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F Ry T ATE R 50 g 56 BEFEA 1A (10g) X5
FY Ry I A E S S0 g 112WEEH - 1 AR (18g) X5

SRR 5 AN ST HAHIC, BAFEE 5 M & RFR S RIS T\ %,

Q) FlrE=E
A L

4) BERDOME
7w RV Terry, RI=FLrr &8
R A7 N R = 3 = P

1. AZRESHDEME

L LR

12. £t

EP 7™} OV USP 122 C3hE L 7= RAF2h BRI & L7,
*1 : EP : Buropean Pharmacopoeia (BRKJNHE/EJ7)
%2 : USP : United States Pharmacopoeia CKEZFKFIF)



S
V.3

BRICEYHIEE

V.

2.

3.

ARICET 5HE

DX (TZNR

| FLax—mas

[z ]

FEEIET VAR — B REBE EZXG L LZERRBRIZ T > TR0 b 00, BFEET LA —1E&R% L FEET
LR — PR TIE, REUROENLIH 5 b O OFRELLET K OYREBIZ OV THER DGR RICHET 1T ED
BEWNIRWEEZ B, FHMET LA —MHRRBFICBOTHBEET L — K mE L RIS M
HFRFTE2EEBROND 20, PREUIDRIZOVWTIT [T L AF—ERK) &L,

MRERIHRICEET HEE

BRE SN TWHRN

RZERUVRAE

() RERUVHAE DR

6. AR URAE

<HA>

WE L RIS, EREC2WEET O LA LEEETD (EAXY T T ANVAR VBT AT LELTLH
2001 g),

</IMNE>

WE L 12 AR ONRICE, FRECIEET S 1LH LEERETD (FEAXY T T U INVR BT AT
NAELTIHI00ug),

WE L 12 B Eo/NRICE, SREC2EET O LA LEEETD (FEAXY T T VKRBT AT
NAELTIH20ug),

2) RERUVHAEDRERRE - RN

(A

HEERELL EvD 4 B A 2 7H)N 4 G, B> 16 5L L0 AR NIBENT LA F—th R R BE E 35U, ARAID
EEAE - AREZMFT 5720, 77 vREE AF 100ue/H5y 1 BE 200w g/B5 1 B, 400 g/ H4y 1 BE,
200w g/ B4y 2 HE, 400 g/ A%y 2 BEIC X DAEZAL T T R R TR B S MG TRER HeiakBh 2 ki L 7=,
BHMECONWTIE, F— 1 AR5ETHE L 4 AERE (77 2F8E, 100 g/ A, 200 ug/HEE, 4001 g/ F
) CTEHABRRHBOMMENRD bz, 200 g/ AL ETIRE—EIZRD T EBBrEs iz, /2, B 1
A5 EORZE—AECHE Ly 1B 200ug/H4r L BER TN 4000 g/ A5y 1 #E) &4y 2 8 (200 g/H 4y 2
FER TN 400 n g/ By 2 8E) ITBWTCRSEMEEZRFT LIZE 2 A, MAEILZRI%ETH D Lol ST,

TERMEIZ DN T, B REOBINWEFARE LR 75 £ R HE; 28. 6%, 100 1 g/ B4y 1 #E;21. 3%, 200 1w g/ 4y 1 B ; 20. 3%,
400 g/ HA3 1 #E; 20.3%, 200 g/Hor 28 5 18.7%, 400 g/ H4y 28 ; 16. 0% Th o7,

PAEDFEREN S HESEHE - EIZ 2000 g/H4 1 XX 200u g/ H4y 2 Th D EEZ LN, BEOFEMELE
BL., EEOAEZ NEF, AT, EREC2EET S LA LEEETD (FEXAXY 7T IVE U
TZFNELTIH200ug) ] & LT,

SEIEIR (K LR E, S, 8B, BNZT YR A7 (—:0 &, +F 18, ++: 28, ++4+:35)
TEZ, FNLOEHEEESE

D

16 LA EDO BARNGBFEMT LV F —MaR B 2304 & LRIV T, ARAFI 100, 200 XV 400 1 g/ H D
T RITHT HHEE. 18 ML EOAEAT LA~ BE E S E LEBRRBRICE VT, A4 50,
100, 200 XY 800 g/ H DT ZHHRIZKHT HEMERTED v, AARAKRUIAEADONTITENTS 20018/
HZEEITH & T2 HEKGENHER SN TS, —F, 6~11 HMOIMEANT LA F—MHERRERE G E L

10



ARICETSEE

FREBRIZIBW T, AH 25, 100, 200 g/ B DT T2 RIS HARMENBD B, 100 g/ BZETHET 5
BNISHEPHER SN TS, AARANEAMEANORANICBIT 2KBAET 200ug/ACRILTHDLZ b, AR
NNRICI T DHEBERRR A EICHOWTH | SREA L FERIZ, 12 AR O/NNETIZ 100n g/ B 12 2L Eo/NET
11200 g/BCTHDEHEL, ZNODOHAREE AV CENEKRRRZ Lz,

5 LA E 15 LA T O BARNGEFEMNET VL —a R BIR 281, RAIOAIMER L2 ERFTT 5720, 5
~UBOBRIBIZIZ T TR XUIAA 50ug/B (11E 1 HE) . 12~15 O BRI 77 R UIAF 50 g/ B (1
B 2 M EE) 12X D MEAERA LT T & A IR E B0l TR Hla B & 93 L 7,

BRI DOWTIE, 5~115% & 12~15 BOWTHNOFERBIZEB W TH, KO T Z & RITKET 2 B RGEE S
i,

ﬁéﬁuowfﬁ\@W%%ﬁ%ﬁfﬁtﬁﬁ;&%\ﬁﬂﬁzm S o7,

P EO#RENG, IEROHELY HEF., 12 8RHo/NNLIcE, $8EC1EET 21 1REGTS (A%
SUTTUHNR BT AT NE LT H 100ug), W@, 12 oL Eo/NRIcid, KEpc 2EEST S 1 H 1 E
BESE (BAZYS T T HNR BT AT AELTLIH20ug),] &L,

4 . /ﬁ&()‘ﬁﬁi‘»ﬁa j-éliu_.s
BE STV
e PR B HE
MEBRERT—2/1\vF5—
(EPN

M L

(NG

R A2k At KB
/NREETIAR = Z - 78 s HR LR © © -
/INVEER AR R 01 45 -5k © © -

© : FHmER O : ZFEE — : FHE D L ITEHEO S &7,

(2) BRIRZE B HER

1) B[R 558
TR N BPE (n=6/FE, 4E#5 : 20~32 %) 1TAH] 100~800 1 g A HELEBEEE LR, WPhoika&Ick
WTChH, BRER - MEATR, EENRE., AiaSRg. fIERERERE, —BRERREICR W TARAI G-I
BRTHEEZONDRABITRIZASONT, AHI 1 H 800y g £ TOHREBGIZHWNTBIFRZEMENRESN
7=

1) AFIORRNICH L TAR SN TWD HEROHER, s, AT, FapEic 2g®EZS->1 8 1 B
5T5(%f§//77/ﬁwﬁ/&127wkbflE%mwhjT%éo

2) RIEHS5HER
TR N BPE (n=6/FF, 4EHlb : 20~38 B%) ITAAID 400 XX 800 u g/ H % 2 BRER S k5 LR, Wih
DEGREIZBNTH, BRER - MREATR., EEORE. fiSSRd, S - HIEHEERT. SR Erkae
A, AR BRI, RISV AR GICER T2 L B2 0D BEITLITALNT, KA 1
H 800 g/H % TOMRBRGIZB W TRIFREEMENRIE SN ?,

) AFIORE AT L TERBENTWD HEL ML, Tl . AT, SRl 2gE$o1 3 1R
542 (FAXS VT FUHINRUBE AT AL LTI H20ug),] ThHD,
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ARICETSEE

() AERICIERAR
PN,
BEET LA —EER (RAN) 20RELTERAGLIVNEIT TR E 2 @KL L, < LeARIE, &t &
PAROBNZ S FEKORBE A ZNLEN 0~3 JicA a7kl ZNHDOEHAZY (RRKAATITI2H) 48
JERR a7 & LT, WEAMER O EGKTROZIEEZ TRIORLZ, RAIXT 78R L LTI hoks
BETHLHAEICENR TV (p<0.01) ?,

& FIARRICET2KRE 2BREPILFED 4 BIERIXIT7 HA>

\ FG-Hi ZAL BV

R ! (mepse) (PERsE)
100/1g/[3 75 7.3 -2.7
(1 B 1 [=04% sl 1 e 7E) (0.2) (0.3)
200/1g/[3 7 8.1 -4.3
(1 B 1 [\4% el 2 6 7%) (0.2) (0.3)
400/1g/[3 7 7.9 -4.2
(1 F 1[04 s 4 m855) (0.2) (0.2)
200;1g/[3 75 7.3 -4.0
(1 F 2 =145 &P 1 E55) (0.2) (0.2)
400/1g/[3 05 7.7 —4.1
(1 F 2 =145 8P 2 mE55) (0.2) (0.3)
F5 R 77 7.6 LT
(0.2) (0.2)

) AFIOR MK L THERENTW D AELOHEIL, @, AT, SR 2EET -1 8 1 RES
Té(%%§9V73VﬁwﬁV@iX?wkbflH%MwhjT%éo

UN'H

EEMET LXK SR L L HERERR MR, 25 %ED)

ZEHIET LV — R O/NEEE (6~115%) 255 LT, AHlo 3 i (25, 100 L 200pg/H, 1 H 1
B, EIHR (R A Z Y Fa b F B A7 168ug/H, 1 H2E) ROF TR %EH T, 28 HRE#
HCOMERIGER L2 2R Lz, AGERIL, “EEM, BEAL, EEEXRT T EARRBE LT, 5HET
FEhi S v, ARMEOEEFME A X, &5 8 A HOEMFIIC L2 AFHRERA 2T OR—2F 14 b DAL
me LT,

AFNE, BEtEAT oo T TOMR (25, 100 LT 200u g/ H) IZBWT, FEIEFEMET LV —PEE R OMIE K
WIERDFEFNZONT, FTER LB L TABICEWIENRD bz, AF25ue/H (1 H 1)

G- TIL R G- 408 B Tl T LL X — O8iE K ONER OFEFNT IS 1T 5 2 RIT— & TR o 7o, F & 200 1 g1
H 1 [E#5 Tl \$%L$ﬁ7vw¥%@éﬁmfﬁﬁﬁ’%mf AH 100w gl H 1 [EHEE% LE 53050
WohNlehole, LLEXD | 6~11 i 0/NRIZI T B ARA O fei w1k, Kﬂlmuya@1a1ﬁ&§1&5k
LY,

1) - AFO/NRIZH L TOKREINTWD AELOHEE., T, 12 AR o/NNIciE, & alEc 1EEST -1
A1E#EETSD (FAZYS U TT U HNRBET AT AL LT H100ug), @, 12 Eo/NRIiE
BB 2EETOLIH L EHRETSD (FAZS TS HNARUBTATALELTLIH20ug).,] Th
éo
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V. aRICEISER

(4) #REE RO ER

1) BEREEAER
(D

WEET LA —HERRESE (AN Zxfgel LT, &F1200ug/H (1), IAVFhHY v Tad o BT
v (FP) 200ug/H (432) HDWNET 78R Z 2 lMHE Lz, ZORE, 4 BJEIRA a7 O GFifE & O 5
KTEEOBLRICB O TARAID FP kT 2 IELERRIES N GESME~—T 0 5 -0.9) P,

® BNHEFRRICETHEE 2ERXEPILEED 4 BERRIT<HEA>

. BRI EE | B b R e
BeEw " (i) () s
AFH 200 1 g/ H 8 3 P
(1 B 1 [A%8fEs 2 mg 143 (6 D (0' 2 AHl vs KHN 7 Z 7R
%) : ’ O RHEEM GREETE
YIfE) 2.3
FP200 1 g/ H
(1 | 2[4 B 1 142 8.3 -3.7 95%CI : —3.1~-1.5
) 0.2) (0.2)
78 | 4 &Kl vs FP
AT TR 32 : e EORHEER FRE
(0. 3) (0.3) ) 0. 2
b 8.4 -1.8 95%CT : —0. 7~0. 3
FP77em 3 (0. 3) (0.4)
X OTRESTEYME, 95U HMSTEIX R (95%CT) . FEYERAZE T G aTE R O 512 AR L U230 8ons
HH SN,

