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Al — R LEEATD CHEE
15.0% & B 2 72\)
TR (%) 15 2y M O¥EHEIE 80% LA E 88~101 88~101 87~102 88~102
EEabr (%) 95.0~105.0% 98.7~99.6 | 99.0~99.5 | 98.7~99.5 | 99.0~99.6
£v >~ n=3 x: %2y b n=10X3 %kt £y b n=6X3




<L AR_FTEH ABES0mg [VTRS] >
SHERSAE - 4022°C. 75E5%RH
OPTP Ak (FAIvm—, 5

IHH HkS BH A E 1A 35 A 6 % A
DENH, OFEMED 7 . . . .
Pk HEOHRAD ORIE h e e e
ANV ba—T T EE
B (1) B RIEDE LW WA — — Bk
HEHAK D L_RF T2 H LD
S E— 7 R OMEHEIRIE O LT N B B .
TERERER (2) S 0D E ey T A WA
s LV
R AR 1E 2 DFERFMEL R © 0.05%LL T 0.00 N.D. 0.00 0.00
Hixw'E GRHEEYE R : 0.4%LLT 0.00 0.01 0.00 0.01
f&i;ﬁw 0.5%LLF 0.00 0.00 0.00 0.00
Koy (%) 1.0%LLF 0.21~0.24 | 0.20~0.26 | 0.23~0.26 | 0.22~0.26
AR — B s o s —
. AL 2. HERERREZITD
UK B — SR B 0.8~1.4 — — 0.8~1.5
Al — R LE,HATS (MEHE
15.0% & 2 72\Y)
TR (%) 15 Sy M OB HERIT 75% L E 77~99 78~96 76~94 80~97
EEabr (%) 95.0~105.0% 98.8~99.3 | 99.1~99.8 | 99.0~99.7 |99.3~100.0
£m v b n=3 *: 402> b n=10X3 ®k 0 0y b n=6X3
QFRY = F L URIEREE (RY) YL iy v 7 )
IHH HkS BH A E 1A 35 A 6 % A
DENH, OFERED 7 . . . .
Pk HEOHRAD ORIVE h e e e
AV ba—T ¢ T EE
B (1) KO RIEDE LW WA — — Bk
HEHAK D L_RF T2 H LD
e v — 7 R OEEYHR D LT . R
ol & — — &
TERERER (2) S D E e T A WA
T LW
R R 18 2 DFERFMEL R © 0.05%LL T 0.00 N.D. 0.00 0.00
e GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.02
f&i;ﬁw 0.5%LLF 0.00 0.00 0.00 0.00
Koy (%) 1.0%LLF 0.21~0.24 | 0.24~0.26 | 0.27~0.32 | 0.30~0.35
AR — B s o s —
. AR 2. HERERREZITD
UK e — SR B 0.8~1.4 — — 0.7~1.4
Al — R LE,HEATS (MEHE
15.0% & B 2 72\)
TR (%) 15 Sy M O HERIT 75% L E 77~99 80~100 77~99 79~101
EEabr (%) 95.0~105.0% 98.8~99.3 | 99.1~99.7 | 99.2~99.8 | 99.3~99.7
£v >~ n=3 x: %2y b n=10X3 %kt £y b n=6X3

IEEER (40°C, FHXHREE 75%. 6 # A) DOF5EHR. L _XF 78X L8E250mg VTR S] KL~ F
ZE 4 L5EH500mg [VTRS | (T@FEOTHE FIZBWT SEMEZETH D Z ENRHER ST,




(2) EIRAraER 1510

<V RFFvXLEE250mg [VTRS| >
SERZAE - 25+2°C. 60+5%RH

OPTP @¥E (7FAIvm—, &)
IHH HkS BH A E 12 % H 24 % A 36 # H
FEOEMIEZED 7 4 VL a— . . . R
Pk FROMINBOZ 47 h e e e
T A TEE
feRdakiR (1) B RIEDE LW WA — — Bk
HBHAIER D L _XF T & LD
. v — 7 R OEEYSHR D LT
ED‘% S 2 A — — AN
R (2) S D E ey T A WA
1T LW
LR SR 1E 2 DFERFMEL R © 0.05%LL T 0.00 0.00 0.00 0.00
i E GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.00
il R
N 0.5%% 0.0 0.0 0.0 0.0
ST b JoRL T
Koy (%) 1.0%LLF 0.3 0.3 0.3 0.2~0.3
AR — B s o s —
. AL 2. HERERREZITD
R — PR R 1.2~2.3 — — 0.7~1.8
Al — R LE,HATS (MEHE
15.0% & 2 72\Y)
TR (%) 15 2y M OV HEIT 80% LA F 92~102 93~102 93~102 96~102
EEar (%) 95.0~105.0% 99.8~100.2199.4~100.0| 98.7~99.6 | 98.5~98.9
Fuay b on=l *: 482y b n=l0X1 ®% £y b n=6X1
QRY =F L U RESRALE (RY) oL rilsy o7 #(5H)
IHH HkS BH A E 12 % H 24 % A 36 # H
HFROBMHIEDO 7 4 )V a—
Pk RAOHNBOZ 145 e W W e
T q T BE
R (1) M O RIEAE L WA — — Sk
REHEH DLV _F T L LD
I E— 7 R OMEAERIR D LT
BRER (2 A — — WE
R (2) S D E ey T A WA
15 L
il SR il % OFERFE R 0.05%LLF 0.00 0.00 0.00 0.00
iy ARHEGWE R : 0.4%LL T 0.00 0.00 0.00 0.02
N 0.5%% 0.0 0.0 0.0 0.0
b oo T
K5y (%) 1.0%LLF 0.3 0.3 0.4 0.4
AR — i BRiE o S —
3 AL 2. HERERREZITD
U3 B — PR B 1.2~2.3 — — 1.8~2.2
BRIt LE,WATS (MEE
15.0% % H 2 721N)
A (%) 15 53R DFEH =1 80% LA 92~102 95~102 94~102 96~102
EERER (%) 95.0~105.0% 99.8~100.2199.4~100.1| 99.4~99.7 | 98.6~99.3
£r vy b n=l ¥*: %2y b n=l0X1 ® Ky b n=6X1
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<L AR_FTEH ABES0mg [VTRS] >
HERSAE - 2512°C. 60+5%RH
OPTP Ak (FAIvm—, 5

IHH HkS BH A E 12 % H 24 % A 36 # H
SO DOFEMHED 7 . . . .
Ptk SEORRND DR we | we | WA | e
ANV ba—T T EE
feRdakiR (1) B RIEDE LW WA — Bk
HEHRIED L RNF T F LD
. v — 7 R OEEYSHR D LT
ED\% W) 2 rikay - - ey
R (2) S 0D E ey T A A
s LV
LR SR 1E 2 DFERFMEL R © 0.05%LL T 0.00 0.00 0.00 0.00
i E GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.00
il R
N 0.5%% 0.0 0.0 0.0 0.
S Rl PR 0
Koy (%) 1.0%LLF 0.3 0.2~0.3 0.3 0.3
AR — B s o s —
. AL 2. HERERREZITD
R — PR R 1.0~2.2 — — 1.4~2.4
I
15.0% Z 48 2. 72\)
TR (%) 15 Sy M OB HERIT 75% L E 92~101 94~102 91~101 93~101
EEabr (%) 95.0~105.0% 99.3~99.8 | 99.2~99.8 | 99.1~99.9 | 98.3~98.5
#%a > b n=l *: 42y b n=10X1 ®k o ATy b n=6X1
QR = F L UREREE (RY) YL rfilxy v 7 )
HH B Pr#rlkE 12 H 24 7 A 36 4 J1
DEN, OFEMED 7
Pk HAOHRAD ORITE e W W e
SV ha—T 4 T EE
R (1) M O RIEAE L WA — Sk
REHEH DLV _F T L LD
I E— 7 R OMEAERIR D LT
BRER (2 TR — — g
R (2) S D E ey T A A
15 L
il SR il % OFERFE R 0.05%LLF 0.00 0.00 0.00 0.00
iy ARHEGWE R : 0.4%LL T 0.00 0.00 0.00 0.00
N 0.5%% 0.0 0.0 0.0 0.0
SR PRI T
K5y (%) 1.0%LLF 0.3 0.3 0.3 0.3~0.4
AR — i BRiE o S —
3 AL 2. HERERREZITD
U3 B — PR B 1.0~2.2 — — 0.7~0.9
BRIt LE,WATS (MEE
15.0% % H 2 721N)
A (%) 15 53R DR =R 1X 75% LA 92~101 91~101 92~101 91~101
EERER (%) 95.0~105.0% 99.3~99.8 | 99.2~99.7 | 98.9~99.3 | 98.6~99.1
%> b n=l *:42v b n=10X1 ®k: Ky b n=6X1

EWRAFRER (25°C. FHXHEE 60%., 36 » A) OfER., L_XF 7t ¥ A% 250mg [VTRS] KOV
ARFZ & LEES00mgl VTR S | IFlHE OHiGHE P\ T 3FEMELETHDH I & BRI T,
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(3) HEEILIRRE DL MR 15.16

<L RFTEH AGE250mg [VTRS) >
ORI T D2 EMERER [40C, 2RV P&, K]

IHHE HkS BH A E 1% A 2 5 A 3% H
HOOHHED 7 v ba— . R . R
Pk FROMINBOZ 47 h e e e
T A TEE
R AR 1E 2 DFERFMEL B © 0.05%LL T 0.00 0.00 0.00 0.00
Hixw'E GRHEEYE R : 0.4%LLT 0.00 0.00 0.00 0.00
i g 5B
N 0.5%% . N.D. .D. .D.
S L Yo LA T 0.00 N.D N.D
Koy (%) 1.0%LLF 0.14 0.28 0.42 0.31
A ERE (%) 15 /3 DA 1X 80% Lk 99~101 101~103 94~102 96~101
EERR (%) 95.0~105.0% 99.8 99.2 98.9 99.3
W W OSFE)E (N) 129.9 133.1 133.9 131.7
n=1 * 1 n=6X1
@B 52 EMNERER [25°C. T5%RH, HFAT]
5 H Hig BH AAIRE 1 »H 2 % H 34 H
FHOKMAED L o—
PEgh e R o o wa o
T4 T BE
i R M8l 2 DFEFIE R : 0.05%LL T 0.00 0.00 0.00 0.00
E%E GBRHEGWE R : 0.4%LL T 0.00 0.00 0.00 0.00
N 0.5%%L 0.00 0.00 N.D. .D.
R B PR N-D
K5y (%) 1.0%LL T 0.14 0.70 0.86 0.91
TR HEER (%) 15 Sy ORI ERIE 80% L E 99~101 101~102 | 100~102 | 100~101
EEAR (%) 95.0~105.0% 99.8 100.0 100.1 99.6
T R OFEE (N) 129.9 98.7 99.2 97.4
n=1 * :n=6X1
@Ftizxtd pEEMERBR [25001x, 25°C, 45%RH]
HAH Bk B#ARE | 30 7 1x - hr |60 J7 1x - hr|120 J5 Ix -+ hr
FOOEHED 7 (Vb a— . . R R
=" FRORNIBOT 1) we | e it it
T4 VT EE
N 182 OIEFIEE : 0.05%LL T 0.00 0.00 0.00 0.00
L oLy ARHEGYEE : 0.4%LLT 0.00 0.00 0.00 0.00
N 0.5%%L 0.00 N.D. N.D. N.D.
s A paT
Koy (%) 1L.O%LLTF 0.14 0.50 0.47 0.49
R (%) 15 53 DA ZR1X 80% LA E 99~101 91~102 98~102 95~100
EEAER (%) 95.0~105.0% 99.8 100.0 99.3 99.8
W T OSFE)E (N) 129.9 125.1 124.7 127.4
n=1 * 1 n=6XxX1
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<L AR_FTEH ABES0mg [VTRS] >
ORI D2 EMERER [40C, 2RV P&, KEFT]

