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k1 ZBHETE . AHK 15g (A 22.5kg DD 5 A OREGRAEE) 2KERY ., HEx Lo kET
TEIRIEIRAEN (25°C. 60%RH) (2 10 ZyfilfkiE Li-%. HicEx L
%2 BRI n=3 TEM

BEH R D2 EMERER (25°C. FAXHEE 60% (5 H[E]) KO'5C (12 @#H)) OfER, TLH

TEADS3% [ F—=U ) FENENORBRIEA T, 12 A L%

. REERVBRROREL

AN

- fhFlE DEEAEE (MEEFEHEL)

MR L

WD o Tz,




9. Al
(1) FRERVRERAZE
AEILZZEIEETmg [ ~h—" ]
FE'AZ IENEE Thmg [ F—T | 1L, REINTEHHKICEAS L TWND Z EPER I T
W5,

¥k BREHRBE (BEEASRST > ME)

PERWE - /K 900mL

[F#54% : 100rpm

WEWE ks a~ N7 74—

MK 15 I ORHED 85% LU Lo & &1 diEda &35,

ZEILFZIELDSIG T —T]
TN FIENLDS3% [ F—TU ] X, RESINTZEHEHBICEES L TWD Z LRSI TY
%,

5 BREHERRE O RE)

AR - BB 2 9 900mL

[Al#s4% © 50rpm

WES /K7~ 777 40—

K 15 RO 85% LA LD & X 13l A &5,
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(2) £YEHRIEMEER
FTEILRAZIENET Mg T F—J] 49
FeNF I ENEE TEmg [ b= | (IZOWT, [FITE 522 5 8K OB 0D 7= 6 O 51 R4
PR ATA R4 (B2 3H 19 H HEEFEARK0319F 15) LLF, T4 K74 V)
eV, IEHERBR 21T - 7,

<WESFAE>
AERE © pH1.2, pH4.0, pH6.8, /K Befk#k : n=12
[F#4% :  100rpm HEREE - RNy NEE
FERRUA] « AL I ELEE T5mg [ h—T | HEHERLE] . 2 I T TR T5
pH1.2, 100rpm, [B#E/NR47 > Rk pH4.0, 100rpm, [B[#E/NR47 > Mk

120 ¢ 120

100 | . —o—mmma 100 f =9 —o— BBH
_ 80 b . 80
{; o | —e—HERE 5 oo | —o— iRl
= 3
e @
T o40 | To40

20 20 +

0 0

0 5 10 15 20 25 30 0 5 10 15 20 25 30
WA (57) RER (47)

pH6.8, 100rpm, [EIfA 25> ME 7K, 100rpm, [RlIEE/NRy Mk

120 120

100 — —o—mEmmE 10T — —O— BB
. 80 | _so t
£ oo —— A e —e— (AL
= =
e i

a0 | 40

20 20 |

0 L I I I I I 0

0 5 10 15 20 25 30 0 5 10 15 20 25 30
BRI (57 AT (49)

T =R (%) £ S.D.

SR 4 T FEHE K OMHEFS R

HIE | R E%)
ABRAAT B [ akm | e | BBMEOREEE |

G0 | mE |
pH1.2 15 | 100.4 | 100.8 e
[EIL VAP . =
o b | PHAO | 15 | 985 | 102.1 |15 HEINICF 85%Lk | T

DN 7

100rpm pH6.8 15 98.6 | 101.3 | L& @
7S 15 | 100.9 | 99.0 i

EROFERLY, TXTORMBRKMETHA KT A O HEB OFBIMEDOHEFEAEIES L.
Ao s I eVEE Tomg [ h—U ) CAEERAIOEHZEENIEBL L Th 5 Ll LT,

o T, & MBI 2EMFNRFLERR TV, A Z I EVEE Tomg [ F—U ] [ 3FEHE
B & DA R FEED TR ST,
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FEILBEZELDSI [ k=] 4
FEAH I EADS% [ h—T | TN, [HIEEHRL DA E RSB AT A RT A )
(A2 43 7 19 B FAEREFR 03195 1 75) (LLF, A FTA ) i, itz

1T-7,
< E >
AR : pH1.2, pH4.0. pH6.8 Mi&k% . n=12
[ml#54% : 50rpm HERIE R RVEE
RERIUA . AL X IV DS3% [ h—T ) A X I 7LV RT A4 vy 3%
pH1.2, 50rpm, /X R/Li%E pH4.0, 50rpm, /X R/Lik
120 120 ¢
100 - . . —o— WAL 100 — o R
80 r 80
T | —e— RG] £ w0 R
g 40 @ 40
20 20
0 L L 0
0 15 30 0 15 30
ESR (43D BT (50
pH6.8, 50rpm, /X R/Lik
120
100 - T * —o— RERBYAY
80
£ —e— EHEEIA
B
H 40
&
20
0
15 30
BRI (59
FEIES (%) +S.D.
SRR OO 78 Y e OVHIE G R
N7 AR %2 (o
*lj'ﬁ:__’ q:i//j{ﬁ‘l_lujﬁ(/o)
eSS Bl | g 8 34 FEIME D Ha e e
G | g | A
pH1.2 15 99.1 99.3 PRTT— 1
A2 15 3 LINIZ Y] 85%) N
Rk pH4.0 15 | 99.1 98.8 ij’L T
50rpm R -
pH6.8 15 97.7 98.5 i

FROBRLY, T_XTORBREMTHA T4 > OB OFERIME DY EREAEITEA L.,
A ZI N DS3% [ h—U ) LEHERIFI O HEENIIFEEIL T D &l L7,

- T, b MBI DEMFMRISENRBR 2TV, A2 I DS3% [ h—T | [Ty
& OEFHRI EME DR S T,
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10.
(1

11.

12.

% - 2%

M L7g

2) a%

(AEILZZENLETmMg T c—7])
10 £ [10 ££X1 : PTP]
100 #£ [10 #£Xx 10 : PTP]

(AELEZZELDSIN TR—1)
30g [/NT | HLBRAIAD ]

Q) PREE

L 7g0

4) BHOME

ARNRELGESR - 2F. SNENRROCES - 2EICHT H1FER

GRS
\ PTP :ARVHfkr=1, KV 7 bl 7rtuFLr TIIH
PTP 1% - ; S
vo— TN I=gLh - R F LT IR— |
N e
Ry i ﬁ7
= 7 U*

RIRIR S W2 EHE
DR L

Z Ot
MR L

13




V. AaRICEI SEE

1. BEEXRIIHE
4. SNEERIFTHR
ARRIFBEAVILNI VY IAIARBREERVZDF

2. MMBEXIIHRICEET HEE
5. MEER I RIZEES 58
CGaE)

5.1 ABRINIX BRA TN U A )V AFRGUE & B ST BEDOHLDBIIR LR DN, FLY
ANAIDOPEEN ABIT BRA T oW A L R RYSE DT OBREITK LTI AE
TN L2l E 2, BEOREZ HOBIZR LZ LT, RFIOMH OBV 2 EEICRGHT
52k, FRZ, SRR OEIREIZHERT, ZTOMOENRTIZA V7V FIZ X DT RN
WZ EEEET LI L, [1.1 B3]

