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__________________________

—— LAFSEELEIS0mg T

20 o-- B
04 : ; : ;
0 15 30 45 60
BERA(5)



(LARFZ &4 Lgg 500mg T
BIEEI ORISR T A R T4 2 CERE 24 422 H 29 H 3RATRAIE 0229 55 10 =) (2 U TR
% Fhii U7,
TEHERIK] | A — /477 §E 500mg
AEAE | BARERS —BEBRE WHEBRE O RAE)
ABR A - 900mL BRI DI : 37°C£0.5C
pHI. 2 TEHEBREE 1K

SRR o pH5. 0 72 Mcllvaine DFEEHK
- ElEs/ BB | 50rpn T —
pH6. 8 VAR 2 )
K K

[ R e ]
FRERBUFIA 15 43 LAPIT ) 85% LA A4 2 7>, U 15 4312351 % BRBR I 0 SE14) 1 HH =R 7S s e K1 o S
IR E15% OIS D,

URE R ]
T 12 Xy L ORI (%)
mlER | RBRIK (57\)”“ LRF T & X LEE P s HE
500mg [#54k) 8 -
pH1. 2 15 98.2 92.9 5.3 A
50 pH5. 0 15 98.4 88.5 9.9 A
rpm N
pH6. 8 15 98.0 89.5 8.5 ey
7K 15 98.6 92.4 6.2 A

PLEDHER LY | TXTORBREMHICEW TAEHZBE OBPMEOHELEITE S LI27o), LT T8 X L
500mg [HFAK) (FARHERGH L @A L TV D LHIE S iz,

120 H1.2/50rpm 120 ¢ H5.0/50rpm
100 100
= 80 = 80
i E
# 60 Z 60
% %
40 40
! T LTI LRS00me FH [ e LRFSeaLgs e B
20 ---0-- {EEEA| 20 [/ ---0-- {EREA
0 S . . . ' 0 6 . ) . '
0 15 30 45 60 0 15 30 45 60
Bl () g ()
120 HE68/50r0m 120 /50rpm
- el === e - Fiot == g
JQ'-

= e e e e ==

(£ ) B

—— LRFSH R LEE500mel FHk) —— LAFSH L E500me T F

oo fEmEE ---0-- IZEEH
15 30 45 60 15 30 45 60
B (43) Bl (53)
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10, 255 - A%

(1) EEARBELGESR - O, NENFREERSR - SFICHT HFER
FE LR

(2) a%
(LAF St 4 L 250mg T2
100 & [10 & (PTP) X 10]
300 g DR, 7]
(LRF St 4 Lgg 500mg T4
100 2 [10 2 (PTP) X10]
300 g& [, T ]

B) FREE
Y LR

4) BHBROME

(PTP E%& %)

PTP Al : WU =/ RY 7o N IAFaxF LU EET 4V h, TAI = LE
W TNAI=T AR TFIR— T 4V A
%5

1. BlgRH SN D EME

M L

12. £

AR L
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V. BEICEYT HI1EH

1. ZEEX (IR

ASHEER [TRHR
O TANAEEDEFNE (CRMEERLREEL &)

O DI TANAIK TN ENRBD 5NN TANAERE ORERARREIEICHT 2 TADAIE L OB
ik

2. MEXIIHRICEEYT HIE

BRIE I LTV

3. RERUVHAE

(1) RERUVRAZED#ER
6.FAERUAR

R R, RAIZLRF T LA E LT H 1000mg 2 1 B 2 [ENCS T TRAOKET S, 2k, ERICK
D 1 B 3000mg %88 % 72\ VELPH Ol EEEET 5 28, HE T 2 ML EoRIRE A B C 1 B AR S LT 1000mg LA
TFo1TH 2L,

AN EE ., 4R EO/RNRICIEVRF T X L LT H 20mg/kg & 1 H 2 [BIC/T TRAKET D, 2k,
FESRIZ X D 1 A 60mg/kg Z 48 % 72 \WVEPH CHE T HIR T 2 23, MR 2 @MU EoMBEEH I C1 BAEE LT
20mg/kg LLF9°29TH 2 &, 7272 L, IRE 50kg LA EO/NRTIE, BAERUHE - AEZHWD Z &,

2) RZERUVAEDHRTERRE - RBR
L L

4 RERUVRAEICEHET HIE

7.RERUVEBRICEET 58
7.1 AR ERERARFEICKT L THERAT 256120, ot CAnAEKE AT L Z &, MERARIIEICKT 2
AN EAR P 5T ORARRBRILIN L T,
7.2 B EZ AT 2RABE AR ZRGT2548F., TRIORTZVTF=v 7 U T TV AMEESBL L
TAAKOEG &R OEGMREEZRGI T2 Z &, o, MRENTEZ T TWAREABRETIE, 7L T7F=2271
T 7 AMEIG U 1 B ARSI A T, MiRENT % i L7 RICARR OB 2175 2 &, 2B, ZZ TR
LTCWAAEROCAEII I 2 — v a VHERICE SO THE I b, BE T LICHEBICBLZ LN
b, HERUCHEZRET 528, £, BEERELZET2/NUEFIZOVTHBHEOREIIS U T, K
oG ELOEGHERBERGST 572 SEEICESTAZ 8, [9.2.1, 9.2.2, 9.8, 16.6.1, 16.6.2 & ]

JVTF= I UT FEHTR O MR ZEAT %
_ . >80 >50-<80 230-<50 <30 ) .
Z A (mL/min) BREEE | OWMTHE
1 HRE5E 1000~3000mg | 1000~2000mg | 500~1500mg | 500~1000mg | 500~1000mg
‘ 1 [9] 500m 1 [=] 500m, 1 [=] 250m 1 [=] 250m 1 [9] 500m
RGeS AN o ¢ ¢ s § & 250mg
1A 2[H 1 H2[H 18 2[H 18 2[H 18 1[H
o o 1 [=] 1500mg 1 [#] 1000mg 1 [=#] 750mg 1 [@] 500mg 1 [#] 1000mg
et b 500mg
1A 2[H 1 H2[H 18 2[MH 18 2[H 18 1[H

7.3 HEDOHEREDH HHBE T, HETOZ L7 F U EAMETLTRBY., 2L T7F=0 2 V770 Al
MO TIEBERERE E DR E 2/ N A RTREERN b D 2 L v, L0 RAENORBT D & L i, EEIC
JEREBIE LN O HEROCHEZRE 52 &, [9.3.1, 16.6.3 &[]
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b. BRPRKRLE
() BERT—2/1\vr—2
BB L

