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%1 : EP : European Pharmacopoeia (BKMNZKJET7)
%2 : USP : United States Pharmacopoeia CKEZHKRIT)
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V. JAEICET5IEE
V. REICEET HIEH

1. BEEXITHR

| FLax—mas

[ ]

FEIET LV — MR BRE xR L EERBIII T TR nb oo, @EET LV —k Rk & FEE
T UAF—ERTIE, FETUROBENEIS D b O ORBEFE K ORIEIZ DWW CEAIOIGED RIS ET DT Y
DEWTRNEEZ BN, FEHMET LLX—MEKBREICBONTHEELT LY —HaKBE L RRICE M
IR TE D EEBX LN L0, REUINRIZOVWTIL T7 LAF—thEgk] & Ihi,

2. BEEXIIHMRICEET HEE
BE SN TV
3. HiZERUHA=E

() RERUVRAEDMHES
6. FiERUMAE

<BA>

W, AT, SR 2EETS1H 1REET D (FAX YTV ANVR AT LELTLH
2001 g),

<INR>

BE. 12 AR O/NBICIE, BRI I EET S 1 B 1 EERETS (FAFY T TUHNR T AT
JELTIHI100ug),
WEL. 12 U EO/NRICIE, FAMEC2EE TS 1 B 1EHRGETD (FAFZY T TRV BRT AT
JELTLIH200ug),

(2) HZERUVAEDHREREE - IR
BN
HREAELL B 4 BIER A 3 708 4 8L ED 16 5 LA Lo BARNEFEET LA X — B RBE ZRRIT, £ A
BT T HNRBEEAT L (WF) OFEAE - AEEZMRGFT 2720, 7T 2R MF 100 g/H 55 1B,
200 g/ HAY 1R, 4000 g/ HAr 1HE, 200 g/ HAy 2 #F, 400 u g/ By 2 BEIZ KD IEMER(L T Z B AR HEM
AT b e R A S L 7=,
BIMEZONWTIE, F— 1 H&EEETHE Lz 4 HERE (77 2AREE 100ne/HEE, 2000 g/HEE, 4001 g/H
) CTIHABRRHAERSERTED LN, 200ug/ B ETIRE—EIZRD Z EBRFES NIz, £, Bhd
1 FRGEOHZF—HIETHE Lo 1 (200ug/Hor 1 BFER TN 400 n g/ HAy LHE) L4y 28 (2000 g/ H oy
2REM T 400w g/ By 2FE) IR W TR EMEI L7 L 24, MAEIIRE TH S Ll ST,
LEMIZONTIL, FEEOFRWERRBEN T 7 AR ; 28.6%, 100ug/H5r 1 #E; 21.3%, 200ug/Hoy 1 BE;
20.3%, 400 g/ H5> 1 #E; 20.3%, 200 g/ By 2 8F ; 18. 7%, 400 g/ H4y 28F ; 16. 0% T~ 7=,
DLEDOFERNS, HESERE - ARIZ 200 g/HAy 1 XX 200ng/HAy 2 THDH EEX LN, BEOFIELE
EEL, HEROHEEL TEE, RAIKE., FREIC2EBETS 1B 1EHRETS (FAF 0TI LR
e 27/ LT1H200pug) ] &3IhTz,

SEIER (K Lo e, &1, B, BNZIER) 237 (—: 04, +: 14, ++ 24, +++:34)
TEZ, FNLOLEEEL

NN

16 Ll Lo AARNGEENET LAX—MERBEEZ NS L LEBERBRICBWT, TAZ Y VT T U DNVR BT
A7V (MF) 100, 200 L TN400 g/ H D7 7 2HRICKT A%, 18 Ll EOANEANT LL X —ME LK BE % %)
Ga b U2 RERRBRICI VT, MF 50, 100, 200 ZTN800 g/ H D7 T2 RITH T HHEMENRD S, HAAKW

12



AERICEYT SRR

SMEADNTIUCIEBNTS 2000 g/ A ZBRITH & T 5 HERIGEDHERR SN TWD, —F, 6~11EONEANT L
X —MEBREIR S & LR RBRICI UV TMF 25,100,200 1 g/ H D7 5N 2 BN RD S,
100 g/ AZTAITH & T2 HERKISHERHER SN TS, ARANEIMNEANDORAICEIT 2 KB AET 2000 g/H T
FUTTHDZ b, BARNNRICET DHREERHRICOWTS, SEANEFRIERIZ, 12 5RO/ TIE 100
pe/A, 12U EO/NETIZ200n g/ A THD EHIBTL, 2 b OHEE W CENEERBERZ FHE Lz,

5 kLA | 15 3L O H AR NEEME Y LL ¥ — @%K$%%ﬂ%’\%%yfy7ﬁyﬁwfyﬁix%w(W)
DENER LR ERFTT D720, &qlﬁ@% X7 T EARUIMF 50 g/H (1 1MEE), 12~15 %D
BT 7 BARAINF 50w g/ H (118 2 &) | 6%@%%77t$ﬁﬁgiaﬁiﬁﬁﬁ%&ﬁ%%£m
L7,

BEEIZ DN T, 5~11 & 12~15 O WTNOEMBIZBWTH, MF 07 7 BRIk 2 EIESREES 1
72

LEMEIZONWTIE, BIERRBENT T 2REE ; 3.5% MFEE2. 7% CTh o7,

P EofERENS, BELOHREEZ EE., 12 Bl o/NEIziE, %%W’l@ﬁT01HIE&5¢6(%%5
SUTTUHNRUBBT AT AL LTI A 100ug), BE. 12 @ Eo/NRICE, A 2EFETo 1A 1A
&5#5(%f&fy7§yﬁwﬁyﬁix%wébf1amm@uJkéhto

4. RERUVRAEICEEY HIE

BRE SN TWHRN

5. BRERAIE

EALY VRAMIR 50 u g TR 56 B K OE A X Y 2 Gk 50 u g TAHR) 112 W% ISR RS 2 50t L C
[AYASAN

FEPRARBRICEE T 2 50HIE, 7Y Ry 7 AHEAK S0 ueg 56 EEMR/ TV R v 7 A HEE 0 e 112MEERADOA
A a—74+—b5HEH LT,

MERKRT—2/X\v 75—
L

(&%)
TRy I A REIR 50 u g DWIRT =5 "y r—o
(RRA)