IHH HkS BH A E 1A 25 A 3% A
WL HEDOERAY OFEHEO 7 N N N N
HE'H( /]'/V,L\:l’_‘?‘/]':/y\ﬁ IED = = =
R AR 1E 2 DFERFMEL B © 0.05%LL T 0.00 0.00 0.01 0.00
Hixw'E GRHEEYE R : 0.4%LLT 0.00 0.00 0.01 0.00
i SR

N 0.5%%L N.D. .D. .D. .D.
S L % LA T N.D N.D N.D
Koy (%) 1.0%LLF 0.21 0.23 0.28 0.29
TR (%) 15 /3 DA 1X 80% Lk 87~99 89~100 88~99 82~97
EERR (%) 95.0~105.0% 99.6 99.7 99.1 99.2
W W OSFE)E (N) 161.0 165.7 165.1 162.4

n=1 * :n=6X1
@B B2 EMERER [25°C. 7T5%RH, HFAT]
5 H JRHE BH AAIRE 1 »H 2 % H 34 H
o HEOOERAY OFEHED 7 N N N N
PER AT g A bk A bk
i R M8l 2 DFEFIE R : 0.05%LL T 0.00 0.00 N.D. N.D.
E%E GBRHEGWE R : 0.4%LL T 0.00 0.00 N.D. N.D.

N 0.5%%L N.D. 0.00 .D. .D.
S L O % LA T N.D N.D
Ky (%) 1.0%LL T 0.21 0.98 0.98 0.91
TR HEER (%) 15 Sy ORI ERIE 80% L E 87~99 98~103 98~101 98~101
EEAR (%) 95.0~105.0% 99.6 100.3 99.3 99.9
T THE D SEH)fE - (N) 161.0 116.2 120.0 120.8

n=1 * :n=6X1
OJtizxtd pEEMERR [25001x, 25°C, 45%RH]
HAH Bk BAARE |30 x - hr |60 7 x - hr [120 Jj Ix - hr
. HADOERRAY OEHED 7 . . . .
PR AT T Bk WA WA Bk
N 182 OIEFIEE : 0.05%LL T 0.00 0.00 0.00 0.00
L oLy ARHEGYEE : 0.4%LLT 0.00 0.00 0.00 0.00
N 0.5%%L N.D. ) N.D. )
S B Yo LA T 0.00 0.00
Koy (%) 1L.O%LLTF 0.21 0.46 0.49 0.51
R (%) 15 sy O IT 80% L E 87~99 79~91 82~94 82~94
EEAER (%) 95.0~105.0% 99.6 100.0 99.5 100.0
W T OSFE)E (N) 161.0 159.3 159.9 161.3
n=1 * 1 n=6XxX1
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N
%II

AELER UBAREROREN
%2 L7220

Wi

k=l

8. & NEAEILL (MELFHELL)
UERR L

9. Attt
W H{ZEE) 17.18)
<L RFTEvH AGE250mg [VTRS) >
[ BN BL 70 2 % 1 [ 1 AN O A 2[RV SRR T A R A4 > ) (PR 24 45 2 H 29 B —HB ik $R&
T 02205 10 5) ICHESE, LARF T X LBES00mg [VTR S| #EHEHE LTLARFTEH A
$€ 250mg [V TR S| OFEMHEERE EM L7ofER. W ORBRIKIZ IV T HIE H B o [ R &

M. WRANIEY R RE L AR EnT,

FRER Y BRI ARERR = [EIL s
AN NIZTS pH1.2 (H AR G HEREE 1))
pH5.0 (7872 Mcllvaine DFEME %)
T 900mL 50rpm
pH6.8 (HARIEH AR 2 1))
7K
n=12
120 B HEBRFE R (pHL.2,/ 50rpm) 120 B HEERE R (pH5.0,/50rpm)
100 100
e 80 & 80
s
H 60 % 60
;% 40 —a— [EHEBIF (4571, 500me) % 40 e EMEBIE] (555, 500me)
% 09 —— L S FSEALE250meVIRS]  ~ 9Q " )
—— L < F SR EE250me[VTRS |

5 10 15 30
BRI (53)

B HEBRE R (pH6.8 //50rpm)

0 5 10 15 30
BRI IRAESE (5)

B HEBRFE SR (K B0rpm)

120 120
100 100
b 80 fj 80
Hie0 60
7 —o— {EHEBIS] (S5, 500me) % 4 —o— IRUEBL (SR, 500me)
0 L < F SR §250me  VTRS ) 20 —e— L~ F SR §5250me VRS
0 . . . . 0 . . . ,
0 510 15 30 0 5 10 15 30
BRI TR ENESRE (5 BRI IREVESRI (5
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B O RIS OHERR (1) R HR

FEl#sEL (rpm) 50
BRI pH1.2 pH5.0 pH6.8 7K
HIERER (47) 15 15 15 15
) PRSI 95.9 96.2 91.9 90.0
R —
(%) BRI 99.1 100.2 97.2 99.1
7= (%) 3.2 4.0 5.3 9.1
85%LL I 85% LAk 85%LA E 85% LAk
| Y
UF£10% LN | XUT£10%LIAN | XiF+10% LN | XUE+10% LA
HE Sl Bk HE Bk

EHZEB ORI SFIEOYERSR (2 %« O

[Fl#s%L (rpm) 50
ARBRIK pH1.2 pH5.0 pH6.8 7K
HIEEER (9)) 15 15 15 15
S fE 99.1 100.2 97.2 99.1
R LA
‘ S N1 99.8 101.3 99.6 100.3
%) e/ IME 97.4 96.7 94.9 96.2
N -1.7 -3.5 2.4 -2.9
+15%i#8 (1 fELL
‘ 0 1 0 {i 0 f 0 {#
) E FEE )
£25% (72 L) 0 & 0 & 0 f& 0 &
HE A Sk A Sk

<VRFTEH LEES00mg [VTRS| >
(R FEERES DA FRIRFEIERR T A R T A ) (PR 24 4 2 7 29 A —#idE RRFAT 0229 5
10 &) IS &, LARF T X L5 500mg VTR S| =AY, (500mg) DR HRER % i L 72fkE
R, LARF T A5 500mg [VTRS | ZWTHORBRIKIZ IS T HIF B 0L LA H 8 0%
{ELPE D B BT A LTz,

BR A AR BRI & [EIf
N RV pH1.2 (HARIERH RS 1%) 900mL 50rpm

pH5.0 (#® 7= Mcllvaine FEfEiK)
pH6.8 (HAIKR VB 2 1))
K
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B A BRFE R (pH1.2,/50rpm)

120 ¢ 120
100 t 100
w0 % 80
Hie0 f H 60
o400 —o— BHEBIR (2R, 500me) w2
\{O/ 20 —o— L F SR FF500meVTRS | ~ 20
0 L L L " ) 0
0 5 10 15 30 45
BRI IR (5

B HE RIS R (pHE.8,/ 50rpm)

B BRFE R (pHB.0,/ 50rpm)

—— FEMEBS ($57). 500me)
—o— L < F SR FFE00megVTRS |

0 5 10 15 30 45
SRR IR EEFE (59)

B HE RIS R (K 50rpm)

120 120
100 100
180 & 80
Hi60 H g0
% o PRSI (SR, 500me) % —e— EHEBLR (§1R. 500mg)
~20 —— L~ FSE AL 5500ms VRS | 20 —— L~ F S & 1 550 0mal VTRS |
0 L L ) 0 1 1
0 510 15 30 45 0 5 10 15 30 45
BRI IREVESR (5 SHESR R ARSI (43
T B O FA UM O F) E A 5
[Fl#s%L (rpm) 50
BRI pH1.2 pH5.0 pH6.8 K
HIERES (57) 15 15 15 15
HEE HE LA 93.1 87.5 +94.7 95.1
TR
(%) ERELA 95.9 96.2 +91.9 90
O,
(]
7= (%) 2.8 8.7 -2.8 -5.1
‘ 85%LA 1 85% L4 I 85%LL I 85%L I
) FEvE
SAFE15% LA | F£15% LA | U3£15% LA | 3£15%LL N
HE A e Bk Bk

10. &5 - 3%
1)
FALYYA

(2 a%

L RFZ = H AEE 250mg + £ 500mg (VTR S |

100 #2
500 & [37]
Q) PREE

BN/

[10 & (PTP) X10]

16
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11.

12.

4) BROME
L R_RF T H LGE 250mg + # 500mg [VTR S |
PTP —h:RUTmrELY, T
AV (NZ) AR —RV=F Ly, Ty =R 7L

AERE SN S EHEE
Hriz e L

£ Dtk
M L7
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V. aRICET 45IHE

1. BhEEXEHE
OTANAVEEDERTFE (ZREEMRIEREEEET)
OMDIMTANAVETHRLGHRENROONGEVTANAVBEDBRERKREIZHT S TANAEL
DHRARE

2. PEERIEHHRICEET HEE
BRE STV

3. AARURAE
(1) RERUVARDHESR

6. AZERUAE

RN aEE . AL _RF T X AL L T1 H1000mg 2 1 H 2 BT TRAKES TS, 72
BLERIZE Y 1 H 3000mg % H X 7e W ELFH CH BN S  08, R 2 ML oA
HIFT1HAREL LT1000mg A2 2 &,

AN 4 U EO/NRIIELRF T HZ AL LT 1 H 20me/kg A 1 H 2 IS/ TR D
H42%, 7B, ERICEY 1 B 60mg/kg B 2 72\ VHEIPH CHEEHRT 528, By EIT 2 M
LEORZHITT1 BHARE LT 20mgkeg U TFo179 2 &, 7272 L, KE 50kg LI ED
INFETIE, BN LRI CHE - HEZHWDSZ &