(P

5.2 JFHIE LT, A U 7NV oA )V A EYUIE 2 FAE L TV 5 IBE O[] JEZ R TR TGS
Thd FioEENRET D, [1.1, 7.4 5]

- minE (65 Ll L)

o B PEE gR FR X IBE R R RS
- R EERE (BERIES)

- B REREREE R

(Zhaedt@)
5.3 KANT ARSI BAIA 7V 0 A )L ARYUIE LIS DJEYYE IR 720, [1.1 5
iy

5.4 AFNTHFERYYEIZIZEN 2, [1.1, 8.4 ]

3. HERUHAE

(1) RERUVHAEDREDHR

AEILZZEIEGE Tmg [ k—"T |
6. RiERUHAE

Cag)

W AN OMEE 37.5kg UL EO/NRICIZAEALZ I L E LT 1E T5mg 2 1 H 28], 5
AFREO&E G35,

&4

DN

WHE, AL I LTLETSmg % 1 H 1[0, 7~10 AR O&E G535,
K 37.5kg DL ED/NAE

W, AL ZIENE L TCLIETSmg 2 1 H 1[E, 10 HERE OG5,

14




FEILEZZEILDSIY I +—T]

6. RiZRUAE
GaR)
[HIN
W, AL ZIENELTCTLEThmg 2 1 H 2108, 5 B, RS L CRO®RET 5,
/NI

WE, A2 It LT RO 1 EHEE2 1 H 20, 5 A, ARESREB L GROKET 5,
7L, 1SRRI AELZ I E LT T5mg &35,

PNRDOEA : 2mglkg (K74 v v v 7AlL LT 66.7Tmglkg)

AN, AWRDYA  3mglkg (K74 a v 7 HlE LT 100mg/kg)

(R

[DIN

WE., X IeE LTCLE 75mg 2 1 B 18], 7~10 AR, ARSRE L CROK5T 5,
/N

Wi, AeAZ I LTUTO 1 EHESZ 1 H 1, 10 B, HARRE L TROEE7
%o 127U, 1EEEHEIIAELZIEL L LT 75mg &3 %,
PUNROLE : 2mglkg (K74 v v 7AlE LT 66.7mg/kg)

() AHERUABOBERE - R
TR L

4. FZERUVHEEICEEYT 5EE
HaE

1. BERUVAZEICHAET 3R
CGRE)

1.1 A 7NV U PRRER DO RIS 2 BUWNICER G ZBhT 5 Z &, SERFE S 48 BERERR
WG ZBRLA L2 BE ISR T 2 HMEEZ AT 527 — 213G 6T,
(FBh)

1.2 £ 7N WA ) REGUEBF (Bt 2 HUNICEG- 2 BAth 5 2 &, Befili% 48 HF
MR BE G- 2 BAtA L2 BRI B 2 8MEE /AT 57 — X I35 5Ty,

1.3 A TN A N AEYEIZH T D TR RIT A28k L TR L T\ 2 Hif o 2
Fifid %,

AEILZZELEETomg [ F—7 ]

(haet@)
7.4 R OB RSReREE R E I, MR EENENT 20T, BHEREOETIONL T, KO LD
W EEZARETHZE MEANCBT AL D), [8.2, 9.2.1, 16.6.2 ]

IVTTF= YT TR 595
(mL/%7) D Bid%]
Cer>30 1[5 75mg 1 H 2 [A] 18 75mg 1 H 1 [A]
10<Ccr=30 1[5 75mg 1 B 1 [A] 18] 75mg @ H
Cer=10 HELEF Bl LT e

Cer: 7 VvV7rF=27 0T 7R

15



FEILEZZELDSIY T +—T]

(ZheeHa@)

1.4 RAOBHERERERE I, METRRENEMNT 50T, BEEVKTIIEL T, kO X
R GEEALETHZE UREANCRBIT AL D), [8.2, 9.2.1, 16.6.3 B]]

N =\ N B b1k
IJVTF=r7 077 A (ml/5y) s =
Cer>30 1[5 75mg 1 H 2[A] 1 75mg 1 H 1A
10<Cer=30 1[m 75mg 1 H 11a] 1A 76mg  [@H
XX
1A 30mg 1 H 11[A]
Cer=10 HELEH B3 L T2

Cer: 7 V7 F= U7 TR

HENHWLI TS, [16.6.1 ]

(%) ESTlE. NRICB T DAH D2 VT T AR EEER L, DL NORTREREE

RE [ 2 FH
15kg LA T 1 1] 30mg
156kg Z A x 23kg LA 1 [] 45mg
23kg Z# % 40kg LLT 1 [#] 60mg
40kg = % 5 1 [F] 756mg

T A& (mg) I4EAZIELE LT
TRIBRICHWDEAIT 1 H 20, FRHICHWDEAIE L H 1E

5. BEERREE
(1) BBERT—2/1\vHr—
PN L

(2) ERERIEIBEER
BB L

(3) MERSERHAR
BB L

(4) HREEROSLER
1) B3MHREEER
(V. 5. (7) o) OBESHA

2) REMHER
(V. 5. (7) o) OBESHA

(5) B - FEMNHER
AR L

(6) AEAfEA

) ERAMERE (—REARERAE. HEEARERE. ERARGELERAR) . SERTHERT —

5 R—ZPE. WERFHHRABRONE
R L

2) RBEME LTERFEOANBTREEME LI-AE - ABROBE
LR

16




(7 Z0ih
1) BEABRAE
AEILAZENLETMg [ F—]

17.1.1 ERFEIMABAGRE CARERER)

TR ERRE LB IEERRR (JV15823) @ 5 AREEICRBIT B A v 7o P RER
%%(éf@ﬁﬁﬁ&%ﬁéif@ﬁ%)’T#éﬁﬂi%uT_rﬁ

A VTN PREYUERET 23t & L “EHERIEEREBRICIS VT, ¥ I el Uik
WX REHMOREMOM, BIEEOK T, 7A A NMOREA, AR [EI1E ] O FiE A3
PO BT, 12

A 7V R (RER])

" 5. [T A 27 R R

S iy | EPEC gl (95%(E I
R 70.0 WER™S
FEALZ I EAY T 5 H I 122 fi (53.8-85.9)
— 93.3 I
7R 5 Hf 130 (73.2-106.2)

A1) AL ZIeNY VEBEORELROCHAE A A X I LC1E T5mg 2 1 H 2[A
E2) A v 7N PRI T T A L Z43BE ST HUR N O BRI X 0 HE L,
7 3) p=0.0216 (7 7&K & DLH#E)

Fe I el RS EEORIWERIT 154 Fid 51 B (33.1%) ICERH I, FH 10 4

(6.5%) . MEJm 761 (4.5%) %ThH-o72,13
17.1.2 BN EMAERE CAEHER)

Wk & P ER Tl SN 7T B AR BRI & L2 B AR R ER (WV15670/15671/15730) @
5 HIRGIZB T A4 7 vz o WRHRHE (2 CTOERPSET 5 £ TORM) 1T 5F
EE LU FICRT,

T I UEEEIC LY REMR OB R oM, EIREEDIKRT. AL AR
OEME. IRORIEMB OEMRFENRD bz GREANT —4),19

A 7N WIRIEIE (RFRE)

