.64L/kg & Sh, RRRASEICEWEE 2>
720 AHEINAERES N 17 B % 5 L RF T+ ¥ L 1500mg % H
FERIRNPE S L7z & &2 AR o311 41.1L(0.56L/kg)
THY . RNRARTEITENETH > 72,
in vitro KO ex vivo ilERDOFER. L RF T & A R OENHEY
TdH 5 uch LO57 D47 A FFEEEIE, 10% A TH 51910,

16.4 X538
LARFFEs 2E, FF b2 a—2a P50 2ACHEES Tl s
Nhv, FELMREREE7 € N7 3 FEOBERNMAKGFET
HY. TNICE D ERENDDRERIWD uch LO57 (H LK
FIUNME) THD. B, RMEBHPICIIAGHEL WD),
in vitro RERIZBWT, LARF T+ ¥ AU ucb L0O57 1& CYP
(3A3/4, 2A6, 2C9. 2C19. 2D6, 2E1 }1F1A2), UDP-Z %
v rEinfRESE (UGT1AL ) UF UGT1A6) RMUFTARF Y Fe K
05 —BII LU CHERHEZ RS R ol T2 NV 7Ol
MY 2ADOZIV 7O VBRI LR RIZTS o 7219,

16.5 Bttt
RN (%3555 6 61) IZLRF T 1% A 250~5000mgttd %
ZENEIG (LR e - L 7z & &9 55 48 Wit ¥ TofGRIc
B9 B R IP PR O I, REALAE LT 56.3~65.3%.
uch L057 & LT 17.7~21.9%T& - 72,
HRE AR AT 4 B2 MC- L RN F 5 & F A 500mg & Bl
G- L7k &1, $£5: 48 Wil f4 £ TITHEG-m 0 92.8% D gt
BEDSIRH D5, 0.1%AF 2 S ML S 7z, 5 48 Wi F T
DO 5HAH T B RS Rk E LT 65.9%. uch
L057 £ LT 23.7%TdH 72
LRF T 15 A OPRIN LR ERR A 8 K OTRMEFFRIAS, uch
LO57 iR BRI 2 8 & BB IR AT 70 25 BE 5 L T 517,
#3) ENTRBINAARAO 1 HEEE S5 RIE 3000mg Th

5o

16.6 JFENDEREHT H8E

16.6.1 BigeEERE
ERRTEORE DR 2 AR E WM R, LRF T 5 A5
FHEHRG- Lz & BT s ) 79 v AL ERRIET &
(CLcr : >80mL/min/1.73m?) & gL T, 8EMTH (Cler:
50~<80mL/min/1.73m?) Tl& 40%. W& TH (Cler : 30
~ <50mL/min/1.73m?) T 52% . #H EK T % (CLe :
<30mL/min/1.73m?) T6L%ILF L7ze LNF S5t & LDE2 Y
TIVARZIVTFr 2T Sy ALABICHBELED,
[7.2, 9.2.1, 9.8, 16.6.4 ZM]

1.73m?)
RSy 500mg 500mg 250mg 250mg
LRF TS A
21.9 15.5 10.8

Cous (ug/mL) | (g1 5 25 3] (043 |92 [30.4]
e (h) 0.5 1.0 0.5 0.5
e (0.5-2.0) | (0.5-2.0) | (0.5-1.0) | (0.5-1.0)
AUCow (ug 1166 1165|248 [16.9] /169 [16.5] |212 [19.1]
h/mL)

12.6 15.5 19.7
tiz (b) 760697\ nyg | p7s | 2650
CL/F (mL/min/ 30.9 24.6 20.3
1.73m?) SLS T8I 14761 | [15.00 | [20.9]
CLr (mL/min/ 31.6 15.3
! 75m) (2851 % | (209 |97 [23.41/6.0 [53.6)
uch L057