(2) FERUBEORERM - BHL
AR L

4. RERUVREICEEY IR

1. RZERUVAEICEET IR

7.1 KA ZSRERARIEICHS L CTERT 25812, o CANAEKRE TS 2 &, sRE MRS
VEIZ 33 2 ARFI A B 5T OREARFBRIL S M L TV 720,

1.2 BHREREFE LA AT 2WMANBE AN EZEGT 2551, FRIORTZ LT F=0 27 07 7 A
EHEL L TAKORGER R ERBLZRET 52 &, 7o, MBENT 251 TV DA EE
T, Z L7 F=0 7 VT T AMEICR U7z 1 H RIS A T, MikET 2 Fhi U722 ARH O
BINELEE2TH 28, B, ST TORLTWVWDOHELAUCHEIZY I 2 Lb—y 3 URERICESS
DTHDHZEND, BEZLICEEICEELANDL, AEROCHEBEZRE T8, 72, B
REREE 2 AT 5/NEUBEIZOWN T HBHEREDRREE IR U C, ARFIO & & OG- W6 2 R
LI EEEICRETH L, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 & ]

18



IVTF=/ D) T 77 A

FHHTH D BT %
>80 >50-<80 >30-<50 <30 ]
(mL/mm) BAReRE | oMK
1000~ 1000~ 500~ 500~ 500~
1 ARGE
3000mg 2000mg 1500mg 1000mg 1000mg
1= 1 [=] 1 [=] 1105 1 (=]
SR E N 500mg 500mg 250mg 250mg 500mg 250mg
1H 2[FH 13 2[H 1H 2[H 1H 2[H 1H1[H
11[H] 1[H] 1 [H] 1 [H] 11[H]
b 1500mg 1000mg 750mg 500mg 1000mg 500mg
1H2[H 1H2[H 1H 2I[H 1H 2I[H 1H1[H

]

1.3 EIEDOITHEREEZED H A BE TIE., B TOZ LT FUEEANMETLTEY, ZLTF=2Y
T T AMEN D TIEBEHEEERE E ORLE 28/ Nl 2 REERN H D Z L, KV IKHEN O
e HE LB, EEIDERZBEE LSS AEMOCHEZHETHZ L, [9.3.1, 16.6.3 =

Z

5. BERERRUEE

(1) BERT—21yr—o

M TR L

2 HREERR
M TR L

(3) RERGRRRER
AR L

(4) IREERIEAER
1) BRI
(TANABEDRDRE (ZREERIEEEZET))

ERNFIEFAR (BRA. BEIEE

BT CANAEBI ST DR IEEAT 5 16 UL EORFEEZXHE LT, L XF T4 A 1000

~2000mg/ H (1000mg/ H % £ 5-FIZFEEN 2 H AL 72354 1% 2000mg/ HIZHE &) X i 3000mg/ H (3§
TEOF BT H 030 53, 3000mg/ HIZHRHIMNIE) 2 HANC CRO#L Lz L &, FEIHEEA b
% 1000~2000mg/ H FED f G-I &2 1 5 6 1 A FIFIEIER BT OFIA 13, 73.8% (45/61 1)
T > 72, 1000~2000mg/ H #E D FA&FHAM & T o 1 EMFREIEN L EE OEIE1T 59.0% (36/61 i)
Th o7z, E£72. 3000mg/ HFEIZIIT 5 6 1 ARIFIEHKEE OFIGIT 22.2% (2/9 #1]), 1 FHIFE

VEW R BE OEIAIT 11.1% (1/9 ) Th-o7- 19,

BIVERRBIMEET 54.9% (39/71 #1) Thot=, EBIEMITEIR 32.4% (23/71 #]) Th o7,
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EMRE I/MHERR (A, StRERX)

L _FZEH A 1000mg/H, 3000mg/H N7 7R % 12 BERDEES BEFEORTANARRE
OO Liza, EEFHMEER TH LM H 70 O RIEREED R TEO LBV THY, 7
TURREEL LARF T X AR (1000 %O 3000mg/H) M ONZ L_FF 4% A 1000mg/ H FEDRF T
WMEHFRIZR A BN b (EEh p<0.001 W p=0.006, H5HEZ KT BIEHIHICE
Dt BB LTl 872 0 O AR A L& & LB . i, BRSBTS 50%
VAR Z—L— K (BH70 OO FHIEEEABIEHM & T 50%00 BGE L= B 0EIE)
X, 77 B AREE 13.8% (9/65 51) . 1000mg/ A £ 31.3% (20/64 ) . 3000mg/ H #f 28.6% (18/63 fi)
Thoi- 20,

BHT- Y DE S FiER KD TS5 REIIRT BiFid SR
kel - ) [95% =38 X ]
U mmmm | m@Emm | momeo &é)“
75 R 65 2.73 2.67 6.11
18.8
1000mg/HBE | 64 3.58 2.25 19.61 20.9 [6.0, 29.9]
[10.2, 30.4] (p=0.006)
\ (p<0.001) 23.0
3000mg/HEE | 63 3.44 2.08 27.72 [10.7, 33.6]
a) BIEHAM R OFHEHIR Ol 7 — & 23> TV B IEFIEK

b) sk
©) XPECALAREEH TR IES < Bb sk
O EHREET- BRI SRR LIsll b1 Y OB TEIERN R IR & 3 2 3BT

1 B4 1 R ONRTAIG 18 o0 B R R B S 1% 1000mg/ F 5 5-8EC 56.9% (41/72 1) . 3000mg/ H #5-
BEC 54.9% (39/71 #I) TH-7=, FEABIEAIX 1000mg/ H # 58E T, R 13.9% (10/72 f1) . S0A
FAK 8.3% (6/72 ) . FHEED F > 8.3% (6/72 f51]) . 3000mg/ H £ 5-Hf TR 9.9% (7/71 #) . &
MHEE S 8.5% (6/71 B1) . FFEIED F 5.6% (4/71 #) TH -7,

ERNFEMAERER (A, GtRAEE)
L _FF ¥ H A 500mg/H. 1000mg/H. 2000mg/H. 3000mg/ B Kk N7 7 &A% 12 @R 05
B TADAFE OO Lizia . ISR IS T 2825 Ol & 72 ) O HAE
EEGEA R (hRfilE) 13, EhEN 12.92%, 18.00%., 11.11%., 31.67%&% (N 12.50% CTH v, FH
FHMEEE TH D L_F T & X L 1000mg/ HEE, 3000mg/ B REL OV 7 2 AREED 3 BER] COFEAIM
(2B BN S OB & T2V OEBRAIEREIARIZ, HEHENRAEEITEEO bR o7
(p=0.067, Kruskal-Wallis ##7E), 723, BHECEITD 50% L AR HX—L— ME, 77 B8R
11.6% (8/69 i), 500mg/H &£ 19.1% (13/68 f5) , 1000mg/ H#f 17.6% (12/68 f5l) . 2000mg/ H
16.2% (11/68 #1) ., 3000mg/ H#f 33.3% (22/66 i) T -7 2V,
HE A I M ORI R o0 B VR F 28 BUAE FE 1%, 500mg/ B % 5-8F 60.6% (43/71 #1]) . 1000mg/ H #% 5-##
61.4% (43/70 #1). 2000mg/H ¥ 5-8f 58.6% (41/70 f51]) . 3000mg/ H ¢ 5-#f 64.3% (45/70 #) T
BHot, EABIEMIL 500me/ B 58T, SIFAFEAK 14.1% (10/71 1), FH#19.9% (7/71 f1), ¥%
BPEHEV 7.0% (B/71 1)) . AR 7.0% (5/71 f51) . 1000mg/ H ¢ 5-#£ T, SMHEEZK 18.6% (13/70
%) . IR 10.0% (7/70 f51) . 2000mg/ H £ 5-8#£C, IR 17.1% (12/70 #i) . SMHIAK 15.7% (11/70
i) . #45 7.1% (5/70 1) . 3000mg/ H #¢ 5-F¢ T HMAEAZ 21.4% (15/70 #) . fEHK 17.1% (12/70
Bl . G EREIR Y 7.1% (4170 ) TH o1z,
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ERR ARG 5HER
[EINE I/IAHERER (BN, OFFREE) 258 T LIE@BE 11 BlE R E LT, L_F T4 A 1000
~3000mg/H % 1 H 2 [BIZ/ ) TROEE L7z & & OO RIEREIILL T DO L0 Thotz 2224,
ARSI LB D 5 B 76 IS E D% EHE Sz kit BT LARBRA KT L7z (24
~36 % HT14l, 36~48 » H T 471, 48 » AL T 28 i),

6.00
) pil%
@ 5.00
=
;\5(: 4.00
® o
B o»
@ 3.00
ey 1
A
EE 2.00
S =2 7 ‘“\‘ ©22)
<2 f: (29) a3)
_E
= 100 15050 55) [ ]
1z2) 110D 8 o1y 3oy g6, (85) 8D (7g) (7T o) 60
ooo b ... L )N
L \\ \\ P v{\\ & v‘\\ ﬂ\\ OO QD \\ o \\ > ‘&
\\Q’%\\@\‘bmmfﬂ\%“’@@@@@b o
w;&*‘b“:\o oo N A z%/%///%/%/z@
O Y Y

A 30T

BIVER R EMEEITL 92.1% (139/151 #1) TH o7z, FARRWEAITENNEES 55.6% (84/151 #) .
9EYE 24.5% (37/151 B) . AR 22.5% B4/151 %) TH o7z,

EMNEMMERER (MR)
BEAFOPUT D AT B AEIHIZ R DG DR W FAEE AT 5 4 kLl b 16 s O/
BCTAMAMEE 13625 L LT, LR_F T XA 40 T 60mgkg/H (KTE 50kg P11
2000 X 1% 3000mg/H) % 1 H 2 FIZ/)C 14 WO #5 BEFOITANAIEE D) L
& & EEFMBEH TH DB S OB H 72V OISy FEAERIEIH A 2R 0 gL (95%1E HEIX )
IX. 43.21% (26.19%, 52.14%) TH VY, FIEHE ORD 23580 iz,
Flo, NRTAAERSE 55 Bl 14 LIS L_F T X A 20~60mg/kg/H  (KE 50kg LA Fix
1000~3000mg/H) % 1 H 2 [BNZ/3 1 TRk G- L7 & & O BIERIBUILL T D B0 Th-o 7o

25)

o

() pil%

ERTEP R VASY)

(73)

R 1P s

(73)

W &b 72 Y DRy FELE IR o Hh JLfiil
)

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

0 " " " " " "
MW AN RERERE G RERERE T AERERT AkRERES AERERYT
(143#) 1H~3%5 3~6%J1 6~95]1 9~124%J] 12~15%}]

BIER R BAEE L 58.9% (43/73 ) THH7-, F72BIEMAIE. BUHR 42.5% (31/73 f5]) TH -7z,
F 7o, BWERBEMERY BIER) 1. PEREgED 1.4% (173 ). AMmEREIEM 1.4% (1/73 1)