(2) ERPRZIEIREAER
R L

) AERMERRHER
R L

(4) tRELAERER
1) AR

(TADAVBEOESFHE (ZRELBIEHRELZET))
1711 EREIMERER (A, BHRIFEE)

BT CAMA BB SNTZENRIEE2 BT 5 16 MU LOBEEZRLLE LT, L_XFFEH 2L 1000~2000mg/
H (1000mg/ H % % 5-HIZRAEN B T2 8A 1 2000mg/ B IZBE &) XX 3000me/ H GRIEOHF I b 5T,
3000mg/ B IZBRHIHHE) & HANC TROKE Lz L &, FEFFMER TH 5 1000~2000mg/ B # D K7 H &
IR 5 6 5 ARIRIEEIEE OEIEIE, 73.8% (45/61 ffil) Toh-o7z, 1000~2000mg/ A BED K ALFEA A & T
D 1 FEFFIEERBE OEIA 1L 59. 0% (36/61 ) Thot=, £7=. 3000mg/ HEEICIIT D 6 » AFIFEIEN KA
FHOEAEIT22.2% (2/9 6, L AEMRIEHEAEZFOEIGIT 1L 1% (1/941) Tho7?,

RIVEAR BB L 54. 9% (39/71 fil) Thotz, ERFEIWERITEENR 32. 4% (23/71 ) ThHoTo,
17.1.2 ENE O/MAERER (A, StAEEX

L AR_RF T4 5 1000mg/ H, 3000mg/ B RO 7R % 12 8BEOEE EEFEOPRTADARKEDOHRH) Lz
BA. FEFMEEE CHLE B OFMSFEEEEBDRIITEROLBY THY | I ERHEL LT TS
LFE (1000 TN 3000mg/ H) WONZ L_F T+ & A 1000mg/ HBED R CREHFI B EBENRD Lz (Fh
2 p<0. 001 W TNZ p=0. 006, HHEZ KT, BIEEHIFICIT 5B LIm il &2 ) OFSFIEE S & 34
BL TS8OI, 2B, BRICBIT 5 500 AR X —L—F (HbH7=0 O FEMERIE A BIERMIR &
AT 50%LA i E LA OEIS) 13, 7T 'R 13.8% (9/65 ). 1000mg/ A &£ 31. 3% (20/64 ) . 3000mg/
HR¥ 28.6% (18/63 ) ThH-7=9,
= 17-1 o FAEREE 5

&7 0 O FEAERIE > 7T B ARBCH T B R O D
% . - [95% (5 #E X [#]
WA | FEmMRE [BvE %) ' ’
(p fiE)
75 v AREE 65 2.73 2.67 6.11
18.8
1000mg/ H #% 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/ H B¥ 63 3. 44 2.08 27.72
[10.7, 33.6]

a) B J OEM IR O 15 7 — & A3 > T 2 SE BT EL
b) 15l
o) RISV IREE B I B < i
d) B G52 R, BIENFNICRT 2/ 5EHR LZ 872 0 O3 ERIEk 2 LA & & 3 2 8T
R R R ORI 34 R 0 B RS BUAR S 1 1000mg/ B B 5-BET 56.9% (41/72 51) . 3000mg/ H & 5-F£C 54. 9%
(39/71 ) TH-o7=, EZREINEMIX 1000mg/ B £ 58 C, IR 13.9% (10/72 B1) . SMHGHI 8. 3% (6/72 f) |
FEIPED F U 8.3% (6/72 ). 3000mg/ H ¥ 5-HECHEIR 9. 9% (7/71 1)) . ELNAEEZK 8.5% (6/71 #1) . y#@hit:
FU5.6% 4/7T1H]) Thol-,
17.1.3 ENEMAERR (A, fFAER)
L _FZ & Z A 500mg/ H. 1000mg/ H, 2000mg/H . 3000mg/ H ¥ N7 T A% 12 BEREAKS BEFEOHTA
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DAL OPFR) Lica . Ml T 2BEHM 5 0@ b7 v O FIERRNED R (HRfE) 1%,
TNEN 12.92%, 18.00%, 11.11%, 31.67%K T 12.50%TH VY . FEIMEER TH D L_F T A 1000mg/
A, 3000mg/ HFER OV 7B ARFED 3 BEM TOFMBIMICIS T 2B 5 0@ B 7 0 OF 5 FEAEEIEN
WERIZ, HEHER A EFETIRD b o= (p=0. 067, Kruskal-Wallis H7E), 723, FHETIHIT 5 50%L
AR HE =L — NI, 77 BRRE11.6% (8/69 f1), 500mg/ HEE 19. 1% (13/68 #1), 1000mg/ HEE 17. 6% (12/68
). 2000mg/ H R 16.2% (11/68 5) . 3000mg/ H #£ 33. 3% (22/66 f5)) ToH-o7-"7,

W B R ORI O BIE A 28 BUAEEE 13, 500mg/ H #%¢ 5 60. 6% (43/71 f4) . 1000mg/ H 2 5-F£ 61. 4% (43/70
%), 2000mg/ H £ 57 58. 6% (41/70 f5]) . 3000mg/ H ¢ 5-7f 64. 3% (45/70 ) Th o7, F/AeFIERIL 500mg/
HEERET, SIEEES 14. 1% (10/7L ). T 9.9% (7/71 ), FZEIED F > 7.0% (5/71 1) . MEHAR 7. 0% (5/71
#i) . 1000mg/ H $5-FE T, SUABEZE 18. 6% (13/70 i) . {EHR 10. 0% (7/70 i) . 2000mg/ H ¥ 5-#£ T, HIR 17. 1%
(12/70 f) . SWATHAZE 15. 7% (11/70 1), #45 7. 1% (5/70 $1). 3000mg/ A & 5-HECHEMHTHS 21.4% (15/70
f) . IR 17. 1% (12/70 #) . 47 EREQE 7. 1% (4/70 i) Toh o7z,

(MORTANAVETHLEHNELSROONBVTANAVEEDRERMARREIINT IR TAMAELEDOHA
A
17.1.6 EEHEEIEIARR (BRAN)
BEROHLC A AT I BRI RS S R WIREMREIEEZH T 25 16 Ml EOTANABRE 251
Bl (BARN 43 BlEETe) ZRtBE LT, L_XFTEZ A 1000 # L < 13 3000mg/ H (1000mg/ H 7> 55 % Btk
L. %5 8 £ TICHIMERAONZHATT 2 BT 1000mg/ A 3> 3000mg/ A ICHI &) XiT 77 &K% 28 #
ML BEFOFITANAEE OHH) Licb &, FEFHMIEE Th 2BIEMMN b O#EH 72 » DOIRE R
REIEEEBDRIITROEBY THY | 77 EREEL LT T X AHOM CRAZNREREENRBD LN
72 (p<0.0001, #HEHELROEZ K-, BIEHEIZRBIT 2572 0 OMERAIEIEREZ AR L& 32 5%y
#r) ¥,
# 17-3 TREHARFEEER D R

