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AHNDEARE (n-A 27 Z 7 —1/K) 115,100 T, KEIZIZIEE A EHBLE N> T,

(1) ZDtho X4 REE
e (o) 5 KI+32~36° (T M ROKGEHRE L7-H D 025g, 7 rRr A% 50mL, 100mm)



M. AMRSIZEYT HEE

2. ARG DEEERTICEITIREN

Wik a< 757 4 —

BRIy YTy ATTRE (A EI P
BRI | 25°C/75%RH (W) %%géf*ﬁ 36 # A Sk L
Y 25°C/AHATF (10001ux) ﬁ%;ﬁ%éfﬁ ey Sk L
I 65C () WET 3 A i L
% we MESLE | ean B L
L 40°C/75%RH (K5FT) -
\EE 9 — N
mE %%géfﬁ 6 I L
3. YRS OERREE
RN 2~k VRIE
4, BEPRSDERE




V. 8i%|I-B89 51EE

1. &I
(1) H‘E5E’
SN
(2) FIRDORA, SNERUHERK
s TARAR
WoE4 | TNHEA RS0T A AAA, TAEARI00T 4 AHA, TNEA R200T 4 A A
FTE @E%I W AR AA
B« B8 | TVEA RS0T A ABA 17 ) ZAZ—HITFP50ug 2 aH 45,
TINHEA RI100T 4 AAA 17U AZ—HIZFP 100ug Z&H T 5,
TIVHEA R200T 4 AAA 1 7Y AZ—HIZFP200ug #&H T 5,
PRk | EERRABRKAIT, 7Y RAZ—ORNEWIACOBKRTH 5,
sl

hh '

FP: Z)VF NV o 7Fu bt B AT )L

- IF7YV—IL

s

TNEA R S50pg =TV —/V 120 MAH], TV A R 100pg =7 Y —/b 60 R AH

FITE o X 5]

EREEAT T — A

B -

G| 7 NH A R 50ug =7/ —/L 120 A -

1 [EME T FP S0pg 23 H 79 % (1 {5HIZ FP 8.83mg
ZEA) o
TNHA R 100pg =7 —/L 60 WA : 1 [EMEZEHIC FP 100pug #2435 (1 HHIZ FP 11.67mg
ZEA) o

LEHRD | 7B A R S50pg =7 > —/L 120 AH @ 10.6g
HE TINEA R lOOug :nT*/“wwo WA - 7.0g
PR | HRHEBNC X 0 —EEOIKIENETRE SNDWATT ) —LEITH D,
bAx i)

FP: Z/WFh o Fuav’F B AT /L




V. ®AIZEHI SHEEB

(3) BHEIDYE
FUANA T YA —DONEWTIABOHETH D,
T Y b RO TR I S TR Y | HE
4) #Ha—F

TINFHS o a®F BT AT IVDOE5E

T 4 ABA LT UL EEESOM
(50 7 4 AN A B,

100 5 4 A A« FB A,

CEVLTRERD,

200 F 4 AT A H)

TV =)L R RO DOREIZ B DR DA,

(50pg : JKfA, 100pg : 5K

(5) pH. ZEXLE, #E. LLE.

REL pH HF

R 2 F R & 72 D

AR L
6) BEDHE
AN E R R T,
2. HEIDEBL
(1) AP (EHRS) OEE
Wisi s, 1 7 2% — (1R o
" TINF N T a R AT VG
TNVEA RS0T 4 AHA 50ug
TIVEA R100T 4 A A 100ug
TIVEA R200T 4 AT A 200pug
TIEA R S50pug =7 Y —/Lv 120 B AH 50ug
T)WVEA R 100ug =7 > —/L 60 W AH 100ug

(2) &4y
T4 A A TRIEA
s T — )L )

() FBEBBADHRRUVEE

&Y LR

3. FNEMREL TERYIHADOREE
Y LR

4. BAK, AADOTRHEICHT HEE
AL

LB (1 e L CHLERZET)
LL12-7 h o 7)vFuax i




V. &H|(ZEHd SIEH

5. HAIDEBEHTICETIRER
50, 100, 250*F 1 XH R

(*250ug AL EEAIE TldZev, 200pg BAFIOZ2EMEIL 100pg AT & 250pg FHI D22 @M X v #iE S hiz,)

RIS BRAFIERE TRTF IR iR
JIBEEEN 40°C/75%RH F—R—F o T 6 # H A7 L

WA | 0CTSURH | A—s—goratnl | enn | B EROET L

EWIRFER | 30C/50%RH F—R— T ST 24 7 A Zbi L
AR Y | 30°C/65%RH | ARE (A—\—F v 7l L) | 12 9 J ZAb7 L

NEEE &8, Mk, EEWE. k8, MAEVRE (RRGHER CEE)
E1D) RAEZETNLVI=ZULBETE—NN—=T v 7EAELEL D,
1 2) S0pg B, 100pg B, 200ug B < FEME

50ug T7YJ—IL 120 R AP

PRAFSAE RIFIERE LRAFHAR iR
30°C/60%RH iji 12 % A
PI[IBEEN T
40°C/75%RH — T = M 6 H |2k L
1EASL
. ZtIhva
EHIRERER | 25°C/60%RH m— 24 4 H

RERE - ah, MR, R, Bk, IR

1000ug T7YV—IL60 IRAR (FILIZHLEIZKE)

RAFSR1 RIFIHE el R
30°C/60%RH ﬁi 12 % A
TR e
40°C/75%RH — T = AE 6 v A |2k L
1ENT
N f]r
Bt | 25°C/60%RH — 24 % A

HIEER « o, fhIk, ERWE. Mk TR, R

6. BRROREM
AL

1. Fl L DESEL (MEBIEFHEL)
PAENRAN

8. AU
A Lg




V. ®AIZEHI SHEEB

9. EMFHRBRE
AL

10. HFIPOFERRS OHEBFAERE
T A AT A SRANATEIBOE FEHIE 1
T =b R AT b VRIETR

1. REPOEDRSDEEE
Wik a~s7 27 4—

12. A
Y LR

13. BAY HTIRENED & 5 5K#Y
TNF RS T R VT AT ORE TS D P HIE, BIAERS T ORES TERS D,

14, FRVDELGERS - HMENRBRLCERICET HFR
B L

15. 3
Ty MZINTF Y T ad R AT VA (T VF Y T a e e AT L 125mg KOS K
Y 875mg DIRGH)) % 14 BRI ARG L7223, RET (FERAGE) ~ORREMEIXZA STz,
ARG R, BEERW AR (100pg X2 [7]/50kg/ H) DK 163 F5I12FY 45,

16. Zoith
R L



ARICEYT 5IEE

X

S

mE
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S

v

5. MAERITHMRICEES 5
5. 1 BMEDFEMEICH LTIE, AR A LAanE 5 BEEHEET L2 L, [8.1 B3]
52$ﬁ®&5%ﬁ% (T, BE O BAER & R L EZRABIC L TR < 2 &, BT, i BRIEERNR
RE S S O T e B R RE O & ETIFFEANE L CARANFMERA L7222 &,
(&)
5.1 AANTEMEFAERFIC R G LT HEMPEDRITIHIFF T E ey,
5.2 AFNT TITHE E TV D FRAEZ DT S 2 FAITII RV D T %thﬂw@mﬁﬂ ok
B/ EH, KFOWABHERIITONLRETHEM T2 2 &, FFic, QUEEEIOBEZ T, HIFRHEE
%@&A&ﬂﬁ% BHMEAT v A FAI IEX7)/&TE%@&5%\§ﬁ&A£@ HE D A &
NDEZATV, Wi EOBLRELZSGE L7 ECAR 25 2 &,

2. AERUAE
WA X, IAFAY o Ta A B ATV E LCEE 1A 100pg 2 1 H 2 [EWARLET 5,
R, ZVvTFh Y oA U ATV E LCHEE 1R S0ug 7= 1 H 2 B AR LT 5,
&kxfﬁ LV EEHEET D2, 1 HORKELEITHA TIL 800ug, /NETik200pg ZREE T2,

1 RERVAECEEY HIE

JER DR DT BB id, 1BR L ER/NROMBETHRET 52 L,
(f#35R)
ARAN DM 5AZ K0 | B OWi BIER ORI S T B1E, R LGB R/NROH EA~DORE, SF
WAHZ LV IR ERFIA~EE T L 2L 2B BT 20END L, RHERFNAT L7BRIE, WBOE(LIC
£ DM BIEIRDBACITIERE 25 2 &,

3. ERERALIE
(1) BET—42/1\vHor—
*ébﬁu\em9$3ﬂum% ST:AED,

(2) ERRHR

1) BADRIE" ~1
i) ESERERELER (FLA)
R EEFE 48 B & KGR X HBIEIC K 2 A2 U v & VW KGR BUERER S i S iz, £ ok
By INF RV Tt B AT T — L 1 E 100pg 2 1 H 2 [\ 4 @8EHFGT5Z &2k,
TR L THRICKERBMENME T 752 &, FZ2ORTERIE AT Y et U
ATNBET 4 ATHERETHD ZERNRENTND Y,
BWERIZZNTF B v T a e F oo AT V7 S — LRETCIIRE S o T,
MARFEH IR



V. JARICEY SRR

i) ENERREER (BA)
B 2 S T R NG B 370 6 2 T ST A TV TF A Y T VB AT A n AT
ATEOFIR (PEESEL L) X 79.7% (295/370 ) TH D, £, RARE G EEE (@8 -
SE) ARRETAREGRRICBWNT, JAFHY T u A U AT L n X T ¢ A 7% [[] 100pg 1
H2RXI_Z7 x4y rabed o AT T/ —)L 18 100ug 1 H 4 [A1% 4 @G L 7-ER,
TNFAS T ah BT AT V0 X T ¢ AT T B CEE | MR R 2 E N O AED LV RE
(N BHEN S O,
) RERERWERE  BARER. 275, WEREr . OFASEOM ARIE OBE OIS 2B E I AIE L,
Y EAILLT 7 Bt CHlE
LEHGE 2LPSEYEE 3RERE 44048 SOCE(L 6.E L 7EAEL
BHEREE : AIEA. T - IR & OERRRAE RIS & HYEMALLT O 4 B CHlE
LZE2THD 2FFLETHD 300LLMICHEHY 4L MEICMEHY
FRE | i OMUGEE R OISR &S 2 A L, Y ERTALL T O 7 B CHIE
LEDLDTHEA 28H 30080 4FHTRY SORFE LR 6FE LR 7.8 THE LI 2N
SARTEH Ik
1) Langley SJ, etal. : Chest. 2002 ; 122 (3) : 806.
2) EARBIEIEA : BRARES. 1997 ;13 (6) : 1587.
3) BAKIEIZS : BRESK. 1997 ;13 (6) : 1609.
4) KENFIEH - BIREFE. 1997 513 (6) : 1635.
5) IRHEZIED - BRIRESE. 1997 5 13 (8) : 2097.
6) HA BZIEZA : BRAREIK. 1997 5 13 (10) : 2741.
7) LREZE—EBIEA : BRRESE. 1994 ;10 (3) : 689.
8) EAARMEMIEN : BRAREFE. 1997 ; 13 (11) : 2993.
9) B TIEN : EREZL. 1997 513 (11) : 3011
10) EEFEZIED - ERIREZE. 1997 513 (13) : 3527.
11) ARFEAFRIED : BBREZ. 1997 ;13 (13) : 3545.