Thol,
21



2) REMHE
LR L

(6) BE - FREBAHRR
(MDIMTANAETTHRLENENRDOENGEVWTANAVBREDRERRREEICHT I TANAE
& DEREE)
EFEHRIE MAERE (FAA)
BEAF DOHUC A AT 22 B EMRI RS SR WIRE R EIEEZ AT 2 16 mll EOTAM
AEBFE 251 B (AAN 43 Bl Gie) 25 e LT, LXFTEHX A 1000 # L < 1T 3000mg/ H
(1000mg/ H b 5-ZBta L, &5 8 ME TIZHIENA LI P Mk T 1000mg/ H 4>
3000mg/ FIZHE &) X7 7 &R % 28 B A& 5 (@ﬂ?@ﬁf/\/ip/u%& OPFH) Lize &, E
FEHIE H CTh BRI O Ol H 7= 0 OREFARIEEERD T TROLBY THY, 77
BAREEL LARTF T2 LAREOR THREMFZRAEZNRD Hivlz (p<0.0001, 58 & OE % K+,

BRI W72 © OREMARTEEREE 2 L8 & L9 2 5 M) 260,
HH7- 0 OB R TR 7T R R L D7
Fil%5 - ) — [95% (5 HE X[ ]
BlE2HH TR R W (%) (pfi)
75 R R 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
LT T4 Lk 117 0.89 0.16 76.98 (p<0.0001)
a) Full Analysis Set
b) HdfiE

o) HBERKOEZ KT, BRI 2B 7 0 O B IEEE A 25 8 & 3 5 Ao T
EIVE S BBEE 1% 23.8% (30/126 f5)) TH-7=, EBIEHIFMEIR 2.4% (3/126 #) TH-o7=, &

7o, E7eRARMAEMEE (BIEM) 1L, RPEABME 7.1% (9/126 f) . il MBI 4.0% (5/126
B) . PP EREGRY 8.2% (4/126 f5]) Toh -7,

EREMAERER (NR)
B OHUT AN AT 23 BB R DG D e WIRE R FIEL BT 5 4 %00 L 16 Rl
DO/NRTAMNABEE 13 Flaktgs LT, L_XFTEvHX A 40 T 60mgkg/H (KE 50kg LI i
2000 X% 3000mg/H) % 24 B O#&E BEFOITALAEKE OPFH) Lz e &, HEFHEE
H T 2BEHH S Ol &7 v OSRERFEERERD EOH RE (95%EHX M) (X, 56.52%
(-15.74%,98.18%) Tk ~7= 27,

RIVEMZE ST 38.6% (5/13 #i) T~ 7=, BIMEAIIMENR 23.1% (3/13 #1) | HEEh#z1E 7.7% (1/13
). B 7.7% (/13 #), THI 7.7% (113 #) Tholo, F/o, BARREERT RIEM) |
DEM QT IR 7.7% (1/13#]) Th-oT-,

REBHEREHER (RARUDNE
FEI B3 A 25 AR U <IN EWN B IAERER 2 56 T, SZE BRI R 25 AR 2 bR A5
7o 20 WUARRICHIE L7 AARNEBE 44 Bl k5 L LT, BN (16 Ll L) TIELRFT& 4
2 1000~3000mg/ H ./NETIX L _F T & & A 20~60mg/kg/ H (KT 50kg LA % 1000~3000mg/
H) #&0&F5 L&, Y720 OMERCEEREIILLTO LB Th ol 2829,
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() piI%
(43)

43) (19)
0.8 (32)

0.4 % 29)

(41)

(E1MO LR S35 6789)

0.4 ; @8) 22) 19 a2 ap

W 72 Y OREIE HRFEAE [ B o rh e fiE

> >
‘bﬁ\ Q,V‘\
- P L
& > © -

o ¥ O 9 F Y

il AT

BIERRBAEE L 38.6% (17/44 B) TH o7z, F72BIERIZEIR 11.4% (5/44 f5])) THHT=, F
7o, ERRMRAMESE (BIEM) 1%, OEM QT IR 4.5% (2144 6), 77=7I /) F 7V A7 =
7 —BHIN 2.3% (/144 f5]) . TANRTGXU@BT I/ T A7 =7 —EHIN 2.3% (1/44 f5) . C-
FOGHER BEEIN 2.3% (1/44 f51) . (REHEIN 2.3% (1/44 i) ThH o7z,

(6) BEHIBER

1) EARERE (—REARERE. FEEARERET. EARRLERRE) . HERTHRT -2 —
ARE. WERFTRERZBROANE
AR

2) EBEHELTEREFENNBRIIREEL-HAE - RBROME
Y Lg

(1) Zofth
R L7
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VI.

it
”»

EXNEE(CET HEHE

1. REPHICEESH HLEVMRTCEME
Trz= b, INATEE S ST agEF NI UL saFBARLA Y=H IR FraA LA
AR F o, PET—=FROTE ) X
HE  BEO D LAY ORRE TN REF IR OETIRL BT 52 L,

2. ¥XBER

M

V)
1)

2)

3)

&)

ERERL - 1ERRF

LARF T AF, FHEZFEELOTERA T F ¥ 3 E3REA LRV UV, diRERD 7%
T AVEE 2A (SV2A) L DfES 12, N B Ca2+F v 3 /LBLE 3 Ml Ca2+0 Bzl ¢,
GABA KO U ¥ U ARBMEBTRICK T 57 0 27 U » 7 BEOIH] 5, A o Rl 72 [ ko
M 72 ERER SN TV D, SV2A KT ARG BN & S C A ABIET MBI 5 EM
FIVEF & ORNCIZHBENRERD D Z L, LRF T2 AL SV2A OFEAN. FIEMHIERIC %
HELTWwWbabnEtEZHND T,

E&E R4 HEEBRAE

TADARIEIZHT SR

TR 7 ) == TET AL THLIRRKEETOVNAETT VR ORKRSAF LT b7 Y — Vi3
FONAET L2 ETHE, TORAMBIER 2R E22h o572 30 B, AIRESHES S R v~y
230 NRUF LT NG F L RY TR0 e A I A = AR REDT
K80 A RT AT VBEEEXRTANAT v & (GAERS) 3V, BEFMERE~ T 2 32 72 EOEy
FAE, BRFEVEE M L2 CADABIET MITB W T, BIEMHIER %2R LT,

RTADLAREER
RPMZEBESHF > RV 7Ty MZBWT, R 7 RaE Il L7z 39,

PIRMHEICHT ST DMHDER

7w k@ Morris KKEERBRIZIB WD CRABSREICE B A LFX T 3¢ n—4%—n v FRBRCILES)
BEREIC B A R S 7o 72 80,

Fio, PRMEARFE R T » MW TR IR EVER 278 LTz 39,

ﬁ

YERSEREFR - iR
HEERR L
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VI. EWEREICEEII SIEE

1. M REOHS
(1) AR Mo R
LR L

(2) BRFARTHESA-IPRE
[ARA]
1) BE#%E
R A LT F & # A 250, 500, 1000, 1500, 2000, 3000, 4000 /). 5000mg i) (£ 5
B 66 AZEMERHCHERAOKS L& TRTORLERETLARTF T4 L0 MBEHRE TS
BT 1RSI Z R U, W (Twe) xR GREIChb LT T~9 Bl Th o7 39,
[l G-I D S BhRE < T A — &

HEE Crmax tmax AUCo-48n t1/2
(mg) (pg/mL) (hr) (g * hr/mL) (hr)
250 6.9+1.3 1.0+0.6 56.7+6.2 6.9+0.9
500 16.444.8 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 892.9+7.4 0.6+0.2 925.2+102.1 7.8+0.8

4000 ™ 114.1+£11.0 0.9+0.6 1248.2+152.4 8.6+1.0

5000 P 115.1+14.3 1.0+0.6 1363.3+151.9 8.1+0.7

¥ G- 6 ), THfEESD
Crmax © HREMLPHREE  Tmax 1 g ML B2 R ]
AUC : i3 FE- et Fifs Tz« I

W) ENTARINEZARO 1 HE&s&581E 3000mg TH D,

2) REERE
ERERE NI L A_NF F 24X AL LT 1A 1000mg X% 1500mg (FHEG-&E64]) % 1 H 2F7H
MG Lz &, &5 1HE (PSR &7 BH (G&RIEGR) omfEhe o
H4%K 2~3 REfiIZ Cmax #7~ L, D% 8 R OIS TR T Lz, £72, mAEHR
i 3 B BICIXERIRBICET 2 L HEl S vz 87,

SHAYRHRE 2000mg/ H (N=6) 3000mg/ H (N=6)
PSTASS B 5 | BRI GE | IR G | hkenl
Cmax(pig/mL) 24.1£3.0 36.3+5.7 33.3£3.6 52.0+4.6
Tmax (hr) 2.2+1.2 2.8+1.0 2.2+0.8 2.5+1.0
AUCo120 191.8+26.7 318.3+63.2 253.7+30.3 445.6+56.9
(ug * hr/mL)
T2 (hr) 8.0+1.4 8.3+0.9 7.5+0.7 7.7+0.4
B fEESD

25



3) MEFRIRARELEORSDOHER
BEERRY A 25 B2 LA_TF T & A 1500mg & 15 3 A d RN G U ARG Lz & & LT
T H LOEYIE ST A —ZIFLLTDO LB Thot-, EOFGR L I L T, SEEIRNE S
ED Cmax 1349 1.6 {58 <. AUC KO Tie IZHELL L TV e, e, L RF T4 AROFERKOA
WA R R SRIEHD 100% Tdh - 72 39,
B[] 5 R D S B AR T A — K

SEhE IR RPN - Bofs. RS
RTA—H (N=25) (N=25) (90%1EHEX )
Cmax(pg/mL) 97.0(27.6] 58.9(37.0] 1.64(1.47-1.83)
u ?_I}{S‘;;L) 472.3[15.4] 487.4[15.9] 0.97(0.95-0.99)

Trmax (hr) 0.25(0.17-0.27) 0.75(0.50-3.00) —

Ty (hr) 7.11[11.7] 7.23(12.7] -

AT EE [CV (%) ], Tmax I3H B R/ ME- R R A)
a) A ERIRPI G DG

R
6~12 WO/NETAMIUBEIZLRF T X L E LT 20mgkg ZHEFROKG L&, LXFT
& AOMBEPREITHRG%ITT 2 B REEEZ R L, AR 6 R Tdh o7 3940 (S4E

AF—4),

j&ff’—‘% Cmax tmax AUCO*24h tie
(mg/kg) (ng/mL) (hr) (ng * hr/mL) (hr)
20 25.8+8.6 2.31t1.2 226+ 64 6.01.1

24 51 (Tuz 2 23 Bil) . PHAfE = AR HEAR 22

4) EMEHRIEFERER

<UAR_F T X LEE250mg [VTRS| >
L RFZ X AEE 250mg [V TR S 1%, [EENEL DO EFRE O AW =2 0 [RS8 A
R4 CFERE 24 82 A 29 HIEEFARE 0229 45 10 &) ICHS X, LF T ¥4 L% 500mg
[VTRS ZAEUERHFIE Uiz & &, IWHIZEENE L AP & i Sz 4,

<URFFEH LEES00mg [VTRS| >
BN B L _F T8 ¥ L8E500mg [VTRS) & A —4~7F8 500mg DFNFh 18 (L
NF T HLLLTH00mg) %, fERFRHEROKLG L TSR LTI 2 AREZIEL, 15
DI IRWENRE T A —% (AUC, Cmax) (22T 90% 5 HEIX MIEIC TRFHIREHT 217 - 7255 1.
log (0.80) ~log (1.25) OHEEFANTH 1 . WHID LW LHREMENHER ST (7 8 24 —3—1E)

42)

o
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MIEF LRTF T2 LOIEYEFENRT XA —H

HIENRT A =L BENRTA—H
AUCO-48 Cmax Tmax Tue
(ng-hr/mL) (ng/mL) (hr) (hr)
LARF T2 H LG
500mg [VTRS | 157.48+18.46 17.10+4.83 0.9+0.4 7.5+0.6
A —4 77 §E 500mg 159.07+£19.38 16.96+3.31 0.8+0.4 7.7£0.7

MEEFV_F 77 LOREHR

25

20 {

15

10

MmEE+ #EE (pg/mL)

—— LRF T+ F AFE500mg VTRS)

VTR (n=22)

-0 A — 475 EE500mg

(I E AR MR, n=22)

12 18 24 30
Fff (hr)

36 42

48

IMAEFHRFENL QNS AUC, Cmax FD/8T A —21%, WEREH OB, RIKOBRBREL - FEFEZE D
HREASAEIC Lo TR D RBEMN D 5.