7= » OFRE SRR S TIRREELDFEY
ik [95%1= 4 X [
HERIM TR b= (%)
(p i)
75 & REE 109 0.83 0. 65 19. 64 96. 13
[44.02, 68.24]

a)Full Analysis Set

b) 15l

) B GREN OE 2N T, BIEHIEICRT 2B 72 0 OMERAFIER 2 LR L 3208t

RIVE BB 1S 23. 8% (30/126 i) Th o7z, E2RIEAITEIR 2. 4% (3/126 f5l) Tho7z, £z, Tk

R RBIER) 1. RPEABGPE 7. 1% (9/126 #) . 1f/IMREQED 4. 0% (5/126 B1) . 4 FERED 3. 2%
(4/126 f5il) ThH oz,

17.1.7 ENEI#EKKEE (NR

BETFOHICAD AT R EMHN R3S S N2 W RE AR IEEZ A9 5 4 Ll L 16 meRE0/NNETA
DABF 1I3BIERTRE LT, LRFTEH L 40 it 60mg/keg/ H (RE 50kg LLEi 2000 1% 3000mg/ H) %
24 RO EE BEFEORTADAEKEOA) Lzt &, FEHMEER TH2BEMMN L 0@ H 70 Ol
EMARIERER D EO T RiE (95%FHEX) 1%, 56.52% (-15.74%, 98.18%) ThH -7 ?,
BIVEF S BIERE (X 38. 5% (5/13 fil) T o7z, BIMEMIFMEIR 23. 1% (3/13 #i), EEBFEE 7.7% (1/13 1), 54

i 7.7% (/13610 TRI7.7% (1/13 61) Thot-, i, BEREMER GEIER) X OEBX QT IEE 7. 7%
(1/13 ) TH-1z,

2) REMHR

(CTALABEDOERHE (ZRELBIEREEZEDT))
17.1.4 ERREBGER SRR

ENE O /MAERER (A, OFREE) 257 L2EBE 151 flexig e LT, L_XF T8 X A 1000~3000mg/
A% 1B 2B CTRAKSL Lz & & OMABERFIIL TO LB Th-o7 10712,
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AFRBRIZBIN LTZBRE D 5 B, 76 BN D% FHME S N7kt BRIc BT LARBR A& T Lz (24~36 #» H
T 1B, 36~48 » H T 47 %, 48 % A LIKET 28 f3]),

6.00
()15
pr 00
~ 5
R
ei'j
#& 400
fa &
& 4 - T
# . 3.00 _
RE -
g4 | T
s :R 200 P (22
T T
hm — _,?__ﬁ)_—i
8= 1.0 om0 oo I L T 1 [ [ 1T L | 1 T
°nnwﬂﬂmﬂm(mtw:m{wﬂwnmrwxh:w
0.00 ST e,
@ ﬁﬂﬁ ?ﬁﬂﬁ‘??*%ﬁ“@;?@*@ & e 2 %
@.\ '° S H\‘B S ';f" r;i" iy r;z?’ o RUANC A
éﬁfﬁ @ ARSI O B I -
ST HA el

X 17-1 #5531 EmEER
BIVE A BIBEE 1X 92. 1% (139/151 i) Th -7z, FAeBENWERIZENHIAS 55. 6% (84/151 i) | BEJF 24. 5% (37/151
). fHEIR 22. 5% (34/151 ) TH 7=,
17.1.5 ENFELIERAER (MR

BEEOHC A AIETHo R FEIHIN R 3G b N2 WS FIEEZ T T 5 4 bl - 16 AR O/NETANA
BEDBHENRE LT, LRFTEH A 40 i 60mg/kg/H (RE 50kg L FiE 2000 i 3000mg/H) % 1 H
2\ T MEMR DS BEFEORTANARKEDHA) Lz &, ZEFHEEE Ch 2 BEHM» b0

7= 0 OEFAER SR D RO I (95%ZHEXME) 1%, 43.21% (26.19%, 52.14%) TH V., FIEHEHED
D 3B BT,
Fo NRTADAEE B BN 14 LIRS LT F & & A 20~60mg/ke/ H (RE 50kg LL_Eix 1000~3000mg/
H) %1 H 2[NS TkRERE Lz & 2 OB RIEREIZLLTO L BY ThoTz 19,

20
1 () 1%
w18
Hgfﬁ 16
&
HH 14
E R -
B oq
®
ﬁﬁ 10
23 (73)
&
fx ° N .
el -
nE %) I
5 2 = T e |{53]_ e I
L 11T 1 1

mEAE ERliE BERS RhRES SRS RBRES  BhES
(148 18B~3548 3 ~64F8 6~954A 9~12478 12~154H8

X 17-2 #5551 ERIEk
BIVEFHIRBIBEE 13 58. 9% (43/73 f5)) Thotz, ERBMWERIL. IR 42.5% (31/73%1) Thot=, F7=. K
AR BIEM) 3. GEREgE 1.4% (1/73 1), AMEREHENN 1. 4% (1/73 ) Th -7,

(5) BE - WA
AR L
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(6) JAmeIfEm

1) EARMRE (—REAREBE. HEEAREARE. ERRELREE) . RERRE T2 -2 BE.
WERFRERRRONE
PAB R L

2) RBEHL LTRBPEONERILER L 1-5HE - RROBE
LB L

(1) T ot
R L
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. EEEIB(CR§d BIEH

REZHICEEDHDILEMXITILEYE

S FagpF N A, yuaFBRA ARy SERNIFY, V=3I, TJxz=r1r. T
~—h, AR Fo FatI R, sanFn gL
AR BEEOL LA OMNEE - IREL, BFOETHRILESHRT DL L,

IR
(1) YEREML - EAE

18.1 YEFAA%FF
LARF T & A, FHEZEERKOEE A AT ¥ 2V EITFEE L0 19 MK D7 2/NMal- A
FUE 24 (SV2h) L OfEA 19 10 N Ca¥F ¥ R VEHE 1 HIREPY Ca® OBEEME] 19, GABA L OV ¥ 1EH)
PEEWRICHT 27 r 27 Y v 7 BEOHS] 20, whHmiaR o E 2 Lo 2 ERERIN TN D
SV2A 1% B RSB BAME & SR C AL AT T VICEIT 2B EMHIER & OIITMENROEND 2 2:
M, LRF T AL SV2A DA, BIEMHEERICHSE LT b0 EEZBND 2,