" b R R I

Sl g | EAET R (95%(E KA
R 78.2 IR 4
RS I EAY S 5 A K 301 1 (72.0-88.0)
— 112.5 FEfH
75 R 5HE | 30941 (101.5-119.9)

1 4) p<0.0001 (FFEAR L DL

AEILZIELDSS) [ —7T ]

17.1.1 EAE IHERER CaERER. /NR
MR (1~12 7%) Exig b w_%mﬁﬁuu B (JV16284, 5 HR#Y5) 2B\ T, 4’/7»
T PR AHERR ST 59 Bl (f > 7 LT R E T A L R A5 L wmuto) BIT5
A 7N PRI (%, SER2SE L, (R 37.4°CLLTIZ E@ﬁéif@ﬁﬁwimﬁ
B (PRfl) Thoto, Fio, WP OEIEN 37.8°CARMICHIE T D £ TORMIE 21.3 BFH
(FFefi) TH Y| FE (37.4CLLT) ([ZRET 5 £ TORMIT 35.3 ] (FFfE) TH o7z,
BIEATX 70 B+ 35 65 (50.0%) 1ZF8D Hav, MEH: 17 4 (24.3%) . F# 14 14 (20.0%) 5T
o727
17.1.2 B EOHERAER CAERAR. MR
%E&@w%&&kwf]A42ﬁ®m%f£méhtf§ﬁﬁ%ﬂ%kLt%mm%%ﬁ%
(WV15758) @ 5 HRAE GBI A A > 7 U FREFHIR (% S5Ek 23tk L. (KiE 37.2°C
VIR, PRHETO B AFEICEET 5 £ TORR) (o3 5580 %2 L FISRT,
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A 7 i EE (FHE)

- o AR it
3K y %2
SEA F G-I | REBIHEC 2 B (95% 15 #H X [#])
o 101.3 IRgf] ™9
FENB I ELY D 5HM | 21741 (88.8-118.3)
— 137.0 W5
75 R 5 HE | 235 # (124.5-149.6)

H1D AeAZIVY VBERTA vy 7ORELOHE AL 2 I E LT1E 2mgkg % 1 H 2[H
FE2) A v T NI UYL Y A L RS THURROS K 0 HIE LTz,
#3) p<0.0001 (FZ &R & D)
TN F I UEREIC LY BRI OB ROM, BEEEDOEKT, A7
PIERDOFBBIETRRO LN, A EAZIEALY VEBE RT A uy TOEIERTRD B
7= WNEANT—%),
TN IV VB R T A va y TREREORFEEGNEE TE WA EFLRIT 342 il
7741 (22.5%) IZFRD b7z, 2829
17.1.3 BN EMHERER CaEiiiR., /MR
hﬁﬂEA%$%(&42W)Vﬂ#éfﬁﬁf%ﬁ%kbt%mm%%ﬁ%
(WV15759/WV15871, 5 HH#5) 1, BEEFIEL 500 Fillox LB EkEIEUE 335 il Toh - 7=,
DD, ABAX IV VBB R T A v a y TOFIMEEREET HIZIEE - TRV,
A TN WRFEIE (PRE) 1342 I e VBB R T A v v 7 123.9 BifE, 7
71K 134.3 R T - 7=,
Fo. KRBRICIBW T, BMAEE L g L7225 MR 1 B0 & (FEVYD) O bR iFA L2 I
NV R T4 r v 7 10.8%, TR 4.T% CTholz GNEAT—H),
TNV IENY VBB R T A vy TEREGHEOREREBAEE TE 2WEEFGIT 170 fiH
45 ] (26.5%) (2D A7z, 30

2) FRAAERRAE

H&E

17.1.3 ERFEMMERAEE (FEHEER)
T RSB E LB IR RRER (JV15824) @ 42 HREGES 2B 1T 5 A 7L W
JRYLIE D FFEINHZ 2 LU IR T, AR X m i &2 & ek A 308 il (777 &R @ 19 i
-83 k. T-¥) 34.0 k. 65 Ll EoEEE 1L 10 B, A Z I e R 18 57T k. P
¥) 34.2 5%, 65 kLl Lo EimE X 11 641) ExtHRE Lz,
EN T ESRILERRICBWLT, £ v 7T PRYYERIERIT T T2 REE 8.5%. A&/ &
Y R GRE 1.3% Th o7z, 15
1 5) IRIRIR G« A OMEE 37.5kg LL O /NRICkE U TR S - EKR O &L, 18 75mg 2 1 H 2 [,
5 AMHETH D,
TEBEE © RAICK L CAERR SN HEROHEIFE, 1B 75mg 2 1 B 1[0, 7~10 AfEEGTH D, 1K
& 37.5kg UL oo hNRICxk L CERER S ER O R, 10 7mg 2 1 A 18, 10 HE®%E-CTH 5,
A 7N WRRYYERIER] (FEIER)
TSR |FEAEZ I TS
e 153 155 . p=000s2
B E B (5)7 7] 13 (8.6%) 2 (1.3%) (5%l - 2.4%712.0%)
H6) AerZIen) UBBEORIEROHE AL I LT1E75mg 2 1 H 1[H
VET) FEEL OYEIRAS 2 SLLEERD B, A L RSB SUIHLAM O _FFAC X 0 R S L7 S
g e CEEERGREORIERIT 155 B 34 6] (21.9%) 258D Hiv, FAEHEE 8 i
(5.2%). T#HI 761 (4.5%) ZEToH o7z, 10
17.1. 4 BN FEMAERAEE (FEHEER)
KENC B W THEM S /R A (18 Ml b)) 254 & Lic 7 7 &R 5k R A f R iR BR
(WV15673/697) @ 42 B GE5 (BT 5 A > 7 /b o HRYIE O FEAEINHI 5 M OV
HRELLFIORT,
THEMRIEREBRICEB T, 4 7NV PIERGMERIERIL T T B AR 4.8%, A EALX I EL
U UERERHRE 1.2% Th o7z WEAT—H#), 1D

18



A TN WIRGIEFIED] GEIER) FHiIR T PR

FIvR (A EBAZIENY EREETS
PSR 519 520
JEYLIE TSR] ()8 25 (4.8%) 6 (1.2%)
s (%) (CF¥)  |18-64 (35.0) 18-65 (34.4)

p=0.0006

(95%1EHE XM : 1.6%5.7%)

£ 8) ML UM%,
SES]

IZRH b,
17.1.5 @S EMAE

BHRIEIRDA 1 S LFED S, VA NV ASBEXITHUAMED LRI L VR ST

FRAE LAY LRI RO R R BIRAE

HER (PRAEER.
BlE X e Lie 7 7 AR IR H SRR (WV15825, 42 A& GE5) |
TN PRYYE R SR IE TR 4.4%.