(3) s
AR L

4) BE - HtRAEOELE
1) BEOEE

RN 12 B, L _XF T X A 1500mg & ZEHER T BZICHEROKE Lz s &, 2948
BEE BT, BEBREER Tl Tmax 2559 1.3 BEEJZER L, Cmax (X 30%K F L7223, AUC 1X[FRI%

ThHoi= 13,

2) HHARDOEE
D7z=ka>

7= M UOHBEEANEETHIICa Y bR — L TERWESRMETEE R RBIEL T 5k

NTAMPAEE 6 B2 R,

TR ST A — 2 (B RIES o,
T = A Vb LRF T AOFMBIEIC R RIES ol 449 GREAT—4),

27

LARF T 14 5 3000mg/H 2 &EEGLILE, == D



@\ TOgF r) oL

fERERLAN 16 B2 5 AT gt Y U7 AOEFKRETICEWTLRF T4 L% 1500mg
HEEO&RG Lz L&, A7 afi)r N v AILRF T2 2 AORYEREICHES KT S ek
Sl LRFTRH AL VT ai) Y U AORYEREIC RS KIE S 2ot (EAT
_&)O

QFEOFITE (TFZIWIRSCH—ILRUVLKR/ LT R FLILOEE]D

fREEER N 2ot 18 il x5, ROBHTEHRE (mF =LA s 74—/ 0.08mg LNV A /L5
A KL 0.15mg O&AIEZ 1 H 1[E) KRL_FFEH L% 1A 500mgl B 2 [A] 21 A B ERE
ARG L7-ZEE, LRFITBHALFZF =LA N T IF =L RV R VT A S LLD 3,
HERT A= ZBE KT S Ipnole, HHREOMP T 77 27 1 v R OSRE A LVE R
BEIARIREE THERS L, RN BHEEOFNT L RIT S e o7, ROBHERKIT, L_XFT7&4
LDOIRDENREIC B F X 7pipo Tz 4148 SMEAT — %),

@oIxTy

TERERR A 11 Bl & %5c, Y a% > > (18 0.25mg % 1 H 1[8) LRNL_FTEH A1 [E
1000mgl H 2 B 7 HIEROEE L &, LRXF T X NIV I OEYFEE T X
—HBERIE S pipole, VAR LT TV X AORY BRI L MIT S 2o T
49 (SAMEANT—H),

®INTFYY

7o bu v UREOEBHEREL (INR) % BAEORHANICHERT 285, D7y U ok
G2k 52 1 TV D BERERR A 26 Bl 2 RIC, U7 7 U (25~T7.5mg/H) KL FZ
42100 1000mgl H 2H 7 HREKERAKG LIZEE, LRXFIFTEXZAZIULT 7 U RE
WCHBERIFST, 7r e B UG BRI RroTe, ULVTZ 7 Vb LRF T L L
DIPBEREI B RIE S 2o 7250 GHEAT—4),

®7F7arRxT K

@%ﬁAﬂ&%%ﬂ%:tfm&*vku@5mmg%1H4ED&UV&%??&A1@1mm@
1H 204 AKEROELG L&, 7Ry RILRF T2 AOEYBREITITEESY K
iéﬁ#otﬂ\Eﬁﬁ%umL%7@%7J77yx%m%ﬁTéﬁtw(%EA7~&h

2. BEUMEERIINT A—4

M

2

R A
BEERR L

R A 5
LR L
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Q) HEEEEH
LARFFE X hEES500mg [VTRS] :0.0930+0.0078 (/hr) 42

@ 29VF7I3VR

RN : BARAKOSNENDRFER AR N TADEER (VT F=2 707 7R 0 49.2~256.8
mL/min) 2"O&E LN L _F T X MRET — & & H\ T, RHEEREEY ST 217
ol TOREE, AniFoeg s V77 A (CLF) 12k LT, K&, MH], CLer XOMFH
PFLCADAIE, BT ONmERE (VIF) 123t L TERE, JFHBLTA D ASER OBERE DO
e (R SUL TADABRRE) BSFREFHFIICHE BRI T & L THEE Sz 52,

NN (4~165%) KO (16~55 %) O TANABENLELZMER L_F T8 & A
BET—2 %W, FHEMEYEIRMIT 21T o 72, TR, CL/F 12k L THRE K OPH
PLCADAIEE, VIFIZx U CTERENHFCHE D OBRICEROH DN+ L L THE S
iz, MNREOANTANAVBEDIMEFEDIREZ > I 2 L— 9 o LISRER. /NETAD
MBI 10~30mg/kg % 1 H 2 [A# 5 U724 h 3R X, A TANABEIZ 500
~1500mgl H 2 [# 5 L7-BR & Ak & Pl Shiz 59,

(®) SWEE
HEERR L

6) T
LR L

3. BEH (REaL—Yay) @i
(1) hrE
REERR L

@ /85 A —2 EHEHR
LR L

4. mRIR
MR L

5. 9%
(1) mhni%-FxRa S A

BEERR L

() Mmi%-RaEREEPTEBE
HEERR L
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6.

7.

@) Eit~0BiTiE
BEERR L

) BE~OBTH
LR L

(6) ZnthnBB~DBITHE
HARNCTANARE O RDNT OSSR FEIL, FEEMNSRY BT OF5 R 53 0.64L/kg L HEE S, &
NIy BTV M & 72 o 72, AMELBERERR A 17 Bl 2 %82 LT T ¥ 4 1500mg % HiEFRPN
PG LIm L& 30 SARAROFMEIT 41.1L (0.56L/kg) THY ., ANHRAKSBITIEVETH - 7=,

(6) MIBELHEEE
in vitro KON ex vivo BEROFER, L A_XF T H AL OFNHY TH D ucb LO57 OMLE- L BEFES
IX, 10%A Td 5 5556,

e
(1) BB K U SRR
TEAAHREEITT & b7 2 FEOBERNIKR G THY . IS KD ERSN D O ENRHY O
uch L057 (MR F LK) Thd, 728, AREHWIII ARG 20 57,

(2) RBIEAEITEMF CYPH) DHFE. BEE
LARF T MT, BFF b7 n—24 P450 RCEIEESE TIIRE S,
in vitro RERICEB VT, LRXF T8 X LK uch LO57 1% CYP (3A3/4, 2A6, 2C9, 2C19. 2D6,
2E1 XUV 1A2), UDP-7 v v U ginflis (UGT1A1 X O UGT1A6) MU= ARF > Kbk R J—
PIiokt LCHEMRA 2R ERhoTz, £, 2L Taligr ) T AD 7 V7 o VAL B8 E Kk
EE 2o 58,

Q) VEEBHNROFEEVZDEE
FEERR L

4) REYOEEOEER UGS, HFELE
MG R L

ittt

TREERR N (K255 6 ) 12 L_F T & & A 250~5000mg ) % 22 c ER O # 5 L7- & X 36 f
5 48 W] #% & TOHRG-RITKT 2 IRt R O EIE, RE(BAKE LT 56.3~65.3%. ucb LO57 &
LT 17.7~21.9% CThH > 7=,

HFE MERERR A B 4 FIC UC-L_F T & 4 A 500mg Z BRI O G Lz & & 55 #1548 Bl £
TIZHEEGED 92 T%DBIRENIRT G 0.1% 08 FEH SRS L7z, &5 48 Kl £ TOREG &I
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5 R HEIERIE, REEARE LT 65.9%., ucbL057 & LT 23.7% ChH -7,

LT T 2 AOPRIIT ISR ER IR A8 & OPRME RIS, ucbLO57 (ZI3-RER IR A1 & REBh I IR 43
WHBE L TWn5 59,

H) ERNTERENEZAAO 1 HREE#GEIE 3000mg TH 5,

8. FSIUAR—A—IZEAT B1EH
MR L

9. BHBICLIREE
MR L

10. BEDEREZHTIESE
(1) BHEEEEE
BHERE DR DT DR APBRE 2 MR, LT T X ARHEROELE L&, AhToey
70T T ALEHEELE R (CLer : >80mL/min/1.73m?2) & bl L ¢, #EK 4 (CLcer : 50~
<80ml/min/1.78m2) Ti¥ 40%, T TH (CLer : 30~<50mL/min/1.78m2) T 52%., FEFEEKT
# (CLcr : <30mL/min/1.73m2) T60%I&F L7z, L _XFTEHLLE ucb LOST DB VT T A%
JVTF=r I VT T UAEFREICHBE LT 60,

O B RERE DTS
SR, & (3 T T
(N=6) (N=6) (N=6) (N=6)
%fjmmﬂ%mz) >80 50-<80 30-<50 <30
BHE 500mg 500mg 250mg 250mg
LRF S8 XN
Crmax (ug/mL) 21.9[31.2] | 15.5[25.3] | 10.8[24.3] | 9.2[30.4]
Trmax (hr) 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+(ug - hr/ml) 166 [16.5] | 248[16.9] | 169 [16.5] | 212[19.1]
Tz (hr) 7.6 [6.9] 12.6 [11.3] | 15.5[17.5] | 19.7 [26.5]
gnL{fmi W/1.73m?) 51.5[7.8] | 30.9([14.6] | 24.6[15.0] | 20.3[20.9]
CLr 31.6[28.5] | 15.3[22.3] | 9.7[23.4] 6.0 [53.6]
(mL/min/1.73m2)
ucb L057
Cmnax (ug/mL) 0.36[9.4] 0.75 [25.8] 0.57 [26.0] 1.06 [29.3]
Trmax (hr) 502080 | 8060120 | 12.00.0-12.0) | 240120240
AUCo+(ug - hr/ml) 59[9.7] 22.6 [45.9] 18.7[26.0] 57.8[57.3]
Ty (he) 12.4 190 20.3 268
(11.315.3) (17.3-19.9 (19.7-23.6) (17.2-33.9

