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SHER ST - 256+2°C. 60=5%RH

HH JHREE BH AR 1R 1 %A 3 H 6 % H
DEH; OFEME D 7 . . . .
Pk HEOTND ORI W e WA &
A4 IV a—T 4 VT BE
WA (1) RO R L Sy — — A
HEHAR D L _RF 5% LD
s v ORI D LT
R (2 W — — ke
RERR () S B WD E— 2 O e Ll
FEE LW
ol 2 ER R il % OFFEE R 0.05% L F 0.00 N.D. 0.00 0.00
%W E BRHEEDE R 0 0.4%LLF 0.00 0.00 0.00 0.02
- 0.5%%L 0.00 0.00 0.00 0.00
S R f PELT
K5y (%) 1.0%LLT 0.21~0.24 | 0.24~0.26 | 0.27~0.32 | 0.30~0.35
H & *’@iﬁ%ﬁ%@i@zﬁl Bk
ERE 2. HEmZERABREZITO
1|45 — ek 0.8~1.4 — — 0.7~1.4
BeA— w Lx AT DH CHEME
15.0% % H 2 72\ )
TR (%) S OEHERIL 75%LL E 77~99 80~100 77~99 79~101
EmabR (%) 95.0~105.0% 98.8~99.3 | 99.1~99.7 | 99.2~99.8 | 99.3~99.7
Fay b n=3 *: %y b n=10X3 % %y b n=6X3

OPTP &% (FAIvm—, #5E)
HH JHREE BH AR 1IRE 12 # H 24 % H 36 » H
== =Y 2 A -
Pk FROEHIPOZ 1 /5= e e e e
T4 VT HE
e (1) O R LW Sy — — A
KEHEH D L _FFHH LD
. B — 2 R OEHESIR O LT
Ei i) - - ey
HRAR (2) SEH LD — 7 ORI i L
IXEE LW
ol 2 ER R i 2 OYERFHE B 0.05%LLF 0.00 0.00 0.00 0.00
B E ARHEEYE R 0 0.4%LLF 0.00 0.00 0.00 0.00
- 0.5%%L 0.0 0.0 0.0 0.0
Sz R PR T
5 (%) 1.0%LLT 0.3 0.3 0.3 0.2~0.3
AR — kB s o R —
ﬁ%&Z B REmERBREITO
1i% =t 1.2~2. — — T~1.
HBUHN L) — ML R x wadn CHE 3 0.7~1.8
15.0%72%%%;11\)
R (%) 15 /[ OEHFRIE 80% UL - 92~102 93~102 93~102 96~102
EmabR (%) 95.0~105.0% 99.8~100.2199.4~100.0| 98.7~99.6 | 98.5~98.9
Loy b n=l x: %oy b n=10X1 skt Ky b n=6X1




QR =F L URIREOE (R 7oL il vy o7 )

HH HiA& BH AR 1R 12 % H 24 % H 36 % A
== e 2 Lo —
Pk FROEHIPOZ 1 /5= W e e o
T A VT HE
MezditBr (1) RO R L WA — — b=y
HEHRIED L RF T Z LD
s E— 7 R OBEERRIR D LT
ZHk ETAS — — TS
HRAR (2) S K LD E— 7 OREER] e W
&L
ol 2 ER R il % OFFEE R 0.05% L F 0.00 0.00 0.00 0.00
%W E HEHEBWE R 0.4%UTF 0.00 0.00 0.00 0.02
- 0.5%% 0.0 0.0 0.0 0.0
S R f hET
Kar (%) 1.0%LLT 0.3 0.3 0.4 0.4
AR — ek o fEE—4
o ERE 2. HEmZERABREZITO
U B — P R 1.2~2.3 — — 1.8~2.
i (A NSy 2
15.0% % H 2 72\ )
TE B (%) 15 2y OEHERIT 80% LA 1 92~102 95~102 94~102 96~102
EmabR (%) 95.0~105.0% 99.8~100.2]99.4~100.1| 99.4~99.7 | 98.6~99.3
#ry h n=l ¥*:Fnry b n=10X1 # Ky b n=6X1
<LARF I8 H L5EF00mg [VITRS) >
SERSAE - 252°C, 60£5%RH
OPTP @3 (7 vm—, #K5)
HH HiA& BH AR 1IRE 12 % H 24 % H 36 % A
SEDERA Y OFEMTED 7 . . . .
Pk REOTRAD DI o e wh wh
IV bha—T 4 T
TezditBr (1) M OY RAEAE LW WA — — By
HEWRIE DO L RF T Z LD
s v — 7 R OBEERIR D LT
Fies SREy - - ke
ﬁ% _ﬁ%% (2) ?“E&Aﬁto_ﬁﬁ{%ﬁﬁ%eﬁaﬁ I l@u
&L
LR SR il % DFFE R 0.05% L 0.00 0.00 0.00 0.00
FHBWE HEHEBWER : 0.4%UTF 0.00 0.00 0.00 0.00
- 0.5%%L 0.0 0.0 0.0 0.0
e s PAT
Kar (%) 1.0%LLT 0.3 0.2~0.3 0.3 0.3
HE — ik o fA15—
o ERE 2. HEmZERABREZITO
U — MR R 1.0~2.2 — — 1.4~2.4
Bl — AR X W#EAETDH CHEME
15.0% &z 72\)
TAHERER™ (%) 15 Sy OB ERIT 15% L4 92~101 94~102 91~101 93~101
EEAER (%) 95.0~105.0% 99.3~99.8 | 99.2~99.8 | 99.1~99.9 | 98.3~98.5
Loy b n=l x: %oy b n=10X1 skt Ky b n=6X1




QR =F L URIREOE (R 7oL il vy o7 )

HH JHREE BHAGIE 12 % H 24 5 A 36 % A
I £ IT] I
P HEOTHAD DIFIBOZ | wa e Ha
ANV ba—T T EE
HERRB (1) R O RS LU e - - HE

AREHER D L _TF T & LD
7 R ORI O L~ T

ek (2) S B D e OREEIER e - — A
IFE LW

il R M8l 2 DFEFEE : 0.05%LL T 0.00 0.00 0.00 0.00

tHEE HEHEBWE R 0.4%UTF 0.00 0.00 0.00 0.00

ol AR .

S B 0.5%LL T 0.0 0.0 0.0 0.0

K5y (%) 1.0%LLF 0.3 0.3 0.3 0.3~0.4

HR —makBais o RE—
. ABRIE 2. BERERREITD
U B — P R 1.0~2.2 — — 0.7~0.9
B — AR LE,WATS (HEE
15.0% % H 2 72\ )

TR (%) 15 S RIOEHERIZ 5% E | 92~101 91~101 92~101 91~101
EERBR (%) 95.0~105.0% 99.3~99.8 | 99.2~99.7 | 98.9~99.3 | 98.6~99.1

= N *: 482y b n=l0X1 ¥ %02y b n=6X1

RHIRAFRAER (25°C, MHAHEEE 60%., 36 » H) OfR, L _XF T X AFE260mg [VTRS ] KUV
NF T ¥ Z LEE500mgl VTR S [HIEH OH SR FIZBWT 3HEMLETH D I L3RS LT,

(3) fEAIMRARAE 22 i M kR 15.16)
<LRF T4 LEE250mg [VTRS) >
ORIt T et [40C, 720 W&, K]

HH KR BR GG IF 1% A 25 A 3 nH

Ptk HEOHMBO7 83— g e we | wa
T4 T

il 2 OXERBIEL R - 0.056%LL T 0.00 0.00 0.00 0.00
FEmE HEHEBRYEE  0.4%LL T 0.00 0.00 0.00 0.00
ii;ﬁw 0.5%LL T 0.00 N.D. N.D. N.D.
Koy (%) 1.0%LLT 0.14 0.28 0.42 0.31
R (%) 15 53 I OB I 80% L2 E 99~101 101~103 | 94~102 96~101
EEAER (%) 95.0~105.0% 99.8 99.2 98.9 99.3
R EEEDFEE (N) 129.9 133.1 133.9 131.7

n=1 * :n=6X1
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QMR R T DL MERER [256°C. T5%RH, HiT]