VNN
WEET LA —EREE (NR) 255 LT, KFI100ng/H (5~115%) . AH 200ug/H (12~15 5%) |
HHNNITTERE 2 BEEE L, ZORE, 4 S8IEIRA 27 ORI L O 5K TRFOZLEIZB VTR
BT Z R BEBE R REES Lz 9,

F MNEEMETSERMBLERRARICE TS 4 REKRRT*

ST e b n B
B 2 W% UL T LR o
AR A s T | e
5~117% : 100 g/H (R ) (PRS2 ME)
- (1 B 1R RPEC 1 EE) | 220 > o,
ZJEfﬁX 12,\4157@,(:”: . 200Mg/El &Q‘HIJ R'fti
G (1 B 1[4 &lE 2 W) 7.5 —3.9 —2.1
(0.1) (0.2)
— 5 AR 76 19 95%CI : —2.6~—1.5
77 R 13 (0.2) (0.2)

1) FHESEEME, 95%mIAE R (95%CT) | ARYERRZZI IR G-ATE, G REX OFlmfE (5~11 7%, 12~15 i%)
IR L LIS bR S,

%1 4 BUER A a7 OYERYE BT LLX—BEHA RTA 2 (2009) —EikZ]

TR +++ ++ + —
SR (3 ) (2 &) (1 ) (0 )
HEIZT D +++ &+ D] w
< Lo B¥fE eyl

" (H&Z & LTIRIC (H& & LTIRIC e . ML

(1 B O¥EERED) LS. E) 6~ 10[1) (A% & LTLRIZI~5[E)
(LA D= 5 SE) neres, (AZL LT1HIC (A% L LTLHIZI~5H) 2L

- B BT A 6~10 [A]) EXEXRBHTETTD
2P Djﬁ;;;galfté &+ D ] BN H DB AR LR L

T antTTL = G B B RPSRUD

RNTORR LI P ErOMH hE D BE DR %L
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ARICETSEE

2) REMHR
BIN,
WEMET LA —PERR (BRAN) 25 s Lo GBIV T, A 2000 g/H (43 1) TH L. FEIRIC
WUTquWH(%l)Xﬁ4%uyH(ﬁl)KﬁE%ﬁ%T%&b R 24 WL LT2BRD 4 BSER A =
THEOEMEOHRB & TR Lc, B ZE L T, 2V RITEET, Ehiz Bk O E R0 b
toikﬁ%@ﬁ&ﬁ?%ﬁﬁ%ﬁ?éﬁ%$ﬁ\%Mfﬁ\ﬁ%ﬁﬁﬁk O LT, BERSICEN T
BAF R BAMED R SN 7,

L Lol e, Byl R, BNZOFEROBELX+++:3, ++:2, +:1, —:0lcxa kL TEELE
Ay

12

10

SUN
[

O 28 48 8iF 12/ 16;E 20:& 24:&
(n=98) (n=98) (N=97) (n=95) (n=93) (n=00) (n=87) (n=85)

#BEHRE GE)

BT BB LS. B &2 oRT,
B RHREHRRICETZ4RERRIT

) AFIOBRAICK LTAREA TS HEROHET, B, AR, £8P 2EET-> 1 1 EEE
Té(%}&//77/WW$V@IX?W&LT1HMMw%JT&éo

GN'H

ANV B TILAR R B 153

3L b 15 BRLA FOIEEMET LLF — P mRk (UNR) &g & LIc B SRBICB W T, 3~11 Mo BRI
KL TIE, AHI50p g 481 1 ET> 1 B 1, 12~15 BRI L Tid, AH#I 50 1 g 245 e 2
METO LA LE, IS 12 8RS LRORWER (BERMRAMEORIER &R <) ITAFIFHET 6. 3% (5/80 i)
IR bz, ARFIFET, ROIBEERE o ZRERIX siim) 3. 8% (3/80 ffil) Thotz, T, A
EACAINSES  TRE ), TR T 1.3% (1/80 ) Thotz, WITNORIWER b FREE 1T T
HEECEEOHFRIT AR, K LEICHBE L 22 HRIT o7,

ERRAEORIEM L, 20.0% (16/80 ) (23D Lz, REHEBOE M- HEFEBRAEORIER XA =L
T =V 118, 8% (15/80 i) M OMRAEH L. 3% (1/80 ) TH V. BREITWT I HIRE T, ERR LRI
LR DERIT o T, BEMEER G CREICEILT 28 EER, BBUER, EES R L3R o n g,
EWI#HIZB W T BRI BREDRHR Sz,

7k, T v F Y — g 2 i Uiz 16 BT, BIBHERRIK T U LRIB AR 2 % R RE AR 2 O fh
RARE & 72 DIEIRITER O b d > 72 ¥,
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ARICETSEE

(5) BF - RAEAIEAER
BANTEEIPET LL X — PR B

DD BEOFFHNET LAX—MRROMANE R E LI 2b 77 & A% 5 BRI 7R [ b
REBRIZBNWT, TEAX YT T U HNVR R AT )V KME RS (Nasonex”) 100 g 1 H 18], [A200ug 1 A
LE, Ry A2y o7at B A7)0 (BDP) AKMEREEE DT T 2R L g Uiz, BTN L7 &
FER A 27 R OSRIER 2 277 [EAR & BFIC K DRI REE LIRS ORI RFHE T, TAF Y v
100 g/ A, [ 200 ug/H K OBIP DFRIZFAFTHY , ELIFLALETRTORERTT 7RI bHEICE
NTWIZ, B E LT, EAZ Y L 200 g i, f b W1 OIS TR 100 p g £ 0 EEIRAEZITR VA,

RRVRERBEE R Lz, 1RFEETIRIZEB W CHEIE I RERYEGEDR O b B 0FEIE. 77 8R
MNBANTHHTeDITH LT, TAZ Y 2 100 g/H T 77%, [7 200 g/ H T 79%, BDP T74%Th o7z, TAXY
> & BDP O BRMEIZRERICRIFTH -7,

) ABNORACK L THERREIN TS HELOHERR., @, AT, SRz 2EET > 1 A 1R
545 GEX5/,C77/ﬁﬂdx4&IX77V&bTﬂiﬂmouéﬂ‘T%éo

(6) Ja Ay A

DEARERE (—RERBERE. BEEARERE. EAMELERE), 2ERTET —IN—XAE. &&

BRFERERREBONE

O ARG (REHEAICEET 2 38H)
et g 2T & 2 4 A ERGEFRAE C ilﬁtfﬁé&é% 407 Jagk 0 B 3, 721 BIOFEFI &I LTz, RFEAIE, &R
Rl AEET (Bl 24 B8 ICBT2EZEMKROEIMEEZEET 2 7-0IXIT o7,
ﬂéﬁﬂﬁﬁ%ﬁ%&sm@ﬁwsmuﬁwuA4#@m¢m#m@%nt FEREWERIZ, Sl & SR
PRIEA 0.21% (6 61 6 1), 7 L —Mfbige 0. 17% (5 61 5 £F) . DIRZEMASENE 0. 10% (3 51 3 {4) . MHIEK, £
HilR, BIRK O EREORIES 0.07% CHl2{:) THY, EERRBIERIIRD bhnol,
T NERRAT R GOER 2, 482 FlD 5 B | HIERREEBRTZ 2, 411 BloekESR (1), [EHLE RO [HkE)
DEIE) 1%, 88.1% (2,124 ) TH o7z,

OFFEM HBGETE CNRICBET 23%E)
f LR AT & B R ©. 2E O ERER 87 Mgk S 403 1§J@N§J%§:uﬂﬁbto AL, 16 5%
RGO/NRT LB — PSRBT &t RUIARFI OB ERET (BRI 24 BHLLE) 2B 2 REMELOH
EEEET H7-DIIT o7,
22 MEREAM T SAE B 338 Bl 10 51 (3. 0%) (CREITEA DD B iviz, WRRIX, SERIEER 0.89% (3 i 3 f4) .
245 0.59% (2612 4), SR, Bl&pk, SHm, 20, S ARREER ORIES 0.30% (161 114) Th
h. BEEREWEHIZRD %nfmwto
B IERERTRERIER] 321 D 5 B HIEARREZ RN 307 flodaER (M), EHKE) RO [RE] 0F
A) 1E. 83.7% (257 #l) ThHoiz,

NEABEHELTEEFTEDABXIIER L-HE - HEBROME
AR
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ARICETSEE

(7 ZDith
CIN)
AANOEGBEEE TOBEMET LAX—MREABE RA) 23R L LEENBERBROBEILI TEO L EBY T
3?)5 3,5, 7)O
* ENERABROME<RA>
. . ERCEREIZRBIT S
EY S A PR £ =
e FE B [HssfEsE) DL EOEIS (%)
100ug/H (1B 1B 1HESE) 52.0
200 g/B (1B 1A% & 2 EE) 81.1
HiERE 400 g/B (1 B 1A% SpEC 4 W5%) 83.5
2 14 IX Ik
B I AIIERS 200 g/H (1 H 2 \I458EC 1 EE) 81.3
400 g/H (1 B 2 BI% & 2 5% 84.0
7SR 40. 3
e S
. 0 % e I 200ug/H (1 B 1[EI48HEC 2 E5%) 78.3
7SR 31.3
EMEERE D | 24 MBI HIER | 2000 g/H (1 B 1 [EI& SR 258%) © 91.8
AR)IEIEEEES s
7B AAIORATH L TRRINTWL AELOHEZ, EE, RAICE, S8z 2EmEZS -1 8 1 ERS

fé(%f&//77/ww$/&:zrwkbf1Hmmwhjf%éo

VNN
ARENOEGRIFE TOBFET LAXF—MREREHR (N 2X5% e LEEENERRBOMEIITERO LY TH
ZD 6,8)O
& ERNEBRFABROBE</PRE>
AERA ST B G PRERAE R
ASHIE 4 BIERA a7 LRI AR
5~11 7% 1 1001 g/ H KHABE (21K) 3.6 + 0.2
1H1 7|z 1 N
- ( I R 1) AAIRE (6~11 %) 3.8+ 0.2
/NREETTAR o % I 12~15 5% : 200 u g/ H
77 AR R o 11 (1 B 1[04 8 2 %) AAEE (12~157%) 3.2 £ 0.3
S 6) -
SRR . TS RRE (2F) 5.7 + 0.2
7T AR
S AREE (5~11 1% 4+ 0.
- 7T AREE (5~1175%) 5.4 0.3
7T REE (12~15 %) 6.2 + 0.5
4 BRERA a7 SEEE AR
B HBAMGIF © 7.010.2
3117 : 1000 g/H " PG 2% 0 3.9£0.3
~D/( . —+
NEEIE 20 BEUE | (B 1 EE R L) BT A 8 109
Egﬁ&g‘uiﬁ%‘ﬁ 8) EPH:H%—} 19~15 Jﬁ . ZOOug/El ¥ &5‘8]@1 0 2.7%£0.3
wp/( . —+
(1 H 1 A% 20 2 155 5 12 8% :2.6£0.3
Beh 16 #1% : 2.0%0.2
5 20 0% : 1.8£0.2
Beh 24 1% : 2.0%+0.2
AR ICIES TS

%14 BRI A 7 OHIERE BT LLX—2EHA T4 (2000) —EFikZs]

(rv. s.

(4 1) HRMERGERER] DOEER)
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VI. ENEECEHI HEE

VI. ExhEFEE(ICEH 9 5I1EH

1. ZEEZPMICEEHDILEHRITILEHE

BB REATEA N
— & L R=Yay, FEYREY L NIT LAY ay, RERAEZS L  RXRya iz TNFHY
V. TTFV=KR, ¥ L Y=F %

HE : EEOH 5L DRIEE

2. EIBER

(1) YERERLL - 1E AR
TEFTEDAL © SRhREE

TR

IREDL, BRFOEBTHRLELZRT L L.