KA FEIEICV ()], Tmax SO uch LO57 O Tyz 1L 9ufE (e IME- e K i)
CLF : Aok 7 )72 CLR:B27 V77 %
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(2) MEBHEZTTVSIREBTHREESES
MIRIFEHT 2 52 1 T D R I RERR O AR 12 L X T T & & A 500mg 4 B HT B 4G 44 R AiTIC
HERAKRE LIz &, LT T LOIEGHTRFOHE R RINT 34.7 FF#Th o 7223, @hrhix
2.3 RFEIIZ MG L7z, LT T & & LKW ucb LO57T DFENTIZ X HEREDRITE <, 81% &N 87% Th

577 60

SRMENHE /N T A —H LRFTEH A Ucb L057
Crmax (ug/mL) 18.7 [8.1] 8.84 [7.0]
tmax (hr) 0.7(0.4-1.0) 44.0(44.0-44.0)
tue (hr) 34.7(29.2-38.6) -
AUCo-440x (ug * hr/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) —
HAT B AP —DBREDNR%) 81 [7.5] 87 [7.2]
MAEZEHT H D1 228034 (hr) 2.3(2.1-2.6) 2.1(1.9-2.6)
MiEET 7 VT Z v A
(mI/min/1.73m) 115.7 [8.1] 122.9 [7.1]
N=6, (T FHE[CV(%)]
Tmaxs Tue. CL/F, HEEHTH O I -0 gl (/M- e K M)

(3) FrifeEfE=ZRE

B KL O EEE (Child-Pugh 2303 A O B) O AAHEREIR T2 LT T & & A& HERE O 455
Lick &, LRXFITRLZ ORI VT T AEMITH N> Tz, EE (Child-Pugh 435 C)
DOIFEREIRTH T, 287 V7 7 0 ADMEHRRA DK 50% & 78 o 7= 6162 SAE AT —4),

N ) JFHREIR T
BN fEHEX A [Child-Pugh| Child-Pugh |Child-Pugh
RNTA=S (N=5) |~ 7% A 49 B /¥ C
(N=5) (N=6) (N=5)
CLcr
(oL /min/1.73m2)" 93.1+13.8| 120.8+11.9 | 99.6+13.2 | 63.5+13.5
LARF T H L
Crmax(pg/mL) 23.1+1.2 | 23.6+4.9 24.7+3.3 24.143.8
tmax(h) 0.8+0.3 0.6+0.2 0.5+0.0 1.6+1.5
AUC(ug h/mL) 234+49 224+25 262+58 595+220
T12(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
SEEIELSD
) LNF T & LFHEHOM
4) SinE

BEEICBIT AL _XF T X AOEYENREIZONWTC, LT F =07 U7 T AN 30~71mL/min ®
HeBRE 16 B (4FID 61~88 1%) Z x5 & U Calli L=/ R, mlnad CIlIiH I 0 234 34%IER L,
FI10 B & 22572 63 (AMEAT—Z),

20t
AR L
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VIL.

7LDl

Z&H (FRLDIESF) (CHAYHEAE

ERNB L FTDER
TEIN TN

BRAR L EDER

2. #
2

. BER (ROBHICEEBRELEWNI L)
AHN DR T e w U R REEARI S LBBEUE OB O & 2 B

3. %

REXIEHRICEET HEE LT DER

BIE TV

4. B

ERUVAERICEEYT 5B ETNER

'V—4. MELACHEICEESZEE] 22052 &,

5. &

BELEFRKER L TOER

8. EELERNIE

8.1 HHAPFICKIT 2 EHEOEMAEER N LEGHIEICEY, TADAREOEE X TANAE
BRERHLDLNDZERHLDOT, BHEE2HILTHIEAICIE. DR ES 2 BB ET TR~
IO ET 572 EEICTO) Z L,

8.2 IR&., HET - ) « KEHEBRENEDIKR TN IS ZENH LD T, KAIFLGHOBEICIT
BB OMEIRE, Gl A 5 B OBIEICEF ST WX HEET L 2 &

8.3 D, SEEL, B, BB WERMEORBMERSS bbb, BEAENICELZZLbHDHDT,
AN G- HITBEE ORER VREOE LA EER BT 52 L, [84, 11.1.6, 15.1.1 ]
8.4 BENOEDZFHEICHENE, AABKEORBHERBI O ATREMEIZ OV Tl 21TV, &

Al & BRI CEAE A I A9 Ko fRETH 2 &, [8.3, 11.1.6, 15.1.1 &#]

6. ¥
(1)

2

ENERZETHEEICEATHER
BOHE - IEEEOHHEE
RESH TV

BREREEEE

9.2 BRREEESRSE

9.2.1 BEHEEEEOHIBE
(7.2, 16.6.1 ]

9.2.2 MEBHMEZITTVWSLRNABHERZTOHLBE
[7.2. 16.6.2 &#]
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Q) FrHtrefEESRE

9.3 FipeEERE
9.3.1 EEFHMrEEEDHSEHE (Child-Pugh 5348 0)
[7.3. 16.6.3 &M]

4

EREEERT SF

()

(6)

)

(8

7.
M

)

EEIN TN

WEbw
9.5 17
9.5. 1 IR IR L CW A ATREMED & 5 ZethiciZ, LR D X 572 ) 27 & E LB EOAZEMEN
fakattz Ll s SRS G A IcoRZE 5T 52 &,
B MZBWT, EFICLARTF T 2X AOMPREMET LIZEORENRHV, 3 M) ARX
— T <, R THIERTD 60% & 72> 72 L DREND 5,
« 7y MZBWTREBITHESED LT 5,
B EBRICBWNT, 7y b Tl e hOIRE R LA L EORTE CEASAE B K O OF % R
WO, R, WORTERBEIMNED LI, VX TE, & h~DRERED 4~5 O
55 CIREOE, B RE O OEFEOBNMNED LTV 5,
9.5.2 AHIZEE LIIEmE S A LERICEW T, TAEREYBBEERR D bbb 2 & 0h
Do

R

9.6 ZFLIE
B EOFRIER O RFLRBEOARMEZ ZE L. RALOMBSUTPIEZRETT 5 2 &
b PP ABIT TS 2 EHESTWD,

INRE

9.7 PMRFE
IRHARE RSO AR 23t g & U2 R RBRIXEWN - ¥k & B I35 LTy,

=EhE

9.8 EinE
JVTF=r I VT T UAMEESEICERG R, BERREZRE TR CEBEICERET DS Z L, Al
B TIEBEENMET L TWA Z E23%y, [7.2, 16.6.1. 16.6.4 ]

H{EH
RS EZTDER
FRIEI LTV

GREEEZTDER
FRE I TV
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8. El{EA

11. Bl{ER
WOBIWERMNS LoD ZENRNH DD T, BEE 04TV, BENRD LN GAIITE& 5 2%
1357 Lt i@ a2 T Z L,

(1) EXLEIER & OHER

1.1 EXGEMEA

11.1.1 hEMREIEFEMMAE (Toxic Epidermal Necrolysis : TEN), BEHEIEEBEEEEE (Stevens-—
Johnson FEMRE) (W9 b BEA)

FEN, ALBE, AR - OB A, ZOFE, IR, IRFTMm., ANREORFEN
ZHIEL, @UIRLEEITO L,

11.1. 2 RHMEBBUEREIREE (BUE )

WIHER & UTRB, BENA LI, BICIFEAERESE, U o EilER, BBk, ek,
FARY R BLE A O ERMEOEERWEUERNH bbb e nH b, b, B hbRX
ARG (HIV-6) FEDTA N ADFIEMELEZIES Z L NE <, ERILE BIZ, B, IFRE
BEESE DR D RS D VITBIE LT D 2 ENHDHDOTEETDHZ L 60,

11.1.3 EELOEEET (FELRH)

PLIMERAD . BERERIERIE . B BRI, P ERECD . /MR R H bbb Z R b,

11.1.4 FFe, & (T b EEARR)

HAE, FREOERERHEERSLOND I ENRH D,

11.1.5 &% (GEEAH)

BLUVIERE, A IR, WREEOERN S Db b RO EF 23580 b - Ha ik
HazmIEL, @Y MEEIT) 2k,

11.1.6 EE, BREE (WT1Lh 1%

SHRIAE, BEEL, R, B WEMEORMIERS S Db, AREKICELZ L H D, [8.3,
8.4, 15.1.1 ]

11.1.7 SEGHREE (HEAN)

PR, B, CK B5. MR ORF I AT ey FRENRL b SmaIciTk 52 ik L,
YR E AT Z &,

11.1.8 R HBEREE (GEE )

11.1.9 EERE®RE (L)

FEEN. PRI, Mg CK E5-. R, MEOES), ERbEE, BiTiER%, BmIROEMENG S b
NG AIITE G 2RIk U, RSEL Kok, WREREOMYMEZITHI Z L, £, I 4
Ta U RENED BREOIK TRALNDL Z LN D,

i

D NG EITITRE
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(2) ®ntbnEl{ER

36

11.2 Z D DOEIER
3%24 b 1~3%#ii 1% A 88 AR
FEEIED F EHUR ROEE | Wl R, AR, | SEELINE, BE. &
(10. 4%) . FEFs R 5 ASE, Q. EENBZ, R | SR shEE. A
(11.8%) . RHYE, | fefE, #1955 g SRR BB | REEE. RhE)
AR (27. 9%) Wk, EERRE, | U, BB T b—
. RETE, BIEB R, | VR, EIR, TA
FtRErEA B DAXFIT— R | o ARIE HRiE PR
e, IR E O, BEIR |
B BRAEMETENG . A
TEIEREE = 7 R A,
e
i B, T, IR, IR D
SENE, FORIE
1 ER S A, PR
-~ BRRZ MR, )
1% wro b
70 < O NEL k-3
AN, 1A BRI
s LER QT EE, e
M. (BN, T | EIZE. FERZ. BR | MERR. nEL. R
Wik | EA EO AW | Pk, B RS, %
%, WEM:, HE
FFF i ALP 4/ FERRHE S
BEmese. R R | MR
W - AR BRI SR o BB
2 PRI E B, R
R i
SWABEZE (30.2%), | AL, K, s | S, Bz
PR EE | WEMEEERER . . WHEEZS, A7
FREORE T, B
RFLOFE | BERAE
e i K%, =9 FEE. | BB, B Lx . | SBAIEE. Mg
5, S BRIS . R e
o e . A, R | SR, DU, R
FeREI . BIM T
R Hrg EILRER LA
B RE (kE | P MY S VR R | e, SR SRR | S X M (%
O | fW\%ﬁ\¢$% WE. BUREEAISEER | M)
il
. RERRERRICRIZTEE
BREINTWHZWN




10. BEHRS

13. BERE
13.1 fEK

SMNEDO TR BEHREICBNT, LRFTEH LE 12 15~140g IRA L7203 H 0 . EIR, ik, %
B EER LV OIRTT, PR AN S & OV IED A S ATV D
13.2 i

AFNTMAGBEHTIC LV BREARETH Y . I L CTODIEROFRE G U CIEEIT O3 %2 %845
Z &, [16.6.2 2]