Y LA

AN

BR Ak A B VLIS
ANREBIFR " Z 2 ARt R LR © © -
NS TR R 1 e G-l © © -

O : FHmER O : ZFEEE — : HFME S L ITFHEO % &7,

(2) B PR FE R ER

1) B [E % 55
TR A BPE (n=6/FF, b 1 20~32 %) ICEA XY T TR UEET 250 (MF) 100~800 u g % Hi[A]
BHRE LIZRER, WTHLoRERIZBW TS, BREAER - R, BPARE, AiRERE, BT EHRER
r, RERREICBOD TARIEREIGERT A B2 6N REFRIEALNT, MF 1 H 800y g £ TOH[A#F
BlZBWTRFREEEN RS Y,

1) RBNOFRNICHK L TER SN TV D HEROHER, ., AT, S8 2g&EZS-o1 08 1 [
5#5(%f&//77/ww$/MI27wabflHmmmnj1@50

13



AERICEYT SRR

2) REEE5HER
%%ﬁA%ﬁ(mWﬁxﬁﬁsz%%)’%f&fy7?yﬁwfyﬁzx%w(w)@meﬁsmuya
2 AFEE R ARG LR, WThoREGEICBWTH, BRER - TR, EENORE, fiLsiRE,
%M WHERE B AL, mPER B Re . B SR A . —REERRA TS W TWF IR T 5 L&
ZHNDBEFTRIZA LT, MF 1 H 800ug/H £ TOERHRG BT RIFARAREMINRR SN,

) L AAORACK L TRRS TS MERORE, TBE . ML, £ RIEC 2EHE > 1 A 1 EH
55 (BASSLTIUAAREEAT AL LT LR 2008, Th,

() AERICIERAR
IN,
WEMET LAX—MEEE (RN ZHRE LTEAZ S T T INAR B AT WF) HH5WNEITFTFERE 2
G L, < LoARIE. &9F. BHLATENE SFHEROBREZZNEN 0~3 22 a7{kL, ZhbDEFE
2a7 (HRAITIFI2 /) &4 BERA 27 & LT, REAMER O G/ TR OZE i 2 FRITR Lz, MF X
TIEREUBE L T ThORERETHLARICEN TV (p<0.01) ¥,

® EIHARICETHRE 2ERFPILFRD 4 RERKR T <BA>

. e 5-miEEfiE ZAb B A

B ! (pisase) (i)
100/1g/fi . 7.3 -2.7
(1 H 1B S 1 E) (0. 2) (0.3)
200 1 g/H - 8.1 -4.3
(1 H 1B EE 2 B (0.2) (0. 3)
400 u g/ H 7 7.9 4.2
(1 F 1 [E4% B 4 m9) (0.2) (0.2)
200 u g/ H - 7.3 —4.0
(1 B 2 [E04 &= 1EE) (0.2) (0.2)
400 u g/ H - 7.7 4.1
(1 B 2[4 el 2 5 75) (0.2) (0.3)
F5E R 77 7.6 LT
(0.2) (0.2)

1) AFRIORNH L TEBENTWAFELOCHAEIL, HEE. AT, SEEC2EEST > 1 H 1 &S
#5(%f&//77/ﬁwﬁyﬁmx%w&tf1EWMthf&éo

N’

ZEPET LA —PERkE MR E LI ABRRERR (EARR, 258k

FEET LAX —HERBRO/NIBE 6~115%) Z2RBLE LT, TEAX ST T UANVRUBEBEZAT L (MF) @3
M (26, 100 X200 g/H, 1 H1E), EFHE (Nrnr&yTFabt MBr27 1 168ug/H, 1 H 2
[\) RO Z2REHNT, 28 H#EG TORHBRKIGHE R OREEERE Lz, RIERIX, —EHER, BIEA1L.
FEEROT TR E LT, 5 BECERS N, AMEOTEMEE R X, #5 8 A BOEMGEIC X2 4F &
JEIRA T OR—=RF A4 b0 EE LT,

VF 1%, Bt & T o723 X COME (25, 100 LN 200ug/H) IZHBWT, FEHEFEMET LV —MEE5%OMIERE
OYER DARFNZ DUV T, 77?f&mabfﬁﬁ;mmw%ﬁ OB, MF 25ug/H (1 H1[E) &5 Tl
FRCH 5 4 BB Tk, 7V AF —OMiE LR CIEROBEICET 25T —E Cidino7z, A& 200ugl A 1A
P 5T, ZFHIBENET L —PERROIERBEMICBN T, MF 100pg 1 H 1 EESZ EEARIEERD 5
oz,

PLbEXv, 6~11o/NNRICBIT 5 MF OfE &L, MF 100pg/BD 1 A 1EHRETHD LR LIz Y,
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V. BEICEHT 5IEH

) AF ORI LTRRB SN TO D BRI R, TlE . 12 RO/, &R 1EET - 1
H1EET A (FEAXY T T AR B AT LT H 100ug), . 125 Eo/NRizix,
BREC 2EET S LA LEBETSD (FEAZS 75 AARUBT AT E LTI H20ug).] Th
D

(4) HREE AR ER

1) BN AR EEERER
(R
WEMET LY —MaRgBE (RN 2R E LT, TEAXY T T WNVRUBEBT ATV (WF) 200 g/B (4
D, ZVFhy et B a7 L (FP) 200ug/H (43 2) H5WET 7R % 2 BHEES Lz, T ORE.
4 BIER A 27 OFG-BE M O 544 T RO ZEALRIZIBV T MF O FP S+ 2 ISt S - GES M~ —
Yy ;-0.9) 7,