{
{
{
{

2) INRDORAE D
NG I BB 108 4] 12 W Tk T A TIATF Y T EF BT AT VT A ZADFRNER (hk
DL ) 13 82.4% (89/108 1) TH D,
7o, HEMRHFRR 2 OFEBEFEOEDRIIUTOED LB Thd, (VI 228t (FH EokEss)
CHETAEE 6. BEOERAATABREICHETAIEE () /NE%] 0972 )

5 7% 6~8 I 9~11 7% 12~15 1%
100pg/ H 0% (0/1) 76.9% (10/13) 65.2% (15/23) 42.9% ( 3/7)
200ug/ H 40.0% (2/5) 87.5% (14/16) 70.0% (14/20) 76.9% (10/13)

) RREMRWEE AR, B2 7%, WEERAEN L, RO AR E OB OIS 2 RANIHIET L,
FHYERALLT O 6 B THE
1LEHASE 2 PEEgE 3RENRE 4484 5B 6HERRE
12) fRAVEIRIED : 7 LAF— « 4. 2000 ;7 (5) : 653.
13) fRATPEIBIED - T LLF— - fuE. 2000 ;7 (5) : 671.

) NEROMBREHAE CHRAEH 15 mAKH)
i) EREARERE
HNVERNT R SER] 692 BIZH 1T 2 A3 97.98% (678/692 fil) T -7z, ZERVEMNTXISAER] 723
BNCF T B EIVERZEBMERE X 0.97% (7/723 ) Th o7, TOWNRIL, FEIWED £V, FHF, JE5EREE,
OPENRRER, 7 FE— W RER, RAKRRT S= 73 F A7 25— %4 0.14% (1/723
) T -o7=ED,



V. AEICEET 51EE

i) REMERZ®REE LE-ENFIIRAE
BINMEFRAT R GREF] 409 BIZIS1T D HNFEIL 99.76% (408/409 ) Th o7z, LRVEMATRISAER] 519
BNz 1T 2 BIVE A FRBBEE X 1.35% (7/519 ) Td - 7=, F OWERIL, L = vF > — L 0.39% (2/519
), FED U ANE, EIES, BEEE VK, BREE, RRERECEIN K ORISR £ 0.19% (1/519 fi)
T o ),
D FIARTE—HLxT V= LHOEHTH D,
T 2) BLIEWIM 12 » A OFREICB T DIERIE

(3) ERPREFEIREKER
1) EEREGER
B A 15 ZICxt LCIATFH Y v T a4 BT A7 a X5 1 A7 %% 100, 200, 400ug % Hila# 5
L7=fER, BRIER, it A ORI B EREE DR EICBWCIAT A v F VBT AT L
BAT 4 A HENT S EBbN S BREATA, REEEFIGED OhRnol W,
) AHIOARSN TS RELOHEITZ. KA, ZAFH Y7oty 270 LTaE 1 100ug %
1 H2ERARETHY, 1 HORREEREITMA TIE800pg TH D,
SARFEH 11
14) RS milEH - BREZK. 1994 510 (1) @ 17,

2) REBRSHER
fERERRA 13 ZICK L7V TF A T at o AT va ¥ T A7 %% 200, 400ug/H. X7 7R
Z1H2ME, 14 HEER CHEE LR, HEEE & FRBEOMERZ/- Y,
Fio, WEERA 8 AKX LTIALTF Y v Ta b d B AT va T 4 A7%800ug/ H, X7 7 &R
Z 1 H2[[E, 14 HREEREES LofER, JRP 17-O0HCS ENF G TIHICIKT L2, 77 2R S R
FEOKT 2R Lz, ORI EEERE CIIRENRD N2 -7 19,
SR FE IR
14) B2 miEDs  ERREZE. 1994510 (1) : 17,
15) B BEA : BRRESK. 1994 5 10 (1) : 31,

(4) BRI
RN s BB 193 L2 /RIS, ZATF A Fubd U AT vn 45 0 2277100, 200, 400pg/
HoWFnnzgz, 1 H2E, 4EH%E L (CEER - FEELEGE) R REERUGEEIZB T 5
(SRl E) otER, AHEICK TS THAHAME] OFM%E, PEF O#BEFICBWT, HREICHEL
TENRO AL, Fio, TEPUESR] 13 100ug/ BEE : 37.5%. 200ug/ HEE : 50.0%. 400pg/HEf : 46.5%
TholzZ b, 200pg/H Z@FHRGREICRE LY,
1) AFIOAGEENTWAAELOH T, AKX, ZAFIY o Fued oMo 25 e LCES 1 E 100pg 2 1 H
2[ERAEETHY 1 HORKESEIZMAA TIL 800ug TH D,
MR Ik
2) EARRBIEIZA : BRREIK. 1997 ;13 (6) : 1587.



NN
V. &

RICEY HIEE

(5) RELRIEHER

D)

2)

3)

a)

b)

FEAE B L 11T BRI
AR L

e ER

FRNGE T BB 207 £ 2/ RIC, ZATFhY o Fua’ U AT e R o A 7%00ug/H (1 H 2
[) (FPRE) Xid_rm XAy o 7Aoo A7 /0 400pg/H (1 H 418) (BDPEE) % 4 HE#EE L.
WA LT LTz (G — 7" BEM B GAER) o i R, oS iR dcE T T d ) LI BI3 FP B 78.8%.
BDP #f 60.5% C.,FP B£23H BT & 5> o 72 (Fisher 272, p<0.05) . MIFEL R L2 Thd 5 11X FP £ 97.1%.
BDP £t 882% CH V., FP N A EIZHE N -7 (Fisher RE, p<0.05) ¥,

X BRgeH Ik

3) EARMEEIEA : BRESK. 1997 ;13 (6) : 1609.
TEMHER
EH 555

RNGE T BRE 4l LRI, IVTFh o Fad B AT n X T 4 A 275200, 400pg/H D
W E 1 H 20, 35 AME (RE28HM) &5 Lz CF—7 2 iBR), fER. TR SER Iz 30
T, BRCGERE [ UE) LLEiE 200ug/ HEET 9 Bt 7 61, 400pg/ HEEC 9 Bil2f], MHELZEE T2
2 ThD ] 1% 200ug HEE O FIF 8 B, 400ug/HEE 10 FlF 9 Bl CTH-=2 Y,

X BRgeH Ik
4) KIENFIEH : BRESK. 1997 ;13 (6) : 1635.
5) LEHEZIED  BRERIEESE. 1997 ; 13 (8) : 2097.
= A e 5

Ryu AL rTa et BT 270 800pg/HELETH 07 R0E e W NRE S RE 74
BB, TVF Y T d BT AT Aa ST ¢ A7 %% 400ug/H (1 B 2 [E]) X% 800ug/H (1
H2RE) (ZH&L, 4 ML E (RE28HM) &5 L (F—7 3R, fiR. b 0BFIZHENT
TNF RS T uat o AT Aa T 0 A7%O 400pg/H (1 B 2 8) X% 800pg/H (1 H 2 [[]) 1%
M EJERE 2> b r—L LTz, ZaMEic oV TiE, 800pg/ HEHIZB W Tt = /L F Y — L E{X T, Rapid
ACTH RBRIZKIT 2 SUSHER T oGRS o7, @ 9,
% RFEH IR
6) HFT BXIEA> : BRREZE. 1997 ;13 (10) : 2741.
7) LEEZE—RRIED - ERARIEIE. 1994 ;10 (3) : 689.
8) SAARMBMIFD : BRKES. 1997 ;13 (11) : 2993.
9) B imilED  FRKEFK. 1997 ; 13 (11) : 3011.

4) BE - RERHER

a)

BOAT v A NANSE - BEUR
BAAT A FHIZEH L TV DRARE S EEE 5T 8 2RI, ZVF Ay v Faed o g
na T 4 AZ7%800ug/H (1 B 2108, 128RLLE GE 25 ) &5 L7 (F—7 ), iR,
FRMTSE G5 21 BIZHN T, #Rm AT v o REEEIEE) RIS K OERHRIEIR 72 & 2GRN L 72 ok ik
BEEEIZRBWT, T LRIE 17 61 81.0%) Thole, MHELZREIX ZE2ThDH] 2319
(90.5%) Tdh-oi=, 101,
% IRFEH Ik
10) PPz I - BRRESE. 1997 ;13 (13) : 3527.
11) AFESRIED : BEREZR. 1997 ;13 (13) : 3545.



V. AEICEET 51EE

b) /N BT

5~15 O/ NERE TN ERE 120 L 2RI, TATHY T a VBT AT VT 4 AH A% 100ug/B (1
H2[E) Xix200ug/H (1 H2[ED) OWFiung 4 BEEE Lz (F—708BR) . R, 165
(ZH G LT AT R R IR N T ISR SGERL T &GS DL EOUEESRDY 100pg/ HEE, 200ug/
ARECENLI 63.6% (28/44 i) . 74.1% (40/54 f5l) To o7z, AHAl & OBIEMENGE S L7270 11
R ER S A EE 11 (100ug/ HEE 9 {4, 200pg/ HAEE 2 1) A OS2, W HNOMER b ALE XA E T
B o T, MR 2 VT — B KT D 5280 B ME O E T 72 VMK A 100pg/ HEEIZ 9.8% (4/41 1) |
200pg/ HHEIZ 5.3% (2/38 1) R bIlzc, Wb EE TII R, B TREEH 5 W Idfk ik
FELTLKDIERICTH T, UL, PNEREIGEICKHT D2 7VTF Y o Taed B AT VT 4
AHADBHERABZONW T NE~OZEMEEZZE L T, HEOaY hr—ARNA[fEThH-o KA RED
100pg/ B 2\EY)CTh 5 & & 2 S 12,

12) BRBVEIRIED : T LLX— « Ggid. 2000 ;7 (5) : 653.

c) /MR R G RER
5~15 BO/NEKE XN ERE 97T A E RIS, TAVTFH Y Ta A U AT VT 4 AH A% 100ug/H (1
H2E) E200ug/H (1 H2[E) OWFhng 8~24 BRHEG L7z (A—FilBR), fEE. Mira8E
FIZHWT, S e UcE IV T THREESGE] BLERIE 100pug/H . 200pg/H TEALEI 86.7% (26/30
). 89.5% (3438 fiil) Th-o7-, MHELZLE L2 THDH] 1%, 100pg/ H, 200pg/ H TENEIL, 73.3%
(22/30 ) . 78.9% (30/38 i) Th-7-, 1213,
12) BRATEIRIED : T LI — - 5. 2000 ;7 (5) : 653.
13) fREBTERIED « 7 LLF— - 4. 2000 ;7 (5) : 671.

d) @i
i D Fr kG & LT3 BRI T TRV, BN TIT b - BRaER 2~V 12 65 Ll E 76 mLL T
DIEBIN G NIz, FNF A T ad B AT V04T 4 A27%100~400pg, 1 H 2 [, 4~38 i#
M5 LI25G6 OA M 73.0% (54/74) . BWER BT 4.3% (4/92) Th o7,
% RFEH IR
2) EARBRIEIEA : BRRES. 1997 ;13 (6) : 1587.
3) EARMIEIED : BAREZE. 1997 ;13 (6) : 1609.
4) JGEF I - BRIEZE. 1997 513 (6) : 1635.
5) IFHEZIED - BRIRESE. 1997 5 13 (8) : 2097.
6) HAS 5XIE2> : ERIREZE. 1997 ;13 (10) : 2741.
7) TJEZERED - BEREZK. 1994 ;10 (3) : 689.
8) ENARMEMIEN : BRARESE. 1997 ; 13 (11) : 2993.
9) B3 EA : EEEREZK. 1997 ;13 (11) : 3011.
10) EFFGE2I1ED - BRRIEZRR. 1997 ;13 (13) : 3527.
11) ARFEAFRIED : BBREZ. 1997 ;13 (13) : 3545.