= E)

ETE WA EEREST 520 I 250 41 (48.1%)

BIFLA

V) N A R I 3 R N £ 0.4%(%0710

U7 FUoBREEICBIT A 7NV o PEGYERIERIY, T R 5.0%, AEAXIENLY
VIR R 0.5% TH o7 UMEANT—#), BEYEREZUTIORT,1®
IR T PR
. . WV15825
nib%ﬁ%éﬁ n=548 ]
PSS = (65 kLl )T
e 7R FEE I R
HEH - o
n=272 n=276
PN 64-96 65-96
i () (F2) (81.8) (80.5)

IZRH b,
17.1.6 @5 EM4E

£ 9) K 80%DEMENY 7 F LA Z T
s I e R GEEO R SRR NS

HER (BEEMEBR TR
4’ V7NV P RYYE RE L O T AR %R
B DA v 7N o PREGYERIERIIIETIRE 12.0%, AL ¥ 2 L) UetE &G 1.0%

CHEERILEGL

o 9 14% O S MR M A FE MR E R
YETE R WHESFESRT 276 filh 40 B (14.5%)

BaaptL T,

B (WV15799. 7 H#5)

Bl (5.5%) .

AR 12 1 (2.4%) .

EEYR 9 il (1.8%)

T&;ot NEANT—%), BEERZLLTICRT, 19
BE PR T RhRER
4 = WV15799
nﬁ%ﬁﬁéﬁ n=955
S 13 kLA k=
%%U 703?7\1{ b 1 2 N i ) \/ﬁé‘iﬁ
n—=—461 n=—494
A S 12-85 13-82
i ) (%) (33.8) (35.9)
FEAZIENY RGO EESIT 494 FHlF 124 ] (25.1%) 238D B, RK 27

HEThHoT,

FEILAIELET5mg T h—"]

17.1.7 BNFEMAERE (EEEMETHHRER)
4‘/7/v:n‘/+7“‘z%2§1’%ﬁ%%%ﬁm&®%m¥k#%@5%%@%—7"‘/%@%%& (WV16193, 10 H

M E) 2B 54 v 70 o PRYSEFRIERITIET R 11.83%., A% I L) i
HEE 1. 8%13@07_ NEANT—%), BEEREZLLTICRT, 20
R AN T Bk
- o WV16193
AR S n=_808
JOES 1A b
- HETBIRE T RHRE
A n=2392 n=416
2 e NN 1-83 1-80
Filn (%) (CF) (26.2) (27.7)
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AEILEZZENLDS T F—T]

17.1.8 B EMAERER (BEEZEMBFHHR)
A 2 7NV o WRRYSE B i O TRARE L IETRIRED A — 7 v iR (WV16193, 10 H
M E) 1B 54 v 7 v o PWREGSERIESRIIIETBHRE 11.8%, A2 I ey g
FEGHE1.8% Tholz WMEAT —%), BEBERELTIIRT,

B TR
RRE 5 V‘szlg(l)g?)
OES SN
E R (7) égf; é'f%

Fo, ARBRTIE 1~12O/NEREENTEY, ZOERIIIAELZ I LY VBE RS
Ay THIDEEIEE A& OTERE SN, BIEMHSEICHOWT, NRICBIFSA AL T
S PRRYEFIERITIET IR T 21.4%., THRET 4.3% ThH o7, 20

A TN WREGERIEG] (FIEZR)

FET IR TEhEE
KK 70 47 p=0.0206
JRYERIER] (R) 9 15 (21.4%) 2 (4.3%)

H9) HEL O, MIERDBFED BV, U A VA GEEUITURMO BRI XV R S AL iE R

T 4) AAIOAGR SN HELCHEICOW TR, TV, 3. HELVCHE] OESR
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VI. E3hZEHE(ICEHY 5EHE

1. EEZPMICEEHSILEYXITILEME
YT I KW, T=F I NI H U AT VK, XTI ELKFY
HE  BEEO B AWM OIHE I REIL, HFOETRLEZSRTH L,

2. EIBER
(D YEREM - 1EAKF

18.1 /EAKERF

T H I e UEREOEEERIZE N ABIKOBRIA IV A NVAD ) AT

— P A2 ERIIZHEE L ICs0: 0.1~3nM) ., #H LRI NT= v A IV AD LY ﬁ%ﬁ%ﬁﬁﬁ%
FLET D Z EICE D, AV RADOBEGE 2T 5, 2D

(2) EERMITDHBRMAR

18.2 in vitroin™o 4 JLR{ER

FRAZIENY VBT KTy 7 ThY R X D IEHERICE RS N T-%, fto AL
AMEMRZTRT,

g I el R OTEMARIL in vitro TO ARG ONBRIA 7 Ve o A )L ZADHEE]
KRS (SEBREERE ICs0 : 0.6~155nM, &R /7 BfERE ICs0 : <0.35u M) TRHE L7, 22

18.3 in vivolano 4 L R{EA

TUAR DR T 2Ly FOABERBRIA TNV A )V AEPETLTIE, L ZIE
WU B OROERE (0.1~100mg/kg/A) (2L 0 AEITEKS L TEFRORM, BRI
5&%@@@ T A VA ITUT DWW 78 EOIRIFENRNRBO iz, £z, =7 MU ERET L
(CBNT T A VARG 24 KA b OfE OG- (10, 100mg/kg, 1 H 21[8) T, 47RO b
F72 8T A VA REGT T D IHIEI R NG D bz, 2829.29

18. 4 TiffE

MDA VAT T AR Y A LV AIZHK L, BRTITHEANRD ben o7, MtEE#E L
TEOANATIE, ~TAKORT = by MIBW TRYEMEDIL T AR B, BEYLEIL T O HEFH,
E%ﬁiﬁwkﬁzgﬂéom%%%ﬁbk?4wxfm\/45i:ﬁ Yo7 BER
muy)roj/bfb\é 26)

(3) EFHIARER - FHthER
SR L
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VI. EYENREICRET HEHE

. MFEREOHTE
(1) AEEEDLMPREE
mMER L

(2) BRRABR CHRBIN-OMPEE
AELAZENLE Mg [ F—]

16.1.1 HmEixs
R AN B+ 28 BllIcAE /L Z I E/LE LT 37.5. 75, 150 M Of 300mg % Hi[EIFE O #%5- (i
BEF) Lzl &A% I E/WEHERORYENIE T A —XZLLTOLEEY THY . AUCit
KO Coax (AR GBI 2 2 L AR SN D

TEPER O EhRE T A — X

B b5 AUCixs Crmax Trax ti2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
37.5 1,652+ 203 150+ 35 4.3+0.8 7024
75 3,152+ 702 360+ 85 41+1.2 6.4+3.7
150 7,235+ 515 662+165 4.3*+1.1 6.6+1.5
300 12,918+1,564 1,377+153 4.311.0 5.120.4
mean=*+SD

FE) MRS R AR OMARER 87.5kg B Eo/NR
AE#EETHD,
SidUErE-a mA;ﬁLr% LENT-MEL AR, 18 75mg 2 1 H 1[E, 7~10 HE&%5TH 5, K&
37.5kg PL_EO/NRICH L CER S B O &L, 1 75mg 2 1 B 1[5, 10 AR#HE5TH 5,
16.1.2 REEHE
HARANKLOA AN 14 BIORFER AR 7255 L, A8 X I s LT 7mgl B 2 [F RO
150mgl H 2 [H% 7 BMEHRGT (B%EE) Lzl & OEHAOERYEIEE ST A — & K O
WEHREE N7 ZMEIZLL T D LB Tholz, HRALTHADOWT IO HEITHBW T H %55
7 HEH® AUCo120 KO Coax IXFEETH VU . AFEMICB T 2 EZITRD e o7, £,