® BMHEFRRICETHEE 2EBRXEPILEED 4 ZERRIT<HEA>

. B HRITRAEESE | B b Eii M -
B " (gt () S
MF 200z g/ H 3 8.3 -3.9 MF vs MF 75 &R
(1 B 1 [E&&Ez 2 E55) (0.1) (0.2) ZEORAHEEE GHEEE
FP 200 1 g/ H » 8.3 3.7 Bife) 2.3
(1 A 2[4 Bl 15 (0.2) (0.2) 95%CI & =3. 1~-1.5
WF 75 &R 32 (70 83) (_01'34) MF vs FP
. . 2O SHEEME GBI
N 8.4 -1.8 HIE) 0.2
R
Pz 7es o (0.3) 0.4 95%CT : —0.7~0. 3
X THESEYOME, 9% REX M (95%CT) . FEER A IR ERIE L O 532 LB B & L= 08t s
HHENT,

NI

WEET LAX—MERREE UNR) 21%L LT, AT T AVR V2TV (MF) 100p¢/H (5
~I11 ). 200ug/H (12~155%), D WIT TR % 2 BMEE Lz, TOMRE, 4 BIERA =7 0 5-HifE
RO G THOBIEICB TN O 5 BRIk A EBMES RIS -9,

® MREMETSARAREEARICE TS 4 RERKXT

FFA e n S
BE5 2 W% UL IR O .
N ABIERA ST IEPRE | A
5~117%% : 100 u g/ H (AR E) (GRFE - ¥54E)
. (1 H 1 [E4EEE 1) | 220 — ———
2 %X 19~15 2% : 200 1 g/ [ 5 v &
RETUERT (1 p 1 s il 2 i) 7.5 —3.9 —21
0. 1) 0.2)
75w R 76 19 95%CT : —2.6~—1.5
7SR 13 0.2) 0.2)

TE) PREEfE, 9% EFEPC ] (95%CT) | IRYERAE IR GATE, B G-I R O lnIE (5~11 7%, 12~15 %)
AR L LSBT bR ST,

15



AERICEYT SRR

%14 BRI A T OPERME (BT LAX—BENA R4 (2009) —HHkZE]

oYy +++ ++ + —
SR (3 45) (2 ) (1 A5 (0 #)
BT D +++ D[ "
< Loidsfk g e[|

, (H&Z & LTIRIIC (BZ&Z&LTIRIC e . 2L

(1 B oFERIE) RIS ) 6~ 10[a0) (BZc& LTLAIZ1~5[E])
(LH® = 5 BEE) UL F) (HZELT1RIZ| (HZ&LTIRIZI~5[E) L

= L BT A 6~10 [a]) LELERBATETTD
5B Déﬁiﬁg;;¢5 +H+ & D] ARG DN AL L2 2L

— AR TRTL EAETas i v
RNT IR B E =5 HrE+OH BhE D BE T DR %L
2) REMHER

(BN

WEMET LV —PEER (AN 258 L LEEMRGHRRICBWC ®AX Y 7 T VR B 27 L (WF)
200 g/H (43 1) TRAGAL., ERIZIELCT100png/H (43 1) X400 g/H (43 1) (EEIEBAEAREE L,
K 24 L LI2BRD 4 BFER A 2 7RO BB 2 TIRICR Lic, HGHMA2BL T, 2RIIE5HET.
BN SRR OUENR B b, FRMEGHEG CREICRAT 208 E RS, HDER, KPSk L
FREO LT, BEHEHICEOTH BIFRAEEN RSN,

XL LoBRIE, B, B, BNF 3 EROBES+++:3, ++:2. +:1, —:0lcxa7{bLTAEH L
Aay

12

10

NuUN
o

0] 28 48 88 12:& 16:5 20:& 24:5
(n=98) (n=98) (N=97) (n=95) (n=93) (n=90) (n=87) (n=85)

15 1R GA)

FANL A LS. E. &R T,
B RUOBREHRICETZ4RERRT

1) ABIOR NI L TEBEN T FAELKOHEE., @, R, SR 2EEST-> 1 A 1 RS
Té(%%5//77/ﬁW$/MIXTWELT1ENM@LJT%éo

(N

/NR TR R 0 # 5-R

3kl b 15 R LA T O T LV X — &k (UNR) Zxig e Lo B GRRICIHS VT, 3~11 o BRIk

LT, EAZY T T HNRBET ATV (MF) 50 g 245 @IS 18T > 1 H 1A, 12~15 DRI

KU TIEL, MF 50 ug & @ 289> 1 H 1, §IC 12 8RS LRFoRIER (BRK @ﬁm@mwm@
16
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V. BEICEHT 5IEH

BR<) 1 MF BET 6.3% (5/80 i) IZFB® BTz, MF BET, S OFBEILENED > T-BHWEAIL & H1m] 3. 8% (3/80
Bil) Thoto, WWT, NEAEARIBUE], MREXR), TREE] T 1.3% (1/80 #) Th-o7z, W
NOREWER &R IR E I EE CEEOER I/ R LRRICHBEE 2 2 F8 T o T,

B RAEME ORITERIE, 20.0% (16/80 f) IZ@RD HiLl, FHRBOE D - L EEREME O BIERIX M = v
VB 18.8% (15/80 ) M OMREM L. 3% (1/80 ) TH V., FEEFWIN GEE T, BK LR CRiE L
RLERIT o T, RENEGR G CRAICHRET 2 A ERSL, BENER, KL L1580 on 3, BRI
HIZBW T R BN R S,

ks, TiH 2V F Y — Wb ) 234 Lz 16 BIC, BB HEERIE T SO R RE AR 4 & 7n 3 RE AR IR 0% O Al
B &R AIERITRD bR -7z Y,

(5) BE - mEARER
R AZEEET L PR

HEEN D BEEOFHMET LI —MRROMAE G & LT BIEA{L T T & A xR E G RIAT R g
HERIZBWT, BFAZ VT T HIVR VBET AT VKM R (Nasonex®) 100 g 1 H 1[E, [ 200 g 1 H
L, _RyuAxyooraFd oA (BDP) AEREIKENT TR E il Lz, ERISTEML L7z &
FERA 2T R ORRRER A 27 BRIl & BT L D 270K L IR G O 2R 723 ClE, A XY 7
T HANR BT AT (MF) 100 g/ B [7 200 u g/ H RO BDP ORRIZFRFETHY , $1IZEAETITD
FRR T 7R LY bERITEN T, B E LT, MF 200 1 g 1E, &b HIFOFAMRE TR 100w g &V #E
R AEEZET RV, SRR RBIEEZ R Uiz, 1BEE TIRICE W TEIE XIS REREERR O bk
BEDEIRIL, TI RN AN TH-7T-DITH LT, MF 100 g/ H T 77%. [7 200 2 g/ H T 79%, BDP T 74%T
Hote, MF & BDP OERMEIZFRERICEG TH o727,