(6) AaEpEMA

1) FEABERE - BEEABERE FHAE) - HERFTEREBRHAR (TRZREERGER)
TNH A ROFFEELBS (A 1998 459 A 30 H~2004 49 H 29 H. /1~ : 2001 4 10 A 2 H~2005
10 A 1 H) (5 S E AR, Rl (RrEfEHEOETRA) . TIRZEARER (RLEkE%
FEIRRER) ORIk D@BEY Th o7z,



V. JARICEY SRR

BAERRELERE

AR ZE ]I

HA : B o WEOH
i RREFRA « 4 B 3,429 Bl | ZAetE  BWEARIUERIZRIX 3.79% (120/3,164 f5l) TH - 7=,
HEE - BZIRIL 96.58% (2,849/2,950 #5]) TH -7z,

k L MEREAT R GUER 3,164 B 57 B/ NRAE R F 3N S
2o THBIEBFNZBWCEWERIZA LN o7z, 2. B
(1% 98.21% (55/56 f5]) Toh -7z,

RoA4 R\ Z—DK| 8394 |Zatk : BWERBBUEFIHIL 6.93% (57/822 #i) T, M%<
HAE B3 2 A 3G 3 p ARG TR L TRV, HE5HIM & BIVEHEBI4EE
(w7 g A%, WZBE I A BN o T,
T4 ABA) 1AM FIWE « AEhRIZ 99.33% (739/744 1)) . F7=. AFID 1 4ELLE
B Sz 392 BIOFZIRIL 100% TH - 72,
sk 22 A VEMRAT T SRE B 822 1R 7 51 o> /N A B 28 I BE S v,
IHBEFICBWTCEWERIZA LN o7, £, ABFRIT
100% (6/6 %) TH o7,
TV OEWME] 99 F | etk RIERRBUESIEIX 4.12% 497 #) T, Wb IE
AICET 55 E (= BHENOBEMONETH Y . &5HM & FIEH B (2 B
T =) 16 » AL TSN ho T,
KF |k FEE - FEhER1T 96.55% (84/87 i) . F7-. AKIHN 6 » ALLLE
1] BeH- X7z 70 BIOFZHEITL 95.71% (67/70 ) ThH-o7-,
WA R ey — RIcB| 1,389 B |22t : BIFEMRBUERIRIT 1.97% (26/1,320 i) Tho7=,
B\ 2808 6 5 B MDA E Y — K (AB, RABKEZS. T
EANZRL, KRA) D31 EILL ISR TR ORERIRIL, [#5Hi)
62.92% (565/898 f5il) M5 TH51% 1 24.94% (224/898 f5l) (=F
Bl Lz (McNemar # 7€, p<0.001),
T, HFTE Y= PRI OV TH RBRICHRH LR, WTh
HAFE AN L ARG # O Y — FRERIIEEIC
W L7z (McNemar fRE, p<0.001),
* 22 AMEFREAT R SUER 1,320 51 7 219 1l D /N2 A FH 230X EE S
7o ZTHBIEFNCBWTREWERIZA LN oTz, £, WT
NOOKGR=E Y — K3 1 [ ERER ) OEFRIL, &5
Al 81.55% (137/168 f31) 2°5 #5144 37.50% (63/168 i)
WZHEEIZHA Lz (McNemar fR7E, p<0.001),
X IREEH kR
INRERSE LERE
o Gk Eld .
HE : #l2HM e, b S
B8 R A « 4 A ] 785 B | AN BITERIEBUERIZRIT 0.97% (7/723 B) T, AR E T
ORERIZIB T D RIERARBUEGIR (25.80%) X0 iE»-7=,
FWE - BENRIT 97.98% (678/692 f5il) T -7z,
EMEAICET 2| 41561 | Zet  RIERRBUERIZIT 1.25% (5/400 ) THH ., Wi
T (axF 4 A% HIEEE R ER T, RMEHIC L/ & EHBIX o7,
Bl 2 2) 1 1 4 M 6 » AR TOENRIL99.47% (375/377 #). 12 » H
ZJJ% B O A AEIT 99.66% (204/295 i) T o1,
W R M| 12061 | Rt AHERRBUEFIRIT 1.68% 119 F) ThHY . WTh
BT —):6 % LIFEERFEL THoT,
ALk B - ARhERIT 100% (114/114 1) Tdh o7z,
X s IR




V. AEICE9T 51EH

iR R ARRAER (& IR 7e % BRI AR BR)

a) ZILEAA4 FI7V—IILOKEXmAICKT HERKEE
NGRS BB 115 LA xB L LT, 7444 K7 —L100pg (1 H2[E) 744 A RF 4
ZJ3 % 100pg (1 H 2 []) ORSEAEEL(E - EEMZ 0 24— S—LiiBR Q&2 8 : 181 4 4
i) CRSMEZMGE L72/E 5. PDaFEV o . (FIERMEY) 1Z=7 Y — /L8 0.8416mg, 7 1 AT A
£ 0.9270mg TH -T2,
BIERILTT T — VR O 4 A ARECZ R, 4.92% (3/61 ) KT8 6.56% (4/61 i) T,
W ORE b BERAERER LR LIERIL R0 o T,

b) REXMEBEICHT S5 4 FEMEEICK2EMME - REEDOBKRET 10
IRFENET A7 4 U 3R RS B BIEEE T H Y L X —3 2 RIEHIE L L THERH L TWaHIC
HD b PIERIERHE (Step2) DIERZRT . WMART v A FERMHOKE 3 B EE 192 4%
G, TNVEAR (BET 4 A7) 18] 100ug % 1 B 2 [0 _LF5h F 2 BEAFTR RN TE & bhig
Uiz, ZGHMT 6 E L (BEHHI 1), £/, 7424 NEBMEGHECRGHIRM 1 0% TIRFICE
WL E UTERNL 6 ] 7 v % A REMIGHRZ1T -7 (B 2),
AER . FERHMEEE CTHABEGHMME 1 ok T 7 B (L LIEWIikm 7 HE) oo —2 7 a—
(PEF) SEXMEIZ KT 2 _X— R F A > (BIfHIT A7 B EOFEEE) 2> 6 O L& BEFRIREE T 8.4L/min
THoT=DITR L, 7V H A FBM&EER TiX 48.0L/min DWEN R S, BEFEBEIEICELAER
RUGENEO v G, p<0.0001),
Fo, BEWIM K TRICERDZE L, M 2 (T AF A4 REMIGE) ~BAT L7IEGIIX 48 41
Tholz, ZNUHODRERID S5 70.83% (34/48 Bi) M GHIM 2 284 T LT,
TNH A RBMEEGEE 8 D 5 b B HHIM 1 KON 2 1231 2 RWEH OFBBLRITZENZ I 7.14% (7/98
). 2.08% (1/48 ) Th-o7-, BHWIM 1 THE SINTBIERIZ 7691 (OEL P XE, R
BEA 2k, v, EE, EBYEL . ASTH#IN, ALT B0 1 1) Thotz, £7-. HE5HIRH 2 TR
DOHNTZRIERIZ L6 11 (Z98) Th o BEHH 12T HWREE - 15 & F—EFTh -7,
B, BELAFFERZIIRDO LN ST,
% RsEH R

16) #f FIZIED 0 T LR — - . 2004 ; 11 (7) : 960.

2) RBEHLELTEREFTEDAERITER L -HROBE

TNEA R2T Y —)v s R G ORZEM 2 RS 5720 O hilg A
1) GEFHRGAETA - FrE B ARREGR A (Rl ) - BUEROER AR (TR ERARRER) ) OHS R



VI. EMEEICEHYSHEE

1. EEPHICEEDHZILEMXITILEME
ERearvFyy, o R=yar, sJaxXxZyy FxHA2 0 NI Thv/ay, RXEXAA
raxXyzyS—)v  RyguarAREy TTFV=R, VI VY= REO T vaarFaf R

2. EIE{EH

(1) YEFREML - 1ER%F
fiti « <GB RPT
KIEDRIEITRE XM EDTERIFIE L LTSN TWD, ZbaalF as RIMmEBRICANTHD
B, ZuIZvaanFdad FORKEFERIPRKESEELTWDEEX N TWD, AFIIF7vaan
FaA RZEEOFERI72 agonist TH Y | ZOHRIEEADNZERFTIICEBWTREINI LD LB I LN
Do
JnaanFdad ROFIRIEERAD A 1 = X LIERITITHA NI > TR W, RIEICE G T 54
TINNAT 42— BV A N IA LV OFEAZBLT LV THHIT 5 Z EERMBINTND,

(2) ERERMTHHABRBRAR
1) BIEER
a) b ~mEURHEIER
McKenzie & DL & 2 EBERA RGBT 2 A IGHER (BEH A LR ORRZ FRITRT

17)

o

1000 - 945
n=12
aoa -
im
ﬁ 400 - 360
b
200 100
o 1
77 F £~ F 7
@ O [ & 3 £ il
2 = 2 Q0 B b kA
£h F4 Ha =
'Y 2 Y k2
#o &y 7> €
% % i
e 7
L I



VI. EEBICEHT HEHE

b) hSF U BHZENHER (Sv b, BFFRS) W
ERMEN T F = N0 ERSEZT v FEWRIEICT 2 MEER 2 E LR, 7 Fh v
7u A VR AT VI BRI ER 2R L,

s 8 SR 0 | 2 SEHRE 0 MHIEE
FEHHE (pgipaw J0 10 20 30 40 50 0 10 20 30 40 50
0.0
FILF T 0.
Jar4 I
1
o1 | | 4.1 14.3
*g;%ﬁﬂ 1 | 430 28.6
L
- 4 10 52.4 ) | 29.8
y 0.4 I a5 4 | 2286
AT OARS 262
10 50.0 250
1
*x pg/paw : —RBICKT 2HE n=10

c) PFEEENFER (v b BRFERSE) Y
Z v b T2 A SRR S FE AN VR A 2 0E L 72 3L, cotton pellet 12:™ ! 33 K O croton oil ¥5%212 &L 2 JRjAT#%
HiZBWTIZAF B 7 at e 27 VIZImEER 2R Lz,

SR cotton pelleti: croton oili&
i | wgtator = (24) mE=E (%a)
Fdl+E SRAAW 10 20 30 40 50 O 10 20 30 40 50
B 1
FIFHT 0
o4 -EIZATI 100

o 10 25.9 |47
sy wo | | 159 | ] 307
SEMIZTI
1000 38.6 | 40.2

e e e
~gOAST
7DE:!':fﬁI;:T-Jb wo [ ] 197 25.0

1000 | |4.9 | 399

n=8 n=10

*1 cotton pellet %

WERIEM) % cotton pellet (FRERK) HITIRAGA W CTHEE TITHE XA, 7 BRRIZHEM Uiz, MEREZ T B THgH L
T-RZEIEZRRER & LIS L, 60°C, 24 R OB EZHIE L, MikEEE Z LW EE WFEERE & L,
*2 croton oil 5