0.75 0.57 1.06
o () 5.0 8.0 12.0 24.0
e (2.0-8.0) |(6.0-12.0) | (8.0-12.0) | (12.0-24.0)
AUCo (ug- 22.6 18.7 57.8
h/mL) 5907 r5'g) | s34 | B3
e () 12.4 19.0 20.3 2.8

(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

AT [CV (%) ]\ tmax X OF uch LO57 @ tie (&Hhdefli (/)
fiti~ e K AH)

CL/F:R»rdoeg s )75 A CLR:E27VT IV A
MN=4

16.6.2 MRBN % Z (T TV B RPBREEEERE
MEENT % 52 0T T B R E R & O B AR 1S L RTF 5
% 4 500mg & BN 44 BEBIRTIC IR O 5 Lz e &L L
NF T X5 L OIEEN RO IR MIL 34.7 R Td - 7225,
FEHHIE 2.3 BRI ARG L7z LRF T & & A J 08 uch LO57 @
BHICE DB EIEE <, 81% R U 8T%Th - 7218, [7.2,
9.2.2, 13.2 &)

#16-7 FEMBE ST A -5

WY EE T X —F LRNFS5t% 2L uch L057
Cmax (4 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) -
AUCo4a (g~

h/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/ ~ 3

L. 73m?) 10.9 (9.4-13.1)
TAT 4B —Dk

S (%) 81 [7.5] 87 [7.2]
BN R O I ~ -
W (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
Mg 2 )75 >~

2 (mL/min) 115.4 [8.1] 122.9 [7.1]

N=6, MFHME [CV (%)]
tmaxs tzn CL/Fy MUEGEAT I O3 000 & ip il (/M-
KAi)

16.6.3 FFikpeEERE
R O 4EHE (Child-Pugh 7% A OV B) OB ARFREREIC T
FWCVRF Ty AR HNKEOKG L& LRFTLT LD
EH )T T RIEEHA SN h o7z, HIE (Child-Pugh
S C) OISR T ETIX, &2 V7 5 ¥ ZADMERIRA DR
50% & 72 5 721920 (FHEINF— %), [7.3. 9.3.1 K]

7£16-8 FEMBE ST A — %

JFHRREAC T
SEWEHEST A | FEEE A Child- Child- Child-
—y (N=5) Pugh Pugh Pugh

A B SHC
(N=5) (N=6) (N=5)




CLcr (mL/min/

e ™ 1931138 120.8£11.9)99.613.2/63.5+13.5
LRF TS A

Coms (sg/mL) |23.1%1.2]23.64.9|24.73.3|24.1%3.8
tmax () 080306020500 1.6=1.5
AUC (ug- 23449 | 224%25 | 262+58 | 595+220
h/mL)

tiz (h) 7.6%1.0 | 7.6x0.7 | 8.7+1.5 |18.4%7.2
CL/E (mL/min/ | 63 49 7| 62.5+8.7 55.4+10.5(20.2+13.5
1.73m2)

P + SD

H4) LRFFtsy 255040

16.6.4 =k

BREICBIIZLARF Iy AOEYBEIZOVWT, Z LT F=
Y2 ) 75 ¥ AH 30~7ImL/min D¥ERH 16 B (4 61~88
) ARG L UCEHl L7420 Sk I 2B 2549 40%
LR L. 10~11 B & 225 722 (AAEAT—% ), [9.8. 16.6.1
ZIR]
16.7 EMHEE(ER
16.7.1 7= k1>

7= N Y OWKBFETHICIT Y P E— VT ELRVEG T
PESOEBRIE AR 2 AT 2 A TADLARE 6 Bl TR, L
NF Tt 4 3000mg/HEGMEG LAZEE, 7= M YOl
TR EIRE NS A — F ISR NIT S ol 72
S YBLURF T LY AOEYEBIEEE RIZE o
7:22) (HEANT—% ),
16.7.2 NIV7OBF MU L