) ARRNOENICKT L TERINTWD FELOHEZ., THEE., AR, FREC2E8ET > 1 8 1R
5425 (FAXYS T3 ANR R AT AL LTI H20ug).] Thd,

(OF=-3:0l:de

D ERABERE (—REARERE. BEEARERE. FARBLERAT). HERFTERT —2~A—XHE. &&

IRSEERERRABRONE

Y L

C =

OFEEARERE (BRHERICET 2H#E)

TRy 7 AERHE 50 g O HIERET (BN 24 @) IS8T 2 LR AN TR T 5720,
H gL Bk G 5 AU L A A EGEGRA ©. REOERERS 407 fiFk O 3, 721 BHIORER] & INE LT,
LANEFAN R GAER] 2, 880 BilH 43 45l (1.5%) |2 44 rORWERAR S b, EREWEMIL, Sk O
AP 0. 21% (6 1 6 1F) . 7 L LX —PERERES 0. 17% (5515 #F) . DWENRSESRS 0. 10% (3 {5 3 ), WAEH
%, |, BIREOCLEREORIES 0.07% Q2 #) THy, \EERRBERIIED LR -T2,
BRMERRATRESRIEG] 2, 482 D 5 B, HEARREEZRV- 2, 411 ok (k). TZEHYE] RO Kk
| OFEIE) X, 88.1% (2,124 ) THo7=,

Al

{

OFFEM HRRGRE CNRICBET 234)
16 R O/NET LA —MERRBEEHRITT Y Ry 7 A EIR 50 u g OFEMAEET (B 24 @
ML) I2BF 2 2R ORI AR T 5720, Faikdi i AU X 268 ApiEia <. 2EOERE
87 Mgk 7> & 403 il DRE I 2 INHE L7z,
LA VERTR R OS] 338 4 10 41 (3. 0%) \ZRIVEFA 23586 BTz, WaRIE, APERISIEZ 0. 89% (3 i 3 {4) |
548 0.59% (26 2 ), MUFZAK, BlsmiEdk, mm, smPH, SMEATER OAFREA 0.30% (1 4 1 {4)
ThY . BEELZBERIIED DN o7,
BN R GIER] 321 B0 9 b, HIERREEZ RN 307 Btk (M4%k), [FHEHKE KO T
DOEIE) X, 83.7% (257 #) TH oz,

) ERBEME LTERFPENOABRRERE L -AE - HBROBE
BERSAR
17



AERICEYT SRR

(1) =D ith
(RN
FI Ry T AR 0 g

DOAGBEFE TOBENET L X —

BEIXTROBY THD 07,

& ERERKRHABROME<HEA>

PEEAREE (N 265 & L7 ENRRABR O

. . EREEIZRBIT S
HE A &
e fi53 e [HssfrgsE) DLEOES (%)
100ug/B (1B 1E&SKEC 1 52.0
200 g/H (1 B 1[04 &R 2 E7E) 81.1
MM = 400 g/F (1 B 1[4 BIEC 4 ¥5) 83.5
2 14 el
REAHR Y I 200 g/H (1 B 2 [EI% &P 1 HEE) 81.3
400 g/H (1 B 2 [A]4% &R 2 & 7E) 84.0
75 R 40. 3
200 1H1 7|0 2 NS 78.3
gk 9 0 % X 1 I pweg/B (1 1[4 & 7%
77N 31.3
EM%RERBRD | 24 WA UTTIEE | 2000 /B (1 B 1 E& &K 21E%) | 91.8
T wiElk 5 E
1) RBIORNIIK L TEBENTWAD AELKOHENE., @, R, SR 2EEST-> 1 A 1 kS

T3 (BAEZS T TUANR B AT NELTLIH200ug),] THD,

o)

TRy 7 AT REIR 50 u g DK

BWEIX FROMBY THD Y,

RFE COBEMET LLF—

& ERNBREROBMEPDE>

PEGRBE (1)

R) Zxig & Lz EWNERRRERD

Vs FTA HRF 3 &5 & SRBA G
TR T TUANR BT AT (WF) B | 4 BAERA 27" EHE YR s
511k : 1001 ¢/ H NF B (44) 3.6 + 0.2
(1 B 1 [E& ST 1) N m
e o > VFBE (5~11 3%) 3.8 + 0.2
/NS IR DX 12~15 7% : 200 1 g/ H
77 e AR xR P (1 | 1 [E% Bz 2 55 MF B (12~15 7%) 3.2 £ 0.3
s 5) -
PR T REE (2) 5.7 + 0.2
7T R
07# ﬁ 7T R ~1151%) 5.4 = 0.3
77 R
772 AR (12~15 %) 6.2 £ 0.5
4 BIER R a7 SRR AR
B HBAMGHE £ 7.040.2
S T 3~111% : 100 g/AT 5 28t% :3.9%+0.3
N ~ 2y +
R ETE S (1 1A S 1 W) %‘"5“{% e
o SRR =Nl 12~157% : 200 u g/ A ' B 8t : 2.120.3
B 2.6+
(1 B 1A% BEC 2 5% #5120t 0 2.640.3
5 16 Wtk : 2.0+0.2
BehH 20 % 1 1.8£0.2
Beh5 24 8% £ 2.0+0.2
T WIERE S &

%14 BER A T OPERME (BT LAX—BENA R4 (2009) —HHkZE]

(rv. 5.