W TICERTAZEAL, £ DOFENIT croton oil IZHERIEM 2L TIHEA LT, 10 HBICHHBEEZ K TH LY
HEEL., zoEEZNE L,



VI. EMHHEEICEY HIEE

d) MEZBETEICHT BHER (S b, RTERE) ¥

b AL I KD MEEEMETTEIS T 2 MEEMN 2 7 v PEEEE A~ ORI AR E LY WE LRER,

TINFHY o 7a e F g AT VTR ERNCHEIER 2R L,

e M (%)
EHE (mghkg) 0 10 20 30 40 50
. 0.01
FFHS 0.1
FOEFMIZAFN|
]
? 0.1
A A 4
TEMIATI
10
) 0.1
NOOART ;
TOEF-BEIZATIL
10

e) 7Ta/Ny FEAMKMEER (v b BTFHRE) W
FREICE D7 V2 FEESROMEWEM 2 RBEB LV E LR, 74Ty T r et igr

AT AT BRI ER 2R LTz,

ZiLFhJLTOES L BMIATIL Mg EREMTI AT MAOAR LT O BT AT
{mL} (mL} (mL)
L == B [ IR PR N = B L =1 N =
O 001 mgkg o 0.01mgkg o 0.01mgkg
& 001 mgkg & 0 1mgkg & 10, 1mgfikg
a0 & 0 Imgikg 3.0 Timgikg 3.0 & imglkg
.
H' -
2]
2A0F " 2.0k 2.0
1.0F f.af 1.0f
i FEETREET) ERCE Tk 70 14 20 e 710 14 21108}
* : P<0.05
* x : P<0.01



VI. ENEE(CET SHIEE

2) 7 LILX—1EA

a) PCA RISIZHT 24H (Tv b, ETHRE) ¥
~ T AIgE HINAT V7 2 UK L D PCA SSIZxT 2517 LK —1ER 2 KGR a8 L 0 JlE
L7ckER, ZVFh Y o7 a et oo 27 VidHERFERCIHEER 2R~ LT,

#siE mmlE (%)
E#l& {mg/kg) 0 10 20 30 40 50
) 0.0
TNFhI o
FTOEALMIAFIN|
1 53.5
0.1
A AR q
EEMIATIL
10
) 0.1
AREOART
7OEABMIATIL| ]
10
- E 1
FOEF)Y
FRUSL 10 | 205
100 | 36.9

n=10

b) BEET LILX—IxT 2R (THR. BTHEE) ¥
INT v 7a et B AT viE, < 7 AT D picryl chloride ethanol #5758 BV IEIEIZ X 2B
T LA —RISIT L, TG THERFICIRERZ 7R L,

=T | MwlE (25)
HH H (mgkg) 0 20 40 &0 a0
__ 0.01 342
TINF A o
TOEt I AT '
1 81.2
s oot || 25
AT
T 27 0.1 | ars
. | 76.2
R 0.01 |E1.1
A OARS
Foetoarazn| > | 520
1 86.0
oS IR I
O%
FRUSL [ ]108
w0 [ a7
n=10



VI. E3EE(ICET SHIEE

3) FLILX—MmAIZRTHER (Sv b, ETERE)
T LXK —MEE BTV E AW CIER BRI T A MEER 2 et Liz, AT Ay et T
AT T, PR BRAT VT 2 ) BT X g B O R D & BARAERS ISl L7,

MR E (%)
BHE ?gmg%k:;. o 10 20 30 40

) 0.01
FIFhS

FoeF-srasFae| 1

0.01
oA

ATO A
FOr#-EIATI

4) MIR~DOFEE (THR, EOKE) W
BHMBOEIE CH 2 MILNERHEER ORI 2~ U 20N F G THREF L7,

uE R M (GRE) = (%)
EHE (mg/kg) 30 40 50
0.1
TILF A 03
JOES BT AT ‘
;
0.1
A A 03
TERETATI '
REEAT 1 |29.5
IsET oy o
MO AT
sor4.@rasa| 29 343
1 58.8




VI. EEBICEHT HEHE

5 EREHEE (Sv b, BETHEE)
INF NS TabF U AT VL, BT 7= %5 4~16 BEERITO®KS (FE &R TiksE) 280\,

AT =N K HiE A I L,

(%) 800
sor INFHS T O BT AT
T Imgky e—=
40 imghkg op— o
Mgl NEAFT A EREIAT
£ imgkg o
$
« G mE S W m [ S e o | B
imgkg o
10
O o=z3
0-4.7
0 gpEmEieS  oafgie s GBS
n=7

(3) EFISIRBERT - HEAEES P
AR L



VI. EMEREICET SHEE

1. mAREOHT - AEE
(1) amRERMG M RE
YL

(2) BEMREEESY
Pr A4 30 4y ~1 W] 14 19

(3) ERERHEBR TR I IbRE

1) HE#%S
RN S BN 7V TFH Y T a B R AT )V % 400pg BRI AR 5 U 7= 56 5. B 5:-4% 30 45 ~1 B
Thea M P HRREIZE L, ZO%ME L, 8 R ICIXIFITRHIEA (0.05ng/mL) LLFTH -7 ¥,

% (ng/mL)

& 035028

=

;’ (Mean=xS.D. n=5)

g 0.2-

7

8

E

)

-~

i 0.4

T

E T —— HHERR © 0.05ng/mL

Ju o .
i [ I : ‘ ) AREN 0 3 200 pg/H
A 0051 3 8 (hr) 1H2IITH 5,

LE

2) EfREE
fERERR A 5 Bl 7V Fh Y T a e d B AT L% 200pg/ B (100pg X2 @), 400pg/H (200pg X2 [@) |
800pg/H (400pugx2 [F]) 14 HFLEFEE G LofER, SRS bV ThoRER THLHR 5% 30 79 CTiE
MR L 72D | ZOBECITRD L 1919,

EH1HB> (H58HE> 51488
(ng/mL) (ng/mL) (ng/mL)

0.4,0.38 04 0.36 e 200pg/H B
q a1 400ug/H B¥
03] 03 o:800ug/H B¥

(Mean=+S.D. n=5)

RS INHE VMO SR B

12 (hr)

FEHFRAR 1 0.05ng/mL



VI. EYVBEICEY HEE

Flo. BERRRNSH UAT » 7ot A G 3BR T, BB N T A — X ZBIR L IC R 2 IRERITR T,
RYPE/NS A -8 (BEMA S BFH)

% 5 =N Tmax Cmax AUCO_.3 AUC()_>8

- (hr) (pg/mL) (pg*hr/mL) (pg-hr/mL)

200ug/ H R 0.6 122.3 213.7 2943
(50ugx2 1 H2[\) | fEAEEE 0.2 47.8 99.3 213.3
400ug/ H R 0.8 209.9 484.0 922.4
(100ug>x2 1 H 28] | FE#EfFE 0.3 33.5 102.9 248.2

1E) A O HEEGEIT 200pg/H, 1 H2BTH D,

(4) hk
AR L

(5) BE - HAEOHE
B L

(6) BEE (KEaL—3) BHICE Y4 LEENFNDEEHER
PAE R L

2. BYEERB/NF A—4
(1) 8477
PAE R L

(2) BIREEEL
AR L

3) NAAFTRLSEYT«
1) &OhR GMEAT—%) 19

1%L
BONAMATRASEY T4 (BEBRABRME. 4B
# 58 (mg/H) %k RONAZTT ATV T 1 (%)
0.2 4 TR BRI LT
2 7 TR BRI LT
20 10 0.91

(FRHFRA © 0.025ng/mL)

2) WAELERE GMEANT—%) 2
e (BPE) 12 412 1,000pg Z HEIR ARG LIz &7 VT hY 7 a 4 VBT AT VDS A 5
TRAZTEVT 41E, T4 AHARHAIT 16.6%. 2T 4 Z7FHFT11.9% TH o7,
) AFIOARSNTWHDHELOCHEIR, BAKIE, ZAFDY 7ot oga s us LCES 1 [E 100ug
%1 H2ERAZLETHY . 1 HORKEGREITHRA TIE 800ug Tb 5,
FHRTEH IR



VI. EYEREICEY 5I8HE

(4) HEREEEH
MUER R L

5) PIVTFIUR
GrEANT—%)
fatRERR A 6 B 2mg HRIFARNE 5RO 2HMIE 7 VT 70 AR OB 7 VT T ARRDIZEZAH, Fx
SEH) 874mL/min, 0.1mL/min Toh -7 2V |
) AKFOEKRBENTWAHELOHEIL, RAZIZ, ZAFIY It @B 25708 LTHEE 1 E 100pg

Z 1 H2ERAEETHY, 1 HORKEGEIZMAATIE 800ug TH 5,

(6) PMBE
GrEANT —%)
TR A 6 12 2mg H[BIE RN 5RO DA mfE &2 RdT- & Z A, FH258L TH o7 2,
) AKFOERBENTWAHELROAEIL, RAZIE, ZAFIY 0 Fred oo 25708 LTEE 1 E 100pg

Z 1 H2ERAEETHY, 1 HORKEGEIZAA T 800ug TH 5,

() MFEEHKEEE
t NOIMSEZ S H-7 VT ) v T a B R AT )V % 0.1~50ng/mL L TN L 72RED in vitro 1233
B MR AR AR 81~95% ThHh 722,

3. MRUR
WS - ST R B
— AW AK TIEW AR OEN, WHEEE S OIS AT 2E U, WESEEAL M O A BN A28 L 72 SE40 L donfie
TENHEEL VRSN ZENREZDND, LI L, AFORAONL AT XA Z YT 413 1%LLFT
HH GEAT—Z) YV MEENLORIUIT DN D LB Bz, £o, THEERIED S OURIL O AT HE
PEIZOWTIR, |ENEGE R VT ) o e Bt VBT AT VT ) — VA & SRR A 400pg HiEE 5L
RO MmER T VT T e B R AT VIR SRR (0.05ng/mL) DL T T oo 2 & 2V nk |
MHBEKEIE ) & ORI G D720 b D & & 2 BTz,
PLEDZ E06, AFIRABICIFITHRBESNETZLF I o F B AT LD E A ET TR,
AR 2 i L CRF IR IAENTEMILEBRDOFIEL 2 VG LD LB 2 bz,
WNER - v RERMERR L
<HBE>
HEMEZ » MZH-I VT H Y 7 a B VBB AT VA 10pg/kg B R4 55 O R B OFE~O PR 2 5 W IR
13 94% L | CTdh o 7, % A 514 DG RE D WIERITFFIRN 5% D AUCoo0 & DHHZ LD 29~38% T o7z,
SENERE SN SH-Z VT H Y o7 a B R AT VORI ITHE T S4L, &8 L Olin & oW T A 7¢
WhDEEZ BN, BINKRIIFEHTE R b00, RAFKGRELVRWEEZZ SN2 29 20

4.