11

HH JHREE BH AR 1R 1 %A 2 % H 34 H
HFHEOKEAED 7 4 /L ha—
Pk FROEHIPOZ 1 /5= W e e o
T A VT HE
ol ER R il % OFFEE R 0.05% L F 0.00 0.00 0.00 0.00
%W E HEHEBWE R : 0.4%UTF 0.00 0.00 0.00 0.00
- 0.5%% 0.00 0.00 .D. .D.
e B (K Yo LA T N.D N.D
Ksr (%) 1.0%LLT 0.14 0.70 0.86 0.91
Ta HERER" (%) 15 MOV HFRIL 80% Ll E 99~101 101~102 | 100~102 | 100~101
EEAER (%) 95.0~105.0% 99.8 100.0 100.1 99.6
fiF THE O SEIE (N) 129.9 98.7 99.2 97.4
n=1 * 1 n=6X1
OYelzxt3 L EMERER [25001x, 25°C, 45%RH]
IHH Bk BALAEE | 30 T 1x « hr |60 J5 Ix « hr| 120 J5 1x « hr
FOOEHED 7 4 )V ha— . . . .
Pk FROBIPOT /82— | g e wh e
T4 T BE
ol B IR 18 2 DFERFIE B 0.05% LT 0.00 0.00 0.00 0.00
'y ARHEREWE R : 0.4%LLF 0.00 0.00 0.00 0.00
N 0.5%%L 0.00 N.D. N.D. .D.
SR PRI T N-D
Koy (%) 1.0%LLF 0.14 0.50 0.47 0.49
A HERER (%) 15 53l OV 213 80% LA F 99~101 91~102 98~102 95~100
EEAER (%) 95.0~105.0% 99.8 100.0 99.3 99.8
A S WO FfE (N) 129.9 125.1 124.7 127.4
n=1 * 1 n=6X1
<LARF 58 H LEEF00mg [VITRS) >
OEEICxT 5L EMRER [40°C, 720 x| BEAT]
HH JHREE BH AR 1IRE 1 %A 2 % H 34 H
S D EN OFEMIED 7
etk HEDRRAY ORI we | wa | we | Ee
A ba—T 4 T EE
Hli T ER R il % OFFE R 0.05% L F 0.00 0.00 0.01 0.00
B E HEHEBWER : 0.4%UTF 0.00 0.00 0.01 0.00
- 0.5%% N.D. N.D. .D. .D.
S B T D D
Ksr (%) 1.0%LLT 0.21 0.23 0.28 0.29
TAHERER (%) 15 MOV HFRIL 80% Ll E 87~99 89~100 88~99 82~97
EEAER (%) 95.0~105.0% 99.6 99.7 99.1 99.2
fiF THE O SEEIE (N) 161.0 165.7 165.1 162.4
n=1 * :n=6X1




QMR DL MR [256°C. T5%RH, HipT]

HH JHREE BH AR 1R 1 %A 2 % H 34 H
DEH; OFEMED 7
P, HEOTND ORI o e TN wo
Sqba—T 4 T BE
ol ER R M8l 2 DFEFEE : 0.05%LL T 0.00 0.00 N.D. N.D.
%W E GRHEBE R : 0.4%LLF 0.00 0.00 N.D. N.D.
iR AR
- 0.5%% N.D. 0.00 .D. .D.
e B (K Yo LA T N.D N.D
Ksr (%) 1.0%LLT 0.21 0.98 0.98 0.91
Ta HERER" (%) 15 MOV HFRIL 80% Ll E 87~99 98~103 98~101 98~101
EEAER (%) 95.0~105.0% 99.6 100.3 99.3 99.9
fiF THE O SEIE (N) 161.0 116.2 120.0 120.8
n=1 * :n=6X1
OYelzxt3 L EMERER [25001x, 25°C, 45%RH]
IHH Bk EEpEis 30 Fx+hr|60 5 x+hr|120 Flx * hr
e HEADERRA Y OFEAEO 7 A N N N
PR N AT—T T WA bk bk bk
ol B IR 18 2 DFERFIE B 0.05% LT 0.00 0.00 0.00 0.00
'y ARHEREWE R : 0.4%LLF 0.00 0.00 0.00 0.00
N 0.5%%L N.D. 0.00 .D. .
B L Jo LU T N.D 0.00
Koy (%) 1.0%LLF 0.21 0.46 0.49 0.51
A HERER (%) 15 53l OV 213 80% LA F 87~99 79~91 82~94 82~94
EEAER (%) 95.0~105.0% 99.6 100.0 99.5 100.0
i WEOFE)E (N) 161.0 159.3 159.9 161.3
n=1 * :n=6Xx1

. ARERUVBERROREL

=RV

. fuFl & DERSELL (MEIEFHIEL)

MAEER e L

12




9. B
(1) v _"FTF7EHZLEE250mg [VTRS| 17
[ By B 7 2 0% 0V B T SR O AL FIO RV SRR T A KT 4 2 ) CEAk 24 4 2 H 29 H—#E KA
FAFE 0229 5 10 B) ICHESE, LRF T X L5 500mg [VTR S ZIERELHE L TLRFTEH
LBE 250mg [V TR S| OB HEERZ EfE L72fE R, W oRBRIKIC W T H S HZRE) O R R
S, WANT AW FICFEE & AR ST,

AR L BRI R i[548
N RV pH1.2 (HAFER G EHRBRE 1)
pH5.0 ({#® 7= Mcllvaine D#EEj)
o e 900mL 50rpm
pH6.8 (H ARIK) s HEERES 2 #R)
K
0 HHEBEER (L2 50rpm) . RS R (pHE.0, B0rpm)
100 100
vz 80 5 80
je= s
H 60 H 6o
- .
" 40 —o— BB (52, 500me) % 10 e B (48] 500me)
2o —e— L F T RLESmVIFS] 0D
—— L~ F SR L2 50me[VTRS |
0 . : . ; 0 : - : )
0 5 10 15 30 0 5 10 15 30

SRR AR5 SRR ()

B R R (pHE.8, B0rpm)

B USSR B0rpm)

120 120
100 100
i 80 i 80
Heo H g0
% o AT (3, 500me) % 10 —— BRI (2, 500me)
20 —— L F S 4 L §E250me VTR | 20 —— . 2 F Sl & 2 B2 0maVTRS |
0] L L L d 0 . . . !
0 5 10 15 30 0 5 10 15 30
SR IR R () SEHERIISRI (2
WHZEE ORI OHIERE R (1) EHEH R
[Fl#E%C (rpm) 50
BRI pH1.2 pH5.0 pH6.8 7K
HEREM (4) 15 15 15 15
i R HE A 95.9 96.2 91.9 90.0
(%) R LA 99.1 100.2 97.2 99.1
(0]
7% (%) 3.2 4.0 5.3 9.1
] 85%LL 85%LL 85%LL E 85%LL
| FEE
SIF£E10% AN | X03£10% LN | X03x10% N | Xi3+10% LN
HE Bk Bk Bk ke

13



B HZEE O RIS IEOHERTR (2)E % DFE =R

(2) LRFTEHX LEES00mg [VTRS |

(%I EHL O LY PRI SRR A R 742 ) (P24 4 2 A 29 H —HE SEREATR 0229 F
10 5) IZEESE, L _XF T X A8 500mg [VTRS) LHEU#EY (500mg) DIEHRERE 3 L 7-5E
R LARF T X LFES00mg [VTRS | IZWTHORERIKEIZ I T HEE B 2V EEL U 28 0%

PMEDHEREITEA LT,

[F#54 (rpm) 50
AR pH1.2 pH5.0 pH6.8 7K
HIERER (43) 15 15 15 15
) RSN 99.1 100.2 97.2 99.1
R LA
I KAE 99.8 101.3 99.6 100.3
(%) /Ml 97.4 96.7 94.9 96.2
K= -1.7 -3.5 2.4 -2.9
+15%8 (1 fELL
) 0 & 0 & 0 & 0 1
HERKE | T)
£25%i (72 L) 0 & 0 {1 0 & 0 {1
HE Bk SRy Bk Sk
18)

kiR E AR IR BRI [AlHR%L
2N RV pH1.2 (A AFER s BT 1K) 900mL 50rpm
pH5.0 (¥ 7= Mcllvaine #EfEK)
pH6.8 (H A 5 5 s HARER 2 2 1K)
K
90 B S pH1.2./ 50rpm) - B IR FE B (pHE. 0,/ 50rpm)
100 100
e B0 ¥ 80
i®
H 60 % €0
? 40 —o— fREERE (55, 500me) X —— S (5T, S00me)
é 20 ——L N F SR LGS 00me[VTRS ] 20 —o— L F AL FFE00me VTRE
0 . ‘ - - ) 0 ‘ . ‘ - :
0 5 10 15 20 45 0 5 10 15 30 45
SRR B (5) EERIREEEE (5

& RS R (pHS.8, B0rpm)

120
100
# 80
t
5 60
—o— RHEBL (SE7I. 500me) o 40
—e— L F SR §E500ms VIR 20
: : . . ; )
5 10 15 30 45
SRRIEIREEE (53

14

B HE RS R (2K B0rpm )

—o— {EMERIE (47, 500mz)
—— L F SR L FB00me[VTRS

0 5 10 15 30 45
R R LRI ()