A1) BRWERGERER] DOEZMR)
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VI. ENEE(CEHI SHEB

VI. EMEEICHAY SRR

1. EEZHICEEHSLEYRIIILEYE

IR AT R A

— W4 S Ry ay FXFAEZY L NIT LAY vy REAE L RyarBZS e TNFHY

V. TTFYV=R, YL Y=R %
HE  EEDH LS DORIEE

2. FEBER

(1) YEFRERLL - 1ERRF
VEFIRRAL - Sk
TR

FRREDL, BHOBEBFBRLELZRS LI L.

FRALS T T UHINRKR BT AT I T LAV —ER R ORIEER 2689 %, SERN#REICEY 7L
—MERRET B CEESIERIMAEER 2R L=, B hO~JL—T (Th) a5 DA X —a A %

V-4 (IL-4) K ONIL-5 FEZAE (Th2 MfaooiGt b)) Z4mml L7z 9 (in vitro),.
5

2D IgE BN 1gGl HFUAEAZIHI L= (in vivo),

TE®=Y (in vitro),
T LILF—

PEERIT BRI D [ 7 LA — KIS fE D 7 L —

SPERNEE ST L BREEE~ v
(2. T v MFRREROEIER 712 & D iEEREZ K

PERIETRE TH Y | AKERMEEIT (BR) |

FEVEMEREMED S LB KRTCERAN 3 M THD L ENTWD, ZORIEMFIC OV T, FUR (T L7 YY)

KR D BRI AL T 50 (EIER) R OWUROFIRTRIC L 5 KRR OFERTE GIRM) 125

Ehs (FR) Y.

FLnE
— > il SR
— s
-> BEOAE - Bt IL-1, 116

TNFa @

IL 12
Thoﬂﬂi
Thi ms
IFN-y tm

FLNFY

gtk
- > )4
= Z - @ ThoMts
R @4
s ®
L e GM-CSF

TNF-a, IL4,
IL-5, LTB4, PAF

Ex432®
ofaryz> ®
AfaryI>
v
®,@
SFERER, FIREIR,
aq43p U.T.’/@
v
BB ERS
TKEEEMI (MR) MHDAERER (MEA)
{Lra
PR TEER AR (MBR)
I
FERmEHE
7 LILE¥—

19

meEE

R4

FCREEA

@ FESRHE S O 1L-1. 1L-6 KO TNF-o FEAE

& Y
@ Th2 i~ 5y {t % il 1
@ Th2 i 5 0 TL-4, TL-5 FEAEZ ] 111
@ TgE ik pE/E 2 ]

OFFEFRE AL IV HHE O A2 Y =2
(LTC4, LTD4, LTE4) PEAEZi) 1617

© AFBREROEAFRER 2 ] (7 A b — 2 RFFE) 0
@ GFBRER O EMH] 2
® AHfIEERN D D v A 3 N Y = U pEA ]

GM-CSF : JERIER - ~ 2/ u 7 7y —Y an =—jfilJA T
(granulocyte—-macrophage colony

stimulating factor)

RANTES : regulated upon activation normal T

expressed, and presumably secreted.

TARC : thymus and activation-regulated chemokine.

HELORKEBFERVEAZYVISUVALRVEBIRTFILOERSE (D~®)



VI. ENEE(CEHI SHEB

FRAES T ITUHNRUBET ATV (WF) Tt v aanFa  ReREICs L CEEE R L. ZRIK
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Kl (3 RBRAFF D100 il 2 5] 2 5T 52. 3 K50, 8pg/mL) T o7,
PLEXY AR OVNEOWFT AU TS MF % S 5 L0 G TIUIMRD TRWZ & AR S,

W) - ARNOEE SN MELOHAREE, <A@, AT, $alEc2BWET S 1A LS5 (8
ARSI TTUNNR BT AT VL LT H 2000 g), </NE>HHE, 12 BAWHO/NNITIE, FEPEC 1
WHET 1A LEHREETS (FAXS 7530 ANRUBEATALLE LT A 100ug), @H., 12 Mk
O/NRITIE, FREC 2 EETS 1B 1 BT (FAX YT T UAMNVRUEBEBZATALELT L H
200 g).] ThHbH,

ERiEERE
BRE I TV

FFigeEfE=EaE
RESIHTWARN
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VI ZEtERLOIEH)ICETHIER
(4) £JEREZEH T HE

RESIHTWARN

(5) 47
9.5 147
TEIR SUTIENRE LTV B ATREVE D & % 2ot I 369 L OB SN ERIE 4L BE 5 LUl S A B a0 H %
54528, MEIROBEIZL28HER (7 v b, vF) CREBEEARRESTNE 9,
[fizas ]
Ty NEO Y XOBRBEORETRINCEA X T T INVR B AT NV ERE LR BIZB T, T |k
(B R #e 5 - 300, 600, 1,200 g/kg) TiX, 600u g/kg LA ETHRIEOEFE (WH~1=7) BNHEdh, VX (8
H#5 @ 140, 700 XU 2,800 1 g/kg) TiX, 700 u g/kg LA LCTHRFE, WIUEDIIN, IRIROEFTE (0HRE) 1R

DB,
PhE Y | IR SUTHESR L C U2 ATRERED & % 4N 1RIAHE LD FARIED bt 2 LIEl 5 & HINT S N2 5810
HEHTH L.
(IVIL 5. (2) ik —RABEPTEIBIE ). (X, 2. () AAR/ARMMBY OHBM)
OFER
9.6 22LIR
O E ORI R ORISR DATAENE S B L, AL OMEREUIR I 2R 5 Z &,
[fikt]

RIE EOF MR ORI EOBRRMEEEZE L, HILOM UIT L2 MmETT 52 &,
(TVI. 5. Q)AH~OBATHE, [IX. 2. (5)AFFEFs MR OESHR)

(N IMNR%E

9.7/hR

9.7.1 RHIMIRET 2HA10E, FREORBOBELZ+H1TH> 2 &, £, HRAICH- > TE, HHEEZIE
L<HFEFT DL, RHMERT v A FAL g UATREMEITIR WA, RE AT 14 NEIZRICERIM., K&
BT 58I NRORERIELZ E T THENRH 5,

9.7.2 ENIZBWT, 3 mARTHOMIE, I, BrERL MR AERE R 255 & LRI ER L T

AN
[fizas ]
3mATM DL, AL, AN IR HARER 4R L LEENBRRBRIIEmIh TWRnZ L b, 7T
#H L7,
8) EnE
9.8 =EhE
BEORELZBE LN OHEEICEEGT L2 L, —BICAEBREMET LTV,
[fizas ]

— I S CTITAERBRENME T L TWD ZENEN I ENLRIE L, ST I 2R ET T, B D
REZBE LN oEEICRET 52 L,

R, TRy 7 AR 50 p g DGR E TOENERRHERZ I TREVERHE 561 1, 753 BT minE (65
Pl L) 23 BlEENTEY ., Sl K (OFRLIEERE) 5 1 FEOR 2 6 2 fEORIER RO b,

7. HEER

() HEESEZTDER
BEIN TV

Q) BRFE L ZTDER
BRE I TV
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I X&M(FERLOEEFICEHTHEER

8.