(2) BT T HHBRAE

18.2 TAMARIEIZXNT H1ERA

TR T ) == T ET A THELIRRBETONAET VR RS F LT T — VBT ONLA
FFARE TR, TONATEIER Z R E 2o P, ABEESHF Y R o /v 2P ~oFLes
TS = xR TR D B UIAA =V BRER DT v NP R T AT —LEEMER
MTAMAT > b (GAERS) 2V, HEEMERIE~ D A e EOESRIE, SRBIEZ K LE CTANAEYET
TENT, FEEMBIER 2R Lz,
18.3 iTAMARIEER

FRHEEBSHIEY  RY v 7Ty MCBWT, Fv RU U 7R EMHI L7 2,
18.4 PIRFREIIX T H T DD IEMA

7 v h D Morris AKEEEHEBRIZB W CRRABSREICHE L RIS, o—¥—u v NREBRCIEBIE I C
ERIES o2 ®, £, PREMEAREE T v MW TR EER 2R L 2,

(3) ERRIER - Friukefd
LR L
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VI. RMEREICEET HHEE

1. mMARED#ERS

() ARLAMGMPRE

MG L
(2) BBERABRCTHEINI-MFEE
16.1.1 BEA

(1) BEEs

EEERR AT LRTF T & A 250, 500, 1000, 1500, 2000, 3000, 4000 ' 5000mg ® (£#5-52 6 f5]) A Z=iE
FRCHEROBE L&, T RTCORGETLRNF T X 20 MEEPRETHEERITIT 1 BRICREEEZ R
L. WHEFRERH () FREBICOPDLT T~ M ThHo72 2,

7% 16-1 HEIEGREORYERE/ T XA — X

wh& Chax Tmax AUCo-4sn tie
(mg) (u g/mL) (h) (pg*h/mbL) (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 7.8+0.8
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

A58 6 f, SEHEESD

Coax © IR ML AR L T o S I HP R ) R IR )

AUC : I PSRRI R R TR e THZR P

W) ENTERINEAFIO 1 A REEE5ET 3000mg TH 5,

(2) REHS

TR AL _F T2 L5 LT 1[E 1000mg X 1500mg (G641 % 1 H2E 7 HE#EL- & X,

Beh 1 AE (WEFEGR) &7 8B (BRI GR) ORI 5% 2~3 I Cu 7R L, %

DK 8 RER OV IR TR T U7z, Fz, M 3G 3 B BIITEFIREBICET 2 Ll S 20,
F#16-2 KEZGROEDENIE T 2 —X

LB RE 2000mg/ H (N=6) 3000mg/ H (N=6)
RT A—H IEI$ 5-Rf 5 ¢ SR aEA S B A e A 5t -
Cpax (2 g/mL) 24.1%3.0 36.3+5.7 33.3%3.6 52.0+4. 6
tnax (h) 2.2+1.2 2.8%+1.0 2.24+0.8 2.541.0
AUCo12n (u g+ h/mL) 191.3426.7 318.3+63.2 253.7+30. 3 445. 6£56. 9
tie (h) 8.0+1.4 8.34+0.9 7.5+0.7 7.740.4
SEHEE 4 SD

(3) MERIRMNIRE LROREDOHLE

TEFERLA 25 BllC L_F T X A 1500mg % 15 S LA FRIRN I 5 XU NG Lic s &, LRF T X LD
YN T A—FIIUTO LR Thote, ROFERFE I LT, MHEFARNE GO Cou (359 1.6 55
<o AUC Rt iZEEL L T e, 7o, LT T4 AR NGO AW 2E0FFSRITHK 100% T - 7= °Y,
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# 16-3 HEIRGRORYBIIENT A —F

e oo SR ERIRA B - BOBs AL
HIIIE 7 A= (N=25) (N=25) (0% (A )
Coax (2 g/mL) 97.0 [27.6] 58.9 [37.0] 1.64 (1.47-1.83)
AUCo-+ (u g+ h/nmL) 472.3 [15. 4] 487.4 [15.9] 0.97 (0.95-0.99)
toax (h) 0.25 (0.17-0.27) 0.75 (0.50-3.00) —
tis (h) 7.11 [11.7] 7.23 [12.7] —

SEMTIME [CV () I\ toa (P IRAE (/MBS R
a) SR EIRN B G-/ D 5

16.1.2 /NR
6~12 D/PNETANAVEEICL_NF T X LE LT 20mg/kg ZHERAFKLL-E X, LXFITEZADINM
BERPREL IR 512 131F 2 BRI IE 2 R L, AT 6 Fr TH - 72 %2 % ULEAT—%),

# 16-4 /NEOIKYENRE T A —H

BE5 & Chax Tax AUCo-24n tie
(mg/kg) (pg/mL) (h) (pg+h/ml) (h)
20 25.8+8.6 2.3+1.2 226164 6.0x1.1

2461 (tiz : 23 B1) FHYMELSD

16.1.3 BEEEYEREMRNT

A BARAROSHEANDOBERAL R CTANAERE (VT F=0 7 )T 7 A 149, 2~256. 8nl/min) 7
LELNIZMIER L RF T & NRET — X & FWT, RHEMIEY TN 21T o 7=, ZOfRER. R os
H2 U7 T A (CL/F) TR LT, KE, PR, CLa X OHFHFLTADAZE, RNT oS RER (V/F) 3L
TRE, JEAHITADAIER ORE OEFUREE (B ASUITANABE) BHEHFENICEERRTL L
THEE SN2 Y,

AN N (4~16 %) RORRA (16~557%) O TADABENLELNZIMIET L_F T2 7 LRES — X
ZAWT, FHEMEY BB 21T > 77 Z DFER. CL/F Tk U TRER OHEHHHCADASE, V/EIZH LT
B FANCE BN OBRIICE RO H AR T & L THEE Sz, /INERORA T A A B o 3
MREAY Y Iab—ra LSRR NETADABEIZ 10~30mg/ke & 1 H 2 [El$ 5 U 72 B0 4 388k
BEVE. RN TADABREIC 500~1500mg 1 H 2 [\ 5 L=k & FfE & PRS- %,

16.8 D4k
16.8.1 EYFHEF SRR
A= 7F8E500mg, £ —7 77 K741 y7 50%
TERERR A 26 B L_F T8 X L 500mg (KT 1 w7 50%% 1g i 500mg $E4 1 $8) A Z2fERrifE# G L
e X, VRF T X AOMBETREHERS K OEYEHE T A —X I TOLEBY Tholz, FT7A4vm v
50% & 500mg $EIX A FNCRETH D 2 L DGR SN %9,
# 16-9 H[EIHGRrOE YL T A —4