1. BRLOZEE

14 BRAEDOIEE

14.1 RFIZMBRDIE
PTP @D FAIT PTP > — P06l L TIRIT2 X5 ET 52 L, PTP ¥ — FORREKIC
D BB EIERE AR L, ISR A R 2 Lfﬁﬂéﬁm{ﬂ%%@ﬁ%&’Vﬂ?ﬁ%ﬁ?%ﬁffé\_
LD D,

12. ZOH0EE

M

2

BSERERICE D <158

15. 1 EREREAICE D < fHHR
15. 1.1 AL CHEM S - AKN A BT EBOBTITADPAIKIZBIT D, TAh i, BRESEEXIZ L

L72 199 O 7 7 & AxHREERHRBROBRFHERICB N T, ARSEROEREXOFEBLO Y 27 H,
FCANAEDIRHBETT 7R L I L TR 2 5R < BTTALASEIRMEE : 0.43%, 77 &
AR 0.24%), FLCTADAKDOIRAEETIE, 77 B REEL 1000 AH7-0 1.9 AZ W0 EEHR S
iz (95%[EHEXH : 0.6-3.9), £7o. TANABEOY 7 7 —7"Tlix, 77 BARE L H~ 1000
ANb720 24 AW EFE SN TS, [8.3, 84, 11.1.6 2]

15.1.2 AME AR A CTADABE 1208 BilZxtg L Uic 7 7 & AR st BRERRER O OF A fEHT I 3B\ T
NG TENER O TS (B8N, Wk, B0, AL, Bk, BENE, #1905, FEHRE
E. BGE. EENEZL, SR, hROEEL, ARRE, AEEE) ORBLRITAKIFET 13.3%,. 77
TARBET 6.2 CTh o7, [AEkIC, FAENNRTANABRE (4~165%) 198 BlExt%Rs Liz77&
At FRERAR AR 12 J5 1T 5 HiE A HEHFRORBIRIIAAIRET 37.6%. 77 EAREET 18.6% Th o7z,
Fiz, SAENNETADAEBE (4~167%) 98 Bilaxtg & Uiz A RE e O TENC X9 5 B % 5T
i 2 77 A RERRBRICIN T, SRENRRF CTh 508, 77 B AR & il L CHBRATTE)
DOIALHRIE ST,

JEEEERRERICE T < B
FRIE I LTV
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X. JRERPREERICEA9 HIEE

1. FEHEFER
(1) EHEEBHER
VI, SRR 2 HE | OESMR

(2) REMRBHER
AR L

(3) TOMOREERER
AR L

2. B4R
(1) HEE5SHHER

DR L

(2) REHSHERS
AR L

Q) EiETER
U ERR L

) BARERB
LR L

() EHREEFHEHRR
EEE R L

(6) RFTRIBIERAR
HEE R L

() ZothnFHEN
EEE R L
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X. BEEMFEEICHYTLER

1. RS
® Al LRF T X AEE250mg c 500mg [VTRS | AUGEEEIRGLY
F) EE-IEMEOMLFZEIZLVMERTLHZ &
BHRHRSy : LARTFT'X L GZE LN

2. B%hEAM
AN 34E
(Mv. WA+ 2HEE] © (6. WHIORFESLIETICBIT DLEME] DEEMR)

3. ERRETOMNE
R PR AT

4. FFEWEDIEE
TAIa—mEEIT T AF v 7R MVEERE IR R T CTIRTFET D 2 &,

5. BEMIITEH
BERMEERLTA R HY
<FTVDOLEY : HY

6. E—HmS - ERE
[ — Rl oy 3
FFER A - A — 7T §E 250mg + 500mg
[ %h 3K
FEMIF, PETw— b, AT I AL V= IR ZrFERL
ST aBEF Y T A, IANRTPEL RN T 2=

7. EER4EFERB
1999 411 A 30 H
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10.

11.

12.

13.

14.

. BERTREEABRVARES. RMEERFFEAR. RTHKEAB

. & IR e KGR o A FE RN Y .
W7e 44 TR fR7EBRLGFH H
FHH HF£HH
L RF T ¥ X L
30300AMX00422
250mg [VTR S|
202148 A 16 H 2021412 A4 10 H 202241 H 17 H
LRF T ¥ & L
30300AMX00423
500mg VTR S|

B4R

BEEHRR. BE#RAREABRUVETONE

A% LR

BEEHR
A% LR

BRELRFIR AT 515
ARFNE, LRI OSSR HIE QNS e e B S S AR B K E S E D 2 IR FIHSE (P 18 4F
JEAE GRS R 107 75) O—E A UIE L7z Wk 20 ARG EA SRS 97 5 (FRk 20 423 A 19
A o TESEIFEIC BRI DTV D ERG ) ITIFRES L,

. PIRERIIBHREM. RERVAEETENENOFABRUVEZNORE

£HEa— K
v HOT (947) | B As@asmit | maEgna—F | Lv7 bapam
o 3 R P = — (YJ 21— ) L2F A T— R
L RFZ X ALEE
128757802 1139010F1040 1139010F1040 622875701
250mg [ VTRS ]
L RFZ X LEE
128758502 1139010F2047 1139010F2047 622875801
500mg [VTRS |
R EOTE
KA. (DI O BRER I YT 5,
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XI. Xk
1. SIAXHE
1) Noyer M,et al.: Eur.J.Pharmacol. 1995; 286: 137-146

9)

10)

11)
12)
13)
14)
15)
16)
17)
18)
19)

20)
21)
22)
23)
24)

25)

26)

Lynch BA,et al.: Proc.Nat.Acad.Sci.U.S.A. 2004; 101:9861-9866

Lukyanetz EA,et al.: Epilepsia 2002; 43: 9-18

Pisani A et al.: Epilepsia 2004; 45: 719-728

Rigo JM,et al.: Br.J.Pharmacol. 2002; 136: 659-672
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Kaminski RM,et al.: Neuropharmacology 2008; 54: 715-720

BB KB [T AW = =P LT A 7 4 > FOB%E (1)
—IAFIE, Ty 7R A= AN=F T YA CERO RGO —] 55 35 BRTEARITY AR Y
U LG SCEE 25, 2009

B TS [T EF U RSN = R LT A T 5 FOR% (2)

— IR PIRRE T O RIMRMED i — 5 35 [FUERTEARAT S AR U U AGERRR ST 1 29, 2009
A 52lE30 : [mET U RSN e == LTV A 7 4 S OB (3)

—EK=z 2 P T A MREETORMEMEOE—] 5 35 BURERITS AR Y 7 LGERGR SUE

33, 2009

HNERE - e MR ER ONERER) (L _FF+8 2 L65E250mg [VTRS))
FENERE - e MERER (IN#EER) (L _F T+ & L5E500mg [VTRS))
FENERL - et (RIMRAAER) (LF 7' % 55 250mg [VTRS])
FENEEL  E MR (RERERER) (LT T L5 500mg [VTRS )
FENE R - AR EHRER (LT T2 L8 250mg VTR S))
FENE R IR IEOZEMERR (L _F 7% L8 500mg [VTR S])
FENEEE - IR (L _XF T & L8E250mg [VTRS))

FENEEE - IR (LXFFE & L8 500mg [VTRS))

AARIZEBT 2O RIEREARIEOF MR (—7 T T8 K74 vy 7R EE 2015 4F
2 H 20 HA&RR, FaAHREE)

HAICEB T DO RIEDHIRIED 77 & A R biaAs (ENE /IR (A, OFRE))
(A= 7758 2010 4 7 H 23 A&, HiEEEHEEE 2.7.6.7)

HARIZE T D0 BENRRIED 7 7 A G (ENSIHERR (kA OFRERE))
(A —/ 7758 2010 4 7 /] 23 A&, HiEEEHEEE 2.7.6.7)

INAFI—1Eh TADAMGE 2012; 29: 441-454

E N E Wk 58O (f—4~ 7 788 2010 4F 7 A 23 A/KR, HiEEEHEE 2.7.6.8)
FEINE Ik 538k @ (o —~ 7788 2010 4F 7 A 23 HAGR, FAREE)

HAIZ T 2 FBEOFFRIE O/ NS TAHRER ( —7 7 7 §& 2013 45 5 H 31 A&,
FGEERHIEEE 2.7.4.7, 2.7.6.4)

B AR OV ENC 351 2 BRIE RS VEOE APRIE O 7 5 & RSB (f —4 7 8 2016 4

2 H 29 HAGE, HiEEEHEE 2.7.6.1)
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27) AARIZET 2 REMASEIERREO/NEEMERER ((—7 7 I8/ N4 > m 71
FfE 2016 4F 2 7 29 AZKRR, HGEE RS 2.7.6.2)

28) AAIZET L MERMEIEOFMRIEO Rk 5RO ((—7 7 T8I NI A v n v
SUFFRE2016 4 2 H 29 H/KRR, HIGEEEMIE 2.7.6.2.2)

29) AARIZH L RE R ARFEIEGF AR E ORIk 5 R© (1 —- 7762 2016 422 H 29 A
AR, FEREE)

30) Klitgaard H,et al.: Eur.J.Pharmacol. 1998; 353: 191-206

31) Gower Ad,et al.: Epilepsy Res. 1995; 22: 207-213

32) Gower Ad,et al.: Eur.J.Pharmacol. 1992; 222: 193-203

33) Loscher Wet al.: J.Pharmacol.Exp.Ther. 1998; 284: 474-479

34) Lamberty Y,et al.: Epilepsy Behav. 2000; 1: 333-342

35) Hanon E,et al.: Seizure 2001; 10; 287-293

36) HARNERERANICK T D VAF T2 LHERGROEDEE (—7 775 2010 47 A
23 HIKRR, HEHEEMEEE 2.7.6.3)

37) AARNERERANICK T D VA_F T2 ARERGROEDEE (—7 775 2010 47 A
23 HUKGR, MRHEEHEEZ 2.7.6.3)

38) HARNERERLAICIS T 2 VAT T8 & LGEROVERNA O BB GRF O (— 7 7T ki
M 2014 4F 7 1 4 FURGR. HEEERMIEEE 2.7.6.1)

39) SE/NETADABEICEIT D LT T4 AHERGEOEDEED (—7 7 75
FIAvmy 7201345 H 31 HAR, HaEEEHEZE 2.7.6.2)

40) SEVNRTANABEICEIT D VAT 71 2 LAEERGEROEDEED ((—F7 77 5
N4 vmy 720134 5 7 31 H/ARR, FAEREE)

41) HNEEL : AFERRSEEREE (LT T8 X L8 250mg [VTRS))

42) HNEEL ARSNGB (LT T &~ L5E 500mg TV TR S )

43) AARNEREANIZEIT 2 VA_TF T F LAORYBERIZ TS RFEOZE ((—7 775
2010 4 7 A 23 AR, HEHE R 2.7.6.1)