(1) Mm% —RxEaP9 @t
MR L

(2)

1% — ke AR RE P @B 1t
b MEEYERR L



()

(4)

(%)

VI. EYVBEICEY HEE

<BE>

HR12 HEZ v MCSH-T AT I o7 e EF VBT AT V% 100ugkg K THRE LIEBEOREA— K7
FTTRTBNT, EhH% 1 RRTIEEE. 78 KOS X 0 IROBERER RS B, Bk
DK DO IESREITIEB S & - 7o, B 5% 24 BRI CIIIRE. 75 L OFLIRO BEREIEM A & 0 | IR
HBUHRBIZERRD e o T,

AR 18 HE 7 v MIPH-Z VT Y 7 uh VT A7 V% 10ug/kg KT #5 UTZBRO RHA O A /RN
JCEHRETR S 14 554 1 BERE) CIZIPIE R ORI R AR AR D 5.1 5 0 2.3 (% C. FEIRSIZFRE, B (&
&) ROFEKIZT 12 KDN1/20 Th o7z, BROSKMPERE I RRMIED 1.4 5, Z OfIXRFRE X
ERHMARMAE X VAR o 72, 55 48 WFE CTIT KRR @R D 25%., BITO MR 19%. E O oKk
T3 _T 8% LA FICHA L7z 20

iA~DRITH

b RS ERR L

<HEZ>

WEHFT v MIH-ZVF B T a et e A7 V% 10ugkg B FH&G U7ZBS. St e R 13 %
54% 2 WERNC e @R 4.1ng eq/mL %78 U 4% 5-9% 1 ~8 Wefl] & T b i T REIR B 0D 3.3~7.6 1 CTHERS L |
FLIH BT AR BTN, T OB L, 24 BRI LA M 47 FP i e oD 38~52% 1K F L7z 20

BEA~ OB
AR L

Z DDA~ DFBITHE

B LML L

<BE>

T MIH-IAF DY T a et Ui ATV 10ugkg 2 RENHRG L-ER, A, 5. WHEE, MEEE KL
RE X TEE 5% 30 721, && LU CiE 24 FEf&IC, & OO OV T 6 REMZ ISR miRE
o LTz, 514 168 BRI E TITIZ L A EOERIZIB VTR L 2

W @ B (ngeq./g ormL) n=4
30 4y 6 FRF[HE 24 FFiE 96 FRF[H] 168 FFfH
i % 0.03+0.01 0.04+0.01 0.02+0.02 0.01+0.01 N.D.
M gH 1.02+1.16 0.50+0.33 0.02+0.02 0.0120.00 N.D.
M BH 9.76+6.69 1.06+0.70 0.20+0.35 N.D. N.D.
¢ 4.794+9.22 0.5240.49 7.29+14.25 N.D. N.D.
KUE X 0.23+N.A. 0.22+0.17 N.D. N.D. N.D.
it 0.79 1.51 15.38 0.08 N.D.
® B 238.86+186.66 21.05+10.97 0.13+0.09 N.D. N.D.
" 117.59+45.38 57.35+25.79 1.01+0.76 0.12+0.06 0.05+0.01
JEL Tk 0.04+0.02 0.16+0.08 0.03+0.04 0.0120.00 0.01+0.00
B 0.12+0.06 0.37+0.09 0.13+0.04 0.05+0.01 0.02+0.00
(W% #NEERE)  FHfELSD N.D. : KM

NA. : E¥ERERNET



VI. EVEBEICEY HEE

5. K#H

(1) HBHERLL R MR EBHE R
TRETAL « Pl
GEANT— )
BERRRR N 7 VT Y T a B R ATV A W IR M O F 45 58 o i 13 & LT 17B-7
VAR VERADS . R 1TB-D ARV EBBEKROZD 77 v VEBAAERNRS iz, £z, ROk 5%
DFFUNNIRBIUT & D RZE(CAR KON 17B- VAR VBRERRD HiL, & MBI 5 EREMIL 178- 0 1R
VERIRTH o T2,

COSCH:F
:C

COOH
[0}
HO
OH
OH
N~
o0t
17 B-H LK B
17 B-HIVE Bl 17 3- ALK L EEED 707 0 L EHasiF

(2) KHICEET HEFE (CYP450 %) OHFiE
TNFH Y T aEF T AT T CYP3A4 12 L » TREH =15 27,

Q) MEBBENRDEERVZDEE
HEAT—4)
RIS ARG LIl 24 RPLARMIELIEEANREZ 5 1 5 2 L R E T,
Ed@sE s R OG- BRI L

4) REMOFHOHEER VLR
MR L
<BE>
F v FERAWERETT, TERSW TH D 17B-I R KL, REETH -7,



VI. EYVBEICEY HEE

TEREY UTB-DILKRVEE) oA (Sv b, BETHEE)

BRI H 5% (mgkg) il B
H T = R R R A 0.01. 0.1, 1 fEf7 L
croton oil HV#EHNH|/EH 0.01. 0.1, 1 fERf7 L
it R 1B E A 0.1, 0.3, 1 fERf7 L

n=8

(5) FHERBMORERI/ T A =4
Y LR

6. HEilt
(1) HeiERAL K OHRER
AHEANT—5)

TR 2 BIZ SH-Z AV F Y 7 a B UERT AT )V Img % ZEfE IR BRI O & 5RO R BE D IR~ D

PRI 58D 5% LT TH Y . THA~OPEIIT 97% KTV 87% (0~168 Fffi#H]) % 5, £ DR}TG-%

48 Wil & ClohEt s 7=,

) AKFOERBENTWAHELROHEIL, RAIZIE, ZALFAYrFred oo x50 e LTEE 1 E 100pg
Z 1 H2ERAEETHY, 1 HORKEGEIZAA T 800ug TH 5,

(2) Hriprs
[ (1) PEMEERAL M ORI ] DIHS R

(3) HEiftREE
[ (1) PEMEERAL M ORI ] DIHS R

1. FSURR—E2—IZET 51EH
HeaER e L

8. EMFICLIBRER
MR L



. ££% (ERALOZEESH) ICEI A

. BEENBLTDOER
FIE STV

. RBRBLTOEH

258 (ROBECEESLAENI L)

2. 1 ATAV IR BUEAID(FIE L7\ IRYLE . DRAEREBLEIE DIBH [EREWES 5B 2hais 5]

)

BB\ 5 B

A7 T A RAIDWA R SIEIRIER . I E OB R & (5 T S, IR LB OHRI
RBBESNTNG, RIo. AT A FHOFIGEIERIC £ SIS R EOTERUEDT D, BISFED
WA LI S VD BENA D 5. AROUEH CECH, BRIEOTIC L) 2468 - OMEDTREA
FHBFCHT IR (TR L, AAIEC B R RO LT, BRI ORI O RIE AU L
T T T L ARORS) 23T 52 L,

BiE & ARIDBRE
HH JRYLAE O K I A EARL
245 2 | HHARREROEE LRV |RE LAV L, SR A TR A 0 72 0
SRR 1 Bl L BN D B,
RAEVEERE *2
OMEEDE A | R BICRE LT AHAIIE. |RATD AT a1 ROERIC
H4 5 HEHC Bk i 2 2 51 % 72 il | £ 0 Sk 2N EE S 2 AT A
TR E s YR ALE EAT ., BEOR| 2B 5,

Ba+2IEET D L,
JEGUE (B2 2L A OFF | BOSER D HITIEF L, | ARKFNT 2T ~D BN D7
TE LR VEGE . TRIEMER | B IR U CHU R E 2 | W2 ERTRIS D, R
BRE 22 R <) 1752 &, T A FERIZ & 0 AER 23
HES SRR & 5,

k1 AR BUEAIOIFLE L7\ VR YE

Ny a<wA v UMERGERE (VRE) EYYESCEZANM SRR (MDRP) EYWIE 7R & O SH O HUE AN it & 7= 37K
YfEn E,

* 2 VRIEVEE HIE

ROEEREFETHY . OB BEMERFRZERTIE. Wolm ARIET S L EMMREREZEH 2 LN
Dia v, 7 VT b ay AR, T ARV RGE, oV HMETR END D

.22 (ROBEIZIZFBELENI L)

2. 2 KFNO LA Z%E L CREBUE OBEERED & % B

(fiE%)

PRI MR D — R RIERFEH TH D,

KENORSGy - ZNVF I Ta A B ATV KR (T4 A R) (TAF AV T et g
TRATNEEGLRMORMAE LTlX, 7 —E R (SEEUEEESA) . 7 R=7 HEIRERAHD 23
b5,)




. &t (FALOEES) ICEYHEE

3. MRERIIHRICEAET HIE L ETDERA
(V. JRRICEET2HE 1. DREUIRDIR) OBESBHR

4 RZERUVRAEICEET IR LTDOERA
(V. BRI 2HE 2. HIEAOHE] OBESBHR

5. EELGEFNIE L ENDEA

8. EELGERMEE

8. 1 AHN I BAEIRAIFEHL L 72\ &9 (SHERFI 2 B RO TREBRIICEE T 9~ 2 A e DT, JERD RN EE T
HEARMELENTS L) BEELEET DL, £, AANIFEI L7CFAIEZERH B % 3
FITIEZR OO T, FIEFEBRF A 2 FRFRTEBV R B R (5] AW A YV 7 & & — LR
) FOMOBEY LA 2T+ 2 &, [6.1 M

(&)

AANFER D 2N EETHEBABAELHERT 2 Z LIk 0| Wi OREARLTHE T b 2 181 0 KB JIE
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W 3 (0.66) 27 (0.87) 26 (1.29) 4 (2.52) 57 (1.08)
IS IEpE ST 2 (0.44) 14 (0.45) 2 (0.10) 16 (0.30)
WA G A R Je 5 (1.09) 17 (0.55) 11 (0.55) 28 (0.53)
i) 1 (0.03) 1 (0.02)
TR 2 (0.06) 1 (0.05) 3 (0.06)
Lk 1 (0.03) 1 (0.02)
A M sf IR 1 (0.22) 3 (0.10) 3 (0.15) 6 (0.11)
FZIEDRIE 1 (0.03) 3 (0.15) 4 (0.08)
I 1 (0.03) 1 (0.05) 2 (0.04)
FRGF KOV ALk 10 (0.32) 2 (0.10) 2 (1.26) 14 (0.27)
g 1 (0.03) 1 (0.63) 2 (0.04)
3% 1 (0.03) 1 (0.02)
B 2 (0.06) 1 (0.05) 1 (0.63) 4 (0.08)
P V7 1 (0.03) 1 (0.02)
O FEIE 3 (0.10) 3 (0.06)
iR 1 (0.03) 1 (0.02)
R 2 (0.06) 1 (0.05) 3 (0.06)
[MedDRA ver.7.1 1Z CHEH]
2y/NRIZEB T 2EIER (BRBRAMEE S 25 1)
EMEARBRT—E : 724 K (MR)
=g L Tt A S
S KRB C O e e e bR wat
AR MR AL 21 118 75 177
FHATIE B3R 112 780 745 1,525
EilE 2 O3 BUE B 5k 29 7 7 14
BIIVE S5 DB 45 7 9 16
BEIVERZEORBIERFZE (%) 25.89% 0.90% 0.94% 0.92%




V. 2t (EALOEES) ICEYSHEAB

BITEA S OMERIZEBVES] (0 R (%)

BIVE R % o F%E . ey T f% R A
KRB D e s R b [
AR 1 (0.89)
FEMRAE 1 (0.89)

B E 1 (0.89) 1 (0.13) 1 (0.07)
L 1 (0.89)

e A PRI 1 (0.13) 1 (0.07)

EREE L O E R TRk RE 2 (1.79) 1 (0.13) 1 (0.07)
Ja B A 1 (0.89)
ik 1 (0.89)

FEEN 1 (0.13) 1 (0.07)

JEYRER & O% A4 BUE 2 (1.79) 2 (0.27) 2 (0.13)
LRSI 1 (0.89)

Afeh o2 2 %E 1 (0.89) 2 (0.27) 2 (0.13)

] S % 1 (0.13) 1 (0.07)
BE, ik L ONES OHE 1 (0.89)

BT 1 (0.89)