B <5 A — A=A BEAl BUHI ) D L ST - b
(N=26) (N=26) (90%(5 #E X f)
20.9 19.6 1. 0680
Cows (2 8/nl) [24. 5] [28.1] (0.9689, 1.1772)
149 151 0. 9871
AUCo-+ (g b/ml) [15.6] [15.2] (0.9701, 1.0044)
e () 0. 500 0.633 B
(0. 233-1. 50) (0. 250-2. 00)

Crax S OV AUCo- T EEA 2 (8617 CV (%) ]
Toa (X BB (Fe/IME—F K AE)
a) KZ A > a7 50%/500mg $E
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R F R

(LRF St L% 500mg T&H#K])

)

(LRF St 4 Lgg 250mg T2
LARF T & AEE 250mg TH5HR) 1%,

[ AN 570 2 1% O ETE RGO LW ERI R IR T A R F A ) (FRk

24452 F 29 B KA 0229 45 10 5) ITHESE, LAF T & LAEE500mg [#4K) Z2HEEllAl L Lz b &,
TR ZEEY SR SE &pIT S, AEERIC RS E AR ST,

(Tv. 9. EHIME] DIEBMR)

BFEIE S O PR ENRR T A 74 o CEA 24 42 A 29 A SERFAF 0229 25 10 5) IThEw, AT

FRN T % QAT LA IR S iR 2 it L 7z,

LRF T X LEE 500mg (K] LA —F7 7 T8 500mg 27 0 A4 —"—iRlckvEnth 1 8 (L_F Ttk
Z e LT 500mg) MEREARA S FICHER BRI DS L Cl st R (LIRIRE 2 HIE L, 155 /- @i <
T A =4 (AUC, Cuax) IZDUVNT QOUBHE X HVEIS THEGHIEAT 21T o 7o R, log (0.80) ~log (1.25) D#HEFAN
THY ., WHIOEY RGN R S,

WY T A —4%

Al N7 A — &

AUCo—36 Coax nax tise
(ug - hr/mL) (ug/mL) (hr) (hr)
LRFF1 & LEE 500mg [454K)|  141.1%16.6 21.094+6. 480 0.6220. 63 8.2+0.5
A —4 75 §E 500mg 143.4+16.5 18.995+4. 772 0.65+0. 34 8.0+0.5

R OO B R

—8— LAFS A LEE00me TH
-0 A= S HE500mg

Mean=+S.D., n=28

\0\\

| ee—y

18 24

5 EROER )

36

N=28, FH#fE+SD

MHEPFREEN DN AUC, Con FFD/8T A — 2 (3, B O, IR OERIEEL « BRI SE ORBRRAMI L - T

R DR D S,

hEE
LR L
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4) BE - tRE0EE
) BEOEE

IVIL 4. W] OIESHE
2) BREOCEE

16.7 FEWHEEIER
16.71 Zx= kA >
7 x= b YOEBNERTHoICZ Y e — L TE RV EEXITREMABIEEZ AT DA TANAR
%GW%ﬂ%K\VN???&AB%%QB%W%&ELK&% 7 x = b OMIEPRECIEY TE T
A—BICHBE RES 2o le, 722 b VB ULRF T H AOFRYBIRICHEE KT S eh o7z % (41
EAT—%),
16.7.2 /NLTOEF RO L
fEERRC N 16 Bl X1, ST afiE) Y U AOEFRE FIZBWTLRF T ' X L% 1500mg HLEIRE N5
Lizk &, N7 afE)t b UAILARTF T2 AOEYBBIEE L RIES b olc, LRFTEX AEN
NTalEF N U AORYERRICEEE REZRno 0 GMEAT—4),
16.7.3 B#OWERE (TFILIR S OF—ILRVELAR/ILTR FLILOEHD)
TEEHER N 20tk 18 1 2 562210 SR ABEHEIR (mF =L X F 5P A —/L 0.03mg LR /LA Z |k LJL 0. 15mg
OEFIZ 1L H1IE) KOL_XF T L% 1[H500mgl H2[H 21 HRKEROZELE L&, LRXFTEX A
HEF=LT R T OF— AR R S AT Z b LV DOIRYTIEE NS A — 2 T e RIE S Rvo T2, K98k
FoMmp 7 arZ 27 a s ROEERIEER AR VE CREIREE CHZ L, RIEHTROEN B L RIE S e
Slc, BOBHTRIZ, L ARF T LAORMBEICHEL KES ool V2 GEAT—4),
1674 >ax> v
fERERRA 11 B2 x5c, a5y (1180.25mg %2 1 B 1[A]) ROVL_F T4 L 1A 1000mgl H 28] 7 H
MRERARE L&, LRFFEE ATV AR DOERYTNEE T A —F 1B RS o tz, ¥
XL UH LARF T AOERYBREICHEE RIES o7 P WHEAT—F),
16.75 JILI7 Y
7'a hr ORI OEBEEL (INR) 2 BIEEOREFANICHF T2 XL 5. VA7 7 Y o EkRIIC
ZUT TV DR A 26 Bl &t 5ic, U v 77U Y (2.5~7.5mg/H) MONL_XFZ&H A 1[a] 1000mgl H 2 [A]
7T AMRERABE L&, LRFTEEANITLT 7 U EEICEEL RIFET, e be B U
WBEZ T Rnole, YLVT7 7V b LARF T H AORYERRICEEL KEXRholo ™ GMEAT—4),
16.7.6 FORRY K
@%ﬁkﬁﬁ%ﬁ%h\fDN*VFUEM%M%154@)&UVN%iﬁ&Alﬁwmm152E4
BEIKER RS L&, 73y NIZUARF T 5 AOEYBIRITITEEL KIE I 20> 7208, FRH
Pyuch LOBT DB VT I A& 6IWMET S Y BEATF—Z),

(1) A E
BB L
(2) WRUEETEE
BB L
Q) HEREEEH
LR L
@ 2UFSVR
LR L
(5) HMEIR
VI 5. (6) MUEEAHEE) OF

\
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(6) Tt

PR L

3. BEMH (REaL—Yav) @

(1) fE7AE

BB L

NS A= EEER
MY ERe L

2

4. IRIR

16.2 BRI

16.2.1 BENOEE
R 12 fil
LG TIE toax 239 1 3 RFRIIESR U Coax 13 30%IK T L7225,

2. LRF T H L 1500mg & ZENERE T BRICHRBRE DK G Lz & X,
AUC IXRI%TH - 7= 19,

ZEJEIRE & HNT, BTR

5. o

(1) %k — AR B Y @@ 1%

L L

& — e B RE P9 @@
[VI. 6. (5) 44w DEZM

i~ ITH
VIl. 6. (6) #=flim) OHESM

BERA~NDBITHE
LR L

T DMOMBA~DBITIE
LR L

(6) mMITFEBHEE

2

)