FABS T T UHNR BT AT VEIT VIV —ERA R OPIRIEER 269 5, BENESICID T L
F— P EBRET B W CEEBIERIMEER 2R L=, & b~ X—=T (Th) fifanrsnAf o2 —oA %
v—4 (IL-4) KRONIL-5 pEAE (Th2 fMOTEMEAL) 246 L7z 'O (in vitro), BERNREIC X v GEE&/E~ ¥

AD TgE KON 16l FUBELZMBI L= Y (in vivo), S 5IT,

TEEEY (in vitro),
T LR =PRI A D [ BT LV — RIS D 7 L AAX —HRIERB CTH Y . AKFRMESH (5R) .
FAEMEREMED S L AL OEMAN 3 FHTHD L SNTWD, ZDOREHTIZOWTIE FUR (T L As )
W23 DA EDN AL T AR (EM) R OWIUR O BIREIC L 5 SRR ORIERE (hERM) 12551 THH
ahs (TR 7,

— K
—
g HEOAE - Fl

LN
@ gesith

BEHidaRe

Ex232®
afamrvx>

v

IKERAEMI (IiR)
{Lr#
amima (mpA)

&7

®
afaryTe

FLviry
°

R @
IL-1,IL-6
< )TNF—a 0}

TNF-a, IL-4,
IL-5, LTB4, PAF

v

®
lﬂ‘f:l I‘UI‘/.

E=TE

R (MEA)

®,0
SFERIR, AFIERIR,
4FeRIR, U /SRR

| Rt |

EIER

ShRAB

7 v MFREREROEACTER T & D EE AR

O HUFESTMa S O IL-1, 1L-6 KO TINF-a FEAE
Z P 10

@ Th2 Hifa~D 53 b %l 1V
® Th2 M & D TL-4, 1L-5 pEA Z i) 101019
@ I1gE HUAPEL %Mk 1V

OHEZR AZI VLR OS2 Y =
(LTC4, LTD4, LTE4) JEAEZ i '

® HFBRER D EFHERF ZTH] (7R b — 3 A§HE) 19
@ GFEEER D 12
® RS D A o N Y = U EEAE B ] 17

GM-CSF : FEKIEK « ~7 n 77—V oo =—jil4IK 1
(granulocyte—macrophage colony

stimulating factor)

RANTES : regulated upon activation normal T

expressed, and presumably secreted.

TARC : thymus and activation-regulated chemokine.

B 7ZULEF—HEROREEFERVEAZIY U ISUAILRVEBIATILOERS (D~®)
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VI. EZHEIBICEHIHIER
FERAES T T UHNRBRT ATV (WF) i3k v aanTF ad  REFERICK L TEIMEEZ R L. ZAK
IChEBH., B FREEEE3HETSD (FTR), TNUOLOHFMEIZIERAZ S T T INR BT AT V> T
NFH o TFaF o AT (FP) >7F YV =F (BUD) DIETH-7-'Y (in vitro).

& Jaa)FaA FEEBEINENT DESEYE (/in vitro)

E 7 ESAEIE" ECso fE (M)
MF 3 0. 069=0. 021
FP 3 0.32 £0.04
TA 2 0.79
BUD 3 1.2 +0.6
DEX 3 4.8 *2.9

FABITHEGIENE D ECy fE D B UT P S, B 2077,
TA: NUT7 ALY /uy, DEX: THFPAZY

PLEDFER, EA XY 7T VR CBERAT VTR M, T A, ARmHIAD, AFHESEEk K O ie ek
ZEtefla OMIIICE X . BAEEE OB ONT IS B IEIER 2RI 221280, TLAF RO
FRGER I T D EEZ BN D,

(2) Exh = E 1T HEHERAE
D7 LILE¥—1tE 8 230%I4E A
ORRIcxTBER (v b, BEFEAKRE)
BEBNRIE T » b OFUREAIC X Db A b BN ~OAFER IS (SR B T2 X 5 BN ~0
MAEIRME) ZHEEE LERRICR LT, TEAXY T T ANVR B AT IV (MF) [IX7aA L2y 7ae
AT ATV (BDP) O A L{EOMEIEMRZ R L= (in vivo),

(ug/mL) 10, 1 (%] (95%EHEER) A (95%EERR)
20 1 MF 0.028 (0.012-0. 114) 4,13 (1.22-19.6)
BDP 0.116 (0.038-1.500) 1
.
5 ?‘ ok
ES %%
% 10 ~ T -
*T*
0.0

WA 0001 0.01 01 0.001 0.01 01 (%)
MF BDP

BT EE LS. E. &7 d (n=8),

LCso M IXEIR TR L 0 . ARSI L FATR R BRI L W HH LT,
%, Rk FNFI p<0.05 KT p<0. 01 TIIERTHBEECE L THEEEH Y
(Dunnett ML ELLERIE)

B v b7ULE—HERETIICEITSEMIENEFERE FTENFER
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VI. ENEE(CHI SRR

QERETAHRUL LrARGIZHTHERA (Sv b, SERNKS)
FAZY T TUHNR BTV (W) X, RBENEET v FOPURERIC X2 SEEITE) (B R
KO LR BN LT, IATF ) o TFa A o Bex7 v (FP) OZFNEIA 5.0 54T 6.9 504N
VERZR LY (in vivo),

ICso i [%] (95%{FHERAR) FA%H Al (95%(EHEMRA)
(|H1/30%") MF 0.04 (0.01-0. 58) 5.01 (1.17-41.2) #
40 FP 0.34 (0.06-337) 1
B 30 L
B T %
% sksk
ﬁ 20' T FX 3
L T
10
0
B 0001 001 0.1 0001 001 01 (%)
(12) (13) (12) (12) (12) (12) (13)
MF FP
ICsofE [%] (95%ZHEMRA) Fast A (95%{E HEIR L)
(/305 MF 0.01 (0.004-0. 05) 6.87 (1.80-54.2) *
50 - FP 0.12 (0.03-25.1) 1
1<, 404 T
P
% i T
H 30 sk k¥
X 20 T #
-
10
0

WESEE 0001 001 01 0.001 0.01 01 (%)
(12) (13) (12) (12) (12) (12) (13)

MF FP

BT EHME LS. E 2T (FEINIZ n &2 77~9),

TCso EVKIBIRIHTIEIC L0 . BRIl AR EIRIC L D B Lz,
%, %k 0 FAEI p<0.05 KU p<0. 01 TIHLERTHBEECE L THEZEH Y
(Dunnett D% HEEGHIE) o

#:p<0.05 CFPREICHL L CTHEZD Y (95%FFHRMIC L 5 i),

B SYr7ULLEF—HEXRETLICETIRBZTTHRULC L o&H RIGHH ER
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VI. ENEE(CHI SRR

QLmIzx3d 2m (v . 2ERNES)
REENEMET v M bl P YT R —h (TDI) A& h Lt EOBRICHTIEAX S T T 0h
NRUBET AT (MF) OERZ7VFH Y v raedrBRo 27w (FP) L L7z, ZORR, WAL
% 0.05% (HRAHEIK & [RIJREE) < TDT 514 4~6 FERI O SR ZIIHI L 7= 2 (in vivo),

30 1

JEREAE
25 4 BT R
MF 0.05%
20
FP 005%
=]
g 15
[}
1.0 -
05
0.0 T T T T T

BEFRM 1 2 3 4 5 6 ()

RIS, B 2oRr T (n=10~15),

%, k0 ZIEI p<0.05 KON p<0.0l TIBEHFREECH L THEEZEDHY
(Dunnett MO FEELEHRE) .

# : p<0.01 TIHEMFRHCHL L THEZHY (Mann Whitney RE)

B Svr7ULEX—HEXETIVIZET S LFMEER

@ERF I UFHREBEMEICHT HERH (v b, BERFRS)
RENEIES » NCHRKRPEAZ Y V7T INR BT ATV (F) ZKEREL-HICE AZ I bR
THZELICE D BEEXTHEAELL, TOEEEZFHWTLIZLICEY, SBEEZFN Lz, ZO/RKE. XK
PG TH 9 B EIZBW T, I BB CIRIRERE & LER L€, B 2 4 X U BuBBPE O TLENRD b1
Too BEABY VT T UHNKRUVBBT AT VI E AZ I UERERBIETIEEZ IH L7eAR, T 2=T 3
v LA Vs (CP) IXBIMER 2R S e o P,

(H1/3053)
30- "
T
2 201 ox
2 T
TS
0
JEfE  WAHE  MFO005% CP3mg/kg
j=v 1 &0
(15) 13) (12) (13)

FAEIXEHME LS. B 27 (FEINNIZ n 827~ 90),
- p<0.01 CIHBERICEE L TAEEEDL Y (tHE),
%k 0 p<0.01 CIABGTIRIFICLE L THEEZED Y BT,

B Sy rFPLLEF—UMEXETIVIZEFTIERE I UFREBBIEICHT 2160
(71 BEIRE®RS. 8 BREAER)
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VI. ENEE(CHI SRR

) BRRREER (IHOR, BEES)
WRAMERIEET NV THDI~Y T AT 0 h U HMBERIEEE O CRFPIREERZMREF LR, sx4 Yy 77
HIVR T AT L (MF) OMEWERIZXZ X & o 7a et B 251 (BDP) OF 7.6 {Zih>7- % (in

vivo) .
£ IR0 HEREICEITAREER (7T BRRERBTER)
1 V=353 HilEsR ENEHES EDso fi& AERS WA fifa Ji = A
(ug/mL) (%) %) (ug/mL) | (95%IZHERRA) (mg/10g A H)
TSR — 110+16 — — — 11.8+1.2
0.15 11617 —6+16 11.2+0. 4
0.5 49+8 5648 7. 63" 12.0£0. 6
MF 0.31
1.5 39+9* 6518 (2.90—1.05) 11.8%1. 0
5 236%* 79+5 10.1£1.1
0.5 121+18 -10+16 11.4+0.9
1.5 61107 4549 12.8+1.4
BDP 2.52 1
5 47+8 57+8 13.6£1.0
15 33102 ** 70£9? 12.0%0. 8

BT BB LS. E 2~ (n=10), a) : n=9

EDso B VL BT 0HTIEIC L 0 | Mt Il AT MR ERIC L 0 B LTz,

*, k0 TR p<0.05 U p<0. 01 T RERICIL L THEZ®H Y (Dunnett DL HEILEHRE) .
#:p<0.05 TBOPFHICHL L THEZES Y (95%EHERIUT L 2 LK),

NEADEHHEHE (v b, BERNES)
@1 B SEHOBKE
RRINENE T v N OPUREEIC X 2 A EATH (GZ 5 ZEIEL LT, EAX Y VI TV IRV ET R
Fu MF) X7 AFHY o Fa Ao 25 (FP) 21 H 1R 1 H 2 BEICAE LT 5 HREKES R
BE L-BoMEER 2B Lz, ZORE, TAZY VT FUVANRUBEAT AR RI VT Y 7o
A VBB AT VO BAREATEMHIERIZ 1 B 1 [E0T 2 BISEE G OWFRoOBEA T b RIFRE OMifl 2R %2R

L7=% (in vivo),

(Il /305%)
90-

80
o] |

60

501 %k
40 *%

BN e it

30 . ok

20
10+

0

R 0.05 0.025 0.05 0025 (%)
1H1H 1H2m 1H1MH 1H2Mm

MF FP

mERE ok (5 BEXERE)
BT EHME LS. E 27T (n=12),
*% 0 p<0.01 CIHEERRAELCH L THEEZDHY (Dunnett DL EIEHRE) .,

B Sy rPULX—HERETLICETZSBEAEITT HIMEERICE TS
TE1TEXETB2@SEREOLE 5 BREIRERES)
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VI. ENEE(CHI SRR

QREHRSHRTHOERADEGEME

G5 TR OER ORI 2R 5720, SEERIET v NOPUFREERIC L 5 82178 (8% 5 FR)
EIEL LT, BEAZY T U ANR BB ATV (WF) % 7 HREINESREEES LIZROERA LR OG- T
BOEROF LY &7 7 2= I~ b A VBB (CP) LR LTe, ZO/RER, EXZY T F v
RUVBTZAT VR NG aNT 2= I~ bA VEBEIZOTR S RS ATE 26 U, 2 O/ER I35 H1H
HEHGE LT, 70, BEAZY T T UK BT AT A OMTIERIIKE R G2 L 0 iR 28 m 835 64,
FTOERITEGH/R THTHRE TR LI, —F . e AXIVETHDL /7T o=F I~ A VEER
IERERKTEA X0 MEERANMEELEZ 2 (in vivo),

21 27
14 DN S5 35
(I81/3043) | PUEER
40
30
B
#®%
S
T 20 -
B
10 mahl Y —o— WIENTIR (13)
—e— MF 0.05%, S £(12)
—a— CP 3mg/kg, #&1(13)
0 T T T
14 21 28 35 (H)

FAEITTEHE LS. B 2ot GEIANIC n £z 7)),
k. oskk o FIFR p<0.05 KR p<0. 01 CIRERIHREEICH L THEEEH Y
(Dunnett ML EHIRIRTE) .