B AR A 25 (22.32) 1 (0.13) 3 (0.40) 4 (0.26)
TSz T3) NG URT =T PRI 2 (1.79) 1 (0.13) 1 (0.07)
TARTEVBT ) NT VAT 27 —CH 2 (1.79)

i o = LT — LD 11 (9.82) 2 (0.27) 2 (0.13)

7 N

7 N o pEEE N

—_ = | —

~|=~|~|=
—
~
o
=

mrp A U SHEN

i RN %) 0.89)
I BRI N 1 (0.13) 1 (0.07)
PR o ifn By 1 (0.89)
IR H D 1 (0.89)
PRI 1 (0.89)
R E U L E RN 1 (0.89)
R A MR 2T 5 — P 1 (0.89)
PR EE B R 4 (3.57)
PR b AARBEME 1 (0.89)
JaaaFaL Rgid 5 (4.46)

PRREE 2 (0.26) 1 (0.13) 3 (0.20)
FENE D F 1 (0.13) 1 (0.07)
SR 1 (0.13) 1 (0.07)
Bk 1 (0.13) 1 (0.07)

BB LR E 1 (0.13) 1 (0.07)
BEE 1 (0.13) 1 (0.07)

MR, BOERds K OElR R E 1 (0.89) 1 (0.13) 1 (0.13) 2 (0.13)
BEEE VK 1 (0.13) 1 (0.07)
HEEE 1 (0.89) 1 (0.13) 1 (0.07)

F &R KO TRk R 1 (0.89) 1 (0.13) 1 (0.07)
7 e E R 1 (0.13) 1 (0.07)
FTBE 1 (0.89)

B &I 1 (0.89)

[MedDRA ver.8.1 1& CHEH]



. &t (FALOEES) ICEYHEE

OEMKERE. GHHE. EREERVFHNOAEESESIORERARIRBAE
NG & LTe TR EIC B W T, BT E LY KT T L& 2 b D ERIZOWTHRET L7253,
RERRBUEGIRN o0, Taled ) B, TE0HEZ AT 28%F ) B TOHH3EAID VB
B, P 1 BREERHWEE] BTHo2N, WThoHE b EIVER OREIZEE OB ITA LA
Mmoo,
nB, METRFEMTH L8, HaEGaEN) . THREEEN ORWERREBLRIIZ DWW TRET 217>
=& 2 A BIWERRBIUER =R LK OBIER OFEEE: S E OB IXA LN -T2,

BEERMNBAZRKE—ER

- R BIWERZEL | BIEM | BIERZEL e
TR s | e | mEiEs |meis ()| CBE
LRV RS 3,164 120 157 3.79 —
B 1,422 46 60 3.23
FER # 1,742 74 97 4.25 NS
<155% (hAR) 57 0 0 0.00
A i 15=~<651% () 2,306 79 105 3.43 p=0.0309
65 k= (Hilnd) 801 41 52 5.12
NI 90 5 6 5.56
ABEsh Rk X 75 R 2,907 107 141 3.68 NS
INTREISS 167 8 10 479
RUE S0 3,141 118 155 3.76
i Z DA 23 2 2 8.70 NS
[23id 1,112 42 57 3.78
AH 5RO HHSEE 1,753 63 79 3.59 NS
M JEL EEL A B HIE 298 15 21 5.03
ANBH 1 0 0 0.00
B 1,726 64 85 3.71
x;ﬁiﬁf e L4 1,238 47 60 3.80 NS
o KD 196 8 11 4.08
R 4 1 1 25.00
b5 2,187 72 88 3.29
B OHE A 975 48 69 4.92 p=0.0267
R 2 0 0 0.00
b5 152 11 13 7.24
O FZEF il 3,011 109 144 3.62 p=0.0228
N 1 0 0 0.00
B 3,101 118 155 3.81
BiRaEkiRES H 62 1 1 1.61 NS
N 1 1 1 100.00
=1,400pg 3,163 40 — 1.26
1,400< ~ =2,800ug 3,108 10 — 0.32 B
2,800 < ~=4200ug 3,022 10 — 0.33 (Rl VE F %%
ARHI D 4,200<~=5600ug 2,898 9 — 0.31 | B 50T
S 5,600 < ~ =8,400ug 2,761 13 — 0.47 | #13%& O EIME
() 8,400< ~ =16,800ug 2,131 26 — 122 |H™EBT
16,800ug < 787 8 — 102 |[AETOE
BV 1 1 — 100.00 |5
B 2 0 3 — —




V. 2t (EALOEES) ICEYSHEAB

LES BITERZEEL | BIER | BMEAIEER

= 2 kT
R s | e | mEiEs |meis ()| CBE
=7H 3,163 51 — 1.61
7<~=14 H 3,075 16 — 0.52 BEEP
14<~=21H 2,930 19 — 0.65 (RIVE F %
AHD 21<~=28 H 2,779 12 — 0.43 | BLAE B
P E A 28<~=42 H 2,536 11 — 043 | #IFOREIE
(FAFH) 42<~=84 H 787 4 — 0.51 |A»RRIT
84 H < 249 3 — 120 |DETOH
B D 1 1 — 100.00 |5 H%0
KRB 2 0 3 — —
=200pg 1,057 24 25 2.27
KD 200< ~ =400ug 1,705 67 96 3.93
1 B 400< ~ =800ug 397 28 35 7.05 p=0.0003
800pg < 4 0 0 0.00
ANBH 1 1 1 100.00

1) HBHET ANRY TR G, BEG HEOR A K22 EH]
2) : BEWEROFEH A A RER]
NS : Not Significant

N ARG & LT TR EIC B W T, BT EE KT T L E 2 5D ERIZOWTRET L7/ R.
[BOHEZ AT DB BECBW TCRITERRBUEFIRE N ® 2o 722, BIWEH OFEEIZ R E OB mIEA b
o Tz,

B, METRFEMTH L5, HEG=EN . TG EN ORWERARBLRIIZ DWW THRET 21T -
& 2 A, BWEMZEBUEGIR LK OREIVER O SR E DAL A B oo Tz,

BERABEERAERKE—%

K A BITEAIREL | RBITEH BIVE A R BL FRE
3 JEBIEL JEBIE B | JEB] (%) | (Fisher ory?)
a3 A IPSES 723 7 7 0.97 —
‘ B 433 3 3 0.69
PR % 290 4 4 1.38 NS
~<51% 115 0 0 0.00
LEEY 55 ~=<10 5% 460 5 5 1.09 NS
10<~<15 1% 148 2 2 1.35
NS 12 0 0 0.00
ABEF KX 55 bk 685 7 7 1.02 NS
APBE - Sh3k 26 0 0 0.00
KU S0 B 723 7 7 0.97
B ZDfih 0 0 0 0.00 o
o FE 227 3 3 1.32
uﬁ%ﬁ;ﬁ@ﬁ T 459 4 4 0.87 NS
T/ SR P e 37 0 0 0.00
a-gn FLs 566 6 6 1.06
Z2TF7aA R B LA F 156 1 1 0.64 NS
156 A JRE KIFMEH Y 1 0 0 0.00
. i 587 2 2 0.34
N N I
A DHE A 136 5 5 3.68 ox
- bl 22 0 0 0.00
DA H 701 7 7 1.00 NS
s 4 720 7 7 0.97
OFREIE = 3 o 0 0.00 NS




. &t (FALOEES) ICEYHEE

Ko A kS EITEAZESL | RIfEA | EIERZES | HoE
SiE IR iE (15 SR | JERB] (%) | (Fisher ory?)
=700ug 722 4 4 0.56
700 < ~=1,400pg 711 1 1 0.14 | meEws
1,400 < ~=2,100pg 690 0 0 0.00 | (FIEm %
g 2,100< ~ =2,800ug 675 0 0 0.00 | B 1 %13
(B 2,800< ~=4200ug 537 0 0 0.00 | ¥ &
a 4,200< ~ =5,600ug 381 0 0 0.00 |FASHEHS
5,600 < ~ =8,400ug 253 1 1 040 |DETOH
8,400ug < 85 0 0 0.00 |5#)
RBP* 1 1 1 100.00
<7H 722 5 5 0.69
1<~=14 H 705 0 0 0.00 L
14< ~=21 H 682 0 0 000 | PEET
21<~=28 H 664 0 0 0.00 %Eggﬁ
wede G- H 2K 28<~=42 H 432 1 1 023 % el e
(BHD 42<~=56 H 128 0 0 0.00 | 1o s v
56<~=84 H 67 0 0 0.00 |25 o
84<~=168 H 26 0 0 0.00 | = )
168 H < 4 0 0 0.00
KB 1 1 1 100.00
<50ug 0 0 0 0.00
50ug 7 0 0 0.00
50<~<100ug 1 0 0 0.00
i 100ug 371 4 4 1.08
ﬁﬁ%; 100< ~<150ug 5 0 0 0.00 NS
150ug 7 0 0 0.00
150 < ~<200ug 8 0 0 0.00
200ug 300 3 3 1.00
200ug < 24 0 0 0.00
NS : Not Significant, 3 % : p<0.01 % BIPERIFEEL A 23 AR 22 A ]

9. BERBREERICRIZTHE
BRIE STV

10. BERS

13. BERE

13. 1 fE4K
wERE (BFOMELCHELZBEZCES) 2LV BB ERREIEI SO EDIER R B
ZERBH D, AR EBENOEHIRIERA L/ W T, RIpE, R OZEUCHE S EiiKT, g E
T2RFT R LT 5 AVERIB R EEEE R EORINHRE SN TN D,
I BB EE I S TV D IR W TR, MG, FAir, REGs. AHI 0O B0l 22 B R 5 2 BRI
BOEMRE RN 2N EH T D REMEN D D, [9.1.5 B[]

13.2 L&
BB G RICAR A ET DBRIT. BEOERL STV RRIRAITIT) 2 &,




V. 2t (EALOEES) ICEYSHEAB

11.