(4)

(5)

16.3 9

EIZIEVME & 72 o T, SMEERERR A 17 Bl & )5z
SFRFEOYHEIL 41. 1L (0. 56L/kg) TH Y
in vitro O ex vivo iRBRODFE R,
K THo ™9,

AARNTAMDABED RIS ORI, REFSEDENRERRT OFE R 0,
LT T & F 4 16500mg & ARG L7z &
RN BIEVMETH 5 72,

LARF T & AROERGHWTH D ucb LOGT D IfHET- A B

0.64L/kg &HEE v, RPNKIK
% 47)\

BEFRIT, 10%

6. X

(1) RHBERLLE MRS

MVIL 6. (2) RENZPEG-T 2M% (CYP %) O, FhEFR) OEHS
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1.

8.

(2) K#I<EAET HB8HR CPF) OoFiE, FE5F

16.4 &

LARFFTE& LM, T b7 a—24 PA50 RICHEER CIIE S ey, EEARNRHRKIZT® 7 FED
BERANKR IR TH Y . IS XV ARSI D DIZERBI D uch L05T (IR FLIE) THhDH, B, K
R SR 2 AOTR PRI 2 30,

in vitro@BRIZB W T, LRF T & LK WNucb LO5T 1Z CYP (3A3/4, 2A6, 2C9, 2C19, 2D6, 2E1 FUF1A2),
UDP-Z' V7 v ViR EESE (UGTIAL KON UGT1A6) KON ARF v Kt Fa T —8loxt L CHEERZ RS e
Sley Flz, ST BT N T LAD T T v BRI S BB E RIS R o T2,

Q) VEEENROEERVEDEE

MY ERe L

@) REDOFUEOEERWEMLL, FHELE

MY ERe L

Bt

16.5 HEitt

fEHER A (BHEE 6 6] ([CL_FF& &L 250~5000mg P & ZZERC R AOKE L& & ¥, #5548 i
1% F COHRERITIT 5 IR PP DO fEIE, R IR L LT 56. 3~65. 3%, ucb L0657 & LT 17. 7~21. 9%
THol,

SMEAEFER A B 4 il “C-1L_F T X A 500mg HEEREOFEE Lol & ® #5 48 B £ Cloi b
B 92. RO FLFRENIRF 5, 0. 193 ZEF 0 HEIL X iz, Bl 48 FE% £ TO RGBT xTd 5 JR FHEit R
1. RZABIK L LT 65.9%, ucb LO57 & LT 23. 7% THh -7z,

UARF T & AOYEMIZIFSRERIR A8 K ORAE FFUIAY, uch LOBT 121 ERIR A & REBh) IRANE 706 73 B
HELTWg ?,

) BN THEGR SN AFIO | Him& 5 %1% 3000mg TH S,

b3 U AR—E2—ICET 51EH

gk L
BIEIZLHBRERE

IVIl. 10. @&EEE ] OESMR
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10. BENERZARI HEE

16.6 HWENEREZHTLESE
16.6.1 BHEEEERE
EEERE DR DR I2 DR AMRE 25650, LT T X AEHEROKRE L X, AToR2E 27U T 5
VAR IE R HE (CLey : >80mL/min/1. 73m®) & BB LT, BE(KX FE (Cleg : 50~<80mL/min/1. 73m%) Tl
40%, PR TE (Cleg : 30~<50ml/min/1. 73m?) T 52%, EEKTH (Cle : <30mL/min/1. 73m®) T 60%{K T
Lo LRFTEZLL uchLOBTDEZ VT T AFI VLT F=r 2 VT I ALHEICHBELE ™, [7.2,
9.2.1. 9.8 ZR]
#1676 BHEREBRE ORYTRE T A — 4

R FSRE D FR
HEMENHE X T A —H EH (353 A HEE
(N=6) (N=6) (N=6) (N=6)

CLez (mL/min/1. 73m?) >80 50—<80 30—<50 <30
khH&E 500mg 500mg 250mg 250mg
LRF S H A
Coax (1 g/mlL) 21.9 [31.2] 15.5 [25.3] 10.8 [24.3] 9.2 [30.4]
toax (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-+ (g« h/mL) 166 [16.5] 248 [16.9] 169 [16.5] 212 [19.1]
tie (h) 7.6 [6.9] 12.6 [11.3] 15.5 [17.5] 19.7 [26.5]
CL/F (mL/min/1. 73m?) 51.5 [7.8] 30.9 [14.6] 24.6 [15.0] 20.3 [20.9]
CLy (mL/min/1.73m?) 31.6 [28.5] 15.3 [22.3] 9.7 [23.4] 6.0 [53.6]
ucb LO57
Coax (1 g/mlL) 0.36 [9.4] 0.75 [25.8] 0.57 [26.0] 1.06 [29.3]
toax (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)
AUCy. (u g+ h/mL) 5.9 [9.7] 22.6 [45.9] 18.7 [53.4] 57.8 [57.3]
tie (h) 12.4 (11.3-15.3) |19.0 (17.3-19.9) |[20.3 (19.7-23.6) |26.8 (17.2-33.3)

AAEE [CV (%) ], twax XN uch LOST Oty ZH Sl (/M RAE)
CL/F: ANFToeF /7 VT 702 Cly : BI7 VT TR

16.6.2 MABHEZ T TR BHEEESRS

MREHT 2521 T 2 KB SEERE E O RRAMEIRE 12 LT T & & 500mg & BATBRAA 44 R AT HBRE 0
Beh L&, VRF T LAOIEENREO W ICERINIT 34. 7 B ThH o 7228, FHHIT 2. 3 ReCAEME L
7oo LRFTEH AR RN uch LOGT OFBHFIC L DEREDRITE L, 819K N8 TH 7=, [7.2, 9.2.2, 13.2

S
F 16-7 MIEENT %25 F TV D KB RER S BE DY BNRE T A —

IEBIHE T A —H LARF T X A uch LO57
Coax (12 g/mL) 18.7 [8.1] 8.84 [7.0]
tnax (h) 0.7 (0.4-1.0) 44.0 (44.0-44.0)
tie (h) 34.7 (29.2-38.6) —
AUCo-4an (2 g * h/mL) 462 [10.5] 230 [7.8]
CL/F (mL/min/1. 73m®) 10.9 (9.4-13.1) —
ZAT T4 —DOEHE %) 81 [7.5] 87 [17.2]
MR ZEAT H O S (h) 2.3 (2.1-2.6) 2.1 (1.9-2.6)
MigEHr2 V7 Z A (nl/min/1. 73m%) 115.7 [8.1] 122.9 [7.1]

N=6. STEHIE [V (%)]

toas ti/zn CL/F, HVEZEAT T OV R ERIIIE Rl (/MBI K AH)
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11.