B Svr7ULEF—MEXRETIVCETLRBESTHICHT H2FGEINGER 7 BRRERS)

4) 25MORTO4 FERDOHE
RO LIREO~ v 212361 2 MR ZEME R BUR T8 — T Ik — B8 BB R AHIE A K O S
W NZEAE Y MIBITFHRMMY VS ERBAMER OFBBUIIR I a2 2y o7 a A VB A7 V50 bE i
EBEXELED (in vivo),
(MX. 1. Q)RR OEBM)

(3) YRR IRRFRA - FrigEiF]
DRI L
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VI EMBREIEEY SR
VI. EMEEICET SEE

1. MAREDHER

(D aR LA G MPRE
BERSAR

Q) ERREBR CHESIA-OPRE

PERERR A B (BHAAN) 12 4 (20~38 75%) ICAFIZ 400 g/H (432 ™ (n=6) Xix800ug/H (532) ™ (n
=6) 1 SRS RKE L, METEAZ Y 7T AR BT T VL, 400ng/H (5 2) B &5
O 1 IR THIRIEBES: 30 DZICER FIRZ DT LA (57. 2pg/ml) M3FRH b I-fiix, X TOH
B O 2 E R R CE R FIMEARG (<50pg/nL) Th o7z 2,

T LR —RRKEIRE GMEN) ICHERERXMAE 200pne) T 1H 1EEK 42 ABRMERRRS LEEEOE
AR T T UHNR TR AT VTIFIEER FRERM 3 REBEGFHO~ 100 #lfF 2 ] 2 FEAT 52.3 KO
50.8pg/mL) T ->7- 2,

PLEXD | BRAKROVNEOWTHIIUICIB N T K 2 miad 5 LI BEO R RIPIIMD TRWZ & MRSk,

) - ABNOERGBEROAREIE., [<BEA>BE ., RAICE, EREC2EET S LA 1LEEETS (F2F2Y
VIS UANRUBEZ AT AL LT H 200 g), </NE>EE. 12 mAmO/NRICIL, & R1EIC 1 SR
Tol Al1E#EET?D (FRAZS T30 VARV AT LT 1 H 100, EE. 12wl Lo/,

I BB 20 EHE T O 1 H 1RG4 5 (FAZ Y T T INAR B AT L E LT1IH 200 g), |
Thb,

(3) s
gk L

) BE - ftAZOEE
gk L

(1) FRMT 753K
BERSAR

(2) MR AR FE TE 25
DRI L

Q) HREEEH
AP L

DIV FIUR
HUERe L

B) nmEE
HUERe L

(6) ZD1th
MU ER R L
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VI RMBEICEET SRR

3. BEHE(REaL—a V)@

(1) A 7%
LR L

Q) INZ A -2 EHER
gk L

4. RN

HIFREA XY 7 T NN BT AT )V 2 Gk & U TR S GHELN) (2R R #E (0. 99meg) i
REEEG (0. 19mg) L 72BRO R PR RESEIEER (O340 bR 2%) IOV TRIIRN B G- 0F (24.3%) ST 52 &
(X0 R U723 RO BURRE O TN TR b R 8% T o 72 2,

5. HO%f

(1) otk — iz BP9 @ 4
R L

(2) % — e A2 R P9 B @

b R TORYEE L

(&%)

TR ISHEDT v b (n=3) ICMCHEREAF Y VT T U HNRUBRT ATV (§0. 6mg/kg) % HER A& 5
U728, BRIEOIMIE, B OWf T 3 B 1 6 CE BT REZ: UL D IREEDS R S 23, oo 2 B Cikd
NRCOPER T CERTREM CTh o7, BIEOLRE OB CIL, X TOEY L OBIER R CTER FRR
WTHotz, BEOHIECIXREM O L IFIZR U LV OISR bz 2,
(MX. 2. (5)ZEFERATERE OEBR)

Q) EiA~DFITH

b hCORREER L

(%)

%14 BBDT v b (0=3) ITWCEMERAZ VLT T HARUEET ATV (0. 6mg/kg) % HLEIRR A #%
5. UT2BE. AUCo-1on (2 H6-5 < BERIMIED & FLH A~ D RERBATHRIT 470 Th 272 2 & B IIHBATIED R
shie®,

B, b MORREL LIZBOERAZ Y V7 T U HNVR VBT AT K B RS RE D TRV, T
N TR LN EEE (BA KXY T TV IR BT AT NV SUIEN) O ~DOBAT R A FRE
UL R el EE A AV AN
( TIX. 2. (5)AEFHAAFMRER) OHEM)

(4) R~ DBATIE
DRI L

(5) Z D DRI~ DFBITHE
t NCORREER R L
(&%)
Sy b (n=6/B5R) ICWCIERTEAX Y V7T AR UEET AT L (240 4 g/kg) % EENEE 514 30 4 Tl
e N, SEROREICEREOKSNENRD biv, B CTE&kE% 2 R, /MG TIE 4 R, KBTI 4
~24 Rl Il a s Lo, Leddo T, \IERNRG%, EICBIT LML, e IOl S & s
ITLIE B R b, T, KES DM T, BURRRIREIXBR 5% 2 X 4 FERIC RS EZ R L, I, P
T OVFRBRIZ HEHR A i R FE D U REASTR D DTz, B4 120 FECIE, IFIRICHE T ol te Gedfao 1/20
LIF) 23380 b7y, holEd A X Ol - Mk TlI Ny 7 75 72 NEEHRED 2 (X3 h & FREISE T
BHotz W,
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VI EMBREICEEI HIER

(6) MIREELFESE
99. 0%~99. 5%*2

6. 1t

(1) R ED AL R UM AR R
FRAFEDAL « S OV

t MFI 7Y —LEHWE in vitro BB CIIAF 2R RD b, AT 28RO DO 1 2L LT6

KL R S 7= 2,

“““ ety &/ Z: In vitro RRRRIZE 1T B S BERMIT

B L TLVERLY

EART IS ARV
IRTIL (MF)

/#\

HORG ~J L = =
CHj 0 \""ICH3 CHy ¢ / \"ICHg o /
° (S:é;;'gg.sg;l © | 8 KEBAE MF) © (21 $1KBR{E MF) OH

HolOH
AAAA IlCHg

oH SCH 7499
68 KBALEARVY (UEKBIEEA SV Y)

68 KER{L +21 fiLh LK BE MF *

OH
6B +21EKEILEASY Y O * 5w MEHRIZOHER
(MC-MF B2 T#5)

HEBHRER
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VI RMBEICEET SRR

Q) RBHPEETHIER(CYPH)DHFE. 55X
6 B KELARDARZICEES5-4 5 P450 43 FFE L LT, CYP3A4 DEEA/RIE SN TWD Y,

Q) VEEBMEDEERVZDEE
HY, K 98%

) REMDOEFEDEERVEEL, FHELE
gk L

7. Bt

b Mg S Uz BE O E PRI IR IEA O #E R P T 5 2,

BN B SMEIA, n=6) I[CHEGREA XY 7 T U ANR BT AT VEEIRD 0. 19mg Z HELS&ER G L
ToWE, Be 5% 168 MR & T RBHE U REYEIEERITA 8% TH o7, [RIFFIZEREL L 72 IR~ D U RE PR =R 1
Ko chotz®,

8. FZURKR—E2—IZET H1EHR
MR L

9. BINFICKDIRER

gk L

10. RENDERZAIHEE
R L

1. Z0fh

L LR
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VI e t(EALE0TES)ETZER
VI. 224 (ERALEDEESE) ICEET 51EH

2. ERABLTDER

2. BZ (ROBHRIZIFZRELGEWNI L)

2.1 BRI DAL LR WEGYE, £HEORFEEOBRE UEREZMESELBZL1AH 5, ]

(it ]

RIBREAT v A AN —fRANZ TR 22 iR, Sl E S & 0 B R ORGP RE 2 I T &2, BN
SRS EQBYHYEZ B R TN H 5, AANTRRETH Y 2H R G ORIBKEAT v A NIl Ta
S WIEIIAR D TR S DD FRIZRPUE I O LV EIYER 2L O B HIE 4 H 72 & Cl, fEkA
LGB I BMRIRIRE . ED2BENMRH D 2 &b, ZO XS BRBHFIZIARZRE LRV &,

2.2 RHIDO RS U CREUE DREERE O & 2 BE

[z ]

WHIEIC R 5 — R EEFETH D,

AANCEHEENTOVOHRDICH L TBBIEA R Z L2 L 0b 5 HE Tid, FOBBEUEZ R Tl femnEn &
EZONDHDT, ZOXIBREBFIITIAREEE LN L,

ARENAIBERRST DEAZ Y T T o ANR B ZT VKIS, MAIE LT, N a=y it
Y. RKY Y L— 180, Mg r—R - I Am— xfh)&A\ﬁthV\w%%ﬂﬁﬁﬁéﬂfw

60
(V. 8. (1) EARZRREITER & WIER) DHEZM)
(B%E)

2moEif7::wi%w7w:ﬁw%€ﬁ@ﬂﬂiﬁéﬂfwho7::wi%w7w:ﬁwm$m@£@
T L RIE S0,

3. MEXIIHRICEHET HEFELETDERA

BRE I TV

4. RERUVAEICEET IR EZDEH

BE ST

5. EEGERMIE L ETDER

8. ERLGEAMIE

8.1 5 - WIMFEHERAE SR H L 72t AHOHREZ Ik L, WY 0E %2179 2

(AR ]

BIBBEAT v A AN fRANZ TR 22 iR, SRl RS & 0 B RO RS RE 2 IR P &5 2 &
Db, ’K%‘J@&@ﬁ‘xﬁﬂf‘%éﬁ * IEMEERIZ 35\ T A AN SR YL 72 E D RRYUE 2 T D TR H 5, & - W
WEBHE BEAE AR L 725 B 1IE, AR oF G- 21k U, #URA@EE21T5 2 &,
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VI R&MERLOEEFICEHIHER

8.2 ROMEAT v A FAIL Hl UATREMEIZR VDS, R AT v A FRIORGIZ LY 2HEOER (7 vy s
SEMERE, 7 v v ZRRIER, BB BCEHEREDH, NEDORRRIE, HEEOK T, ANRE, fkNEE &)
DRSNS D D, FHIRME, RERGOSAIITEHNITRE LTV, 2HEOERNGED 5
NGB IITE YR E 21T 5 2 &,

(i)

i S DOWAAT B A REIE A, RBAT aA FANTEEEAE TIIEFBEENERNEEZLATVD, L

L, RBATEA FAICEWTHORMEOEANE Z 5 /R EETE RN Lnb | MEHADORAAT 7

A RO EOEE ORI CIEREZRE LT,

8.3 MEMT L F—MRAROBHE IO TRINCHEMT 2546, EROUGERENFlET 5 & 5 Thiud,
KAIDBWEIZHOE DD &,

(i)