BlEH

1. ElER
KOBWERDR B 5N D Z LN 20T, BlEa +3IATV RENRD ONIGEI3R G2 P+ 27

Y RLE AT T &,

(D EXLEIER L HER

1.1 EXGEIER
N1 7F7453%5— (HEARH)

TFT 4 TR — (WRINEE, SEERL, WEMERE, CAMZEE) RHLDND I ERH D,

[fizas ]

AR OVNRIZIBIT DY Ry 7 AEEIR 50 u ¢ OERBRFE COENBRRRTIET 7 0 7 ¥ v —0®EIX
RO, FY Ry 7 ATE R 50 u g DUEAOTIIRE THE STV D,

IO, BEETOIATO, RN, SEE, M TERE, SRBEOERB S bbb BEITiE, KA
DEHEFIE L, WERAEETH Z L,

(2) £ DAL DEI1ER
11.2 20 thE|ERA
1~5%Kili NS A
B CASRESEORTE
I SRR GRS | 5 ARl (BN | R, P, < Lok, WIERS | RRREL, 5
SERRI | PR R, PR W, SRR
5 PR (R

pal)

I OF (S WA (RS, ., [k, _BAGE %%
I 2 TR, HRSE)

JFliee JFHgREREE . ALT LH® | AST LHP v UL
vy ER. AP LR, vavey L R
JHiIRT:3 Bk S IFERERIE S HERIES . [imER

WA AMmEREE S A ERSy R, ARimEk
NN o/ = S SIS - AP NNl NO/48) IR N
B U L oRERBD MR )

UNNEE-S

TR SR FIEp SN

iR IRE T, &
R, AP
PERERRAS BT

2 DA LT — L BARD | R BIN L5 oLy —L 5| sk

) NER O A ORERFER TR b ZEWER ; MOFRBBEE O & 5 BIERILT TR A DA
TRO LN,
[figan ]

TV H oy 7 AR 50 u g OB G OGN £ T O ENERKRRER TR0 b AL BIE X ORR R A B S 5 &
TRy 7 AT RRIE 50 p g D/NRIE IS O KRR £ T O ENERKRER TR0 b L BIHEM K ORG R M A 52 1 &
AW THEIL, FHE LT3 ERESh-FR el L, £, ERNERRBR TR bknotd
DO, WA THRE S, DOFHTEEMESLE L E 2 N DRIEMIC VTR, BEAH L L CRi# L7,
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I X&M(FERLOEEFICEHTHEER

SEIERRTEE—EX

N

TV FR oy 7 AR ERHE 50 u g DIRFRRE F TSN S A7z [N ERARRER T 2tEsa il S ue 1, 763 il 127 Bl
BITERIZSRED Div, E£7o, 137 FlICHRRMRAIE O RE L8580 b, 738, 1, 753 FlH 230 ] T LEAEN R
BEFEf L, DO THIBEETH 7D, RENERE & W SIERNIZ R > 7,

RIVEF K OV R AR A il S 7 28 8)

L ENVERTHI R GBI

1, 753 43

AITERZES B (%)

127 511 (7. 2%)

B AR A B S S BN R BB E (%)

137 % (7. 8%)

) \ %8| ) \ %5 ) \ %5,
BIVER OfEE . % BIER OFiE [ % BIVER O [ %
IEE [Ehikze:EA 12 | 0.7 R 7 0.4
HRLEORS | 3 | o2 | |amsmsy 9 |05 | [aaFy—nmp* 6 | 0.6
e 1 BR G 1 9 0.5 Bk 2 0.1
SRR (R, & 2 FERK, 0 | 93 /s 3 0.2 ZTY 1 0.1
LR, TERR, REAE) iRk 3 |02 | |m@Emm 1| o1
aatll] 16 | 0.9 | [wpmsg 5 o2 | [mmwe R
HHREBE" T30 [Hywats 3 o2 | [wwEn R
WRTE i 4102 | [yywap 2 |01 S LAT H— D ER
SLed 402 | stk s o o1 ] [emawmy R
ks 3 1021 [AehzVy D 2 | 0.1
iR 3 0.2 ~NES T LD 2 | o1
RIEEDN 2 |01 T
—— R L |01 1 KR LR I
FEEONS A 2 0.1 TR 1 0.1
BB e o1 | rimows T Toq 250 1
HIPEE PR 25 MR T |01 *2ORBH T =
WS IR, RIS, PER RS R W SRR 1, 032 41
RO, SRE) | L6 :
= e =Nl 1 | o1
FRER 6 0.3 T
H ME AR
A 5 0.3 e 2 o7
Ik Js N .
Rk ! 0.1 BRI 3 0.2
clal ! 0.1 HEN 2 0.1
Ny r'-»B .
Pﬂ T L |01 R 2 | 0.1
Diﬁ ! 0.1 ENI 1 |01
i BR 1 0.1 P, . o1
Lapr) 1 0.1 e
- S Ui B0 - M@ 2 0.1
[ o =2 18 1.0 R 5 o1
ALT (GPT) k& 8 0.5 m
AP BT (UL O e Y
yA=R ) NG 5 0.3 Ty ! 01
AST (GOT) 5. 4 102 e—— o1
R 3 0.2 ol
v -GTP L5 — 1| o1 EER = Tos
— i LTS LR 0 | 1o
U BRI 18 1.0 BN E5 5 0
I B 16 | 0.9
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VI 2&4 (EALDIESF) ICBEYHER