VA 2R B O FRUME O E RS SR

[Fl#s%L (rpm) 50
BRI pH1.2 pH5.0 pH6.8 7K
HIERER (57) 15 15 15 15
HEE A A 93.1 87.5 +94.7 95.1
T HE
(%) R LA 95.9 96.2 +91.9 90
(o]
7% (%) 2.8 8.7 -2.8 -5.1
) 85%L4 I 85%L4 I 85% L4 I 85% L4 I
) E He
SAFE15% LN | IF£15% LN | UF£15%LIAN | I3+15%LIN
| E e e e e
10. &% - 8%

(1) EEFBDELGRE - A%, NESRKREESE - RICRT 1R
A LR

(2 a%
L R_RF T X LEE250mg + $ 500mg VTR S |
100 $2 [10 8 (PTP) X10]
500 §& (/N7 ]

) PHEE
PPN

4) BROME
L RF T X LEE250mg + $ 500mg VTR S|
PTP v —h: AR 7FavL o, 736
ARV NZ) ARV —RV=F Ly, v 7KL

1. AgRREHIhLIEHE
BrizZz L

12. Z0fth
PARPANA

15




V. BEICEI SIRE

1. BHhREXEHR
OTANAVEBEDENRE (ZRIEERIEREZED)
OMDIMTANAETHRLGHRNRBOONGEVTANAVBEDRERKREICHT S TANAEL
DB ARE

2. SHEEXEIHRICEET HFE
FEEN TR

3. RERUVRE
(1) RERUAEOHES

6. AERUVHE

RN B, BACIZLRF T2 AL LT 1 H 1000mg %2 1 H 2 =S
BUIERIZE Y 1 B 3000mg %48 2 72\ W Tl BT 5 08,
HIFT1HMHEEL LT1000mg LT 2179 Z &,

AN IEE, 4 ML EO/NRIZIZL RF T X AL LT 1 H 20mgkg & 1 A 2 [BNZ T TROEZ
59 %, 728, JERIZE Y 1 H 60mg/kg % 2 72\ O EPH T BT 5 A3, HEIE 2
U EoRFEZ&HITT1 HHEE LT 20mgkg LA FT2175 2 &, 7272 L., K 50kg LA =D
INRTIE, A ERICHE - HEZHWD Z &

ST TRAKRE TS, 72
I 2 WRELLEOREZ

(2) BERVARORTEM - 8
LR L

4. RERUVAEICEETIEE

1. RZRUVAEICEAET IR

1.1 AFZRERRFEAEIC S L THERAT 258123, o TANAIKE T 5 2 &, JRERIRIE
VEWZ 9~ 2 AF B P 5 C O EEARFBRILE E L Cuh7guy,

1.2 BHREEELZ AT 2MRANBET AR EZ R G T L2556, TRICRTZ LT F=0 207 70 2HE
5B L U TARAIOR G ER O GMBZHE 2 2 &, £2, MRS 220 TV D AR
TiX, 7 V7 F =227 V7 7 AMAG U7 1 HHEICIA T, i@ 2 5 L 7= % ICARFI O
BINEEEZITH) 2L, B, ST TRLTWAHELRUCHEIFZY I 2 b—r 3 URERIZESS
DThHHZ Db, BEZELICEEBEICBZE LN, HIEAOCHEZHE T2 &, £70, B
REMEEZ AT 5/NEBZICONT L BEREOREITIN U T, AR 58 K& O 5-fks 2 i 7
LI EHEECKRET S L, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 &[]

FrEyTe - —
7 Ziljiiﬂifx =80 =007<80 | =80"<30 =50 %f§5£i§§g 5§$$§§ﬁ§£§
o 1000~ 1000~ 500~ 500~ 500~
1 A& 3000mg 2000mg 1500mg 1000mg 1000mg
1 9] 1 [A] 1 [H] 1 [A] 1A
SR E SRy 500mg 500mg 250mg 250mg 500mg 250mg
1 H2[H 1 H2[H 1H 2[H 1H 2[H 1H1[H
1 9] 1 [A] 1 [H] 1 [A] 1A
HERG & 1500mg 1000mg 750mg 500mg 1000mg 500mg
1 H2[H 1H2[H 1H 2[H 1H 2[H 1H1[H
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1.3 HEOIEREREEFDOH 2 EE T, WEToOZ LT FUEAMETFLTEBY, Z2LT7F=07

T T AMED S TILBHERERE E O 28/ N T 2 rIREEN H D Z L h . LD IKHEN S B
By n bbbz, MEIEREZBE LN OHELOCHEZFHE T2 L, [9.3.1, 16.6.3 =
e ]

5. ERERRL#E

M

)

@)

BEKRT—2 Ny r—
MR L

MR ERR
KR L

R RS RRAER
KR L

(4) HREEAOAER

1)

B REE A RR

(TANABEDRDFEE (CREERIEREZET))

ERNFIAERER (A, BHIEREX

BT CAmi BB SN D BIEE AT 5 16 L EOBREEZRLLE LT, LXFF7E X L1000
~2000mg/ H (1000mg/ H % B 5-HUZFAED 2 H LT 5513 2000mg/ H (28 &) X% 3000mg/ H (5
TEOFIIZ 330 57, 3000mg/ B IZFREIHY) 4 HANS CROKS Lic s &, FEFHMHEAE Th
% 1000~2000mg/ H BED AR 2B 5 6 » HFIRIEHKEE OEIA 1%, 73.8% (45/61 )
T - 72,1000~2000mg/ A DI ALFEAG & T 1 EMZEMEN LB E OEIE 1T 59.0%(36/61 1)
Tholc, 7z, 3000mg/ HEIZEK T 5 6 » AMBIEEEBHT OEIGIX 22.2% (2/9 i), 1 4%
TR BE DEIA1E 11.1% (1/94]) Tho7- 19,

RIVE R BUME 1L 54.9% (B9/T1 ) Toh o7z, FRENEMITMEIR 32.4% (23/71 ) TH o7z,

ERNE I/IMHEAR (BRA. tREE

L RFZ 4 A 1000mg/H, 3000mg/H KON 7 vR%E 12 BEEOEE BEFOFITADAIKE
OPFA) L-Ha, FEHMEEE TH 2l H 70 OB FIEREBORIITEO LB THY, 7
FRREEL LARF T X AR (1000 KT8 3000mg/ H) W ONZ LA_F T & % 4 1000mg/ HEEDORK T
HEHEN R A EEMED LR (22 p<0.001 I TS p=0.006, FH5#EZ K1, BEWIcE
DR LTl B 72 0 O RIEEE A AR E T AN, B, SFHHCBIT S 50%
VAR Z—L— b (BdH70 OFFIEREDSBIEEIM & LT 50%2L i Lz B 0FIE)
X, 77 B ARRE 13.8% (9/65 {51) . 1000mg/ A BE 31.3% (20/64 1) . 3000mg/ A B 28.6% (18/63 i)
ThHhotlz20,
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BHT-Y DS FEiEREHY TS EREIT BE D
{51352 . ] [95% {5 3B X
= = HAM ST A R (%) (1p1?§) ;
75 R 65 2.73 2.67 6.11
18.8
1000mg/ A& | 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) BRI M ORI A R O 7 7 — & D341 > TV DIE IR

b) R

) SHEALFRIRR T S < b

d) BHHEAER 7, BIEMEICIT 20 W Ll b7z ) O FAERE A L & &3 5 LW
H E I P S OV 1 ] oD B I F8 B 1 1000mg/ B # 5-8F T 56.9% (41/72 1) . 3000mg/ H #% 5-
FET 54.9% (39/71 #) T -7z, EZRBIMFEMIL 1000mg/ H = 5-H T, IR 13.9% (10/72 #1) . S0
B 8.3% (6/72 B1]) . ¥ZEIMED F > 8.3% (6/72 ) . 3000mg/ H - 5-F¢ TR 9.9% (7/71 ) . 54

FHK 8.5% (6/71 ) . FEMED E N 5.6% (4/71 fi]) T -7z,

ERNFIAERER (A, FRAKREX

LAF T &% 4 500mg/ H, 1000mg/H, 2000mg/H. 3000mg/H M 7T &R % 12 HEE#E 055
BEFOFLCTAPAE L DG Licha, FHEHMICI T 2 BRI 5 Ol & 7= v O3 AE
[ (R i) 12, R 12.92%, 18.00%., 11.11%. 31.67%M& N 12.50% TH v, FE
FHMETEH T 5 L_XF T H L 1000mg/ HEE, 3000mg/ HEER N 7 B REED 3 FEM T oA M
2B D BIEWIRND Ol &7 0 OFRFAEEED I, FatEN R A EZITED b kol
(p=0.067, Kruskal-Wallis /&), 72d5, FEEIZBIT D 50% L AR X —L— NI, 77 vREE
11.6% (8/69 #1) . 500mg/ H#¥ 19.1% (13/68 f4]) . 1000mg/ H #¥ 17.6% (12/68 #1). 2000mg/ H £
16.2% (11/68 i), 3000mg/ H #£ 33.3% (22/66 f5l) T ~7- 2V,