ARNIENIBEEEAT O A RAITHL Z &0 BEET LAF—HERRBEICB W TAAZEHF AT 254611,

FER D BAFZRRBEDF T 2 & 9 Thivd, MEIRELZEBEEST L2 L,

8.4 AADB Gy AU LIC D=2 HA 1L, BTRBESEORIRICESRT 52 &, |
[##75)

RADMAERET 1L — P R X GUTAH 2000 8/ F & | IR LTSHSMBRBBRIC WV CL BB E
Sl LT R, BRI L A & BRI LV BRI AL, BRSO SR LR D IEIEIERS B
fampo e W, LinLAMBE, —BEICEN B I BhE) 107 ) SRR A& B LT IR LT
F BOWIR & A T BRI O L 2 B R B LB b D T & D BRIE LT,

8.5 FHIPEDHBITK LTI, HHEMEEX T, TOEMMNGIRKEZE L. JURE O 72 < 722 £ Th
FHZENEE LY,

N

(@7 LR —BIRITA KT A —BEIERR L AERE—2009 4EIR (SGETH 6 TR | P &5 B 1250 L7z,

KA RTA Tk, EHFEORIIRE L LT, T4 2 AT e X & I VIR RET A F 72 i3Ekad L

BN R THMRBALE L. Z OMOFEAITIIRE TR A 0 1~2 @RFTZ O EICER 60 5] (p.59), 5y

FIEOHEARIC LD | TEIEIX RN Z BAA L, RIS U, BEOERERE O B 5385 2 LA bw T

BHFETLZLICRY, EHRERBINICENTHORERTRRL, BHAEREENDITT TH D] (p.60) &tk

ENTEY, YHEEICLY., 20— A DREROBEAHI/HTE L LEZ LN,

6. HENEREHI HBEICHTIIE

(1) BHHE - MEEZEDHLEE
9.1 G6HE - BEERZOHLEE
9.1.1 MR E. RABOBREE FVENEROFELEVELE. £5MHOERELZR<) RURBOH
MAILRREE

EREEEIEIBENDH 5,
[z ]
BIBREAT v A RANT AN 2B RIEMER . S ERIC X 0 AR ORI T S, Afn
R EORBYYEZ B E R Z T HHEMS 5, AANTARK TH Y 2HBREORIBEEAT oA RICH~TE
HRIAE TGS TRV OO FEEEMEEE, RIBEOBEIE &K CIR OB~ ABEICER 285 LG4,
INODIEREHESEZBEINND D, Z0ED, ZOL I RBHICITEEICRSTE L,
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VI R&MERLOEEFICEHIHER

(2)

)

9.1.2 REEHEBEMOEE
HiZHEEIELIBENLH 5,

[fifEas ]

AR AT 1A RANIHMHEZE M O BaaEamH] . BIFRRAE O AL E I NS A FR R OIHIERIC L v | AlEHR

WA T 22285 Tn5 ®, Zok, KENRENOEBRE TE, AFOREICL Y HAEES SR

ENRBHDH LD, ZOX D BRBFITEEIIERET D L,

B, RAKROVNRIZE T 2 &R & TOENBERARBR CEEERELOAFEENEG TN TRLT, b

DEFITEBT BIEHRIT,

9.1.3 BHREEDHLEE. BOFME2T-E2E. HIVWIEBMEOHLEE
BENEET D E TAAIZRG L2 b, 27 a4 FENZAIEREZMEIT2ER S 5,

[fifEas ]

BIBRE AT oA FANTAHEIBRBZIIHIT 2 2 RN TWn5, Zokzn, &FEEEDH 5 HBE, B0 T

EZTTEE, HO0ERIMEO S ZEFE L, BENIEET 2 E TARRIEZRE LN L,

(WM5.$§&%$%&E&%@EmJ@%£%)

|

)
I

I

9.1.4 25704 FEIDELEHRENSBARSICYIVEZ -EE

5 R BT RE AR A SR BE U (B 2 W T DR . EIR KR VD ©%) DM, RN H &b
SATIE, WY RAEEITY 2 &, 0. REERT oA FHIORET AL CNHEDL% bR Rt %
TUN, SME. T, EIEERGMESEORBIITI TR S 2 &

\ H‘EUL

[fa]

—RICEIBREAT 0 A REIORGEGRCE, GBI R EAE OMHI SUIHRE R 2N Z > TW D AlREMER H 5,

ZAUCKE L, ARFN O M S RO 2SR IID TR (FRRo (B35) 228), AREAT v A RERIER

%%ﬁ#é_kif%&wo:@tm\ég&ﬁ@@%&EX%m4Fﬁﬂ%ﬁ%m@@%it%ﬂ@%&gw
AXi%%F%(%%%éwi%W®fT’%f@&@io%)ﬁ%ﬁfé:&ﬁ%é@?\:h%@@@\

ﬁﬁﬂ%%bnt TiE, YR AEEFITO L

it\i%&ﬁ@mﬁ&EXTD4Fﬁ®ﬁE¢IU’%m%iJ ROGRETERAE & Ehi L. BIEE % W2

BT DL, BCAME, Fif. EREERESEO A ML ABRCIZNEEA T o 4 RRZIREE L 720 AR AR

HUILREE T2 28035570, +RICERETLIZ LY,

(%)

TR N BPE (HARN) 12 6 (20~38 %) ICAHIZ 400 g/H (43 2) ™ (n=6) XL 800ug/H (4y2) ™
(n=6) 1 HERE#FEEEE L, MWFEREX X 07T IR VBB AT VIEEX, 400ug/B (43 2)
B B HRED 1 BN THIERE G 30 3% ICE &R FIRA b d L@éﬁ(m2mmuz>b6htmi 7+
T OHERE ORERE R CE R FTREARM (<50pg/mL) Tholo, 7 LAF—PEEKEN SMEN) ITERK
RKAE (200ng) £TZ1IH LETHMXL 4 BRARKIERAEG LI EOEAZ Y T T INVKR R
T 2T VTIEIEEE FIRART (3 RBRAF D~ 100 Fld 2§ 2 B 5T 52.3 OV 50. 8pg/ml) ThH-7z, LLEX
D BRAKONEOWTHIUCB W T b A Z mafk 5 Lo RIS TRWZ & MRS,

1) RFNOEGE I N EROHEIE, [<EA>E., RAIKE, S8 2EmEST>1 A 15T (£
AR T TN R BT AT NE LT H200ug), </ME>EF, 12 ERBO/NRITIE, &S
E%folﬁl@&5¢5(%%5777?VﬁwfVMIX?W&LT1El%u@oEﬁ\wﬁuk
O/NRIZIE, FRIEC2EE TS 1 H L ERETS (BEXAFY T T INVKR VB ATNLELT 1 H
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BETLHHEINROREREL & -TBENRH D,

9.7.2 ENIZBWT, 3 RO, IR, BrERKOMKHARER 255 & U7 BRI S L T
Y,
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3ROSR, I, AR SOHMRHEARE R A 5% & L ENBRREREZ EE L T 6T, AAlozetk

ITHESL L TN Evh, il Lz,
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9.8 B#EE
BEORBEBE L 20 HEEICHET 5 2 L. —RICEBRBESMETL TS,
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— A E R CTITABEREME T L TWD 2 ENRENWZ L ORE LT, ST AR ZRET BT, B0
REBEZBRE LN OHEEICKRS T L,

7285, AHIOAKGERE £ T OENERKRBRIC B CREMRHlE 461 1, 753 fldh &l (65 il L) 28 23 flE &
NTRY, s, K (OWFRLIEER) 5 1LIFOR 2 6 2 fFORITER 2RO b,

7. HHE{EA

(D HEBEEREZTDER
BEIN TV

Q) BREEEEZTDER
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1. Bl¥EH
WORWERMN & 5N D Z ENHDHDT, BEs FITITV, BRENED SN BAICITRE LTI+ 572
LY R AE T 2 &,

(M EXZEMER & MEAGEK
1.1 EALEMER
M1 7FH745F%F2— (BEELRH)
TFT 4 TR — (R, SEWA. WEEE. CARSE) 86 bbid T Lib s,

[z ]
AR OVNRICE T 2 &R E TOENBRRBR TIIT T 7 4 XV —0OMEITR VD, WS OTHIRE THRE S
nTW5b,

07D, BIEETSITATO, FERINEE, S5, MV, ERZ SO H b DN HEITIE. AHIO
BLehib L, WYRLEZIT) Z L,

(2) Z DD EI1E A
11.2 ZOfthDEI1ERA

1~ 5%A i 1A 18 FE AN
M EOE U ABRBEE DI S
G SR (GRITRRR™ . 2 5 PRI, [ ™ . IR, SPA. < Loedx, WGEFEE | SrPfRaETL, b
HEIRIRRTD | 9, FAR, R B, SR
D) | S (%)
M E A OV | MEMESEER ORISR, &0, |k, EXGEZR
IR 2o PR, EARE)
PRk JIFRSRERTE . ALT B AST EH™ . v UL
v kS, AP ER, vrE Y VR
Mg WFHRERIE S, APERERIE S HERMEZ . Ak

Wb, BB, BB, ARk
B ~ETREAELT  ~ b7 Yy b
WA U SERIE  fMRIA  Ar U

L E5H

FE AR R FIEp R SN

" WIE L, 7
B, ARG
PR NRAS IFE

DOl S LF Y — LD EART, JREE, BIN E5, 2L —)L E5| BRikEE

E) NRROERAORERRER CRO SIEIER ; thORBEE O H 5 BIERIZ T X THRAD A
THD LT,
(i3]

BN TS O TR F C O ENEG R TR0 S AV ENEA & OB R MR A AT & /DR O &GRRE £ COEN
FERFRER TR LN ZEEH R R RAERE 25 CHEF L, FAlE LT 3 U LRESN-EH %271
L7, £z, ENERRBRCTIERD bR o7ob 00, NI THRE S, D ORICEENENLE - E 2
SNDREIERICOWTIE, BERIHE LRk L,

WA ORERFZICHNT [FH] RO TR OMSERERIREBDE] oG NERIheo, TIR) OHEEH
L. BFtL7z, (20184E8 H 1 H)
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SEIFRERBE—RR

SN

HRKGBINE T I & AU 72 [E PN R R AR T PESRIAf S 47z 1, 763 Bl 127 BNCRWERI B0 b, E7-, 137
BN AR AR D BEEEAFRD Hivlz, 723, 1,753 filf 230 FITHRIENEEREZFEM L, £D 55 767
BPEToH o 7os, BIERNERAE & 2H S VIERIZ 20~ T,

il 1 ) R ON il R A 2 1 5 2 e

L AEVERTHAI R S

1, 753 44

RIFERZESLEIE (%)

127 1 (7. 2%)

B R IR A S S B R BT (%)

137 %1 (7. 8%)

) #H ) #H ) #H
BIEH D% ik % BIVERH DR e % BIVEH O FEE ik %
T EOE A ek % 12 | 0.7 PRbE 7 0.4
HFBEORS IEREE 1 i Bk 9 | 05 DLF S — L 6 | 0.6
e F IR 53 ] 9 0.5 FEEN 2 0.1
SIER GRS, 2 2 FERK 0 | 2 I SRR 3 0.2 ETH 1 0.1
IR, %R, REE) T 3 | 02| [mmem R
alisi 16 )09 | yskus 3 |02 | |mmuam R
SRR A" T30 [myvarn 3 o2 | [#wEs 1o
SR S UL B PN 2 | 01| |avxFa—rEs S
(Lo 4102 pgliakng 2 o | [rEOWY KR
S 3102 ] [ave by Uy bEd 2 | o1
%‘zﬁ 3 0.2 /\;Ey“lj t“yﬁ&\ 2 0.1
il slrede 2 |01 BT >
—— HRHD Lol Kl SR EERA S
FEBEONS A 2 0.1 fE BRI 1 0.1
B SRS 2 o1 [nmws T Tod 230 7
B N PR 35 D T %2 KR b= F =
e N CXN I I R ppyyeer o1 i 2 SRR 1, 032 45
U, HhRE) !
- IR A M 1 0.1
FRGER 6 0.3 P
H TE AR
"
i;f;% ° 0.3 FIEPE 12 | 0.7
i L 01 Rk 3 ] 0.2
I] ==
i;m ! 0.1 HFEN 2 0.1
2 :\TEEI 1 0.1 - 5 o1
[y} 1 0.1 IR ! o1
=2 -
HESR S ma-o 1 |o1
L2pr 1 0.1 e
EUEy ER = TR 2 o
s - & 2 0.1
ALT (GPT) k& 8 0.5 m
Al-P L5 7 | 0.4 R T Tod
yA=R =l INF7 5 0.3 755 | o1
AST (GOT) k5 4 0.2 - X 01
JFRERE R & 3 0.2 oM
v -GTP L5 — 1| o1 BER = Tos
— " SLF T ER 0 | 1o
U v BRI 18 | 1.0 BN L5 S 0
IF R ERIE S 16 | 0.9
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GNH