16.6.3 FFHEEREE SRS
RS Je VRS (Child-Pugh 0% A K U'B) ORAMEEEK THICL_XF T ¥ A2 HEROES L& X
LRFFGHHLADEE T )T T BT BRI - T-, B (Child-Pugh 2338 C) OITEEREIL F#& TIT,
BH 7 VT T APMERERA DO 50% L /e o750 % (SAEAT—4), [7.3, 9.3.1 Z#]

* 16-8 TFHAERE & B FH DY/ T A — X

FFEgREIR &

BN <5 A — 4 R Chilé—Pugh Chilé—Pugh Chilé—Pugh
(N=5) SIE A S7¥E B SHC

(N=5) (N=6) (N=5)
CLex (mL/min/1. 73m%) @ 93.1+13.8 120.8+11.9 99.6%13.2 63.5+13.5

L RFTEH L

Coax (1 g/mL) 23.1+1.2 23.6+14.9 24.7+3.3 24.1+3.8
toax (h) 0.8%+0.3 0.60.2 0.5+0.0 1.6+1.5
AUC (u g« h/mL) 234449 224+25 262+58 595220
tije (h) 7.6%+1.0 7.60.7 8.7+1.5 18.4+7.2
CL/F (mL/min/1. 73m®) 63.4+9.7 62.5+8. 7 55.4+10.5 29.2+13.5

SEEfiE = SD
a) L_F T v & A 5#% O

16.6.4 SEnE
BREFICB T LT T 2X AOEYBREIZOWT, 7L T7F=07 VT T AN 30~T1nl/min OHLHHE 16
Bl (5 61~88 i%) Z &% & U TRl L72fE 5, @ileE CITERAERIAK 34%ER L, § 10 B & 72~ 7=
O BrEAT—#), [9.8, 16.6.1 B[]

Z Dt

gk L
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VI. 2t (FEARALOZFESE) (I 51EH

[

ERNBTEFODER

BEIN TV AN

it

2. ERAREZTDEH

2HR (ROBHEICEBELAGNIE)
AFNORSy T e v U R R LIBBUE OB O & 25 B

3. MEXIIHRICEEYT HFELZDER

BEIR TN

(V. 4. HELAOHEICEEST ERE] 2233252 L,

5. BEEQGERIIE L ETNER

SEELERMIE

81$%¢"fé&ﬁ%@ﬁﬁ@ﬁ%&wbﬁﬁ¢m’ib TAMPAFIEOBE I T AN AERIRENR &
bbb ENHDHOT, BHEEPIET LA, P &b 2 BN T CTha ICBET 572 SEEIC
1792 &,

8.2 IRX., W& - £ - KAHEBRENEDIE TR D2 ENXH DD T, KA FOBFITITHBFHOE
RS fERR 2L O ORIt S VW 2B T2 &,

8.3 LHAME, SEEL. Ml BUE, BUREZOBHERSD bbb, ARERIZESZ Z b H DD T, AFIFE
HT R DR RE &oﬁ%@wm%g TE BT AL, [8.4, 11.1.6, 156. 1.1 BR]

8.4 BE K OFIFEEICBUIRME, BEAENEORBMIEIRIEH O RIS DWW o 21T ). Bl & BEIC
ﬁﬁ%ﬁ@u?i?%%fépkoBﬁ\niﬁ\leﬁﬁj

6. MENDEREFHI HBHICHIT IR

(1) GBHE - BEEZEDOHLEE
BE SN TV

2) BHEEERE

9.2 BHEEERE

9.2.1 BHEEEDHIESE
[7.2. 16.6.1 1]

9.22 MAEBHEZITTVWSLRUBHEBREDHLESE
[7.2. 16.6.2 HR]
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(3) FFHsEfEERE

9.3 FrifscEERE

9.3.1 EEMHEEEEDHSHEE (Child-Pugh 7748 C)
[7.3. 16.6.3 4]

4) *kGEREZEAT HFE

BRE SN TWHRN

(5) 4Ei&

9.5 IR
T4 UTITEHR LTV D ATREME D 8 2 PRSI, AR O XL 9 72 U 27 &8 LR Lo RN Gk % Lnl b
LHW SN AEBICDRZEET S L,
‘B MZBWT, HRPIZLARF T X LOMPRENMET LIZEOWMERH Y, 553 M) AR2Z—HIMIC£ <,
R TIERETD 60% & 72 > 7= L DRENH D,
- 7 v MZBWTIRIEBITHELRD TN 5,
B ERICBN T, Ty T hOREE L RRRE L ORE TERE B ORI OB B o, mk
FREE, BORETRENMARD S, VX TR, b h~OBRGERED 4~5 {FOMRE CIRESE, SRR D1
MR OFEOEMMBFRD LA TN D,

©) BAR

0.6 BELIB
B EOERMER ORFREOFRMELZZE L, HALOME LT ILE2RET5 2 &,

t AT ABITT D 2 EARE SN TN D,

(N _MNRZF

9.7 INRF
IRHARE R IEr AR 2 55 & Uz BRRBRIXEN - #32k & HICEm- L T2,

(8) =&

9.8 BME
JVTF=r I VT I AMEEBEBICEGE, BERRERH TR OEEICKG T2 L, mimE TR

REMETFTL TS Z EMRLW, [7.2, 16.6.1, 16.6.4 ]

1. HHEH%EHA

(1) HEEREZTDER
BRIE STV 20

(2) HFREEEZTDER
BEIN TV
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8.