A B 1 ] K OVREA A ] 0 IR RS BUAE S 13, 500mg/ H % 5-8F 60.6% (43/71 1) . 1000mg/ H % 5-#%
61.4% (43/70 #i) . 2000mg/ H # 51 58.6% (41/70 ). 3000mg/ H #¢ 5% 64.3% (45/70 i) T
BHotz, ERBIVEMIL 500mg/ B £ 58T, SIHASR 14.1% (10/7161) . FH#19.9% (7/71 ), 7%
D E W 7.0% (5/71 1) . MR 7.0% (5/71 #), 1000mg/H #5-# T, SIHIHZ 18.6% (13/70
Bil) . AR 10.0% (7/70 f51) , 2000mg/ B #5-8F T, BIHR 17.1% (12/70 #) . #IATEK 15.7% (11/70
Bil) . #45 7.1% (5/70 Bil) . 3000mg/ H #¢ 5-FE T RIHIAZ 21.4% (15/70 #1) . fHIK 17.1% (12/70
Bl) . P EREIED 7.1% (4170 ) TH o1z,

ERRA#ER5HR

ENGE /IR (B, OFRIRIE) 258 T LB 151 Bl xtgel LT, L_XF T4 L 1000
~3000mg/H % 1 H 2 [/ TR O®EE Lz & E OO RIEREIZLLTO L B0 Th o7z 2229
ARBRICSIN U T-HRE D 5 B 76 B3 F D% S 7okt alBR ICAT LARBR A T L7 (24
~36 # AT16l, 36~48 » HT47{l, 48 » ALK T 28 fi),
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2)

6.00
() Bl
@ 500
Xz
=+ 5
S 2}; 4.00
g
)
oy
& 3.00
R
SX 200
S H 7 '\‘ (22)
()= P —o—4¢ (29) (13)
= 100 Jasn @507 55,
(1221D109 OO0 & do) a6y 85) B (75 (71) oy 6O
0 L, (39), N
\{\ PAs W\ Yﬁ ﬁ\ ?‘Vﬁ\ﬁ‘?’ \" << ﬁ\ ﬁ\ <<\ \" << ﬁ\ﬁﬂ\ﬁﬁ\ﬁ‘?gv
{s%@rg‘y\r{ %Q;/ 2 z\ z% DS /(b zb{‘b/ z@z@/@ &
A %\%@%%\%um«,bcfgs%b%qg@@@

A
BIVER R BIAEE T 92.1% (139/151 f5) TH o7z, E72FIERIZSMHEESR 55.6% (84/151 f41]) . EEJR
24.5% (37/151 fil) . IR 22.5% (34/151 ffi) ThH o7,

ERNFEIHERAER (NR)

BEAE DB T A AT 2 B B R M5 S AR WS RIEEZ AT 5 4 bl b 16 FoRiE O/
WBCAMABE T3 ML L LT, L_FTEH A 40 T 60mgke/H (KE 50kg LI EiZ 2000
1% 3000mg/H) 2 1 H 2 [INZ50 T T 14 MR A& G (BHFOHITANATEE OPFH]) Lz .
FEFHEE Th 2 BIEWH 6 O &7 OESFAERBOEAD FEO R IE (95%(FFE X ) |
43.21% (26.19%, 52.14%) TH V. FIEHE DR BFEH BT,

Fo, MR TADAEE 55 BT 14 BLIES L_F T X A 20~60mg/kg/H  (KHE 50kg LA Fix
1000~3000mg/H) % 1 B 2 [ENZ/3 1 CHkREE S LT & & OB BIEREUILL T O LB Th o1z

25)
o

20
() pils

16

14

12

EERILPRAY)

(73)

[ESAVIEPZE AR
[ep}

(73)

W72 OHFS FEAEBIEL D I

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

0 L L L L s _ L
(5201 Ek I 121 R 172 S A 7% 0 S A 13 7% 9 S M 13 7% o4 M L 72 s
(143d) 1H~3%J1 3~6%J1 6~9»J1 9~124)]1 12~154J]

BIVER R BAEE 1T 58.9% (43/73 B) ThH 7=, T72RIWEMIL. IR 42.5% (31/73 f5) TH -7,
F 7z, BAERRAEMEY EEA) X, FPEREE) 1.4% (/73 1), AImEREEE M 1.4% (1/73 1)
ThoT-,

REHHER
B R L
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(6) BHE - WEBAHRR
(MO TANAVETHRLENRENZEHOONGVTANABREDRERREEICHT IR TANAFEL
DB REE)
ER£RFEIARE (BA)
BEAF DOPLC A AIETH 2B EMHI RS O R WIREMNARIEEZFT 5 16 Ll EOTAM
B 251 Bl (HARN 43 Bl &Te) 2%5%E LT, LRXFTEH A 1000 # L < i1 3000mg/H
(1000mg/ H b8 52 Bt L, 55 8 il £ TIZHIEN A b4 1% 2 HRER T 1000mg/H 3>
3000mg/ HIZH &) L7 7 A% 28 MR DG (BEFOICTANAIELEOPFH) Lk &, &
BRI H CTh 2B 6 O &H 72 ) OSRERRFEIERBRD RITTRO LB THY, 77
TARREE LARF T X AREORB TR AR A TE 2D Hiviz (p<0.0001, £ 55 K& OVNE 4 [K 1,
BIEMIMICR T 2D 7 OFMRE RIS IERZ I & & 5 L080T) 26,

&7 0 OFRE R R ERED T TR REEL DFEY
i %k — " el [95% 15 HE X [ ]
B2 TR T 2(%) (pfi)
75 R 109 0.83 0.65 19.64 56.13
[44.02, 68.24]
LRFF8 2 L 117 0.89 0.16 76.98 (p<0.0001)
a) Full Analysis Set
b) i

o) REHLRVEHZRKF, BEHHICET 2872 OMEFAFEIERE 2 L& & 2 0o
R TEHIE AL 1% 23.8% (307126 ) Tdh o7z, EARRWERIZBIR 2.4% (3/126 #i) ThH-7-, =

7=, EREEBREERY GEWER) X, RPEABME 7.1% (9/126 #) . /MK 4.0% (5/126
B) . G EREORD 3.2% (4/126 ) Th -7,

ERNFELIAERER (DMR)
BETEDOHLT A AT o3 B EIHI RS DA VIR REIEEZ AT 5 4 mLL b 16 mokil
DO/NRTANABE 13 flaktgt LT, LXFT7&8H LA 40 XL 60mg/kg/H (KE 50kg LA X
2000 X% 3000mg/H) % 24 MHfE A5 BAFOFTANAIEE OFFH) Lz & HEFHEE
HToh 2B 6 Ol &7z ) OFRE MR IERIEIRAD Z 0 TRl (95%(E/IXH]) 13, 56.52%
(-15.74%,98.18%) T o7z 27,
RIME RSB 13 38.6% (5/13 fi]) T 7=, BIMEAILMEIR 23.1% (3/13 Bi)) | EBFER 7.7% (1/13
Bl) . 5EIE 7.7% (113 ), THI 7.7% (V18 #) Th o7z, £iz, EERMBREMREE @IEH) 1%,
LDEX QT TR 7.7% (1/13 ) Téh o7z,

RHMGERERR (RARVNMNE)
[ B AE [) 28 AR BB L < 13N REN S AR RER 258 7. SULEFRIE R 3 MR R 2 VR A+ D
72 20 WL I L7z HARNBE 44 Blaxtg e LT, A (16 5% L) TiEL_F Ik
% 2 1000~3000mg/ H, /NETIZL_F T+ F L 20~60mg/kg/H (KE 50kg LI Eix 1000~
3000mg/H) ZfEM#G Lzt & Y470 OMEMAFIEEZIIUL TO L EBY Th oz 2829,
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() s

(43)

«3) (19
0.8 32) -

B35 L x)

0.4 [ 59
' (36) .
41) .

(BB1 P97y B

0.4 v (38) (22) (1) (12) an

B 72 OHE M RFEEE R O R E

BIWEHIZEBUSEE 1L 38.6% (17/44 ) Th o7z, FRBWEHIIMIR 11.4% (5/44#]) Tho7z,
o, BRRBAESRE (RIEA) 1%, LEN QTR 4.5% (2/44 1), 77 =7/ b T AT =
7 —EHN 2.3% (/44 ), T ARTIXU@T I b7 U AT =T —E#IN 2.3% (1/44 f5) . C-
BOSYER BN 2.3% (1/44 1) . REHIN 2.3% (1/44 #) ThH o7,

(6) ARMER

1) SEAMERE (—REARERE. BREERARBERE. CARBERAT) . HERTERT 4 —
ARE. NERFTRERERONE
M Ln

2) ERBEHELTERTEOABTIERELL-HE - HBROME
A L7220

(1) Zofth
A% LR
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VI.