TRFRIE E CIZ 32 S 7= [ENESARRRER T aMED B S 7z 300 il 8 B EIER SFRD B, £, 19 Bk
FRIGAAE O S ZE N b7z,

INFROTBAENET L X —PEEAR (3 1RLL | 10 sRARI) & 558 & U7z SN R AHES IRRRBR DI T AH 100 1 g/
H (1) 5077 R%E | EREE L, 1BFE 1ERT 7 BRE LT, RFNC X 58 B2 EMHNIE
BOONIeoTz, T, avr ba &G 30 %N LOT —Z M HIE, K TR — T K — g% R R e
(ML T — 1) ~DOFEREEBITRD SR oTz,

RIVE I B OV R R A S A2 )
2 VERHA & S il 300 51
RIVEFIZEBLEIE (%) 8 51 (2. 7%)
BiR PR AT B S R B I BLGIE (%) 19 %1 (6. 3%)
RIE A ofEE BB %

e

SRRER CRPREE, AR, REMRk) 5 1.7

S H 3 1.0
e ONT M 25

RAEIR 1 0.3
JiP A

ALT (GPT) L5 1 0.3

AST (GOT) L& 2 0.7
IIRIT

VA3 % 1 0.3

~v 27Uy MEA 2 0.7

~NES | LR 2 0.7

FRMLER A 2 0.7
Z A

EHAR 1 0.3

I T — g 15 18.8

* RGBS - i VT — VR FERERIE 80
Mt = v F > — Vg | OREIT TR TRETHY | RIBMAER T
RIS RER 22 IR 3 D AEIR R 358D S rin o 72,
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SR ERARMEREICE T LRMERARTHEE—EX
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BHEFEARERET (REERICEYTSHRE) (LT 2BIERARRERKRE—&
R (B R 1 AR ZEHME
FBREGI (VMR SRR FIED) Bl A& 1) T LLF— R VA i T
2, 880 1,412 1, 467
BRI 58 BUEF1 43 27 16
BIE ] OFE BUEFI =2 (%) 1.49 1.91 1.09
RIVEH O FEE SEBIE K OSERIHR (%) | FEFIEL OIERISE O) | FEFIEL OEFIE (%)
FEYEF K OV A BUE 3 (0. 10) 2 (0.14) 1 (0. 07)
WHEE 4 2 (0.07) 2 (0. 14) - -
R TS 1 (0.03) - - 1 0.07)
TR R P 4 (0.14) = = 4 (0. 27)
FEED E 1 (0. 03) — — 1 0.07)
GEpE 1 (0.03) — — 1 (0.07)
ML B A 1 (0. 03) - - 1 (0.07)
TR 1 (0.03) - - 1 (0.07)
AR e 5 (0.17) 2 (0.14) 3 (0. 20)
T UL X — PRI S 5 0.17) 2 (0. 14) 3 (0. 20)
Hi L Ok EE 1 (0. 03) 1 (0. 07) = =
A =T — /LR 1 (0.03) 1 0.07) — -
MR ER, MRS K OMthm e 26 (0. 90) 18 1.27) 8 (0. 55)
M 2. 1 (0. 03) 1 (0.07) — —
K 1 (0.03) - - 1 (0.07)
S 6 (0. 21) 3 (0. 21) 3 (0. 20)
SR 2 (0.07) 1 (0.07) 1 (0.07)
2R 2 (0.07) 1 (0.07) 1 0.07)
FRIEDORIE 2 (0.07) 1 (0.07) 1 (0.07)
S 1 (0.03) 1 0.07) - —
BRI 6 (0. 21) 6 (0. 42) — -
1 e IR A R 1 (0.03) 1 (0.07) — —
1 e i SR 3 (0.10) 2 (0. 14) 1 (0.07)
T A R AR R 1 (0.03) 1 (0.07) — -
B Gk E 1 (0. 03) 1 (0.07) = =
F PPN AS 1 (0.03) 1 (0.07) — —
JITRIEE R 1 (0. 03) 1 (0.07) — —
iR et v 1 (0.03) 1 0.07) - —
¥ KO Tk b 2 (0.07) 2 (0. 14) — —
b3 1 (0. 03) 1 (0.07) — —
Jii B 1 (0.03) 1 (0.07) — —
— % - B EER OGN OWRRE 1 (0. 03) 1 (0.07) — —
F 8 1 (0.03) 1 (0.07) — -

34




VI ££4 (ERALDITESF)ICEYTHIER

UGN’
BEFEARERE (DMR) IZET2EERRRKE—&
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T LIV —PERER T LIV —PEER
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B 2 (0.59) 0 (0. 00) 2 (1.27)
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MR as . MEREs X OERm ks 3 (0. 89) 1 (0. 55) 2 (1.27)
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- FEE R R A CNRICB T DR
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IX. JEEREREAER ICBIY SIHE

X. JFERPREERICREY S HE

1. EIBHER
(1) ENFEEHER
IVI. 3R 2HE ) OEBR
(2) B M FEEHER
£ —HREEMER O
o o, M, Bh Fh& N
ABRTH ) . ., AR AR
RBEH (n=1 BEDILE) % (ng/ke) RBRHR
— AR <7 A, 1 (n=10) KT 1100, 200, 500, 1,000 |1,000mg/kg T2 L
4y
f“ﬁﬁfFfﬁ . <m 2 H (n=10) FF 100, 200, 500, 1,000 |1,000mg/kg T stretching O H
i (stretching $£**)
ig EHAR vHE, M (n=3) A 100, 200, 500 500mg/kg TEAZ L
ﬁg: et ~ 100mg/kg AL TR (B (E A 1L
e B <m 2 H (n=10) K| 100, 200, 500, 1,000 B oA, )
B R 7ﬁ¥‘§M(F”” F | 1000 200, 500 | 500me/ke 0 1 BlCHSEES Y
Y- 48 — ) 200mg/kg THLIT, LB L,
22| g 1R W (ed) | KT 2,20, 200 | 20mg/ke K500 3 birh 1 iR
- % e IR,
THGE X, (n=4) ij:m 10°~5X10°%** 15X 10° (g/mL) T HRLHE OIRIEHH
B ) ~ — ) -
W | EREHTE | 5o b (e) e ggres [3X107 6X107 (g/l) THBERO
a3 vitro il
% . -5 -5 N -5 3
" e - . in e ks | 1070 3X10° RUEX10° (g/nl) TH
TEBRSE 7= 7 v b, W (n=4) Jitro 10°~5x%10 T
RN T v HE (n=3) FlRA 3~10 10mg/kg " LA R % #0761
B 55 W J v h, H (n=3) Ay 100, 200, 500 100mg/kg LA ETHT ML T
ES v . _ 200mg/kg LA ETIREHIMO LD &
% Bk Fv b HE (n=4) i 200, 500 N 7 LT T e R A L
h i Sy (eh) | T 100, 300 100mg/kg LL_ETIEA T B LI
(ICG 5_}( ]\) N N g/ Kg e “o
AR LEAERAR L
‘ R . testosterone ¥&-5-HE Tl 200mg/kg
4 %%Egi;%%§9 Sob, # (9) | BT 200, 500 FIBECHL M 15 0 B AL, (K
i 0500mg/ ke B FIECRED 5 OE ALY
JL Jn, REHE N
T k <A, M (=10~ e
i PRRA R E ER 14) BT 200, 500 200mg/kg LA b T2 HERD
1E
JH estradiol AIMLEREIZBWT 3,
HIRFRLVENER 7YX, #E (n=3) BT 3, 10 10mg/kg $& 58 T 75 NIEEGE R
b,
*: R/, v A (Sle=ddY &), 4 X (=2 ), Z v b (Sle-Wistar &), V¥ ¥ (ARAGH)
*% : stretching 15 ; B #EBRIEO K TS 1 BEH1% 12 phenylquinone 0. 02%/K¥AWK 20mL/kg % FEIEPNTESS L |
B S 15 4RO K F 72 stretching BWEADIEHL & B % 8142,
wkk o AL (g/mL)
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. JFERIREERICEI Y S1EE

x ZReMEERERY
B} "y, RE/HE .
FRBRIA < FRBR AR A
R IE B ) - (5 ) R A
25 EM
JoRRZEkE e, HPA ZEEIE | ~o A MF, BDP Mo fRZEAGEVEH D EDso i CFEA)
FH. PRE RN R 0. 1~3mg/kg MF : 1. 31mg/kg (1)
LHL1ME, 7HRH BDP : 0. 18mg/kg (7.28)
(&) HPA 240 7EH
MF : 1mg/kg VA F
BDP : 0. 3mg/kg LA F
PR E BN VR R
MF : 3mg/kg VA F
BDP : 1mg/kg VL E
KM Y > NERICKT5E | EALEY b MF 13.3~150mg/kg MF @V > "ERER T 2RI BDP L D/
H BDP 4.43~39.9mg/kg | &vo7-
H[E (#&0)

MF: EAXY 7T IR BB AT )V, BDP :

(3) £ Dt D ZEIFFHER
R L

2. HMHHER

RYVA=T ¥ Sy A= i - = S

(1) BRI 5 EMHAER
LD;, 10 4 HEWE O B FE &
ELYEon
wn AN AN
~ A - HERE > 2, 000mg/kg 3. 16mg/L. 4 B EHRE CH1LEH Y
K k
59k el > 4, 000mg/kg HE A6zmg /g 3. 30mg/L. A BSR4 SRR CHEL 5 Y
It 469mg/kg
A X — — 0.12mg/L. 1B AWM AN TIET R L
() RIEREEMHAER

Z v b6 p AMREREEGRE (17~600 1 g/kg) TIL,

LS, EFEMERIL 500 g/kg BTSN,

150 u g/kg LA CIREEHEININH], 600 1 g/kg THE/AEN

A X6 KLON12 » AR &R GRER (10~200 1 g/kg) TiX, 200 u g/kg THHE = /LF > — /LD KOV ACTH #% 5-
BOINTF =D EREH (6 5 HRHEGRBRTIE 60 ug/ke PLE) . RN OFRERE OB N A LN, &5
1212 % AR GHER T 20 u g/kg L ECRFEIE D o SHEROTEL, 200 1 g/kg TR, KM O HMmERE - U
VoREREEOW | BB EERD ., BIBAE - RY SRR OZEE, SR OREEO ERGEML - RSRETE .
KR ORK - (HBIROZEMENRD Sivlz, WFEMERIT 6 LV 12 5 A S SR 5HRBRTK 220 LN 10u g/kg &H
Wr X7z,

RS HEIIMIR O R ORAZ S CHR SNz, WInbtho /v azarFa s REiL ThbT
WAPEREANLTFRINDEDTHY | EAZ Y T T U HNKR BT AT VKRR OFEMEFTRITRD b il
o,

Flo, BET v MROSEA X &2 AW OB OIWAFEERBRZ E L7, B b idunah bk
BREME N NZEAZ S T T HNVR BT AT L OFMERBRC, Ak OSHEE M & W i-ftho 7= =L
Fad FOBMERRICBNDTHIEBEL THALND LD TH 7= 19,
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X. JEERPREAERICEA S SIEH
Q) BizEMHRER