Wkt U CAGRENTHELOHEIE, 1B 75mg % 1 H 2\, 5

N T 7REOHERE ) HIEVERITE 5-B016% 3 ALLNIZERIRIBICRIZE L, EREMEIEERD b
notz (ARANKOSNENT — %), 2
BHBM T B BIZBIT DIEMHAOIEYERE ST A — X
BhH & AUCo-12n Crax Trmax t1/2
(mg) (ng - hr/mL) (ng/mL) (hr) (hr)
75 (HAN) 2,276 +527 297+90.9 43+1.4 8.8+3.6
75 (FAN) 2,270+ 387 244+29.2 4.6+0.9 9.7+t1.2
150 (HAN) 4,891+963 599+ 96.6 4.4+0.9 7.9+1.8
150 (HA) 4,904+477 598+70.0 45+0.8 9.0+3.7
mean=*SD
TEPER D A RPREE N7 7|
¥ 5 A MAEHFVEPEAREE (ng/mL)
75mg HAN 75mg FA 150mg HAA 150mg FA
3 162+44.5 158+39.4 301+116 289+87.8
5 163+50.9 153+49.5 325+107 360+73.8
6 168+58.6 185+30.1 344+85.5 324+82.5
7 163+27.2 144+35.7 326+84.7 287+56.7
mean=*=SD
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ZFEILZIENLDSIY [F—T]

16. 1.1 FlE D EYMZHEF T

FTENZ I VD T AR NA L L I e VIR R T A v a y FRNER AR
FNZ X DA FRORSERBREGE X 0 . mEANIRSETH D Z LR ST MEANT —4), 3D
KT A4vay TR TENLAE 4L I e LT 150mg & 0GR DOIEMEIR D 3KY
/T A —% (n=18)

2 AUCint Crmax Trax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
RZ A4 m -y 7H 6,870*=1,360 546101 51*x1.5 7.2+11.7
J 7 LA 6,940+ 1,620 615+147 45+1.0 6.4+1.5
mean=tSD

WD RIERS AR LR SN AER ORI, 1E 7omg 2 1 H 2E, 5 HRZRS5TH D, HhIRIC
XU CERBENZAEROAREIE, 118 2mgke # 1 A 2[E, 5 ARKESTH D,
FHHEE  AICH L OB SN AELOHEIX, 1B 75mg 2 1 B 18], 7~10 HE®&RETH 5, Sk
W U CAGR SN AER O EIE, 118 2mg/kg % 1 H 1[0, 10 HREES TH 5,

AELAZENLEGE Mg T h—"]

16. 1.3 Y ErREF R
TN ZIENEET Mg [ h—T] EXI TNV TNV TEE, 7R A4 —"—{EICX0 15X
X1 7' (FEAZIENE LT 75mg) MEFERRA S 7ICHE R R 05 U C iR
BALARBREZE L, BONZEYBIE T A —% (AUC, Cmax) (22T 90%(E X FIEIC
THEHRIT 21T > 28R, W 10g(0.80)~10g(1.25) DFIFAN TH ¥ . WA D LM =2 1 R
PED R S 7z, ®)

Flo, MBEPTEMEARRE ZHE L, 30N YERE T X —% (AUC, Cmax) (22T 90%
(BRI A TRERHIRAT 21T > 72521, WL S 10g(0.80)~1og(1.25) DHEEIHN TdH -7z,

OFZERHMEE - R

(ng/mL)
140 r

—o— ALY IEINESmg [ h—"7)
120 t —o— 1 ZI T ) A TSI

mean+SD, n=48

100 ¢
Il 80 |

= 60|

40 |

P 5 DORER (hr)
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KRN T A =X

HIE/RT A—H BEINT A —H
AUCo-8n Crmax Thmax te
(ng * hr/mL) (ng/mL) (hr) (hr)
FENH I ENVEE T5mg [ F—T ) | 143.1£30.8 96.5150.4 0.69%+0.49 | 1.43%0.23
HI TNV TEILTS 142.3£25.7 91.7%£45.9 1.00£0.77 | 1.37£0.25

MAEFFREAW NN AUC, Cmax FED/3T A — 213, HBRE OBER, (R OLRERL - % O

Ko TERRD WML D D,

mean+SD, n=48

W FN DHITE ST A —F DR IEAHNED FIEED 72 K% T 90 %05 45 X [H]

INTA=H

AUCO-Sh Cmax

FEME D

1og(0.9982) log(1.0445)

FIHEDFED 90%1E X [H]

log(0.9744)~10g(1.0225)

log(0.9183)~10g(1.1880)

QRIKFHIMIEE - fEVEAR

(ng/mL)

450 -
400 t
350 }
300

NEREERE

150 t
100 ¢
o0

o
=)0

250 t

200 t

—o— A vILFIEIEET mg [F—"7)
—— YT )N ATEINTS
mean+SD, n=48

12 16 24
5% O (hr)

4 8

HWERE T A—=H

BRI

PIENRT A—5 BHENRT A—H
AUCo-24n Cmax Trax ti
(ng * hr/mL) (ng/mL) (hr) (hr)
FENH I ENVEE TBmg [ h—D | | 3832%£557 376.2+£79.8 4.4+0.9 5.91+1.10
HI TNV TEILTS 3869562 379.676.9 4.4+0.9 5.90£1.10

IMAEF PN NS AUC, Crax FOD/3T A — 2 1F, HERE OBIR (RO LRI - R 5 oD
R K-> TR DTN D,

mean*tSD, n=48

W FN DFITE /ST A —F DR IEAHNED T IEMED 72 K% T 90 %05 45 X K]

INT A =4

AUCo-24n

Cmax

FEEDFE

1og(0.9904)

10g(0.9907)

FE D FED 90% (5 HEH X [H]

log(0.9726)~1og(1.0085)

log(0.9639)~10g(1.0183)
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ZFEILZIENLDSIY [F—T]

16.1.2 £¥FHIEISEERER
FEAEZIENLDS3% [F—U] X ITNVRIA Ty %%, VR AF—"—IEICLD %
e 2.5g (AL Z I E LT Tomg) HERERA S ICH BRIFR OB L C il rh R 28
EIRREZRIE L, o3 EiE <7 2 —% (AUC, Cmax) (22T 90%[FHEX MIEIC T
HAHRNT 21T o T2k R, WD 1og(0.80)~1og(1.25) DHFIFHN TH 0 . WA LW TR 2k
DIERS STz, 32)

Fio, MBEFIEHERRELZIE L, B o3 MEIE T 2 —4& (AUC, Cmax) 1Z2VT 90%
EE XA TREHEIT 21T o TR R, VT D 10g(0.80)~1og(1.25) D#EFHN TH - 7=, 32)

OFHEFHME R - R

(ng/mL)
80 r —o— ALY IEIIDS3I% [h—17)]
o 1 HITJ)RIAM 0w T 3%
701 mean+SD, n=61

RERERERS

HIE T A—H BENT A=
AUCo-sn Cmax Tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)