(fEE5)

MER O EZBA TAMZBREICRS LG E, S AT oA Flzikb LIcGE L RRcEg ok
MBREHA DA REMEN D D,

AR BB G SNTEE IR, B SCEMEERH e E O EOERMOFHRITIER L, BH OWREZ R

L2 D BARXZIRE T 5 72 e L& 2175 2

BALDEE

IILAA KT RAAR
14. BRLEDEE
14.1 ERIRHEDFE
14.1.1 IR AR
(1) BECIERARAELZE L, FREERET 28,
(2) AANIHBOT=DT LI BHEINTWDHOT, HHBRMBERNCT VI BEZ20ET L X 5EET S
Z &,
14.1.2 R AR

AFNTOREN~OWAF GIZORERT D 2 (NIRLTHHRIZA L) |
14.1. 3 A%

AHIJAZIZ, 2PV EE T H LD BEELFEST L2 L (OEND VO ZEIEF O TREOT=9) |
72720, DDBWAREEREE I, 9BPVTIERL, AERNEZ TSI 2 BETL 2L,

TILEA RTT7I—)
14 BREDIE
141 BERIZFEOEE

14.1.1 B AR
BEIMENRAFELZE L, R TEEZRET22 L, B, =7 Y — LA OWEE & WA DRIFEAEE L

WEEBZ ONDLBEITIFIASN—Y— (AR ZHHIELZENEELY,
14.1. 2 IR AB%
(1) ArHER
(2) ARFNZAENS~OBRAEEIZORMERT 52 & (NIRL THERIRITA LR
14.1.3 A%
AFIRAZIZ, IDPWEEMT DX BELRET L2 L (HEND O XIEXITEFOFREORD)
71U, DD ORREER B I, DWW TR, AERNEZ TSI 2 RETL 2L,
14.1. 4 RER
(1) 7HXTH—13HEE BIFICRo720, D7e &l 1 BIPLERARS TL PV, HoIcraEL
THIERIC %£¢6 & (Welfr - s ﬁAt HHENRDORKE E72%)
(2) R ~NFTHERNTIES SN2 & (BHORSEDIRKNERD) |

(FEER)
WIR L7356, R &2 BT 2 BN AKI O KE 0 1T CRIEEWE (17p- IR UV BRIK) IRt En s,
Fo. ONWVWEITH Z LIk Y OENSCIAMETRICAE LR AT a4 RERVERE, AEND P X fE

RMFFE DFBRPAT L Z LB TE D,

— 44—



12. ZQOMDEE
(1) BERRFERIZE D CIEH
BEEN TV

(2) FEBGRFABRICE D 1B
BEEN TV

. &t (FALOEES) ICEYHEE




X. JFERERHERICE ¥ SHA

1. ZEEHER

(M

(2)

()

EFEHR (V. EHEECETLIEB $8)

Bl R M EIR R
LR L

TR

INTF B Ta e F B AT VT —RIER L O TEE 2BV T, HTFHRETIE~ ALY T v b
RERAD 72O T v bOEESEORNNZ R L, ARG TIE~ T AR T v FOESEOHINEZRD 7,
Fio, ERE CRIHIETIR 75 KU O AR EA K ORI HHAE B A & X I OB 72 i 2~ L, Bk
DUWIZB W TEEHE CHBEENEZ D S, 612, ZATF Ay Tt o 27 VISR RIER
R LTz, ZOMO—fESREREBRIE B TR b o7 3

BRI B o) | L 50 RIS
E P
—HAEAR S O TH) ~U A (5) B F | 10, 30, 100mg/kg | AREHRE/
£ o | 10, 30, 100mg/kg |30mg/kg LA b TS D BN
7wk (5 T | 10, 30. 100mg/kg | ARHEEA | 100mg/kg CEBPEDIEN
# A | 10, 30, 100mg/kg | AEIEIMOEELHNHE], 30mg/kg LA L
TIEB) M D FEEE N
i R - FEAER 72| 7 v kb (5) in vitro {107, 10, 10 g/mL | FEAEARFE Tid 105g/mL THEEED
(K ILAf) st 1
ITHR T CIXE B L
T HHE ELE Y b (5) | invitro |107, 10, 10°g/mL | 10°g/mL "CULHE i 0O 5 4l
(B A% 2 UAHE)
ERiL &Rl A Z vk (8) o F | 3. 10, 30mgkg |30mgkg CTRAPEHE DD
IR B OVER AR AR Ty h ® | K T 0.03~30mg/kg  |0.lmg/kg L ECIRE, Na', K", K&
OY CI™ i B4 0
# 0O |3, 10, 30, 100mg/kg|30mg/kg LA EClRE, Na" L ONK "
HEEHEIN. 100mg/kg T Cl HEi S
hn
4) ZDhOEFEBHER
Y ERR L
2. SHHER
(1) BREE5EHRAR
e

Ty MZBT RO, R TFEOBRAEEL, A X281 2B AEGRER TIX, LDs EIZWT b &5 7l heE ik
REUETHoTz, 7 MO TERGHABRTIL, KERD O 5 VIFENME (500mg/kg LA EORE O #& 51
LR THREOEEREGRE) . WE, BIBRE -V o SREfROZERS (K T &REORKER) B b,
A X OWAF G TIL, AEF =2V F > — VB oy s DI K O Synacthen B K 5 2V F Y — L
BED EFMHINFRD St 39 30



. JEEREREABRICRE ¥ HIEE

EILZET B Gk Beh & (mg/kg) LDso i (mg/kg)

A o 250~2000 >2000
BT 125~1000 >1000
W A 1.66 >1.66

4 X A 0.82 >0.82

(2) REHRESHHAR

Hi R K OVE v
TINFH o 7aF U AT N%ET v M2 26 RO 78 B ARS, A X226 BREO 12 » AE%
FHEU EORHCHE, REHMIMH, SR i ER
Bosn, mPREAREL T L AT a— LEOHENN, GOT (AST) . GPT (ALT) &Moo L5 BIRKE -
U LR DR RS Bz, W

)

NG U R, B & EOREC Y o ERE DR %

Byt B GRRE, BG-HH] 5B ng/kg/H R B pe/kg/ H
7 v b W, 26 HfH 3, 14, 61 3.0
A4 X W, 26 HfH 6.4, 149, 42.5 6.4
7 v b WA, 78 EH 3.8, 14.1, 57.0 3.8
A4 X W, 12 % H 7.5, 18.0, 50.7 7.5
EERE SRR

AR M E R
INFHS o TFa b F o B AT IVE Ty D WNI T XOTER S TOEFIICE THRE L
ToAE SR, BlEM) CIXRESNMSE, B - Vo SRR OEFEN A DN, AT EITA LN

hpote, WHATIEEL LTRMERIC, BEHIH, AHEX,

S~ L = T A AN T B 417 2 29) 39) 40

Yyl BRI, e 5- 1] Be 5B ug/kg/H MR no/kg/ H
VAL R T dEERT - AR 20 HE 5. 15, 50 5

KT IRIRERE TR 10 B Al 10, 30, 100 10

BT c JEER - AL S B 5. 15, 50 50
AVaCS BT R ERE A 12 H [# 0.08. 0.57. 4 0.08

(4) Znfn%kEkE

1)

2)

3)

4)

R Y

FELEY NEOUHXEGIE L, JATF A o 7a b F oo 27 VO EEZ B L2, Wbz
MECHURMEITRR O 2o 7z,

ZERM

WA AW TCBIRFRRERAER, & PRI Y BRI R E R R R, S 612,

~ U A&

AT ERBRZ F i L7223, WP b aMET, ZRRIEMEITA L Lk sz,

MNARME

~ 7 A 78 WERAEE, T v M 104 BEWAKRS LR, WE, EEEINH,

U 2 NEREL DI

DENB BT, JEFORAERITEBITR O DT BAFMEIZZR NS O Ll s vz,

R R

Ty MCTNTFAY o Ta et g 27 VR A 2 125mg (RRIRWA & 100pg X2 [81/H OF) 163 £5)
Z 14 ABRAE UT2RER. RFTRIEIEITR O e s o7z,




X. EEMEHRICATSHEE

1. HEXS

2.

3.

4.
(1

(2)

WA PR (LN ERE O Y AT S 2 k)
RS - BT

B ZhEAR X (36 R HARR
ERWR . 7 4 AH A 34F
7YV —)L 24
TAABDA L TS AEEREZIT 12 y AUNICTHERS SV, 2R LERABREZEX TERLZR2NT
<TEE,

Rri&k - RESH
R PRE

EFWMFNEDEER
ERTORKEVWEDBEBESIZDNT
Y L

RRZAROEFZNCDONT (BEFICBEINSRLEAFES)
Ik EDEE

cF A AT A

1. BEFIIIHEARAELE L, EHTBRERETL 2L,
2. AFNIPHE DT 0T VI WEEN TN D DT, ARFIOZARZ, HHBMMERNIC T VI w2 RE TS
FOETL L,

s T Y — )b

1. BFIIIEAGHEZE L, AFE2ESET2 L, B, =7 Y — 1L AOEE LW AORFNEL
m&%z%ﬂé$% IFAR—Y— (AR ZHEHIELZENEELY,

2. RS

3. REEOEE

(1) 7THTZ—FEHZEE BIFICROT0, D7e &l 1 B ERAKES T XV, oo Uik

RIRETH & (Vg - WRPAENTE EEERARORINE725)

(2) R _NTHERHES SN2 (EEORSEZEKERD) |

(3) 30°CLLEDGFTIZRE L2 &y

4) R~ TkFIzEA LN &

(5) W EBERIZEI D ED BN R U _OBEINIEIIHES Z &,

(6) R RITREFIT D EZFZEIZLTOLHTLZ L,

<FVoLBY AV



X. EHEMFIEICET HIER

(3) FAFIFDBEESRIZDONT
PAAOANA

5. REFHF
AL

6. @i
TNEARS0OT 4 AT A 160 7Y 2K —X1
TNHEA K100 T 4 AH A 160 7Y AH—X1
TNEA K200 T 4 AT A 160 7Y A Z—X1

TNHA R S0ug =7 =L 120 RAFH 1 10.6gX1 (BEHT #7 4 —4ff)
TNBEA R 100pg =7 Y =L 60 A 7.0gX1 (FEHT X752 —1£F)

. BHROME

ARIVTIR (FAay)

T = A

RUHElEe =1

F 4R A T =hI -T2 - AF L (ABS)
AN = gl P

AU I—HRF—F

RNYT7TEHZ—)L

T Far—4— FxyZ AR)TrELr
R T = A

ety %

F—H5 - R%hE

Fl—mE « 7 v —¥ HaiR (SaRBuE A=A

Rl % . IVTFHWS U TITUANVRBT AT )L, XyaA Ry o 7aed BT AT )L,
TFI=R, VI VLY =R, BFALS T T UHNIR R AT )L

. EfREESEAR
199043 A8 H (XU R)



X. EEMFEEICET SIER

10. WERTERBFABRUVERES

petd fLERTEATEEH H R
TNEARS0OT 4 AHA 21300AMY 00450
TIE A K100 T 4 A K A 2001 4E 10 A 2 H 21300AMY00451
TIVEA R200T 4 ATA 21300AMY 00452
TNEA R S0pg =7 —/v 120 W A 20094 6 4 10 H 22100AMX00871
TIH A R 100pg =7 — 60 WA (RFEA T LB ™) 22100AMX00872

) BIRGES : T A K507 — SGERRGEARREHA B : 2002 4F 10 H 4 H
[HERTEA : 724 K100 =7 —  SERFEAREHA B £ 2002 4F 10 H 4 H
TIVHEA K50, 100, 200 0 X5 ¢ A7 1 1998 4F 9 H 30 AICHLEARTEAGE & S L7228, BRI
ERT LTS,

11. REELRBEAE

B FEAGFEVENGRAE A B
TIHA K50, 100 T 4 AT A 2001412 H 7 H
TIVHEA K200 T 4 AH A 2001 412 H 14 H
TIVHEA R S0pg =7V —b 120 AT GErRGES) 2009 /- 9 A 25 H
TIVH A R 100pg =7 > —/L 60 WA (GBrikiE4) 2009 4F 9 A 25 H

) 7 A K50, 100, 200 2T ¢ A7 (ARGEH IRIZ X 0 ZEMIEAERIRR) -
IEAMIEAENGEAE A B - 1998 4511 A 27 B, BHEMMK T 20224 3 A 31 H
TNEA RS0 T— (IHERGE4) -

IAMIEENLEAE A B - 2002 4F 12 A 13 B, RiBHELIRIE T 20104 6 H 30 H
TIVE A K100 =7 — (IHRFES) :
IAMIEAENLEAEA B - 2003 4F 12 A 19 B, BB ELIRIE T 20104 6 A 30 H

12. $hEeXIIBHREM, AEZRUVAEEFENFOFEABRVTORNSE
2001 45 10 A 2 B : /WdEISEN, B (540 A4 A) 80
2002910 A 4 B : AlIE (=7 —) B
2009 4F 6 H 10 A : BRGEAZEHE (50 =7 —/L 120 A, 100 =7 " —/L 60 W A )

13. HEEKR. FMERELAREABRUVEOAE
SHEIER 14 55 2 HA S GRRIEGREH) OVTRIcHizy Ly,
(AR @EmEHN A 200043 H 30 H)

14. BEEHMH
B 64F (1998 £ 9 H 30 H~2004 49 H 29 Hi T)
/N 44 (2001 # 10 H 2 H~2005 410 A 1 A7)

15. EMHEFRERRICEY S15H
AFNE, BEE (b2 Vi) MRICBT 2 HIBITED BTN,



X. EHEMFIEICET HIER

16. £#EJ1—F
" o r | BAEGIARMIEE | LET T GST=—
e A HOT &% O | pagpesgaho— k| smo— k| (R
1% N
71\\ 54 F50 11455880 2290700G4025 660451012 14987246717370
T4 AT AR
1% N
71\\ 74 K100 11455950 2290700G5021 660451013 14987246717394
T4 AT AR
A2
7{4\\ Z4 ¥ 200 11457930 2290700G6028 660451016 14987246717417
T A AT A
T HA K 50pg
=T L 120 B ST 11512680 2290700G7032 621512601 14987246717431
7% A K 100pg
=T — L 60 T AT 11572220 2290700G8039 621572201 14987246717455

17. R LOEE
AL



XI. xX#k

1. 3IAXH
1) Langley SJ, etal. : Chest. 2002 ; 122 (3) : 806.