EDEE(ICHAT HEE

1. REZPHICHAES SLEVMXITEEMEH
Tx= by, IANRNTBEY ATt ) oA, 7atERA VIR Juaat A
AR F o, bETw—MROTE R X
R BEDH DB ORREIHRF IR OEFRL ST L5 &,

2. ¥E%H

(M

(2)
1)

2)

3)

@)

{ERESL - EFAMF

LRF T2 X AL, FEZERROEE LA AT v 3L ETFEE LR V] iRERO 7 A
INETZ A E 2A (SV2A) & DS 12 N B Ca2+F v R /LERE 9| HilaN Ca2+DilFEEIHl ¢ . GABA
BTN U ARBEETRICR T2 7 1 27 U w7 EOIH] ¥, AR @R 72 F b o] ©
7R EDRHERB I TN D, SV2A IZXIT DG B & FFECANAEY) T T VIZEBIT 2 B IEMHITER
EDOMICIFMBENRD END Z END, LRFTEHX AL SV2A OFEAMN., BIEMEWERIZ%HS LT
WHLDOEEZ LD T,

ENEEMITEHBRE
TAMAREICHT H1EH
HH R 7 ) == BTV THIRRKEETVNAETT VRO F LT TV — ik
BT VINAET AR E TR, FTORAMBIER 2R S 2o 72 30 8 AIRESHIGY v RY v 7~
A ANFLUT RIS AF U RS T R 0 Ba eI A = VR RSO
T v k30 2R T AT LEEERSTANAT v b (GAERS) 30V, BEFEMERE~ D A2 L0
MO, BMFEEZE R LTe CADABIET BN T, BIEMSIER %R L7z,

RTAMAIREER
RHEBELSANL Y RY 7Ty MZEBWT, ¥ RY 7R EIf L7z 89,

hiEmRRIC AN 5 EDMDERA

Z v b ® Morris KB BV CGRABKREICH B2 KF ST 3 n—F—n v FRBRTILES)
PEREIC B2 R S 72in o 72 30,

Fio, PRMEIRFEEE 7 » MTBW THRALLREEH &R L7z 39,

e FARINEER - R
MAEER e L
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VI. EYEREICEET HIEH

1. MBREOHRE
(1) ABRLEDGOSRE
MAER e L

(2) BERVRTHERIA-MFRE
[RA]
1) BEE®SE
BERERL A LT T & & 2 250, 500, 1000, 1500, 2000, 3000, 4000 ', 5000mg ™ (% #% 55
6 ) ZZEMERFICHEBIROEG Lz X, T XTORGETLRT T84 A0 MFEHFRE T 5%
VEIE 1R IC RS 2R L, MR (Twe) 13RS RIS DL T~9 Bl Th > 7= 360,
B[] 5B O BN R T A — &

&5‘% Cmax Tmax AUCO-48h T1/2
(mg) (ng/mL) (h) (ng * hr/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 0.6+0.2 925.2+102.1 7.840.8

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

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

K 6 5, EXIELSD
Cmax : B ML PRIEE  Tmax : 5 ML 7 B B EERE[H]
AUC : (i SEYI - R AR T A Tue o R0

o) ERNTERRSNEAFO 1 HEEEEGEIT 3000mg THh b,

2) REKE
TR AIC L AR_F T X 4L LT 1A 1000mg X 1500mg (F&%5E6%]) 21 H 27 H
MG L&, B5 1HE (FEHEEGR) & 7B (GfKEE SR oo
5% 2~38 BREIZ Cmax 278 L, £ D%K) 8 REMOTE B TR T Lz, 7o, g
T3 B HICIZERIRIBICET D L HER Sz 37,

S BN 2000mg/ H (N=6) 3000mg/ H (N=6)
PRTA TR | S R | IR G | SKIE R
Cmax(pg/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-120 191.3+26.7 | 318.3+63.2 | 253.7430.3 | 445.6+56.9
(ug * hr/mL)
Ty2(h) 8.0+1.4 8.3+0.9 7.5+0.7 7.740.4
SEHEESD

3) AREMIKARELEOBREDHE
fERERE A 25 Bl L_TF T H A 1500mg % 15 /A sriRNEE G 3 UIR &G L& &, L
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F T HF LOFWIENRT A= FTUTDOLIBY Tholo, HAFKGREE L T, AEFRIRN R
HHFD Cmax 13749 1.6 f5m <. AUC KU Tz (ZFBLL Tz, Zeds, LARF T X LAREARGREO

HE BRI PRI 100% Tdo o 7 39,

B G- RE OB ENT A — X

TEEhRe R FRP 5 ROks LR b @
IRTGRA—H (N=25) (N=25) (90%{= #E X )
Cmax(ng/mL) 97.0[27.6] 58.9[37.0] 1.64(1.47-1.83)
(p?-gg/f;m 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)
Tuz(h) 7.11[11.7] 7.23[12.7]

A [CV (%) ], Tmax (T 5 e/ MIE- B A fiE)
a) mEEIRPI G DG

[/hR]

6~12 MO/NETAMABREICLRFTEX AL LT 20mgkg ZHEIRAKEL-ZL &, LFT

2 LAOIMFEREE T EGZITIE 2 RIS IEZ R L, {5 EET 6 BE Td - 72 3940 (SLEH

ANT—4),
E’g‘% Cmax Tmax AUCO-24h T1/2
(mg/kg) (ng/mL) (hr) (ng + hr/mL) (hr)
20 25.81+8.6 2.0(1.0-4.0) 22664 6.0£1.1

24 5 (Tue : 23 Bil) | “PHEEAEERE

4) EYFEHRFERER
<ULAR_FTEH ALBE250mg [VTRS| >

LARF T X LEE 250mg (VTR S 11, [GENEZR DO ERRIAF O 4220 R SRR 0 A

RIA )D&, VLRF T X LEES00mg [VTRS ) ZRERGH & Lz L& iRHzssic i
DSEEWTFRICRE L Hlp Sz v,

<LAR_RFTEH ALBES00mg [VTRS| >
TR AN B LT T Z 288 500mg [VTR S| &4 —4~7F8E500mg DFNEH1EE (L
FT7HX ALELT5H00mg) %, MERERFHEBEEOEL L TR L _XF o722 MREZRIEL, 561

T HENRE /ST A —F (Cmax, AUC) (22U T 90%[EHH XAIEIZ THEGHENT 217 - 727 5. log (0.80)
~log (1.25) DHPANTH v, WHIOLEYFHIREESHR SN (F nAFd——ik) 2,

MmEEHLRF T ¥ 7 LOEYERE T A —F

HIENT A —H BENRTA—H
AUCo-48 Crax Trmax Tz
(ng-hr/mL) (ng/mL) (hr) (hr)
LARF T2 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

T E R (n=22)
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MEEF L RF T2 ADOBEREHER
25 r

20

15

—e— L ~F 5+ & LEE500me[VIRS)
O A4 75 §E500mg

10 | (EAfE HHEERE, n=22)

mEEPIRE (pg/mL)

6 12 18 24 30 36 42 48

B (hr)
MR ONZ AUC, Cmax D/ T A — 1%, #RERFE ORI (R OBIEL - R % 05k
FHIC K> TR DATREMEDLH D,

(3) HEiE
MU ER e L

@) BE - StAXOLE
) REORE
HERERA 12 BIlC, LNF 724 1 1500mg & 221505 X3 R I IR R B Lis & &, 220
R & HE T, BT TUE Timax 2359 1.3 BFHIESR L, Crmasx (3 30%/E T L7228, AUC (7%
TdHhH-o7- 43,

2) BIRAROEE

O =8 Y
Tx= b COHBEFEETHSICT Y P a— L TE R WIS RIE T REMRIEEL AT DR
NTANAEE 6 Blx412, L_F T8 X A 3000mg/HAEPFHAFKG L&, 7==hA LD
I35 PR EPIR BN RE ST A — 2 (T E RIT S oo T,
Tx= b A Vb LRF T B X AORMBEEEICE A RIE S 2o 72 445 GLEAT—4),

VAV =] ol YRy NN
B 16 Bl 2Rt 5Z v afEt Y U AOEFRE TIZEWTLRF T+ % L% 1500mg
HugROEG Lz, Nurai@h b U AR LRTF T ' 2 AOEYEHREIZ B Z KT S 72
Sfce LRF T AL LT afRS U U AORYEIRRICEEE KIE S eh ol 49 GHEAT
—4),