FEALZIENLDS3% [ h—1T | 132.51+24.3 65.31£27.6 0.85+0.83 1.50£0.27
ZITNVRTA vy 3% 131.9+23.9 60.2+25.6 0.99£0.67 1.47+0.28

mean*tSD, n=61

AP EREEN NS AUC, Cmax FFD/NT A —HZ (3, #ERE ORI, (RHE ORI - Bl % ORISR A:
(ZE > TRRDRENRD D,

HRLH DY) E /T A — F DO RHIEHAE O I D 78 K O 90%15 #8H X [H

INT A —H AUCo-gn Crmax

SEEED 7 log(1.0039) log(1.0929)
SEHEDZED 90%EHEX M | 10og(0.9781)~10g(1.0304) | log(1.0138)~1og(1.1781)
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Q@RI B - JE AR

(ng/mL)
400 ¢

—o0— A ENYIEIDS3I% [h—17]
o I HITIIVEFAO0y 3%
mean-+SD, n=61

8 12 16 20 24
#e G OKEE (hr)

KRN T A =X

HENT A—H BEINT A —H
AUCo-24n Crmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
AL ZIe N DS3% [ h—T | 35571471 339.41+46.8 4.5+0.9 5.86+£0.74
ZITNRITAvmavyT 3% 35861501 351.2£51.7 4.3+0.8 5.78+t0.71

mean*SD, n=61

1SRN ONE AUC, Crax 550D/ 7 A —H &, #BRA ORI, (RIEOTRIRAE - Kef] 5 ORI

(K> TRRD AR D D,

W EHN DHE ST A —Z O IEIHNE D T IED 72 K% T 90% 17 HHIX ]

INTA—=H

AUCO-24h Cmax

FEMED

1og(0.9930) 1og(0.9680)

FIEE D FED 90%1E X fH

1og(0.9750)~10g(1.0113) | log(0.9406)~10g(0.9962)
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(3) thEtE
mMER L

4) BE - HRAEOEE

16.7 EWMMREER
P450 24 L= 3 BAEFH OBFHIB W T, 8L Z I ELIZE MFI 71 Y — A28 5%
i P450 JEE ORFHHIH L CF E A EREBE 5 2720 > 7= (in vitro i B5R), 10
Fio, AvNAH I EVIIREBHEIMEER O 7o X2 REDOHRAIZLVEZ VT T 2ADIKTF,
AUCint 2T} Cmax DK 2 [EOWNNNERD STz, D Z LI 7 =4 ARG 2 TR R
BHWEND AL I EVILERRE CHElE S5 3550 & oI X 0 BEE A ER 24T
LAREMEZ R LTS, Ll ZOBAIC X 2EYEMED (LB &1L, K5 BOFEN
WECTH DIFE ERERINCEE T2 GMEANT — %), Wik, A 7V W oA )L A JEYE
WCPEDERIER O 7= DI SN D AREMEN H 23 (Pre A X I VH ~ 7/ u T4 RAHUE
Y& . NSAIDs %) MOWENICEEL 5 2 2 /R0 H 5 A HIAREIRERSE) 0% ok
Yy & OFEHEAERTE S LT,

2. FMEEBIIS A —4
(1) %
AR L

(@) AR EH
AR L

() HEREREEH
FEILZZE)Eng Tk—7] 3
1) RELIK
kel : 0.4985+=0.0796hrt (R A S 1. M HERE O£ 5)
2) 1EMEMR
kel : 0.1205=0.0188hrt (fEEEL A 5 7, #Mofs HERE 0B 5)

AEILEZZENLDSIY [h—T ) 32
1) REALE

kel : 0.4764+0.0892hr1 (fEFERLA T 1. #HFERE O #5)
2) JEPEMR

kel : 0.1202=0.0151hrt (A S 7. MR HERE O£ 5)

@ H29IVF7SVRA
MEER L

(5) HEH
LR L

(6) it
EERe L

3. BER (REalL—va>) @i
(1) BBATH%
PR L

(2 135 A— B EHER
R L
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5

6.

. RIR
MR L

il
(1) 1%k — xR P @@
<BE>T v b
VI. 5. (5) ZOMOMME~DOBITIHE] OESM

(2) Mm%k —RREEREPT @@ 1%
<BE>T vk
VI. 5. (5) ZOMOMBE~DOBITIE] DA

Q) Eit~DFITIE
VIl 6. (6) &3l DOHZM

<HE>7 vk

16.5.2 2Lt AT
%7 > M [UC] -A k& I BV 10mglkg & BRIRE A& G U2BE, BTyt HIic8eT
L. &5 1 Btk ChRmBEICE L, ok, M S ITEFERRHER THA LIz, #it
/i R I IS P IR W TR o 7,

4) BEHR~DFITHE
MU EER L

(5) ZDHDMBA~DIITH
<HBE>T v b

16.3.1 #iH
MEEZ ~ Mz [14C] -A®/AZ 2 BV 20mglkg & BAAIRE OB G U7-BR, ST BE I3 HAR 30
oA L, MERECHELL L Tz, BB Z2FR< L RFIR, B CRREZ R L, Sk 1
DEEZ LN TWDHITIXIMEDR 2 (5 TH o7, FARMER~DOBATIZ D o7, WS
BOWTHREA~OBITHRD Hiv, BATHERIZEHMAAIMAE DK 1/2 TH - 7=, dieITEs 48
1% £ CICAALRR HIRIEREICTTEE LT, 2 [9.5 3]

(6) MIFEEHER

16.3.2 EAKEER
F'AZ IV EORZEDOIEREOE b Ty b, UFFROA XMPFEEA & OREERIT, 4k
LA I ENLTIIETOREEIZB VT 50% L FOFEAE TH o722, IEHAETCIIW-FhofEIcs
WTHIEHT 3%LL FOFNE D TH 7= (in vitro ikR), 5

e
(1) femisns B O e 2Ee

16.4 {1t
T I EMTE MIBW TR OGS ZECIZE E LTI CIEMEIRICIKR OS5,
Fo b AP 71 Y — 22 AW REERERICIB VT P450 12 L A REHTER S S h- 72 (in
vitro iXER), ©

(2) RHI“EAET 58K CYPH) OHnFiE, HFEX
TVIL 6. (1) AREHBAL L OEEE ] DHSM

Q) VEBEBBNRDOERERVZOEE
RN

@) REMOFEEOHEERWFEMLL, FHELEE
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7.

8.