44) Browne TR,et al.: J.Clin.Pharmacol. 2000; 40: 590-595

45) MR EAEM (7 == b A ) (A —7 7 T8 2010 4F 7 23 HIKGB, HGHE R 2.7.6.5)

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

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

48) FMMEAEM (RROBHESR) (1 —2 7" 78 2010 42 7 A 23 A7KRE. HEHEEMEE 2.7.6.5)

49) Levy RH,et al.: Epilepsy Res. 2001; 46: 93-99

50) Ragueneau-Majlessi I et al. :Epilepsy Res. 2001; 47: 55-63

51) L A_XF T E X LKOREY ORI LET T o3 FOEE ((—F7 7752010 4 7 H 23
H&GR, HEHERHEEZE 2.7.6.5)

52) L AF TR L NI D RHEEMEMEIEAT-1 (o —2 7' F §E 2010 4 7 ] 23 HIKRE,
HEEE R 2.7.2.2)

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

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

55) Strolin Benedetti M,et al.: Eur.J.Clin.Pharmacol. 2003; 59: 621-630
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56)
57)
58)

59)
60)
61)
62)
63)

64)

oA (A= 7" Z§E:2010 45 7 A 23 A/KRR, HREEEMEEL 2.6.4.1, 2.6.4.4)

R (R (1 —7 7 7882010 4 7 A 23 HAR, HIEEEMEE 2.4.3.3, 2.6.2.2)
3t CRMEIRE MR EAER) (f—7 7 788 2010 45 7 A 23 HAR., HiHEEHEE
2.6.4.7)

P (o —4 7752 2010 4= 7 A 23 HA&RR, HFEEEHEE 2.7.2.3)

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

Brockmoller J,et al.: Clin.Pharmacol.Ther. 2005; 77: 529-541

IFpgRefE S B2 (1 —2 7 Z 88 2010 45 7 H 23 AKGR, WEEEEMIEEE 2.7.6.4)

mlE GMEAN) 12812 LARF T2 AHE RO ER O G5ROEYERE (f—/7
77 $E:2010 45 7 A 23 HAAGE, HREEEHMEE 2.7.6.4)

JEA G B R RIE R BRIRE~ = 2 7V SRR RGO SE (B

2. TOMOBEIR
TR L

43



XI. &8

2.

. EESNETORTIKR

UERR L

M B 1T DERER KB
(1) ER~OREIET 3HEIMES
AR L

@ NRE~ORSICHT BAmIMER
M R L

44



XII. &

1. FAF - REZEICERL THERHAEZ1T5 1<H-> TOSEHER

AEDOERICEAT HFE : AHIITEKREEZ T TORWEEICET 2 HERAE £ 5,
EPHLL T RVWNELEENTEY, S ETHREIN TV IRBAFIETE LN R E
FRERELTHRL TS, EREFENERENZHRHNT 2 EToOSBEHRTHY . LSO
BERTHDOTIEAR,

R 7 1k

PEHUARAL - T2 g F R 38 5 D HRFEIF AR MHEENC AT 2 W A F T A VBT 2 Q&A IOV T(£D 3) |
(BFIEE 9 H 6 BT EAGMEESR - AiEf A RIS - FREOSRE F055HH)

(1)

<UL RFTEH ALEE250mg [VTRS| >
OIRES T D22 EMERER [40C. 720w & K]

IHH ks BH AR EE 7H 14 H 30 H 90 H
o HODT g/ ha—T 1 N N N A i A
PESR R St R & WA T A & & &

HRRWE R : 0.06%L
ol i e fEi « OYRRUEE : 0.05%LL 0.00 0.00 0.00 0.00 0.00
FE% )i T
#E#%%E EXR Jrigi =R y
AHEBEYEE  0.4%LLT 0.00 0.00 0.00 0.00 0.00
N 0.5%% N.D. N.D. N.D. N.D. N.D.
S BT
K5y (%) 1.0%LLF 0.20 0.27 0.27 0.28 0.21
EERER (%) | 95.0~105.0% 99.6 99.7 99.8 99.9 99.6
@Izt 2L EMERER [25°C, T5%RH, K5HT]
IHH HikE BHAREE 7H 14 A 30 H 90 A
i FODOT 4N bha—F 4 A o A N . .
P . = = = ik &
AR 7w Et OB i i i i i
5 FERZET R © 0.05%)0
L SRR /‘7 DR : 0.05% 0.00 0.00 0.00 0.00 0.00
Ll P3Ny T — -
SRt E R 0.4% LT 0.00 0.00 0.00 0.00 0.00
. 0.5%% N.D. N.D. 0.00 N.D. N.D.
S B JoELT
K5y (%) 1.0%LL T 0.20 0.95 0.97 1.03 1.04
EERER (%) | 95.0~105.0% 99.6 98.8 98.9 98.7 98.3
@Ik D& E SR [25001x, 25°C. 45%RH]
5 H HikE BH AG B 30 Hlx+hr | 60 5 1x«hr |120 5 Ix * hr
HODT 4N Ba—T 4~ A . . .
PHH . ZAN %A\ AN AN
fib( 7#%@3}’5@@%* ﬁm = lﬁu @m
FE % )il =T %L
eI E}z PIRENHE : 0.05% 0.00 0.00 0.00 0.00
BT S o
HRUR LEPER B R 0.4%LLTF 0.00 0.00 0.00 0.00
L SRR
N 0.5%%L N.D. N.D. N.D. N.D.
o foELT
Koy (%) 1.0%LL T 0.20 0.48 0.47 0.50
EmabR (%) | 95.0~105.0% 99.6 99.6 99.0 99.1

45




<L AR_FTEH ALBES0mg [VTRS] >

ORI 22 EMRER [40°C, 2V & AT

IHH IS BH AR EE 7H 14 H 30 H 90 H
. WEDT 4T —TF 4 N N N o A N
PESR e A E A O WA WA A A 1A

HRWHE R : 0.06%L
ol i e fEi « OYRRUEE : 0.05%LL 0.00 0.00 0.00 0.00 0.00
G L
i AEHEEDER : 0.4%LLF 0.00 0.00 0.00 0.00 0.00
N 0.5%% N.D. 0.00 . . N.D.
S L % LA T 0.00 0.00
K5y (%) 1.0%LLF 0.22 0.32 0.34 0.29 0.21
EERER (%) | 95.0~105.0% 99.7 99.6 99.9 99.1 99.4
@Izt 2L EMERER [25°C, T5%RH, K5HT]
IHH Hik& BH AR EE 7H 14 A 30 H 90 A
. HEADT 4 ha—T 4 A A A . .
P . = = = ik &
PEAR R At B RO i i i . i
i KRR © 0.05%)0
L SRR fBi ORRBIRE : 0.05%5L 0.00 0.00 0.00 0.00 0.00
ST I
Rt E R 0.4% LT 0.00 0.00 0.00 0.00 0.00
N 0.5%%L N.D. N.D. 0.00 0.00 0.00
S B TRl
K5y (%) 1.0%LLF 0.22 0.94 0.91 1.12 1.05
EERE (%) | 95.0~105.0% 99.7 99.1 98.9 98.9 98.2
@Ik D& E SR [25001x, 25°C. 45%RH]

5 H HikE BH G 30 Hlx+hr | 60 5 1x«hr |120 5 Ix * hr
g WEODT gV ha—T 1 N N o N
PESR 7P St 1 R WA A A A

KE % )il =N 00 y

i e BR E}z PIRREIRE : 0.05% L 0.00 0.00 0.00 0.00
BT S B -
IR L EPERE R 0.4%LLTF 0.00 0.00 0.00 0.00
L SRR

N 0.5%% N.D. 0.00 0.00 N.D.
o foELT
Koy (%) 1.0%LL T 0.22 0.51 0.45 0.52
EmabR (%) | 95.0~105.0% 99.7 99.7 98.9 99.1

(2) M- BEMRUBEREF1—JDERE
1. BB R

TNIRIERRE B Gy BT 785 4 JR0F) ICHED | FEARROM LA B | AR,
1ZANTHLFZRE L, EAZRIC 55 COIRY; 20mL W \WEY | fFJed#EZE LT 5 oM BR
ET 5. 5 0BRICHE LW GE. S61C5 nMkE%, HEAZREZ T T 180 £ 15 (EEMER L <
BHR L. B - B ORI 2 HERT 5,
RO FE F T 10 S UUNICHEE - BB Lo 7720, THARRRER G5 N K7 v 75 4 i
IZREV, 2 —T ¢ 7R E AN CREBR & S L7,

46



2. i MERAER
TNARIERRE B G BTy 7 55 4 %) ICHEC | FABRRERABR O D LT IRBIR D A > T2 TEAZR
ZFa2—7 (8Fr) Tkt L. £ 2~3mL/F) (10 T 20mL) OMHE T, & & 30cm 7 6 EEIK
ZIEAL, WM 28T 5, BB ATTEA L72RIC 20mL O/KZ[F CIEAZ TIRWVERY | TEA
LTFa—THNEWEN, EARKOT 2— 7 NIFRFT 23 mOAE L B TR 2,

P —

Fa—7 (8Fr.) DOEBERATDOEE . 12Fr.0F 2 — 7 Z O TRIEEORBRZ1T 5,

3. FRBRRE R
o B SR
il 2 Wi 15 - -
YA X
LRFF¥H LEE250mg [VTRS | 10 43 AN R - ™ 8Fr.
LRFF¥H LEE500mg [VTRS 10 4y APSIC AR - kil ™ 8Fr.

% BIRNOEE T 10 SUUNICHREE - BB L7 hoT-, a—T 4 IR E NS Z LIk
V. 10 4y LAPNIC AR BRI L 7=

< BE ik >
MR —HREEE - NARKRE RGN0 R 7w 755 4 il P46-48, UI1EH . 2020

Q) BARORENM

ABRIE B BH hf 10 73 # 1 FRefEIf% 3 Bt
L RF T ¥ & LEE 250mg )
IR 97.7% 98.0% 98.2% 97.9%
[VTRS] g
[E=EN
L RF T ¥ & LEE 500mg
(%) 97.2% 97.3% 97.5% 97.6%
[VTRS]
. TOROBEEEF
HEEER L

47




XHERE RABEHREMOEHLER

U4 T hYRABEIRERISMH AT A INA T H A= 3 UH
T 106-0041 HHEHAMEMMAE—THIE 1 &
7 U —& AL 0120-419-043

SLEIRSTIT

24 MRS
T939-8567 & LWL E (LT /\ HET 326 7 Ml

AR5ET

74 7 N Y ARIEREE S
T106-0041 HEHSHERFRAiH—TH 3& 175

&) viaTRIS

MIF13L001J



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目 次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ.　名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10.  容器・包装
	11.  別途提供される資材類
	12.  その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10.  特定の背景を有する患者
	11.  その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10.  過量投与
	11.  適用上の注意
	12.  その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10.  再審査結果、再評価結果公表年月日及びその内容
	11.  再審査期間
	12.  投薬期間制限に関する情報
	13.  各種コード
	14.  保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料