TERERN 16 Bl 2 %402, 7NV 7 aigFd b))y A OEHIRRET 12
BOWTLARF ¥ ¥ L% 1500mg HIEHREOHRG Lz & v
Oir P AIELARF T LY OB BREIHE L RITE 4
Mot LRFSEFALNLTOEEF M) A OEYBRELC
MR RIEE o2 HHEATFT—%),
16.7.3 BIEEE (TFZILIXANSTF—IWRELKRIILF R
FLILDEHE])

FERER AL 18 Bl 0h s, EITTSE (mF =V A5 Y
F = 0.03mg KO LE VA MLV 0.15mg DEFIZ 1 H 1
) BOLARFIEs % 1 500mg 1 H 20 21 H AR
BHLEEX, LRFFILTAIZF NI T IVF— VY
LERINVFA NV VOEYEIFE ST X — ¥ 18 %2 RIT S e
S BWEREOMAP 70 A7 0 ¥ R OEAER AL E ViR
JEIARIE L CTHER L. RIS OHNHEZ RIT S L h o
720 RRITEITEEIZ, LRF T 7 A OYBREIHE L RITE 7%
Ho 722902 (EANT— %),
16.7.4 %>

e 11 Bl gc, Yo%y > (10.25mg 2 1 H 1 1a)
BV AXF St 2110 1000mg 1 H 218 7 H BB
Lzl & LRFIET LIV TF Y Y OEYBFEIRS 2 — 5|2
B RIZE Dotz VIF T U HLARF T 20EYH)
REICHEE RITE 57220 BEANTF—%),
16.7.5 777U

7u oy s oEBEER (INR) % B #FH N ICHE
T35, TV 7 7)) YO &I ZT T 2 A
26 Blast gz, 77 7YY (2.5~7.5mg/H) RV XFF5+&
% 2118 1000mg 1 H 2 8] 7 H M REREII3% G- Lz L &, LAF
FTEFRAFTNT 7Y VIREICEEERIZET., SaturEy
W S B R Z T ol TVT7 7Y Y HLRFFTELY LD
B RE BB L MITE L h 5728 FHEAT— ),
16.7.6 7ANZ YK

TEREN 23 Bl &0k 8212, a3 Y R (118 500mg % 1 H 4 [al)
BV AXF St 211 1000mg 1 H 218 4 HERAERIRYS
L7z &, 7URAY FIZLARF T2 ¥ L OHEYBEICIIHEL
FAF & o 725, FACHW uch LOS7 O 2 )75 ¥ A% 61%
BT &2 BEATF—25),
16.8 Z Dt
16.8.1 M 2HIEZSM
A= 7Z8&500mg. 1—77IRKF14>8y 7 50%)

FERE A 26 B L NFF 1% 4 500mg (KT 40y 7 50%%
lg Xi¥500mg §t% 1 §8) & ZBWREHEG Lz & LRF T
Ly LOEMBE ST A= ZUTDOEBY) ThHolze FIA
Yy 7 50%& 500mg FEFAEMFNICHETH D 2 L AR S
=30,

% 16-9 IR LGEEOIYEHRE NS X —F

all ks
L e DI PE B B BviAb s
—¥ (N=26) (N=g6) | TP
(90%1Z HH X 1))
1.0680
Crmax ( )2 g/mL> [gz !5)} [;g ’ (15] (0 9689,
: : 1.1772)
AUCo (ug- 149 151 (%' %87211
h/mL) [15.6] [15.2] oou
— 0.500 0.633 i}
e (0.233-1.50) | (0.250-2.00)

Cinax S 0¥ AUCo- (ZMTF39fi (BT CV (%) ]
tmax (Z PSR (/M- )
5) F74 1 v 7 50%/500mg i