CINR)
TRy 7 AR 50 u g O7KGRIFE TS S 7 [E N ERR R T2 MEASREH & 7z 300 Bl 8 FlICEIME
MDD B, E£7o, 19 BUSERRRANLO LB 80 b,
/NROGBEIET LbF—PER g (37 LE 10 Bkl &5 & LIoipsh 3 IR R SR "I\ T, A2 Y v
TIUANRABT AT MF) 100 g/H (431) HDHNNITTERE LEMKE Lz, 1BFE 1ERTTERE
LT WP IC X 2 A BERREARITIRD Sienotz, £, a2 brbErgE 30 HNOLDT =200
L AR T — TR —FIE R (=T —) ~OFREREBITBD Shrinoiz,

FIEP QO &Y FE N )
22 VERTA R G 1% 300 {51
RIVERIFEBLBIE (%) 8 il (2. 7%)
Rl A I A Al S AN B R LB (%) 19 1 (6. 3%)
AIE A O FEE FEHELBIEK %

SlvE

SRR CRPREE, AIBk, RM) 5 1.7

S I 3 1.0
1 22 OV IR 2

ERES TS 1 0.3
JiFA

ALT (GPT) L& 1 0.3

AST (GOT) E&- 2 0.7
1R

[IIRAN 7805 2 1 0.3

~< s Uy MRS 2 0.7

~NES B E U 2 0.7

PR i Bk 2 0.7
Z DA

HHERK 1 0.3

)T — g 15 18.8

* XIGEL : fH =L T — VIR ERRE SRR 80 1)
M = Vv F > — Vi) OREITTRTRETHY | RIS T X
AIFEFERE R 22 2 /R 2 RO I8 bR~ Tz,
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. REMERLOEESH) ICEISER

SR ERAREREICE T LRIERARTHEE—&

(RN
FIVRVIRRABEOpg OBFEEABERE (REMERICEATIRE) IHT2EEAERERKE—&
R (R E R AR 1 A 2
A (22 MR e SR 4) Bz aTe) L EE TS T LRtk
2, 880 1,412 1,467
RIE M DFEBUE B4 43 27 16
RIE M DI BUE B (%) 1.49 1.91 1. 09
BIVEF O FEXE FEBIRR OYERIZR (%) | JEGIECL OSEBIZR %) | JEFIEZ OVERFIZE (%)
FEYIE B K OV AR HUE 3 (0.10) 2 (0. 14) 1 (0.07)
WHEH 2 2 (0. 07) 2 (0.14) — -
Il R e g% 1 (0. 03) — — 1 (0. 07)
PR R PR 4 (0.14) = = 4 (0. 27)
FEED E 1 (0.03) — — 1 (0. 07)
GH 1 (0.03) — - 1 0.07)
LT SRR 1 (0.03) — — 1 (0.07)
fER 1 (0. 03) — — 1 (0. 07)
ARpE 5 (0.17) 2 (0. 14) 3 (0. 20)
T LL ¥ — RS IR 5 0.17) 2 (0.14) 3 (0. 20)
H L OSkigREE 1 (0. 03) 1 (0.07) = =
A =T — LI 1 (0. 03) 1 (0.07) — -
MR, BasRds K OMithR MRS 26 (0. 90) 18 (1.27) 8 (0. 55)
M 5 1 (0.03) 1 (0.07) - —
UALo 1 (0. 03) — — 1 (0. 07)
S fifn, 6 (0. 21) 3 (0. 21) 3 (0. 20)
SRRz 2 (0.07) 1 (0.07) 1 (0.07)
v 2 0.07) 1 (0.07) 1 0.07)
RGEDRNE 2 (0. 07) 1 (0.07) 1 (0. 07)
B 1 (0. 03) 1 (0.07) — -
SR AR R 6 (0. 21) 6 (0. 42) - -
m YRR N 1 (0.03) 1 (0.07) - -
1 e e 3 (0. 10) 2 (0. 14) 1 (0.07)
T AR Y AR R R 1 (0.03) 1 (0.07) - -
S 1 (0.03) 1 (0. 07) = =
A N A e 1 (0.03) 1 (0.07) — -
JHFREE SRR 1 (0.03) 1 (0. 07) = =
JRgRE L 1 (0.03) 1 (0. 07) — —
FEIE R X OB TR kb 2 (0.07) 2 (0.14) = =
%05 1 (0.03) 1 (0.07) - —
i B2 1 (0.03) 1 (0.07) - —
—f% - RHFEER L O G OREE 1 (0.03) 1 (0. 07) = =
F 8 1 (0.03) 1 (0.07) — -
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VI 2&4 (EALDIESF) ICBEYHER

N
FIVRYI R HEROug DFEFERABERE (MR I2BTSRIERRERKE—E
o WM it
T LV — R T LIV — R 8

TREEGIEL (VLR SUE B 4R) 338 181 158

BIIVEFH 0> % B 511 25 10 5 5

IR 00 FEBUE 1 28 (%) 2. 96 2.76 3.18

BIVEH O FEE BIVE T OFEFE I BURE G155 K OVRE B3 (%)

JERYRER & 0% A4 E 6 (1.78) 3 (1. 66) 3 (1.91)
SMER e 3 (0. 89) 2 (1. 10) 1 (0. 64)
SHBE S 1 (0. 30) 1 (0. 55) 0 (0. 00)
S 2 (0.59) 0 (0. 00) 2 (1.27)
[RIENETS 1 (0. 30) 1 (0. 55) 0 (0. 00)

MG 2R, MOEREs X OMGERmm S 3 (0. 89) 1 (0. 55) 2 1.27)
S fHifi, 1 (0. 30) 0 (0. 00) 1 (0. 64)
b 1 (0. 30) 1 (0. 55) 0 (0. 00)
SRS 1 (0. 30) 0 (0. 00) 1 (0. 64)

—i% - BHEER O GEAOREE 1 (0. 30) 1 (0. 55) 0 (0. 00)