CROBIEE (TF-IIITRXFFPF—ILRULR/ILTR FLILOEED)
TR Pk 18 Bl 2%t 5Riz, ROl (=F =LA FT7 U4 —/L 0.03mg X LR /L7
A LV 0.15mg ODAHIZ 1 H 1E) LRV F T+ H L% 1[E 500megl H 20 21 HEKER
G LIz &, LRFITEZ LI F VT A NI IF— VROV R S VT A R LD Y E)
25



ST A — 2\ BE RIE S 2o Tz, SHRE DM 05 AT 1 2 R OEATBAH AL E i
FEIRARIREE CHERS L, % MRS OB B RIE S anoTo, REDBHESEIT, LT T 4
ADFTIEI I BE RIE S ot 140 GREAT— ),

@rIxy

TERERR A 11 Bl &g, Ya% v (1H0.25mg % 1 H 1[E) KRL_FTEH A 1H
1000mgl H 2 [\ 7 HMRKERAKREG L7 &, LXF T E8Z NI T AF T OIEMBIRE /T R
— B E RIFE R o, VAX U LT T H AOEYERRICEELE KT SR o7
19 SEAT—4),

®IINTTFYY

7'm b r o RO ERIEREL (INR) % BAEORHNICHERFT 255, Y77 U o
B2 keSS 1 T DR 26 Bl &2t 51c, U7 7 U v (25~T7.5mg/H) RONL_FF
A2 11E1000mgl H 20 7 HRIXEROEG L&, LRXFITELXZAITILT 7 U RE
B ZKIEST, Ir e EURR b REB A T Rhole, YL T 7 ) b LRF TS A
DB EIZ LB F S 72057250 BHEAT—4),

®FarRx R

faEERR A 28 Bl & %512, 7 a X%y K (1[E 500mg % 1 H 4 [B) K OL_F T+ # 4 1[H 1000mg
1H2ME 4 BFRXKERAERG L&, 732V RILRF T8 X AOERYERRICITEEL &
EESR o 72h, ERGEHY ucb LOST OB 7 V7 70 A% 1% F&87250 WEAT —H),

2. EYEERN/NSA—4

(M

(2)

@)

(4)

R A %
MU ER e L

Rz U 33K EE E 3
MU ER e L

HEREEER
LARF T LEES00mg [VTRS] :0.0930+0.0078 (/hr) 42

QU7353VR
RN BARANKROSENDREERAKR O TANPAVEE (2 V7 F=0 27 )T 70 A 492~

256.8mL/min) 2>H G LN MBER L RF T2 ARET — X & FHC, REEFISEYERE AT
EAToT, FOREE. BTy 27 V752 (CL/F) (oxt LT, K&, M5, CLer & OWE
BT AMNAEE, BT O H A8 (VIF) (Zxh U CIRE, OF BT A0 A SRR OB O e
REE (EEEREA UL CADABTE) DREHFIICHERIK T & L THEE Sz 52,

NERR (4~16 %) KON (16~555%) O TAMNAVBENSHELN-MIET L RXF T+ 2 Lk

T — & & T, REEERSE BT 21T - 7=, F O %E . CL/F 12xf L TIRE K ORI T

P AVEE VIF 25t U CIRE D EF RIS B ORI E RO b AR 7 & L CHEE ST,

INEBR AN TANABEDOMSENEYEE 2 I 2 L —3 g LR, DNETANAERSE
26



|2 10~30mg/kg % 1 H 2 [AI#E L2 EmyEiEiL, mATANABREIC 500~
1500mgl H 2 [ 5 LB & [AE & Tl Sy 59,

6) HHEE
MUER e L

(6) Znith
MAER e L

3. B£MA (REaL—Say) @i
(1) A%
MAER e L

(2) IRSA—4LTHER
MAER e L

4. IR
MR L

5. 9%
(1) mi&-fRaBa P & iE
MR L

(2) mi&E-RaEEREFTEBTYE
MU ER e L

) ILitr~nBiTHE
MU ER e L

4) HEHE~DBITH
MAEER e L

(6) ZofniB@E~DBITH
HARNTADARE O RINT OSARERRIE, RHEM B REMAT OFE R 53 0.64L/kg & #EE S, 1K
PRI BTV M & 72 o 72, AMEBERERR A 17 B2 R8I L_TF T & L 1500mg % H AR
BehH L& 50 SAAEREOFEEIT 41.1L (0.56L/kg) THY . EKNHRAKSEICTVETH 572,

(6) mMiFERMEE

in vitro O ex vivo BREBROFER, L _XF T X AR OERHEWTH D ucb LO5T DILIE- A AFES
IL, 10% A T 5 5556
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6. ft
(1) REESERURBHRE
FELRBREII T 8T I FEOBEIIMAKSHTHY . ZHICKVERLSND DITERFFH O
ucb LO57 (WVARFIIR) Tha, 7eds, REHICIEIFLATEME L/ 57,

(2) RHMICEEET 2EBFR CYPE) OHFE. F5F
LARF T & LE, IFF b7 v —2a P450 ZAETEES Tl RBE S,
in vitro RBRIZB VT, LR_XF T8 X LK ucb L057 13 CYP (3A3/4, 2A6, 2C9. 2C19, 2D6.
2E1 X (N 1A2), UDP-Z7 v 7 o v fgtniisk (UGT1A1 KOV UGT1A6) K ON=ARF Kbk FrJ—
Pkt LCHEEREZRE R o7, F7-0 ATl MU v ADZ V7 b VBRI b 8L K
E S22 Do 72 58,

Q) VEFEAMEDEERUZDES
MAER e L

@) REMOFHOBFERUESL., FHELE
MU ER e L

7. HEitt
TERERR AN (B 58 6 #) 1L _F T &4 A 250~5000mg ™ % 22 IC HEIRE &G Lz b& 30 #
5. 48 Wi 4 F COFL- BRI 2 IR PR R ORI E I, RE(BIK L LT 56.3~65.3%. ucb L057 &
LT 17.7~21.9% Th > 7=,
SAE R B 4 B 14C-LR_F T X A 500mg & HERE O G Lz & & 55 #5548 Be% £
TICEERD 92.T%DBSRED IR TN D 0.1%BF PN HEI S 7z, #h- 48 FE#: £ TOR G &IC
%95 R PR IE, KRB E LT 65.9%, ucbL057 & LT 23.7% Th -7,
LARFF & S OPMEIT TSR ERIR A 18 M ORABE RN AY . ucbLO057 (ZITARERIA A1 & REENAY IR ABAE 7>
WHBIEH LT 5 59,
) ENTERINIAKIO 1 ARER S EIX 3000mg Th 5,

8. FSUARKR—E2—ICEAT H1EHR
BRI L

9. EHHI-k IMEE
DR L

10. BEDEREZHTIRE
(1) BHEEERE

EHSRE DRRIE D FTR DIRNPRE 2 K512, L ARF T X LAHEROKZE L&, AnToey
I UT T AIEREER®E (CLer : >80mL/min/1.73m2) & Hedg LT, BEMK TF#H (CLcer : 50~
<80mL/min/1.73m2) TiL 40%, TEE{XTFH (CLer : 30~<50mL/min/1.73m2) T 52%, ®EE{KT
# (CLcr : <30mL/min/1.73m?2) T60%MK T L7z, L _XFT7EZ AL uchL057T DEZ V7T 7 A%
JLTF = I VT TR HEICHBE LT 6,
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B g BHERE DL
e [ B TR T
(N=6) (N=6) (N=6) (N=6)
%E?minllﬂ‘&mz) =80 50-<80 80-<50 <30
Beh & 500mg 500mg 250mg 250mg
LRF T2 A
Crmax (ng/mL) 21.9 [31.2] | 15.5[25.3] 10.8 [24.3] 9.2 [30.4]
Trmax (h) 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- (ng - h/mL) | 166[16.5] | 248 [16.9] 169 [16.5] 212 [19.1]
Tz (h) 7.6 [6.9] 12.6 [11.3] 15.5 [17.5] 19.7 [26.5]
%ﬁ€min/1.73m2) 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/1.73m?)
ucb L057
Crmax (ng/mL) 0.36[9.4] | 0.75[25.8] | 0.57[26.0] 1.06 [29.3]
Trmax (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 (ng - h/mL) | 5.9[9.7] | 22.6[45.9] 18.7 [26.0] 57.8 [57.3]
Tos (h) 12.4 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) (17.2-33.3)

ST PAIMEICV(%)], Tumax KOt uch LO5T 0 T 13 9fiE (/I MiE- Fie K Ai)
CL/F : Ay s V772 CLR:B7 V7T 72