17. ERERELIR
171 BHRUORLMICET 25k
(CAPABEDRARME CRMLBEREEED))
17.1.1 EIRSFEIHERER (BRA. BE#EE)
I CTADPA L BTSN S RBIEE AT S 16 R Lg%
WEE LT, LRF T4 A 1000~2000mg/H (1000mg/ H % 3%
Sz s i & 7z 85413 2000me/ H 28R 31 3000mg/
H G8EDH A2 b 53, 3000mg/ H 2wl % Hic
TR G- L7z & & FEFHIEH Td % 1000~2000mg/ H o
AT IS B % 6 2 HRBIZIEN KRB EOH G, 73.8%
(45/61 ) T - 72 1000~2000mg/ H EE DAL EHI T 1
EMFIEW LB OHE1X59.0% (36/61 Bl) THortze Tz,
3000mg/ HEEWZ B 5 6 » A BZMENELEHE OHE AL 22.2%
(2/9B1), 1AEMBEEEEBREOEAIZ11.1% (1/96]) Tho
tsl)Q
EIVE S BE 13 54.9% (39/71 B1) Tdh o720 T BRI
R 32.4% (23/71 %) TdH o720
17.1.2 EREI/NERER (KA. SRAESR)
LARF 5+ % 2 1000mg/H. 3000mg/H K07 5K % 12 HH
WOS (MAEDHTADARE D) Laga, T8EFME
HTH 2D 720 OGNV FEITROEBY) TH Y.
TIERBEELARF T AR (1000 f 0O 3000mg/H) AN
LARF &% 4 1000mg/ HEE O R THAEMHAI 2 A AR 5
N7z (Zh2h p < 0.001 LI p=0.006, 5% K1, BI%R
WIRICBU M BER Lld 720 O GFIEREE LR L
T B o By BEIIBITFL50%L AKYF—L— b
A& 72 ) OEFGFENEREATBIEEIR & T 50%2L Rk L7z
BEHEOEEG) 2. 79 2R 13.8% (9/65#1), 1000mg/ H &
31.3% (20/64 #1). 3000mg/ H # 28.6% (18/63 #) Td -7z
32)

F17-1 H AR ML

Bd720) DEBFNE | 75 v KRBT 2%
Bl [ 1 2) JSRIES) T )
BED [ mige | oap | [95%(EIEX )
Wi MR (%) (p 1)
7?;* 65 | 2.73 | 2.67 | 6.11
18.8
1000mg/ [6.0,
B 64 | 3.58 | 2.25 | 19.61 [%%,% 200!
-2 =0.006)
0.4 [P 50
(p<0.001) :
S000mg/ | 6a | g 4 | 208 | 2772 ¥ [10.7
i 33.6]

WD) BIEYIR S ORI B 01 7 — & Ao Tu B IEFIEL

W 2) HrLfi

1 3) A EALIRAR R IO 2D AR

TE4) PRt W1 BRI ST 20 B L7zl & 72 ) off
R AT G Qe W U

v 30 [ B OV RT3 P o0 WA D S8 B EE 1k 1000mg/ H #% 5 T
56.9% (41/72%1). 3000mg/ H¥% 58T 54.9% (39/71 #l) TdH
o 72o ERFIVERIE 1000me/ HH5-8 <. Ml 13.9% (10/72
Bl). EIEEZE 8.3% (6/72 B1). ZETED v 8.3% (6/72 1),
3000mg/ H #5- TR 9.9% (7/71 1), SLIHTH 2% 8.5% (6/71
B, FEIED F 1 5.6% (4/71 B1) TH o7z
17.1.3 ERSEIHEAR (RA. SFRAER

LXFF % A 500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEO7 T R% 12 BEZEL (BEOPHTA»AIEL O
M) L7228, SFMHIC B 2 BIERH 2 5 0M b 72 ) Ofks
SRR (P efi) 13, 22 12.92%. 18.00%. 11.11%.
31.67%J 0F12.50%CTH V) . EEFHIEHE TH 2L NFFE 5 4
1000mg/ H#E. 3000mg/ HE: K N7 T & REE 3 BEM T o 2Fi