TVIL 6. (1) AREHBAL L OEEE ] DHESM

Bt

16.5.1 FRep$E#
TR A BT LA Z I L E LT 37.5~300mg ZH[EFE OGS Lizs &, K&
R ONEMEIR B o T 5 48 BEfE# £ T2 7T0~80% 2N R Pzt & 7=, v

) AROABSNIMEROCHEIZOW T, TV, 3. HEAUHE] OESR

S U RIR—2—IZEAT 515K
MR L

. BREICKBHREE

PA- L 2

10. BRENEREHIHBE

HE

16.6.1 E#E (B0OmLLLE) [CHIFHEYHEE

FEn 80 L OBl E 5P A AL X I BN E LT 7hmg ZHEIROK G Lt o4
R EVIEMEROIEMENRE ST A —H (FLLFDO LB Th-o7-.9 [9.8 ]

e (80 kLh ) DIEMARDIEYERE T X — &

55 AUCins Crmax Tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6,0631+=604 439+29 5.0t0.0 7.0£0.6
mean =+ SD

16.6.2 BHEEEEEICH T 5EYENRE

IVvTF= 7077 A (Cer) EICKVBESNTZBEHERES 2 ST 20 Blaxfg L L,
AR IELE LT 100mgl H 2[E% 6 HREIKERSGY Uiz & & OIGTEREYEREIL, DL T
DERO LB BHEEEITIKE LTz, ®ELRBEERER ICBOD CIRGEBOFBRALETHD &
Ezonile GMEAT—%).9 [7.4, 82, 9.2.1 B3]

P 58RhA 6 H HIZd 1T DIEMERO I EhE T X — X

Cer fi AUCo-12n Cumax CLro-12n

(mL/43) (ng * hr/mL) (ng/mL) (L/hr)

Cer=30 43,086+18,068 4,052*£1,519 1.54+0.55
30<Ccr=60 15,010t 4,158 1,514+ 392 4.19+0.67
60<Ccr=90 9,931+ 1,636 1,068+ 183 7.25+1.15

Cer>90 4,187+ 630 494+ 80 17.50+2.78

mean*+SD

E) AFOABRINT-HEROCHEICOWNTE, V. 3. HEACHE] 0HESHR

AEILZIELDSI =T

16.6.1 /NRICH T DEWENRE
(1) BRANIZEITDEHE
EINE TAREERRICBN T, A% I EeLE LT 2mekg % 1 H 2 FE#EGROEHIRREIC
B DALY I EATEVEIRO 55 4 FEE K OV 12 FERIC IS 1) 2 Mg & nrRE i BRI R
WTHIE L7z, EORER, N7 ZI2Y T 5 AP IEHEAIRE 12hr fEIZWOTHUOFERE IS

TH 115ngmL L ETH Y HiA TN PO AV ZNREHFTE DIREAHER L Tz, 39
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EIZIKA'$

BT 5 M IEPEARRREE 4hr 6% OY 12hr 8

[ 4 iﬁi
e g HH 1~4 7% 5~8 j% 9~12 % ESUIN
(ng/mL)
4hr Bl 7 5 4 16
S| 264.0 328.6 354.8 306.9
TR 22 56.0 30.8 81.2 66.7
L fiE 252.0 330.0 346.5 308.5
S U TN 188.0-366.0  280.0-355.0  265.0-461.0  188.0-461.0
CV 21.2 9.4 22.9 21.7
90% 5 fE X [#] 222.9-305.1  299.3-357.9  259.2-450.3  277.6-336.1
12hr %% 8 5 2 15
B9 170.4 165.4 240.5 178.1
PR 22 31.6 40.7 13.4 40.4
H il 162.5 167.0 240.5 167.0
/N ERR 128.0-217.0  115.0-216.0  231.0-250.0  115.0-250.0
CVv 18.6 24.6 5.6 22.7
90% 15 5 X [#] 149.2-191.6  126.6-204.2  180.5-300.5  159.7-196.4

(2) AEANIZH T B RE

fERE 72 BN 23t Ge L U 2 DORFIKRBRICE N T, 1~5 % 1~2 5%, 3~5mD 2 7‘/1/»—
7 (%12 0)) KO 5~18 A 5~8 k. 9~12 MK N 13~187%D 3 V' /—7 (%K 6 Hi) |

. AEALZ I LT 2.0~3.9mgkg ZHRERFRAOFLGEDLZ L&, 1~2 5K v‘ézﬁr
KD AUCint 1% 2,810ng * hr/mL T 3~5 i&IZ i LT 16%{&0 > 72, F7=, Fn 5~18 ki H
WA B~8 D 7 L— 7 TlE 13~18 % D 7“;%— NI LR MR O RITE S, iR E L
TIREE @1£&T7b> WD BT, R B~8 KD 7V — BT HIEMARD AUCins 1345 13~18
kDT IN—"T J:tix L 60% T 7=,
ZNS/NR T N—TIZEB T DIEMHAROIEYENFE NN T A — 2 24 /L% I E/L Thmg KT 150mg
KERES D L= H ztiJ\&UEu\@ﬁsz\ B DEHEKRBR L VG ONT-RYEE T A —X L
g L7z & &, i 5~8 D 7 N—T7ZB 1T D AUCint 1L A D 75mg (Img/kg [ZFHY) # 5
IBEITLEE 1 AHO AUCKt EREETH Y | Fiis 9~12 KD 7 /L—7 TR A D Tbmg KT
150mg DOIZH V| i 13~18 m D 7°/1/~7°“C“6i55?)\@ 150mg (2mg/kg (ZFHY) & [FRIEET
bolz GMEANT—#), [FERIC, TXTOEM I IL— T2 5 &5 12 Rl I 5 i
FTE PR IR FE VRIS fm&’é@ 150mg T j‘éﬁ%:iﬁljxé HLOTRL PiA 7z W
A /v;«{%ﬁé’,ﬂ;@ﬁfé‘ DI ZHERF LTz,

SNELN DB /N7 NV — 1281 DIGTER O EHE N T A — % (2mglkg)
INR T —T AUCins Cmax Tmax tie
(f511%0) (ng * hr/mL) (ng/mL) (hr) (hr)
1~2 %" 2(12) 2,810+871 121+51 5.6+2.2 14.9+7.3
3~5 % 2(12) 3,350+670 179+173 5.0+2.3 11.3+5.5
5~8 %k (6) 2,746+ 368 183+36 3.710.5 8.8+2.0
9~12 % (6) 3,208 +394 231+46 3.7£0.5 7.8+1.8
13~18 % (6) 4,534+929 319+76 4.3+0.8 8.1+2.2
mean=SD

H2) KT A—21L 1~2 1% 30mg, 3~5 % 45bmg # 5% 2mglkg IZHHIE L7 H D
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AAAMCAADRANIZE T 5%5 1 B HOEMEEROEYERE T A —X

&5‘% AUCinf Cmax Tmax ti2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75
2,107*374 191+32. 4.91+£1.02 461t1.42
CEIN ,107£37 91*+32.5 9 0 6.46
75 2,274+1,105 142+39.7 5.84+1.16 10.0t6.86
(FN)
150
5,189+1,187 468 84.3 5.16+0.754 6.30£1.95
(AARN) ’ ’
(é[g)jo\) 5,036+1,524 383*£98.6 4.42+1.11 7.81+5.23
mean®SD

1~18 D/ NIz 2mglkg DAET 1 H 2 [BEL L7254

(3) ER/MNREESNNMNRIZEH TS M EED LE
&% 2mg/kg (M IE L7z B ARN/NRIZET 2 & F IR T O M P EE AR E 4hr 6% O 12hr
BEIcHoXx, 3 ODEAMNERR LV HE (2mgkg) K OEFIREE~DHIEATT - 72 4hr fEK Y
12hr fE & HEEE L7, Z OFER, BARNNRIZE T 25 4hr ER O 12hr EIXESNRIZE T % 4hr
KON 12hr fE DO 5547 OFFHNICH - 72 (AARANKROSNE AT — %), 30