(2) MEBEFZERITTOSRYBHEESTES

@)

MAFENT %2 52 1 TV D KW ERERE E DO AR E 12 LT T & & A 500mg % BHTEA AR 44 BERERTIC
HEREORG L&, LT T X AOIEBHRFOHEI LT 34.7 B ThH 7228, FHTHIT
2.3 MERNCAHE LT-. L XF T & ALK Nucb LO57 OFBHTIC L AREDRITEL . 1%L N 8T% ThHh

7= 60,

I ENEE T A — X LRF T H N Ucb L057
Cumax (pg/mL) 18.7 [8.1] 8.84 [7.0]
Tmax (h) 0.7(0.4-1.0) 44.0(44.0-44.0)
Tuz (h) 34.7(29.2-38.6) -
AUCo- (ug - hr/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) -

BAT HA Y —DBREDFE%) 81 [7.5] 87 [7.2]
MR FAHT DT 5 (hr) 2.3(2.1-2.6) 2.1(1.9-2.6)
&‘fﬁﬁﬁ%ig -4 115.7 [8.1] 122.9 [7.1]

N=6, (T FEEICV(%)]

Tmax. Tz, CL/F. LT H OV FH-RN 3 Rl (s IMIE-fe KD

Frigtresas B

R K VP2 (Child-Pugh 703 A KO B) O AFFEEER FHIC LT T ¥ A& HERR O S
LIzl &, VRF T X LOEF I )T T ACEITH NI o 7=, EE (Child-Pugh 434 C)
DOIFEEIR TH TIE, 257 V7 T 0 ANRMERRADK 50% & 72~ 7= 6162 (SE AT —4),
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11.

@) EinE

EBRMEICB T L_NFITEE LOEYBREIZHONT, 7 LT F =27 U T T AN 30~TlmL/min @
WeBRaE 16 B (Fhin 61~88 1%) ZxfGe L U Calfi L7-f5 5, mlind CIIi I B 340 34% LR L |

» ‘ I REIR T3
SSZe fEFEA A [Child-Pugh| Child-Pugh |Child-Pugh
NTA=H (N=5) | s A /Y B /Y C
(N=5) (N=6) (N=5)
CLcr
(ml/min/1.73m2)o  |93-1%13.8| 120.8+11.9 | 99.6+13.2 | 63.5+13.5
L RFTEH N
Crmax(ug/mL) 23.141.2 | 23.6+4.9 24.743.3 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 | 224425 262+58 595+220
Ty2(h) 7.6£1.0 7.6+£0.7 8.7+1.5 18.447.2
CL/F
(mL/min/1.73m>) 63.449.7 | 62.5+8.7 55.4+10.5 | 29.2+13.5
S EESD
A LT Fv & LEEHOMHE

10 BEE & 7p o 7= 680 SREAT — %),

ZF it
MAEER e L
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VI. £2t (ERLOIESF) ICEI LHEEB

Dig#

ERBLEEFTDER
EESN TN

Re

2. BRHABLTDER
2

. BR (ROBHEICERELLZWNI L)
AFIORRS T w Y R FFEEI 6 UIEBUE OBERED & %

3. DEXEFHRICEET HFIELTOERH
FEEIN TR

4. AERUVHEAEICEEYT IR L TOEH
'V—4. MEAOCHEICEES2ER] 2207528,

5. EELGEARNIE L TOER

8. EELEFRNIE

8.1 HAPICBITA2REEDRMARHER N LTS P IEICE Y, TADARIEOHEEN X TANAER
RENRHOLDONDZENHHOT, BHEPIETHLEICIE, Dl &b 2 \ELL ENT TR~ IZ
e 57 SEEITITI Z &,

8.2 IR&., EES - £ - KEHEBRENEOIK TNEZDZ 0D D, ABBEOERSERRZ LM
WHAEDOBESIL, BEFESOREFE 0%+ R b, ERIMEEIZHIWE L, Gk A £ 5 Hki
EEITH BRI T REERLETH D Z L2 BRI ET L, £, IRKRERH S
PTG EITIX. BBV EOEIREMERAZ M O B OBEICEF Lnk 5, B ET 528,

8.3 S, BEEL, B, BE WREERORBMERSH b, BEEKICELZLHHDHDT,
AP G HIXEE ORBER OREO (L2 EBRBIET 52 &, [8.4, 11.1.6, 15.1.1 ]

8.4 BE KR OEOFMGEEICHEM:, A BRSO REAERIEILO FTREMEIC DWW Tl 21T\, [ERf
ERBICEK R A LofRETH L, [8.3, 11.1.6, 15.1.1 ]

(FFR)

8.2 —RAMIENAATADAFROEL 25T, ERLERESR OISV T ERSoRR %
B HNTHES LIokE R, FERIEIC L VIR ZE L, BITEREEZED 2 P r— AR TE TS T
AR TR RENAS A B ELERR O WG A BE DL ICHEICHBT L TELI AW EE R LR
ZEMD, AHEWRT Lz (BAEGBEERRERLEMRIAEEM - 5843 1 17 B,

6. RENDHREATIBEICHTIIE

(1) EfHE - BEEZEDHIBE
FEEIN TR
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(2) BHEEERE

9.2 BREEERSA

9.2.1 BHEREOHLESE
(7.2, 16.6.1 &I]

9.2.2 MEBMEZITTUVWSXYPBEREETOHLBE
(7.2, 16.6.2 &H]

(3) HrtpeREERE

9.3 FriRElEE R
9.3.1 EEFHEREDHSBE (Child-Pugh 5% C)
(7.3, 16.6.3 2]

4) HFEREZET 5F
RE I TV

(5) W
9.5 Wi
9.5.1 #lha ITALHR L TV A ATREMED & 5 2ol id, LLF D L 970 ) 27 B[ LIRE EOR NG
Btk a ERD EHE SNDHEAICOREGTDH L,
- b MZBEWT, EIRPIZLRF I X LOMHRENMET LI OWMERHY  H3 M) A XX —
RN % <, K THEIERTD 60% & 72> 7= & OWENRH D,
« 7y MZBWTIHREBITHENZE O bt T\ 5,
cEHEBRICB N T, 7y FTIEE b OBREER L [RIFLE DL OBREE TR B O E OB R B
O, REEIE, VO TEEMBRD b, VXTI, & h~DREED 4~5 (FORET
RESE, B E OBEME OFEOEMPRO 5T\ 5D,
9.5.2 AFI G Li-idmo b HAE L IRICE W T, B REYEETUEREE NS SbND 2 ERH 5,

(6) #R7L4%

9.6 $RFLIB
1B EOARIE R ORFLRBROARMEZ BIE L, RAILOMBIUTT IR Z/RET 25 2 &,

E MR ABITT D ZEMESN TV D,

(N MNR%E

9.7 NR%
IRHAERE R SUIHER 258 & LZRRERBRIZEN - I & DIZSEm L TV,

8) Eind&

9.8 W&
JVTF=r I )T T o AMEESE KGR, RERREMETT 52 SEEICKREG T2 L, g

TIEBHEREAME F L CWA Z AL, [7.2. 16.6.1. 16.6.4 ]

7. HE#%H
(1) $tHEZEREZFOER
FEEN TR
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(2)

StRTE L T DEA

FEEN TR
. Bl4EH
11. BlfEM
WOEWERNH oD Z LR H DB DT, BIEEHoI2iTv, BENRD SRk 52T

(1) EXLEIER & DR

1B %70 EHEY) R LEZIT O Z &,

11.1 EXGEIER
11.1.1 hEMREIERIERMLE (Toxic Epidermal Necrolysis: TEN) . F& & %5 B AR SE 1% 8 (Stevens—Johnson

FEIREE) (WL BB AR
FEE ALBE, K - DA, £ HFE, WHER, IRFEMm, ARNREORENRD bNGE I3k b5 %

kL, @ERLEZITO Z &,

11.1.2 FEFIEBBERESRSE (GEAH)

OMEHER b LCRI, BB, BN
Y L SERHIES & 5 IS O TS RBRUER N D BN 2 LR D, B, E hALRR YA
LA 6 (HHV-6) 5500 Y A L ADFEEHLEFED = ENB <, G b IS, ok, FHAEREss

U UoNEIERR, BmERHEIN, AFEREkIgZ . W

DIERD R D D5 VLB T D 2 ENHLOTHEET H I L ),

11.1.3 ERLGMAERE (L)
PLIM BRI BERRRIERAE A BRI G P ERIA . MR D B s Z LR S,

11.1.4 FR&, B (0T b HER)
FRA, RSO BEBANRENHLDND L Bb 5,
1.1.5 B (i 19)

WLV, B B, B OERD B b b ) | HEERIEO LR SR bR AIIT RS
EHIE L, WERLEET L.