MR (RXIF 7 AELKOREHE) 2 AW EFERRR, Fv A =— XL RAX—HRON (CHL) Hfez A

% in vitro Y REERER, 7 v MERMIE WD in viveo KRR FERE, ~ v 2/ MERBITOTR G R

THY, BEAXS T T UINKR AR AT NVITERBREEER S VW EEZ LN,

CHfi )
ERRIZDOWTIE, 1993 FFICERBENTZEA X Y VT T U HNR VBT AT AINRA (=2 h—2) OERHFE
BRI LT EA X Y v 7 T U VAR VBT AT VIERRE AW CENE LB EEERRO T —% Th 5,

4) B AR ER
MDI #4 (chlorofluoro carbon & H T HT7T >V — /LAl ZRWZRAZREIZLYD, ~ 7 AR AR (19
~218 g/kg : 18~19 # AM) KOT v MR AJREMERER (4~46 u g/kg : 22~24 » A) ZFEM L7203, & D%
AV A7 e s DR ERNC A R IEG OEINI A b a7,

Byl BhHE BeGHIM B aR i [
~ R 19~218 u g/kg 18~19 % H il PN o
MEHFINCH BRSO L
A 4~46 u g/kg 22~24 5 A # ET UL IN
(5) TS £ SRR
T v bXIT TV X B AV CERE SR CAMBAEEERREZEK L8, WIhbtho s/ vaarFas BT
HLHALNDHLEDTH-T-,
HEME (1 g/ke)
. e BhEE
TR R FO F1
R (ug/kg)
—% AR felR HAE R
1 10
WL AR USRI 53 | T 13, 10 i 3 _
I 3 10
7k 3 B R 1.2, 6, 30 1.2 30 1.2 1.2
MR O E TR B 5705
BEz | 300, 600, 1,200 | <300 1, 200 300 —
JEIPE e Oz FLI ¢ -3k ey 1, 3, 10 1 3 3 3
- & - BRI BT 2 iR i gm| 140, 700, 2,800 140 140 140 -
Ne Ve DB TE R 5305k i35 40, 200, 1,000 40 200 40 -

Z v MEYRF R ORI 538 (K T) Tk, BEMWIC A~ ORBII AR O leh o 72 h8, 3ug/kg BLET
KES Y\ AR TSI, 10 1 g/ke THEBIIZARTEEEIMINH], IR - Ba JESE TSRO HIIN, JR VI FE B B2 A H Az,
7 v MRROGEEMNEGHER (BT) TiE, 6 ug/kg UL ETREM)IKREREMIME] ., BIRIZERIE, HAER
ZPEHERIKT, 30 1 g/kg TREEMICEBAT RN, HIZE VISR IIIEI N4 S 728, @ BIEE A DR -
7o T v MNEROBRETRMEGHER (BR) T, 300 u g/ke YL ETREMWIAERINIMH, 600 4 g/kg L LT
Ja AR ERAD K OW B (~Vv=77), 1,200 u g/kg THRIZEEERZ b7,

TR - RRIRFEAEICEE T AR (& 0) TiX, 700 1 g/kg DAL TREM) O RITHINING], TR, WIEOHN,
JEIROERER T (DHRE) ROBALBIEN A b=, 2,800 1 g/kg TITZEHI THEFE XITWINIRO 22057 5
Too REBEHBHRBICB W TH RN A LT,

7 v MEERR ORAMEERE (B2 T) Tk 3ue/kg BLETREMWICARIHINIA], 10 1 g/ks THribmEE,
HAE RIS R E IR 3 7 B iz,
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X. JERGRPREAERICBIS H1R R

(6) BRTHRIE M ER
FERABS T T NIRRT ATV R BRAEEE] (0.05%) VT, A XIZ 2.4mg/Vik 1 o HRAEEES L
oA, BT SN o Tz,

(N =0 FHkEMS
U

~ U AR EALE Y b EAVT, PCA KIS, ASA I, REEIE R SR 72 812 X 0 REt L7o Ay, Sl vhldae
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1 INDICATIONS AND USAGE

1.1 Prophylaxis of Seasonal Allergic Rhinitis

NASONEX® is indicated for the prophylaxis of the nasal symptoms of seasonal allergic rhinitis in
adult and pediatric patients 12 years and older

1.2 Treatment of Chronic Rhinosinusitis with Nasal Polyps

NASONEX is indicated for the treatment of chronic rhinosinusitis with nasal polyps in adult

patients 18 years of age and older.

HEL O H &

2 DOSAGE AND ADMINISTRATION

2.1 Preparation and Administration
Administer NASONEX by the nasal route only.
Initial Priming

Prior to initial use of NASONEX, the pump must be primed by actuating ten times or until a fine
spray appears. The pump may be stored unused for up to 1 week without repriming
Repriming (as needed)

If unused for more than 1 week, reprime by actuating two times, or until a fine spray appears.
2.2 Recommended Dosage for Prophylaxis of Seasonal Allergic Rhinitis

The recommended dosage for prophylaxis treatment of nasal symptoms of seasonal allergic rhinitis
in adult and pediatric patients 12 years and older is NASONEX 2 sprays (2 sprays deliver a total
of 100 mcg of mometasone furoate) in each nostril once daily (total daily dose of 200 mcg).

In patients with a known seasonal allergen that precipitates nasal symptoms of seasonal allergic
rhinitis, prophylaxis with 2 sprays (2 sprays deliver a total of 100 mcg of mometasone furoate) in
each nostril once daily (total daily dose of 200 mcg) is recommended 2 to 4 weeks prior to the

anticipated start of the pollen season.
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2.3 Recommended Dosage for Treatment of Chronic Rhinosinusitis with Nasal Polyps

The recommended dosage for the treatment of chronic rhinosinusitis with nasal polyps in adults 18
years and older is NASONEX 2 sprays (2 sprays deliver a total of 100 mcg of mometasone furoate)
in each nostril twice daily (total daily dose of 400 mcg). A dose of 2 sprays (2 sprays deliver a
total of 100 mcg of mometasone furoate) in each nostril once daily (total daily dose of 200 mcg)

is also effective in some patients.

(2022 - 6 AT
4 AXYR
4 tt 4 :Organon Pharma (UK) Limited
ik 72 4 :NASONEX® 50 micrograms/actuation Nasal Spray, Suspension
FIE - Bk 50ug (60 [EIMEFE, 140 [RIEEE)
¥ 78 AF 11997 AR
EOIEREESHIES

IS

.1 Therapeutic indications

NASONEX Nasal Spray is indicated for use in adults and children 3 years of age and older to treat
the symptoms of seasonal allergic or perennial rhinitis

NASONEX Nasal Spray is indicated for the treatment of nasal polyps in adults 18 years of age and
older.

MER O &

4.2 Posology and method of administration

After initial priming of the NASONEX Nasal Spray pump, each actuation delivers approximately

100 mg of mometasone furoate suspension, containing mometasone furoate monohydrate equivalent to
50 micrograms mometasone furoate

Posology

Seasonal Allergic or Perennial Rhinitis

Adults (including older patients) and children 12 years of age and older: The usual recommended

dose is two actuations (50 micrograms/actuation) in each nostril once daily (total dose

200 micrograms). Once symptoms are controlled, dose reduction to one actuation in each nostril
(total dose 100 micrograms) may be effective for maintenance. If symptoms are inadequately
controlled, the dose may be increased to a maximum daily dose of four actuations in each nostril
once daily (total dose 400 micrograms). Dose reduction is recommended following control of
symptoms.

Children between the ages of 3 and 11 years: The usual recommended dose is one actuation

(50 micrograms/actuation) in each nostril once daily (total dose 100 micrograms).

NASONEX Nasal Spray demonstrated a clinically significant onset of action within 12 hours after
the first dose in some patients with seasonal allergic rhinitis; however, full benefit of
treatment may not be achieved in the first 48 hours. Therefore, the patient should continue
regular use to achieve full therapeutic benefit.

Treatment with NASONEX Nasal Spray may need to be initiated some days before the expected start
of the pollen season in patients who have a history of moderate to severe symptoms of seasonal
allergic rhinitis. _

Nasal Polyposis

The usual recommended starting dose for polyposis is two actuations (50 micrograms/actuation) in
each nostril once daily (total daily dose of 200 micrograms). If after 5 to 6 weeks symptoms are
inadequately controlled, the dose may be increased to a daily dose of two sprays in each nostril
twice daily (total daily dose of 400 micrograms). The dose should be titrated to the lowest dose
at which effective control of symptoms is maintained. If no improvement in symptoms is seen after
5 to 6 weeks of twice daily administration, the patient should be re—evaluated and treatment
strategy reconsidered

Efficacy and Safety studies of NASONEX Nasal Spray for the treatment of nasal polyposis were four
months in duration.

Paediatric population

Seasonal Allergic Rhinitis and Perennial Rhinitis

The safety and efficacy of NASONEX Nasal Spray in children under 3 years of age have not been
established

Nasal Polyposis

The safety and efficacy of NASONEX Nasal Spray in children and adolescents under 18 years of age
have not been established
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Method of administration

Prior to administration of the first dose, shake container well and actuate the pump 10 times
(until a uniform spray is obtained). If the pump is not used for 14 days or longer, reprime the
pump with 2 actuations until a uniform spray is observed, before next use

Shake container well before each use. The bottle should be discarded after the labelled number of
actuations or within 2 months of first use.

(2022 4= 8 H 16 H&FT)
1997 422 AICT7 Z  ATRANCAR SN O &I U, 2018 4F 7 ARER T, LidZzEn, HRK 130 » [H (&
OidEk) 128V T7 LV F =R K O E C&GR (R5845 : Nasonex® %) ZdL, 205 B 120 v H (KW
Hilk) C/NROMEEEAE LTS,
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8.1 Pregnancy
Risk Summary
Mometasone is minimally absorbed systemically following nasal use, and maternal use is not expected
to result in fetal exposure to the drug. Available data from observational studies of mometasone
use in pregnant women are insufficient to evaluate for a drug—associated risk of major birth defects
miscarriage or other adverse maternal or fetal outcomes. In animal reproduction studies with
pregnant mice, rats, or rabbits (subcutaneous, subcutaneous/topical dermal/oral, and topical
dermal/oral, respectively), mometasone furoate caused increased fetal malformations and decreased
fetal survival and growth following administration of doses that produced exposures approximately
1/3 to 8 times the maximum recommended human dose (MRHD) on a mcg/m? or AUC basis [see Data].
However, experience with oral corticosteroids suggests that rodents are more prone to teratogenic
effects from corticosteroid exposure than humans
The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes
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.
Data_
Animal Data
In an embryofetal development study with pregnant mice dosed throughout the period of
organogenesis, mometasone furoate produced cleft palate at a dose less than the maximum
recommended daily intranasal dose (MRDID) (on a mcg/m?® basis with maternal subcutaneous doses of
60 mcg/kg and above) and decreased fetal survival at approximately 2 times the MRDID (on a mcg/m?
basis with a maternal subcutaneous dose of 180 mcg/kg). No toxicity was observed with a dose
that produced an exposure less than the MRDID (on a mcg/m? basis with maternal topical dermal
doses of 20 mcg/kg and above).
In an embryofetal development study with pregnant rats dosed throughout the period of
organogenesis, mometasone furoate produced fetal umbilical hernia at exposures approximately 10
times the MRDID (on a mcg/m® basis with maternal topical dermal doses of 600 mcg/kg and above)
and delays in fetal ossification at a dose approximately 6 times the MRDID (on a mcg/m® basis
with maternal topical dermal doses of 300 mcg/kg and above)
In another reproductive toxicity study, pregnant rats were dosed with mometasone furoate
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throughout pregnancy or late in gestation. Treated animals had prolonged and difficult labor,

fewer live births, lower birth weight, and reduced early pup survival at a dose less than the
MRDID (on a mcg/m’basis with a maternal subcutaneous dose of 15 mcg/kg). There were no findings
at a dose less than the MRDID (on a mcg/m’®basis with a maternal subcutaneous dose of

7.5 mcg/kg).