2R

11.EIER
WORWERRH B0 D ZENRHDHDT, BELEZ 7TV, BEBREO ONGEIIIREL TS 5L
YR AEZTT D Z &,

() EXBEMER &HERK

11.1 EXGEIEA

11.1.1 hEMREEFRMAAE (Toxic Epidermal Necrolysis : TEN). RIELFERRAEIZEE (Stevens-Johnson fE{R
B) (WP b BHEERH)

HEN KIBE, ANE - DAL, I, IR, IRFTM, ORREORE N SRGEICTEkEEPIEL,
YR EEITY 2 &

11.1.2 FEFIMBBUAEAERE (FHEARD)

WL & LT3, FENH L, BICIFHERERE, U o EiER, AMmEREN, AFEeekigL, WAy oo
RIS 2L ) BRMEOEEBBIERN S 5D Z L R3H D, B, B b~ LR T AL 26 (HHV-6) %
DUANADFIEEALZE LD Z &M%, BLHPILBLRDB, BE FHERREESOERN RS 5\ I3EIT
b T2BZENHEOTEETSDZ L,

11.1.3 EELMRKES GHEARH)

PLin Bk | MERERIERE . HIERA . AFPERED . /MR D S o b Z e R e D,

11.1.4 FF£. B (Wb SEERH)

HAR%, FREOEEZHEERDbDLND I ERH D,

11.1.5 BExR (BEHETRHD)

WU WES R, BEL IRR. BHZSOERN D Hbhi v | HEEEO EF 338 bz aicidgs e ik L,
YR EEITH 2 &

11.1.6 WM, BRER (Wb 1%A0)

G, S5EL, Ml B BURMSORBMEIRA D bbb, ARERICESL Z L H D, [8.3, 8.4, 15. 1.1
2]

11.1.7 ¥EHERARE (BE R

PR, B, CK EF-, MR ORFIA ey ERERS b Gaiid# s 2 ik L, s
BTHZ Lk,

11.1.8 2MHEEE (BHEARH)

11.1.9 EMREREE (BEARH)

FEE, FROREI, TE CK RA. B, MEOES), EEEE., BTFiRZ. AmIROEMER S b bhaic
WAL, KmEL Kok, MRERSEOBMYRLELSITI Z L, £, I v VIREMED B
RROIKTRAELNDZ DB D,

2) ZotoEIER

11.2 ZODEIER

A/ B 3%k 1~ 3%A i 196A i BAPEAI

Rt et R OB M D E ORGSR, KA, |k, s, EEAEE, (SEELRE, B <5
(10.4%) | 5 [f=Bk, ZyRIrE, B, |2)5, EBhE %, FofEkEE ., | Ehhm, MEEEL A
(11.8%) . ARURIE, (#1955 PRIRGE, BB PR R, RFehEE) T,

B (27.9%) FHOREARLE, REITE, (BT 7 b —EiEE),
Wm0 DA (IR, TADABE,
XRU—, RE, MM |JRE MRS

F, HEARMEE, SRR
. R, =y
VE (N -+
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iR B, RS T, IRKEE T, IRT O P
i, 2RI
JIIRTE3 G P ER SRk 2, e, 8k
Rz ML, 1/
Y A ERESE N,
1 i BRI
(CESE DN QT IER, i
H e ffm. ERL, T AR, FRRE. BARIEIERR, DER, A
Bz, B, Q& R =N IS
N, @,
TR ALP #3m JITHERE S B
IR+ B R BEMES ., IR R o b (SR
BHPE, IROIEGYE, IR
AR AYE. A R
i
WP 2 SRIFEAZE (30. 2%) | |XUE A, Mk, SR, | s, g%
WAMREEA SR . LA IHE R, A T
EDYIE Y. B
AR USE | BRI
B s BRESe. % OFERE, FE(BLBAE, Bl A 7| ZIEALBE, B PR
5 A SR T ER JEIR. P, AR (SR, DU, AR
WEIEL, B
S f B ELREEEIN
Z oAl B, R |t Y 7V e U R|EIE, BT, RIVERIE, S X o5 (BE
H BRI, d A EE IO FrO A e B RAG5F)

PRRRERRICRETEE

BE S TR

10.

BERE

13BEERES
13.1 fER

13.2 W&

AFNZMIEENTIC LV BREFEETH Y . BERL TODIEROREIE U CRENT O EM %2 ZRT 5 Z

SNEOTHRBHREICIBNT, LRF I LE—FEIC 15~140g IRAAL7-BI03&H 0 | fEHAR, IRk, Zese:, &
BRL UL TR, FERINH E O IES S STV D,

&

11.

[16.6.2 & HR]

BRALEDIE

14BRALOER

14.1 FEHIZFEEDER
PTP EHE DAL PTP > — b bWV L CIRAT 2 L 58T 52 &, PTP > — FORMAKICE | BV
HEANEEREEAFIA L, B EAZ RS U CHERRAR S OEELRAIHEZ IR T2 20 5,
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12. ZDHDERE

(1) ERARERICEDI1ER

15.1 EEERERICE D < 1548

15.1.1 A CHEME S NI AR &2 S HEBOFTADPAIIZBIT S, TADA, HHEESEEXIG L Lz 199 ©
77 2 AR REREBR OB RICE N T, BASEAOCEREROIHO D) A7 03, FuCAnARORMAR
TTTRARBEE L TR 2 R < GUCTANAIKRARE : 0.43%, 77 BHREE : 0.24%) . FLTADAIKONR
FARETIZ, T BARBEL 1000 ADHT-0 1.9 AW EHE ST (95%E4EXM : 0.6-3.9), 7=, TAM
WBEDY T T N—T"Cik, 77 BRI 1000 AdH72D 2.4 ASWEFHR I TS, [8.3.8.4,11.1.6
Z ]

15.1.2 SEARATADARE 1208 Bl 5 L L7 7 B R IREERRBR OO T I B\ T FERS RIS T
TR OB EEL (BORME, WL B0 AL, WUk, BEAE, #1905, HIARLE, B, EihRg, 5
PR, AhEGEEL, PRAE, AREBETE) OFEFRITIARFIFET 13.3%, T EARRET6.2%ThH o7z, [k, 5+
EANRTANAERE (4~16 %) 198 filaxdtg s L= 7T v R BERRBRIC T 5 YA EFROFHER
WIAFIRET 37. 6%, 7T EREETIS. 6% Th 77,

Fio, SENNETANARE (A~167%) 98 Bl k5 & LI BARSRE R OITENC R T 2 B E T T 2 75
TR REEERBRICB VT, RO TH AN, 77 B REE L i L CEEMITEIO B RIR S iz,

(2) FEERPREAERICE D < 1F#R
RES TV
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IX. JFERPREHERICRE T S IHE

1. ZIFHAER
(1) FZHhEEBHER
[VI. SP3BT AIHE | OISR

(2) REMREHER
BB L

Q) ZDithoEEHER
g L

2. HEHE
(1) ERRS5EEHR
LB L

(2) RERSHERER
LB L

Q) BEfaEMEHER
LB L

4) AARMEFER
LB L

(5) AREFAFIEHER
LB L

(6) BFTRIBMEEAER
LR L

(7 ZothoRkEN
LR L



X. EEMEREICET HEE

1. HHER7S
o Al

L AR_FZ & LEE 250mg/500mg [ 454K
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