11.1.6 ZEE, BRER (Wb 1%AK)
Dy, BEEL, fRAR. BUE. BBMEFORHIERSH S b, BREMICEDL Z LB H D, [8.3

8.4, 15.1.1 &/#]
11.1.7 HBBUREARE (BEERH)
PR, WAk, CK k&, M RORPI ATty RN S S b Ak sr ik L,

WAL % 1T 2 b
11.1.8 BEBESE (ALFH)
11.1.9 BEAERE (AL FY)

., WHIREN, MIE CK LS. IR, MIEOLE), EMNE, RITBS, EmKORNESRH S bh
SO GBI L, A, AR, PREREORYRMEATTS 2L, ¥, 348
EURE LD BHIEOIE T B b5 2 & ib 5,
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(2) ZofhazEI{ER

34

11.2 Z ot DEI{EA
3%LL 1 1~3% Al 1% AT N
WE)ME D E W | R ] EEL | W, BS. EEIEE. 4) | SRR R ]
(10.4%) . FH ¥ | HEHk, SHRIENE, € | R, EEhiE, ﬁ%%% % SYENEE, ARREEL
(11.8%), RHAE, | #, 405> L, BB EE . P KB AR
) IR (27. 9%) G RLE, BHEATE %ﬁ BTk, BT 7
Pt HEEERE, R, VAFZFRY | h—EiER), EIR,
—. RL, ARIED F U, HE | TAAHEE, M
MRRE S, BRORVESENR . FE0hR | B rEREE
MRS, N= v 7 FIE, B
RN Tt IR S5 | IRZ 9 FEE,
AR B
FERINE
U HRER R i, ek, gk
i RZMEI, /MR
B A i ER A
n. [ i Bk
BB A LEM QT LR, it
R, (AL, THI | MRPIZ. FRiZ, BT | WA R, NER IR
Hitas B, B, O | B, R A &
Nk, R,
JFF A ALP #4/0 JFHsBE B
fEEZE . SR R | IR
WAPR - AEHH BERGE . PR R
s JRPEHBBME. AR
IR e
SRIHTEZE (30. 2%), | Bk, Mk, & | S, flik
g WHEMEIER SR . B | T TSR, A L
B D JAE T Bk
KRR OHE | BRRIE
- 1835 Fef§ e, % D FESE, B | BARSE, HM~ LA HRIR | ZIALBE, B
B, SE s, R FHIE
P i . FRAE. A | SRS, DURBOR. ARIIRR
FRRE., RIS
R A Hng [ETHEE 6D F
oo feREk, A, (R | P RY VR Y RN A, BT, RIVEEIE, | FEC X B A
) BN, Mo . IREEHEIN | iy ) i A (B g 2ME5)
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10.

11.

12.

BERS

13. BEERS

13.1 fER
SNEOTIRGEREIZBNT, LARF T 8HX L% —FIC 15~140g IRH L7223 dH 0 | IR, sk, &
B B LV, RER NS R O HE IR STV D,

13.2 E
AFNTIMIEBHTIC LV BREFETH V. I L TODIEROFREE DS U THiEENT O£l 2 Z B+ 5
Z &, [16.6.2 ]

BRALOEE

14. BRALOIEE
14.1 HRIZAFFOZTE
PTP w03 AIX PTP v — bl L TIRAT A2 L5485 52 L, PTP > — FORBEKIC L
D OB EE R A~ L, IR AR U CHEBRIAR SO REELRAIHEEZ IR T D 2
ERH D,

ZDfDIEE
(1) ERERGEAIZE D C1E#

15.1 BRERERAICE D < 15

15. 1.1 MBS CHEE SN AR 2 EEE O TANAIKICEBIT D, TAD A, Rt B 25 &
L72 199 O 7 7 2R RERRBROBFHERICB T, BARELOCAREROIELO U A7 23,
PLCAMDAEDIRHABECT 7B ARBEL I LT 2 5@ < (MCADASERARE : 0.43%, 77k
AEE:0.24%) . FUCANAEKOIRARETIX, 77 B RBEE 1000 AH720 1.9 AW &GRS
iz (95%(EHEXM : 0.6-3.9), 7=, TANABREDOY 7 7N —7"Tld, 77 8HREEE 1000
ANHTED 24 AW EHRE SN TS, [8.3, 8.4, 11.1.6 ]

15.1.2 SMEARA TAD AR 1208 a5 L L7 7 & ARHHREGRRER O RS T I B ) T
FERERRPEITEEIR O E G (BORME, k., &0, R, WK, BEAGE, #15 o, HEIR%E
. MR, EENEZ . SRINE, R, ARRRE. AR OFBURIIAAIRET 18.3%. 7T
TREET620CTH o7z, RIS, AENNETADABE (4~16 1) 198 FlaxtgL Li-7T+&
RRTHREEIREBRIC 1T 2 YA HHFROBBIRIIAKIRET 37.6%, 77 EAREET 18.6% Th oz,
T, AMEANERCTANAERE (4~16 %) 98 Fil k5 & U= 585k Re Kk O TENC 6~ 5 2 % 5T
filid2 77 B AR HRERARBRIC BN T, SRRIBREETTH L8, 77 AR L bl L CHENITE)
DEALHRIE S Tz,

(2) FEERERERERICE D < 1H#R

FEEIN TR
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EUMEEHER
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X. EEMFHICHAYT HEE

1. RERS

& Al LT T X AEE250mg - 500mg [VTRS |

) EE-EMEORGEICLVENTL L
BRIRSY « LRFTRvZ L FE LR

VIloE JUsE S

2. B3R
HEhIM - 3 4F

(Mv. ®WHNCEETHHEE ] © 6. WHOKFESM; TICBT HLEME] OHBR)

3. axRETOrE
R PR AT

4. MFWVLEDZEE
TAIER—@lEE LT T ATy 7 R MVEEERER ITIRR AT TRFT D 2 L,

5. BEMITREHM
BEMERLTA R HY
<FVoLEY : HY
Z DD BHE TG

LARF T H L5 [VTRS| ZIRAESNDEES AL ZFKBED T~

https!//www.viatris-e-channel.com/viatris-products/di/detail/assetfile/NBZ57Q003A_fi % 5 & &
o (LRFZEF LEE) _260312.pdf

[XIMT—2. ZOfhoBEER) DIESR

. FEl—F5 - R%hEE
Al —pi oy 38 -
FREELL . A — 7T 5 250mg + 500mg
[ %h 3
FERIXY, METVw—h, IRXRUFU 7P LA V=3I

N/ = b R -OA VAN
S FafBEr NV A, IRV EU KRR T 2= AV

. ERRBEESEAR
1999 45 11 A 30 A

37



10.

11.

12.

13.

14,

. BERFEARBEABRUVEARES. EEEENKEAR. REMKEAR

. 3 AR B AR e A FE VR Y .
We4 TR W BiAa A A
H#AHH FHH
LA_F T v H LEE
30300AMX00422
250mg VTR S|
202148 A 16 H 2021412 4 10 B | 202241 H 17 H
LARF T ¥ X LEE
30300AMX00423
500mg VTR S|

AL LR

BEERR. BERRARFABRUVZORE

AR ONANA

BHEEHRE
AL LR

REMERICE I 5158
AFNE, PRAEAR A K OSSR R ORI 2 D & ARG R 2N E 0 L Hrn % (CERk 18 4
JEATHIA SR 107 5) O—#& &E L7 Wk 20 FEA T BE 5RE 97 5 (Fak 20 453 A 19 A
1) O THRIEHRIC ERDER T DT DR ] IZIFRES LR,

. PREXEHREM. AERUVRABRZEEEMEOFABRUVEONE

£HEa—F
- HOT (9#7) | JEAEEEMELE | FEEEL2—F | L7 NERLH
e
o IR 2 — R (YJ =—F) VAT AHa—F
LARF TR LEE
128757802 1139010F1040 1139010F1040 622875701
250mg [VTRS |
LRF TR LEE
128758502 1139010F2047 1139010F2047 622875801
500mg VTR S|

RERMGHT LDOFTE

AANL, REZIR EORFEEHK MK LT 5,
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7) Kaminski RM, et al. : Neuropharmacology 2008 ; 54 : 715-720
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LR SCEE - 25, 2009
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FENERE © et ER OIERER) (L _F 72X AFE 250mg VTR S))
FENEEE - E R s (L _F T4 L5 500mg [VTRS )
FENEERE - EERR (BEIRAARR) (LT T8 F L8 250mg TVTRS))
FENEEE  EERER (RERERER) (LT T &H L5 500mg [VTRS))
FENE R} - A ERIEO LR EERE (L _XF T ¥ L8 250mg [VTRS )
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