2) EARBZIEIE) : BRIRIESR. 1997 ; 13 (6) : 1587.
3) EARKEIEIED : BERESK. 1997 ;13 (6) : 1609.
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(DISKUS:2023 45 H)
(HFA : 2023429 H)

Pregnancy

Risk Summary

There are insufficient data on the use of fluticasone propionate DISKUS/ fluticasone
propionate HFA in pregnant women. There are clinical considerations with the use of
fluticasone propionate DISKUS/ fluticasone propionate HFA in pregnant women. In
animals, teratogenicity characteristic of corticosteroids, decreased fetal body weight,
and/or skeletal variations in rats, mice, and rabbits were observed with subcutaneously
administered maternal toxic doses of fluticasone propionate less than the maximum
recommended human daily inhaled dose (MRHDID) on a mcg/m? basis. However,
fluticasone propionate administered via inhalation to rats decreased fetal body weight, but
did not induce teratogenicity at a maternal toxic dose less than the MRHDID on a mcg/m?
basis. Experience with oral corticosteroids suggests that rodents are more prone to
teratogenic effects from corticosteroids than humans.

The estimated risk of major birth defects and miscarriage for the indicated population is
unknown. In the U.S. general population, the estimated risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

Lactation

Risk Summary

There are no available data on the presence of fluticasone propionate in human milk, the
effects on the breastfed child, or the effects on milk production. Other corticosteroids have
been detected in human milk. However, fluticasone propionate concentrations in plasma
after inhaled therapeutic doses are low and therefore concentrations in human breast milk
are likely to be correspondingly low. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for fluticasone
propionate DISKUS/ fluticasone propionate HFA and any potential adverse effects on the
breastfed child from fluticasone propionate DISKUS/ fluticasone propionate HFA or from
the underlying maternal condition.

[E D SPC
(Accuhaler:2023 48 H)
(Evohaler:2023 4-8 A)

Pregnancy
There are limited data in pregnant women. Administration of fluticasone propionate

during pregnancy should only be considered if the expected benefit to the mother is
greater than any possible risk to the fetus. It is important, that the dose of inhaled
corticosteroid is titrated to the lowest dose at which effective control is maintained.
Treatment with fluticasone propionate should not be stopped abruptly.

Results from a retrospective epidemiological study did not find an increased risk of major
congenital malformations following exposure to fluticasone propionate when compared to
other inhaled corticosteroids, during the first trimester of pregnancy.
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Reproductive studies in animals have shown only those effects characteristic of
glucocorticosteroids at systemic exposures in excess of those seen at the recommended
inhaled therapeutic dose.

There is inadequate evidence of safety of fluticasone propionate in human pregnancy.
Administration of corticosteroids to pregnant animals can cause abnormalities of fetal
development, including cleft palate and intra-uterine growth retardation. There may
therefore be a very small risk of such effects in the human fetus. It should be noted,
however, that the fetal changes in animals occur after relatively high systemic exposure.
Because Flixotide Accuhaler/Flixotide Evohaler delivers fluticasone propionate directly to
the lungs by the inhaled route it avoids the high level of exposure that occurs when
corticosteroids are given by systemic routes. Administration of fluticasone propionate
during pregnancy should only be considered if the expected benefit to the mother is
greater than any possible risk to the fetus.

Breast-feeding

The excretion of fluticasone propionate into human breast milk has not been investigated.
When measurable plasma levels were obtained in lactating laboratory rats following
subcutaneous administration there was evidence of fluticasone propionate in the breast
milk. However, plasma levels in patients following inhaled application of fluticasone
propionate at recommended doses are likely to be low.

Administration during lactation should only be considered if the expected benefit to the
mother is greater than any possible risk to the child.

F—=ANZ VT D
Australian categorisation
system for prescribing
medicines in pregnancy

(2025 429 %)
iR L7 H

Category: B3

Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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KE O CE Pediatric Use

(DISKUS:2023 45 1) | [DISKUS]

(HFA : 202349 A) The safety and effectiveness of fluticasone propionate DISKUS in children aged 4 years
and older have been established. The safety and effectiveness of fluticasone propionate
DISKUS in children younger than 4 years have not been established.

[HFA]

The safety and effectiveness of fluticasone propionate HFA in pediatric patients aged 4
years and older have been established. Use of fluticasone propionate HFA in patients
aged 4 to 11 years is supported by evidence from adequate and well-controlled trials in
adults and adolescents aged 12 years and older, pharmacokinetic trials in patients aged 4
to 11 years, established efficacy of fluticasone propionate formulated as FLOVENT
DISKUS (fluticasone propionate inhalation powder) and FLOVENT ROTADISK
(fluticasone propionate inhalation powder) in patients aged 4 to 11 years, and supportive
findings with fluticasone propionate HFA in a trial conducted in subjects aged 4 to 11
years.

The safety and effectiveness of fluticasone propionate HFA in pediatric patients younger
than 4 years have not been established.

Effects on Growth:
[DISKUS/HFA ]

Orally inhaled corticosteroids may cause a reduction in growth velocity when
administered to pediatric patients. A reduction of growth velocity in children or
teenagers may occur as a result of poorly controlled asthma or from use of
corticosteroids including ICS. The effects of long-term treatment of children and
adolescents with ICS, including fluticasone propionate, on final adult height are not
known.

Controlled clinical trials have shown that ICS may cause a reduction in growth in
pediatric patients. In these trials, the mean reduction in growth velocity was
approximately 1 cm/year (range: 0.3 to 1.8 cm/year) and appeared to depend upon dose
and duration of exposure. This effect was observed in the absence of laboratory evidence
of HPA axis suppression, suggesting that growth velocity is a more sensitive indicator of
systemic corticosteroid exposure in pediatric patients than some commonly used tests of
HPA axis function. The long-term effects of this reduction in growth velocity associated
with orally inhaled corticosteroids, including the impact on final adult height, are
unknown. The potential for “catch-up” growth following discontinuation of treatment
with orally inhaled corticosteroids has not been adequately studied. The effects on
growth velocity of treatment with orally inhaled corticosteroids for over 1 year,
including the impact on final adult height, are unknown. The growth of children and
adolescents receiving orally inhaled corticosteroids, including Fluticasone Propionate
DISKUS/Fluticasone Propionate HFA, should be monitored routinely (e.g., via
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stadiometry). The potential growth effects of prolonged treatment should be weighed
against the clinical benefits obtained and the risks associated with alternative therapies.
To minimize the systemic effects of orally inhaled corticosteroids, including Fluticasone
Propionate DISKUS/Fluticasone Propionate HFA, each patient should be titrated to the
lowest dose that effectively controls his/her symptoms.

[HFA]
Since a cross trial comparison in adult and adolescent subjects (aged 12 years and older)
indicated that systemic exposure of inhaled fluticasone propionate from fluticasone
propionate HFA would be higher than exposure from FLOVENT ROTADISK, results
from a trial to assess the potential growth effects of FLOVENT ROTADISK in pediatric
subjects (aged 4 to 11 years) are provided.

[DISKUS/HFA]
A 52-week placebo-controlled trial to assess the potential growth effects of fluticasone
propionate inhalation powder (FLOVENT ROTADISK) at 50 and 100 mcg twice daily
was conducted in the U.S. in 325 prepubescent children (244 males and 81 females) aged
4 to 11 years. The mean growth velocities at 52 weeks observed in the intent-to-treat
population were 6.32 cm/year in the placebo group (n = 76), 6.07 cm/year in the 50-mcg
group (n = 98), and 5.66 cm/year in the 100-mcg group (n = 89). An imbalance in the
proportion of children entering puberty between groups and a higher dropout rate in the
placebo group due to poorly controlled asthma may be confounding factors in
interpreting these data. A separate subset analysis of children who remained prepubertal
during the trial revealed growth rates at 52 weeks of 6.10 cm/year in the placebo group
(n =57), 5.91 cm/year in the 50-mcg group (n = 74), and 5.67 cm/year in the 100-mcg
group (n = 79). In children aged 8.5 years, the mean age of children in this trial, the
range for expected growth velocity is: boys — 3rd percentile = 3.8 cm/year, 50th
percentile = 5.4 cm/year, and 97th percentile = 7.0 cm/year; girls — 3rd percentile = 4.2
cm/year, 50th percentile = 5.7 cm/year, and 97th percentile = 7.3 cm/year. The clinical
relevance of these growth data is not certain.

YE[E D SPC
(Accuhaler:2023 48 )
(Evohaler : 2023 4~ 8 )

4.4 Special warnings and precautions for use (—¥B#R#E)

Systemic effects of inhaled corticosteroids may occur, particularly at high doses
prescribed for prolonged periods. These effects are much less likely to occur than with
oral corticosteroids. Possible systemic effects include Cushing's syndrome, Cushingoid
features, adrenal suppression, growth retardation in children and adolescents, decrease in
bone mineral density and more rarely, a range of psychological or behavioural effects
including psychomotor hyperactivity, sleep disorders, anxiety, depression or aggression
(particularly in children). It is important therefore that the dose of inhaled corticosteroid
is reviewed regularly and reduced to the lowest dose at which effective control of asthma
is maintained.

Prolonged treatment with high doses of inhaled corticosteroids may result in adrenal
suppression and acute adrenal crisis. Children aged < 16 years taking higher than
licensed doses of fluticasone (typically > 1000mcg/day) may be at particular risk.
Situations, which could potentially trigger acute adrenal crisis, include trauma, surgery,
infection or any rapid reduction in dosage. Presenting symptoms are typically vague and
may include anorexia, abdominal pain, weight loss, tiredness, headache, nausea,
vomiting, decreased level of consciousness, hypoglycaemia, and seizures. Additional
systemic corticosteroid cover should be considered during periods of stress or elective
surgery.

It is recommended that the height of children receiving prolonged treatment with inhaled
corticosteroids is regularly monitored. If growth is slowed, therapy should be reviewed
with the aim of reducing the dose of inhaled corticosteroid, if possible, to the lowest
dose at which effective control of asthma is maintained. In addition, consideration
should be given to referring the patient to a paediatric respiratory specialist.
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