BB 2 BIENIM A5 DM D 72 ) DS IEVERBIRD IR, B
PN A EAEIED SN h o7 (p=0.067. Kruskal-Wallis
KE)o BB, HEICBIFH 0% AR F—L— NI, I+t
AR 11.6% (8/69 1), 500mg/ H#E 19.1% (13/68 1), 1000mg/
H#E 17.6% (12/68 1) . 2000mg/ H % 16.2% (11/68 1) . 3000mg/
H#E 33.3% (22/66 B) T - 7239,

8 30 D B O EEAG Y B o0 BV S BB 1. 500mg/ H $ 5B
60.6% (43/71 1) 1000mg/ H 4% 5-%F 61.4% (43/70 1) . 2000mg/
H$¢5-# 58.6% (41/70 $1). 3000mg/ H #%5-# 64.3% (45/70
Bl) THhotzo FEIEHIE 500me/ HHe5-8E T, MK UE 25
14.1% (10/71 B1). FTH 9.9% (7/71 B1). FETED T 7.0%
(5/71 1), MEIR 7.0% (5/71 1), 1000mg/ H ¥ 5-H: T, HIHHE
%:18.6% (13/70 ). fEHR 10.0% (7/70 1), 2000mg/ H #%5-#
T, I 17.1% (12/70 ). SumHBESE 15.7% (11/70 B1) . 445
7.1% (5/70 $1). 3000mg/ H #% 5-# T HIMHEEA % 21.4% (15/70
). IR 17.1% (12/70 1) &FREREIRA 7.1% (5/70 1) C
Holz
17.1.4 ERRPBRGEERS 55

A T/ AHRER (RN BRI %52 T L7-H% 151 Bl %
WHE LT LARFF 4 4 1000~3000mg/H 2 1 H 2 [IZ5T
THROZELG L2 EOMARERNBIEIDTOEBY) TH o>
f:34)~36)0

ARARERNCBI L7285 0 ) B 76 BIATZF O HEIH S 7z jki
HEBRICRBAIT LARRBR 2T L7 (24~36 » HT1 6. 36~48 »
H T 47 B, 48 » A LAKET 28 1)

6.00

O )

(22) (13

IZfl [

L 1]
\W L

[(151)(150), 3 T
135) (
133132117103 96). 11 (89) (g5 (35) (81) (78) (77) (7, (50

(39),
R R R P P T S S
SIS A

A
L AR A A RN

RRil)

0.00

$ L DS
&S e
PO

e

> RN
‘"»«\ ;WQ‘ 0 »f\ ,WQ‘
N R S
N

DRI

X 17-1  #Bo-sElEm 5

RIVEF S BUBIE1Z 92.1% (139/151 Bl) T o720 LAREIWERIZ
BRI % 55.6% (84/151 B). HHJ%E 24.5% (37/151 1), MoK
22.5% (34/151 1) TH o720
17.1.5 EINE IR (M2

WEAF DHLT A ASET 55 e FEMERIRI RN R 33 & N Wik 5
Ve A5 4% E 16 KM o/NELTAD»ABY 73 6% 14
LLT, LRFF LA 40 Lid 60mg/ke/H (K 50kg BLE 1
2000 3L1& 3000mg/H) % 1 H 2 M4 T 14 BRI S (B
HORTADPAREE D) Lz &, TEFMEE TH 5Bl
W2~ & DMd 72 Y O FAEMEIRAFE O HhdLfiti (95%15 HEIX
M) &, 43.21% (26.19%, 52.14%) TV, FAFHHIED KD
Hb SNz,

T2, AERTADPABEE SEBIC 14HPED LRFFE 5 420
~60mg/kg/H (4K 50kg Ph F1x 1000~3000mg/H) % 1 H 2
W) TRk G- L 72 & S OB BERBIIUL To LB T
7230,

20

)P
18
= 16
2z
S
CER
Bl o
L& 10
&, -
IEN (73)
EE
S& ¢
=g "
"‘\'g—p' 4 (73) _ i i
gv , (55) (54) (53) (29) (14)
0
a2t GRIN RRBERCG RkRERCG RkBERCG MRRERG RkBERCS
(14:8) 1H~37H 3~6~sH 6~97H 9~127H 12~157H