TEPEARDOBRER B, RAIZRT 2
LMK OFIEP R SNTRTERE LK TH 7o, EA T2 6 /NRTORRYERE O 7
NG AEERD 7 VT T o AREPMEFERIETE S FERICEVED T ek E A AfEL
T OEMER DRI R 255720, FlICHE T 2 RHEZ AL LREIEEHEE LTk
EENTe GMEAT —#),39.39.2 [7.4 ]

1 1) AROKR S I BELOCHEIZOWTIE,

11. £t

R L

V. 3. HEROHE] OESHR
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VI. £2t (ERLOIES) ICEY SHEEB

1. BERBEZDEH

1LEE
1.1 ABEDERIZH=>TIE, FFDBERZEEICKREAT S &, [6.1-5. 4 SH]
124 TNI Y IAINRABRREDFHOERITIFUICESFHTHY . AFIDFIHER

1
.2
FT0FUICEDFHICEEEDH S LD TIEAGLY,

2. ERABREZTDER

.22 (ROBHIZIZHBE LGN L)
2.1 RHNDRAT 5 UIBBUE OB RO & 5

w

. PDEXIEIHRICEAET 5FE L ZTNDER
(V. 2. ZREXIIZWRICEIET 2EE] 22RT5H 2 &,

N

RERUVRAEICEEY 2R & EDER
(V. 4. FEROHRICBEET 2EF] 220352 &,

o

- BERGERNIE L X DER

8. EELEARNEE
&1ﬁ4y7wiyf74w2£®W%@ﬁﬁXi@% b BT, A T PREREC
I, BEATEIZRBL LA HmE SN TS, BEITENC K 2EEEDO RN —OFHKE 1L
HI2OO T ekt LT, OQRFETHORBLOBZENRHDHZ L, QAEBICBWTEEL
THo%G. L EHRENG 2 A, HRERSITIEEEOFKIIKT IR EHE LD 2
ELICOWTRERE - FRICH LIHEZITY 2 &, ok, IESEOERICELIBENDOH HEE

BEATEZOWTIE, BPLBED/ N - REEFEZF OBHETHENR SN2 & BEDG 2 HH
DNIZRBLT D22 ENZ N2 & BDEbR TS, [11.1.7 &)

8.2 AANIBHHMA DOIAKITH Y | BHEEENE T L TV DAt RENEL R BN
NHDHDOT, AFNOEICEELTX, 2V T7F=0 27 )77 AEIE U HER O EICE
HTHFEEICESNT, REZBE L 2NGEEICRETHZ L, [7.4, 9.2.1, 16.6.2 /]

83mmﬁ%%bﬂé kﬂ%é@f BE K OZFOFEICKR LT, mf#E, i, AE5 i

FEOMIMIER NS b ONIHEITIXEMICER T L )@ 5 2 &, [11.1.8, 11.2 ]

8. 4 B RYIE DS A /7/1/:1:/4% A IV ASEYEIC A PF L2 0 (A v 7L YRR L IRA &
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AR, JLROYA  3mgkg (K74 vy 7AlE LT 100 mg/kg)

(3) ARBLHIDZNERE TR EHET HEEICB VT, TRANT ARSI B A, 7 vz oA
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40



I. Xk

. BIAX#K
VS SL D SRR
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15) FIAAE = AR, fth. JEYEFHEEE. 2000 ; 74 : 1062-1076.
16) AR FhBR 0222t D £ LD (EWN : JV15824) (Z X 7L 7 &/ 2004 47 H 9 HK
. HEEERMME ~.2.2.1)
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18) EnE X9 D5 mﬁ%%éﬂﬁm H e 5) (MEsh - WV15825) (¥ 2 7 )vh 7 )L : 2004 4F
7TH 9 HAR, HEEEEMEE ~.1.3.2)
19) B IFE T BhaRBR (7 B 4% 5)HEsh - WV15799) (Z 2 7L H 7 E /b : 2004 4 7 H 9 H KR,
RS ERHMEEE 1.1.3.2)
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POEARML « T 385 O B SRS BN BT 2 04 R 74 U IZBT 2 Q&A 1221 T
(2D 3) 1 (BFILH 9 H 6 BT BEAFBEERE - A4 REAIRE - FREREE
HEAE)

(1) #9819
ZEILEZZEILE Tomg T ~—J )
B RIFSME
e U=k & LA T O S TIRIE L T2,

At 25°C, 60%RH, 10001x
(AFEMRAEI X 1 AR T40 Hlx - hr LI b, 3 AR T 120 Flx - hr L E)
RIFIEHE - v — VL (TS THED)
(BB ICBER T, EDRRECRFE L)

- B
4t 25°C. 60%RH, 10001x
(BRI 1 EARAT40 Hlx-hr LI, 3RS T120 5 1x - hr LU 1)
RIFERE « BT 7 2R (Fie)
(BB SRR T, EDRECRTE L)

R
PRATSME RBRTE H AL IERE 1145 A 1% 3 & H #
LA e _ EI=RY S =RERY S S
5 a8 ERENAY P S A2 B - 1 £ ool

oL & (%) 100.4 100.9 100.3
P17 (%) 100.0 100.5 99.9

s DA * A2 R E

9331 & (%) 100.4 100.5 99.6

7 A7 3 (%) 100.0 100.1 99.2

% QDT 4N Da—F ¢ 2 T NIRTE
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(2) FRlE - BAMRUBREREF1—JTDE@N 4

IR EILEGETmg b—T )

B ik

OV IV v TITorVr—%KERY, VY O PRNICHAILEEZ ANTT 7Yy —%RE L, B
(55°C) % 20mL W\ EL 5,

@5 srflER%, vV AR FT 180 15 HEMEE L, FEE - BB ORI ZBET 5, REAR
DA VIR 5 /o HE L, FEROBIEELIT I,

QAE L7 WA X, SEANCBRREEZ AN L DIZ >N TO~QDIEEETIT S,

@OF =2 —7IZHY SF, JiER 2~3mL,/ B CRMEK 2 2T LIAAT R, S 512K 20mL 2V
VUTIHEALIEW Z Bt DR OF 2 BT 5,

B B E - Has
Fa—T  hyTREFENT—T I (FEX :120em)
VIV A2 AT 4 — KUY 30mL YA R

W
4, SKBRIE B i 5
s | X (F55C) THMERRTH Y  WAICAHEART,
G K (% 55°C) - 10 4 CHiEE L7-
FE L Z I EIVEE 75mg i 8Fr F o —7 i Fa—T % BT 5
[h—1 I (RBEZHLHES)
yes FL il
K pH pH 5.77

¥ 1 Fa—Tilil%. 7T AT v 7 B OEAGAREEEEITHH RS E L TR Y . BINEWL2 7 (20mL) %
2 [ L THERETE R o7,

. TOMOBEEER
HASE RSt BB E T YA b
https://med.towayakuhin.co.jp/medical/

44


https://med.towayakuhin.co.jp/medical/

SuEHRSETT

RIMEmARIIE &

RIRFPIEM#HBEE2EF1TS

3hR—1



	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