Embryofetal development studies were conducted with pregnant rabbits dosed with mometasone
furoate by either the topical dermal route or oral route throughout the period of organogenesis.
In the study using the topical dermal route, mometasone furoate caused multiple malformations in
fetuses (e.g., flexed front paws, gallbladder agenesis, umbilical hernia, hydrocephaly) at doses
approximately 6 times the MRDID (on a mcg/m’basis with maternal topical dermal doses of

150 mcg/kg and above). In the study using the oral route, mometasone furoate caused increased
fetal resorptions and cleft palate and/or head malformations (hydrocephaly and domed head) at a
dose approximately 30 times of the MRDID (on a mcg/m? basis with a maternal oral dose of

700 mcg/kg). At approximately 110 times the MRDID (on a mcg/m? basis with a maternal oral dose of
2800 mecg/kg), most litters were aborted or resorbed. No effects were observed at a dose
approximately 6 times the MRDID (on a mcg/m®basis with a maternal oral dose of 140 mcg/kg).

8.2 Lactation

Risk Summary

There are no available data on the presence of NASONEX in human milk, the effects on the breastfed
child, or the effects on milk production. However, mometasone is minimally absorbed systemically
by the mother following nasal use, and breastfeeding is not expected to result in exposure of the
infant to mometasone. The developmental and health benefits of breastfeeding should be considered
along with the mother’ s clinical need for NASONEX and any potential adverse effects on the breastfed
infant from NASONEX or from the underlying maternal condition

(2022 % 12 A 14 HEfR)

F—ANZ U TD55%E . (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202142 A 16 H)
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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KERATCE | 5 WARNINGS AND PRECAUTIONS

%’22% 6 5.6 Effect on Growth

Corticosteroids, including NASONEX, may cause a reduction in growth velocity when
administered to pediatric patients. Routinely, monitor the growth of pediatric
patients receiving NASONEX. To minimize the systemic effects of nasal
corticosteroids, including NASONEX, titrate each patient’ s dose to the lowest

dosage that effectively controls his/her symptoms /[see Use in Specific Populations

(8.4)].
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L LR
KEWAMCE | 8 USE IN SPECTFIC POPULATIONS
DX

8.4 Pediatric Use

The safety and effectiveness of NASONEX for prophylaxis of the nasal symptoms of
seasonal allergic rhinitis in pediatric patients 12 years of age and older have been
established [see Adverse Reactions (6. 1) and Clinical Studies (14.1)]. Use of NASONEX
for this indication is supported by evidence from controlled trials in adult and
pediatric patients 12 years of age and older [see Clinical Studies (14.1)].

The safety and effectiveness of NASONEX for the treatment of chronic rhinosinusitis
with nasal polyps in pediatric patients less than 18 years of age have not been
established. Effectiveness was not demonstrated in one 4-month trial conducted to

evaluate the safety and efficacy of NASONEX in the treatment of chronic
rhinosinusitis with nasal polyps in pediatric patients 6 to 17 years of age. The
primary objective of the study was to evaluate safety; efficacy parameters were
collected as secondary endpoints. A total of 127 patients with chronic rhinosinusitis
with nasal polyps were randomized to placebo or NASONEX 100 mcg once or twice daily
(patients 6 to 11 years of age) or 200 mcg once or twice daily (patients 12 to 17
years of age). The results of this trial did not support the efficacy of NASONEX in
the treatment of chronic rhinosinusitis with nasal polyps in pediatric patients.
The adverse reactions reported in this trial were similar to the adverse reactions
reported in patients 18 years of age and older with chronic rhinosinusitis with
nasal polyps.

Effect on Growth

Controlled clinical studies have shown nasal corticosteroids may cause a reduction
in growth velocity in pediatric patients. This effect has been observed in the
absence of laboratory evidence of hypothalamic—pituitary—adrenal (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 nasal corticosteroids, including the impact on final
adult height, are unknown. The potential for “catch up” growth following
discontinuation of treatment with nasal corticosteroids has not been adequately
studied. The growth of pediatric patients receiving nasal corticosteroids
including NASONEX, should be monitored routinely (e.g., via stadiometry). The
potential growth effects of prolonged treatment should be weighed against clinical
benefits obtained and the availability of safe and effective noncorticosteroid
treatment alternatives. To minimize the systemic effects of nasal corticosteroids,
including NASONEX, each patient should be titrated to his/her lowest effective
dose.

A clinical study to assess the effect of NASONEX (100 mcg total daily dose) on
growth velocity has been conducted in pediatric patients 3 to 9 years of age

with allergic rhinitis. No statistically significant effect on growth velocity
was observed for NASONEX compared to placebo following one year of treatment. No
evidence of clinically relevant HPA axis suppression was observed following a
30-minute cosyntropin infusion

The potential of NASONEX to cause growth suppression in susceptible patients or when

given at higher doses cannot be ruled out.

48




XI.3E2E%#

tHi

FLARNA

H)

Fe[H D SPC
(202248 H 16

4.4 Special warnings and precautions for use
Effect on Growth in Paediatric Population

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

specialist.

4.8 Undesirable effects

Paediatric population

In the paediatric population, the incidence of recorded adverse events in clinical
studies, e.g., epistaxis (6%), headache (3%), nasal irritation (2%) and sneezing

(2%) was comparable to placebo

5.1 Pharmacodynamic properties

Paediatric population

In a placebo—controlled clinical trial in which paediatric patients (n=49/group)
were administered NASONEX Nasal Spray 100 micrograms daily for one year, no
reduction in growth velocity was observed

There are limited data available on the safety and efficacy of NASONEX Nasal Spray
in the paediatric population aged 3 to 5 years, and an appropriate dosage range
cannot be established. In a study involving 48 children aged 3 to 5 years treated
with intranasal mometasone furoate 50, 100 or 200 u g/day for 14 days, there was
no significant differences from placebo in the mean change in plasma cortisol
level in response to the tetracosactrin stimulation test

The European Medicines Agency has waived the obligation to submit the results of
studies with NASONEX Nasal Spray and associated names in all subsets of the
paediatric population in seasonal and perennial allergic rhinitis (see section 4.2

for information on paediatric use).

(2022 4F 12 A 14 HE )

49




XII. f§&

XII. &

1. A - REXMEICR L THERHIMZTSI1CHE > TOSEER

(1) ¥2#%
A LR

(2) Fitk - BEAURUVREREF1— T 0\@EMN

A LR

2. ZOHMOEBEERN

[DL:: < A e S N

CERAEEENT AN (BRI A HEa—Tx— A AIREE, BHaLE,

https://www. kyorin—pharm. co. jp/prodinfo/

2) BERITERN

« Web 88 &# (https://www. kyorin—pharm. co. jp/prodinfo/medicine/#section—11)

B — )

— FIRY IR EnmeEREhDIEA —

FIZY ) AR BARDENS Kyorin &)

FSORVHNRZFDHICEAHBELTEVELLD

33 -4 0)
ERICERE N B BEEFTRALTEA,
BROERBAEHEE TRMIN T, RIAL, BB TS <D ET,

(71 )
ﬁEb‘fu'C 4
{IEEL

fERT2aEIIC
BEEiURST
<FEEW.

FrvIiE (
Fo¥<EIC t sEpy i
BlEHVT DRSENT
<FEEL o
il

_ . = [ FLLSSER DD E ]
1 SANDESIC mmrmmvécﬁ
Lohb& WT5E10TEEL,
FoTLIEEL, BOBRICHE ST &%

.ﬁ RELTHSEALT

<IEEL,

| hittps:{fwww kyorin-pharm.co jpiethicalivinasonexd |
FELABRBRCESHSTEBWEREITET mlm(

- METER:2022.11
FI-VIONRE o oot

50



https://www.kyorin-pharm.co.jp/prodinfo/
https://www.kyorin-pharm.co.jp/prodinfo/medicine/#section-11

X1I.

"%

B 12k
1818 2B\ 3D

\

%%

MESDCEMRMICL. / X)L D

KEBEICAN. EEDREEIC

1B FOMBLTLEE L,
-
ENRETITE
DIEAL3IC,
BHSRERD>T
OnsinT
<rEELN.

J
H5—E. EEOREIC1BFD
WBLTLIEEL,

-
EHNRFTHE
Dred L3I,
BHSEZER>T
ansinT
<rEELY.

-

R E12mEKS
1818 1|Bs+>

MESDCEMREICL. / X)ILD
KERBICAN. EEDREIC
1B FOMBLTLIEE L,

REENTOBSEE.
BEDXIICHBLTLIEE L.

ENRETTE
DIEAKIIC,
BHSRZER>T
OnsinT
<rEEL

3.

(3 ((

M B o #®

OEA®RRTv1TEBOXERVNT. FryITZLTLIEEL.

OmPBXERS . FETRELUTIILSL.

) 2023 4 1 AEER (FHHEH L3RR > TWDEERH 5,)

51




577

AN RERATH

F AT RERSEITAMN T B6ER
WS

FIA/ HRAEH

RREEXETIL1-24-3



	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
	(1)承認条件
	(2)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
	(1)和名
	(2)洋名
	(3)名称の由来

	２．一般名
	(1)和名(命名法)
	(2)洋名(命名法)
	(3)ステム(stem)

	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
	(1)外観・性状
	(2)溶解性
	(3)吸湿性
	(4)融点(分解点）、沸点、凝固点
	(5)酸塩基解離定数
	(6)分配係数
	(7)その他の主な示性値

	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
	(1)剤形の区別
	(2)製剤の外観及び性状
	(3)識別コード
	(4)製剤の物性
	(5)その他

	２．製剤の組成
	(1)有効成分(活性成分)の含量及び添加剤
	(2)電解質等の濃度
	(3)熱量

	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
	(1)注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	(2)包装
	(3)予備容量
	(4)容器の材質

	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
	(1)用法及び用量の解説
	(2)用法及び用量の設定経緯・根拠

	４．用法及び用量に関連する注意
	５．臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	1)有効性検証試験
	2)安全性試験

	(5)患者・病態別試験
	(6)治療的使用
	1)使用成績調査(一般使用成績調査、特定使用成績調査、使用成績比較調査)、製造販売後データベース調査、製造販売後臨床試験の内容
	2)承認条件として実施予定の内容又は実施した調査・試験の概要

	(7)その他


	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
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績
	(3)作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	(1)治療上有効な血中濃度
	(2)臨床試験で確認された血中濃度
	(3)中毒域
	(4)食事・併用薬の影響

	２．薬物速度論的パラメータ
	(1)解析方法
	(2)吸収速度定数
	(3)消失速度定数
	(4)クリアランス
	(5)分布容積
	(6)その他

	３．母集団(ポピュレーション)解析
	(1)解析方法
	(2)パラメータ変動要因

	４．吸収
	５．分布
	(1)血液－脳関門通過性
	(2)血液－胎盤関門通過性
	(3)乳汁への移行性
	(4)髄液への移行性
	(5)その他の組織への移行性
	(6)血漿蛋白結合率

	６．代謝
	(1)代謝部位及び代謝経路
	(2)代謝に関与する酵素(ＣＹＰ等)の分子種、寄与率
	(3)初回通過効果の有無及びその割合
	(4)代謝物の活性の有無及び活性比、存在比率

	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
	(1)合併症・既往歴等のある患者
	(2)腎機能障害患者
	(3)肝機能障害患者
	(4)生殖能を有する者
	(5)妊婦
	(6)授乳婦
	(7)小児等
	(8)高齢者

	７．相互作用
	(1)併用禁忌とその理由
	(2)併用注意とその理由

	８．副作用
	(1)重大な副作用と初期症状
	(2)その他の副作用

	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
	(1)臨床使用に基づく情報
	(2)非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	(1)薬効薬理試験
	(2)安全性薬理試験
	(3)その他の薬理試験

	２．毒性試験
	(1)単回投与毒性試験
	(2)反復投与毒性試験
	(3)遺伝毒性試験
	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


	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
	(1)粉砕
	(2)崩壊・懸濁性及び経管投与チューブの通過性

	２．その他の関連資料