X 17-2  #BorFEEmEL

RIVE I JE B RE 1Z 58.9% (43/73 1) Tdh o720 F2EINEHIZ.
&R 42.5% (31/73 1) TdH o720
(DR TADPAETTHREHMEIRDONEVTADPABREDR
BEEREECHTIMTAPAELOHAESE)
17.1.6 EEHEFEFTHERRR (RA)

BEAF OPLT A D AT 505 R SRR IR R A S e VW ig s ]
RIEEZAET S 16 U EDOTAD»AERE 251 61 (HA AN 43 Bl1%
) BRRE LT, LRF I 21000 2 L < 1 3000mg/ H
(1000mg/ H 2> S5 2Bt L. #%5 8l TIXRIENA SN
Wi i3 2 M FE T 1000mg/ H 372 3000mg/ HIZHi®) i 75
tRZ 28 W OHS WHEOIHTADPAKEDHE) Lk
&, RV H T 2 BN A 5 0 DH 72 Y o M5
PRI TEOEBYTHY, 7T LRFELLRNF T A

O TRAMAIN 2 A A SN 7z (p < 0.0001. %58 K%
O %2 /7 BRI B 288 72 ) o FATEER 2 3t
2R & B I HT) 2V,

217-2 i AR I Bm A5

Had7-) OMEBAREE |75 RrBEEro
ftes K
PUECES MA N [95<y1%7w1;izm
" ooy AR o015 R
BIEI | WE 0 %) (p fi)
72;* 1090 | 0.8 | 0.65 | 19.64 56.13
pyee [44.02, 68.24]
ch\a; 17 | 0.89 | 0.16 | 76.98 | (p<0.0001)
7 5) Full Analysis Set
TE6) HYLH

7)) BGREROEZ T BEHRICST 285720 o
FEEI % e i & 5 % L5 T

BIVE I FE BB 12 23.8% (30/126 B) T o720 EREWEHIZ
IR 2.4% (3/126 1) Th o720 F72. EBRBAMERE (F
ER) & IRAPEARE7.1% (97126 B1). ifi/MEERA 4.0%
(5/126 B1) . WFrhEREGEA 3.2% (4/126 1) T - 720
17.1.7 BIRELHERER (ME)

BEAF DPLT A D ASET 55 7 FEVERIRIRD H 235 © 2 W i )
REMEEHFT 2 4% E 16 ERMO/NECTAPARE 13 6%
WHELT, LRF I 440 i 60mg/kg/H (KT 50kg BL
13 2000 X1 3000mg/ H) % 24 MRS WAEOPT AH
AL OBER) Lok &, FEFHIEH TH 2 B2 5 0l
H 72 ) OFRIE FCIE R EIR D E O ULl (95%EIEXE) 13,
56.52% (-15.74%.98.18%) T - 723,

EIVE N ZE B E X 38.5% (5/13 1) Tdh o 720 BB
23.1% (3/13 %), SEBFEE 7.7% (1/13 61). B 7.7% (1/13
B, FHI7.7% (1/13B1) Tholze Fio. BRBAMERE (F
TER) 1. DB QT R 7.7% (1/13#1) TH o7z
17.1.8 REIMEGHRSHBR (RARV/NR)

[ 36 ) 45 T ERBR S L <3 /NBEIPI S AR 2 58 1 U E
P 3L [ 45 T M ERBR % R AT 50 D 72 0 85 20 UL Lk L 72
HARNEBE 44 B Zxt5 e LT A (16 mELE) TRLARFS
% 4 1000 ~3000mg/ H. MNETIELXRXF T L5 A 20~
60mg/kg/H (& 50kg LI id 1000~3000mg/H) % &I 14%5-
L2k &, SR RATRERBIZD T O L B ) TH o 721040,

1.4

= ‘ ()%
X o2 P
=
SEEY)
3—5 (43) (19)
& 0.8 =
Em‘f (32)
B .
=5 06 ;
&= TR 29) ]
S= 04 (38) (22) 19, (12
=g % an
2= N (16)
45 0.2
= \ [

0.0

NS o,»«Q' w‘\ wQ m‘\ m\\ o \“\\ RO
& o L < P P S S S S S S )
EAF A S S N S S A S
3 v{@'p—

& AN

[ 17-3  sai ATEVE £

RIVEFHSSBUE 13 38.6% (17/44 B1) Th o720 T EIVEH LM
I 11.4% (5/4461) THo7zo 72 WFEBAMERE RIVEH)
3. OEN QTR 4.5% (2/448)), 75=VT73I ) 5V
7T —EHM2.3% (1744 B1), 7TANGIF VBT I/ bIv
A7 T —EHNN2.3% (1/44 $1) . C-BUS A AN 2.3% (1/44
B, ARTEHIN 2.3% (1/44 B1) T o720

18. kg
18.1 1EHF
LARF T ¥ 2, FHZHERROFEERA 4 v F ¥ 2V LIk
B LVHR | MR D ¥ F 7 AN AHE 2A (SV2A) &
DA N R Ca?tF v A OVEHEW | ML Cat o il B
i), GABA RO 7 ) ¥ AEBIEBRICN T2 70 AT v 7
[ O HIHI0) FiREANL [ o R 72 M H L O B 2 &SRR S
NTw5b, SV2AICKT A MEEBANE L KM CA»ABYET
IS BT B IEVERHIER & ORISR 5NDB Z L0 b,
LARFF X% AL SV2A OFEEH FMEMHHERICES- L Twb
boLEZLNLES),
18.2 TADPARIEIIXNT 21EA
HMPRAZ )=V T EFNVTHLIRRBEITVNAETT VR
C|RRYF LT b TV = VERITWNAET VR ETIE T
WIAIIHIVEI 2 7R & e dr o 721975, MIEELSHME > FY v 7
TR RUFLUYFIIY=LF Y)Y ¥n
NWVE LI HA = VBRSO T v M AT AT —)Vilis
PERMTADPAT Y b (GAERS) 2, BEMERIEY Y 2D 2 L
DIERGFAE. EWFNZ KWL 72 CTADPABWEFT VIZBWT,
VR 2R L 72,




18.3 M CA P ARMIER
R EAHIF Y ) Y 7Ty MZBWT, ¥V FY V7 IBRK
Z P L 7252

18.4 SRR (I T B Z DDIER
F v b ® Morris KK B W CRRABERE IS B Z IT S

F9, m—y -y FRECREDIRIEC R E RITS o
790, E 7o ORIRIIREE ST v B ISB VMBI &

RL75,

19. RS ICEEY B IE{LZVAR
— AR LRXF I 5 A (Levetiracetam)

b4 . (2S) -2- (2-Oxopyrrolidine-1-yl) butyramide
5573« CsH1aN202
i 170.21
PR AOBETH S, KICHDTHEITFR T, 2¥ /) —
Ve TF =) (99.5) XUIZY AFIVAVEF T FICH
FRg
AL
(0]
HsC P NH:2
I{Ngo
22. Q%

100g [FFAF v 7. NT, FEBFAD ]

*23. EEXH

1) HATADAZEES PITADPARIEEZIIL TV B TAD
ADBHBNZBWT, HEHUEIR R L2 08 9 BMEE 217
I BEOFEEE (2026 43 A 17 H)

2) A - EERER R ENNIE Y =2 7V SEHIVEE K

SEHE A

HAMERER BT B LARF 51 & 2 PS03 H)

& (=4 75882010 4E 7 H 23 HKE. HGEEREE

2.7.6.3.1)

4) HARMEHEBRAIZBIT 5 LRTF 5 &5 A R ER G- F 03 )
B (M= 778201045 7 H 23 HKR, HGEGRHEZ
2.7.6.3.2)

5) HARANEHERAIZBIT 2 LARF T &5 A5EK G o K

BHMEOIE (L =7 75 il © 2014 457 A 4 HAKG.

W ERZ: 2.7.6.1.1)

MNEVNETADPARZIZBIT S LARF T2 2 H PG EEO

HEWFED [ —r 7 I8/ K54 ay 7 201345 H 31

HAKRR, AR 2.7.6.2.1)

7)ﬂﬁ»%fﬂﬁh*%bhUé»«%7t9A$@h5ﬁ@
HEWEED (f—7rTI5/ K54 ay 7 201345 1 31
Bﬂm\%ﬁ%i*>

8) LTIty AHT 5 RHENISEMEEMN-1 (-7 7T
$E 12010 4E 7 H 23 HK#E. WESErH%Z 2.7.2.2.3)

9) Toublanc, N. et al. : Drug Metab. Pharmacokinet., 2014 ;
29 1 61-68

10) FENERL : AW E W R SR (LARFF 15 A DS50% [ 5

EA)

HARMNEREANCBIT 2 LARF T2 5 AORY BRI KIT

FTHEFOEE ([ —r 778820104 7 H 23 HAKR. HIGH

ERSE 2.7.6.1.2)

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

Strolin, Benedetti. M. et al. : Eur. J. Clin. Pharmacol.,

2003 ; 59 : 621-630

GAi (A =47 F 8¢ 2010 4F 7 A 23 HKFE. HIHE RS

2.6.4.1, 2.6.4.4)

R (RSB (f =7 7588 : 2010 4%

HAS RS 2.4.3.3, 2.6.2.2)

10 CGEWEh BSOS EAIER) (41— 7 F 8¢ @ 2010 4%

7 H 23 HARR, WiEERHEE 2.6.4.7)

3

=z

=3}
=

—
ol
=

27 11 23 HARGE.

—_
=3}
=

17) BElE (£ =7 75 8¢ 1 2010 4 7 H 23 HAKGE, WIS E R
2.7.2.3.2)

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

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

20) WFHEREREEEE (A —F7 7 T8 20104F 7 H 23 HARGE, H
A EHEEL 2.7.6.4.5)

21) EiaE GHEN) 2B 5 LARF T & & 4K K O AR

BeE O BRE (L —4 75 1 2010 46 7 /1 23 HKL,
B SRS 2.5.3.4, 2.7.6.4.1)

22)

23

=z

24)
25)
26)

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)

=

Browne, T. R. et al. 2000 ; 40 :
590-595

SFEMMEEH (7= 4>) (A= 7 I8 201047 H
23 HAKGE, WAERE 2.7.6.5.6)

Coupez, R. et al. : Epilepsia, 2003 ; 44 : 171-178
Ragueneau-Majlessi, I. et al. : Epilepsia, 2002 ; 43 : 697-702
WM B (BRI (£ —7 7582010457 A 23
HARGE, WEEORIE% 2.7.6.5.1)

Levy, R. H. et al. : Epilepsy Res., 2001 ; 46 : 93-99
Ragueneau-Majlessi, I. et al. : Epilepsy Res., 2001 ; 47 :
55-63

LRF T8 5 R OHHEY OEWEREI TS 7T a4 v
FOFE (L —7 7 I8 20104 7 H 23 HAKR, HiEER
WEE2.7.6.5.4)

o4 vy 7 LGRlOEYFREERE (-7 75
8/ K4 ay 7 2013455 H 31 HAKR, WSS
2.7.6.1.1)

AARIZ BT 28 FEMEHABE O K MRS ([ —7 75
ﬁ?i/ KNI A4 vay 7/ et « 2015 4 2 H 20 HAKRE, 4
)

H$ 2B B ARG FAEBEIRE D 7 5 & A I iR ([
WS I/ AHER (BN, BEEE)) (4 — 7 7 78 : 2010
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