* PR 1 (0. 30) 1 (0. 55) 0 (0. 00)

SEMEE. GHHE. EEERUVUFHOAREERANOBIERREREE
- FeE ARG (ROMERICE T 534)
AN (15 RERT) - RAEMEMATHSYERNIL 76 Bl CTH V. 1 FUCRIWERANRD bz, BIERIE, RIREESR 14
Tholz,
EHRE (65 L ) - RV RIERIL 510 Bl TH v | BIEARBERIL 1.8% (9 #]) Thotz, BIEMIL.
S 363, RELEE BIF., DFPEESEANHUE, DEEEER, 7AE Y CHAERER AR AR, 1R PR
LBl 1T o,
WEpENT - HAEMEMRITHEUERIX 8 B TH V. BHWERITR O bhieoTz,
ERERERE S LTI SIEGNZ 5 B TH Y . BIERIZERD b s Tz,
JFHSRERE R« LM BIERIZ OBl TH Y . BWERITRD b zho T,

- FEE R G A NS DA

BHRERE L AT 28  ReMITESEIX 1 FITH Y . BERITRD bhihoT,
FHERG] « H5 02 24 BEL O L BT SIERIZ 81 I TH b . BIEMITERD b7z,

9. BRERBRERRICRITIHE

BRIE I LTV 20

10. BERE

ES TV

5
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14.1 EFIRFHOEE
BFIILIRM OB R OEASIEZE L, LLTOERAFEE2EET 2L,
- BIENEERCORMERT 52 &,
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- RENOPNEE RO ZZ2FTH 24TV (10 [FIFEE) | AR RICERICR D Z L 2R LERT L 2 &,
CEHFEN AT R ETEN RN L,
(]
AANTEEBIETH D720, HEOTHEZSEIC, BENEZERICOMERT 5 540# Lz,
T2, RROFMAITH LR L —R « I Aa—2AF M) o IHEEFE L TCRBY ., EHNCERZ LT
WCELIBDHMERD D= OFH LTz,
(MV. 2. (DAY (GRS OGEROEMA, [XI. 2. BEETER) OEBMH)
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BREZINTHRN
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X. JEEREREHER ICEI Y S IHE

X. JEERREAERICRE Y 215

1.

I ER

(1) EhFEEHER
[VI. $EZh3RMICEIAIEA | OESMH

(2) R e EEHER

£ —REERR O

. R, M, &5 BE& s
N IE N = 4 N ,(:33
ERH (ol PO | G (ng/ke) R
— R <7 A, 1 (n=10) KT 1100, 200, 500, 1,000 |1,000mg/kg T2 L
4
iﬁ?{’ﬁ)ﬂ . <A, [ (n=10) BT 100, 200, 500, 1,000 |1, 000mg/kg T stretching O
o (stretching 1™ %)
ig—a EHE TR (n=3) BT 100, 200, 500 500mg/kg THEA L
% s 100mg/kg LA _b TR (FrrefF 1 1338
~ et Ak =
£ R/ <A, 1 (n=10) BT | 100, 200, 500, 1,000 e
B R A ff“fﬁ 0=~ 1 e 100, 200, 500 | 500mg/kg © 1 BITEHHEDY
W 4 200mg/kg THLE, DERICEERL,
3 YAV .
:% Iﬁ D;%D;m AR, B (n=3~4) ey 2, 20, 200 20mg/kg #2503 i 1 HIC PR EH
* = RO LSS,
R oy M o) | T 100sX107 0 {5X107 (g/nl) CH RO R
H ; 5 5 < ==
| JHEERITE | Ty b i () | jgeagxggeees | 3X107 8XI107 (/L) THBERO
*;-g vitro BNkl
% : -5 -5 N -5 3
£ s e - _ in "y o 107, 3X10° K TN5X10° (g/mL) TH
THRRE H 2 Fv b, M (n=4) it 109~5X%10 T
A IR v, W (n=3) HelRN 3~10 10mg/kg T 5 UL s 2 ik
ERTan/A Z v b, HE (n=3) by 100, 200, 500 100mg/kg LA ETHOFNET
ES " - _ 200mg/kg LA L CIR BN D 7380 b
% Bk Fv b HE (n=4) A 200, 500 N, ZUTFo U BICITEER L
# e T Ml (n=4) A 100, 300 100mg/kg LA L CELR A BT
(166 7 2 1) v AR AN : ne/ks = =
PRV R L
pr. R N testosterone & 5-8E Tl 200mg/kg (f
4 ﬁg{‘;fgjﬁﬁa Sy b B =3 | KT 200, 500 FIBECL P 0 O E AL,
T_ji; N, 500mg/ kg fHIRETHED 5 O Y
L n, RE SN
3 N <A, W (n=10~ N T B
e SRR LR AR 14) A 200, 500 200mg/kg LA b C - E R
1E
H estradiol FIALEREIZEB W T 3,
EIRRNLE AR v, M (n=3) AN 3,10 10mg/kg $¢ 53 T = PIRIEFEA RO

bz,

*: R/, v A (Sle=ddY &), 4 X (B¥—2Z 1), T b (Sle-Wistar &), V¥ ¥ (BARAGH)

kk

wkx 0 AL (g/mL)
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. JEERPREAERICEI Y S IHE

= TEMEEARY
3 ), B/ HE .
ABRTE B 7Rl SRR RS
B Y () BRRSR
2SH1ER
WofRZEREVEA . HPA RINHIE | <o = MF, BDP O RRZEHEVE @ EDso B (FH %t J14i0)
JH. ASEHE NI EE 0. 1~3mg/kg MF : 1. 31mg/kg (1)
1LH1[E, 7HRM BDP : 0. 18mg/kg (7.28)
(&) HPA R4 7
MF : 1mg/kg UL F
BDP : 0. 3mg/kg LA I
R EEH N VE A
MF : 3mg/kg VA
BDP : Img/kg LA L
KM Y > NERICKT21E | £ELEY b MF 13.3~150mg/kg ME @Y 2 NERFUE T3 BDP &L 0 /)
H BDP 4.43~39.9mg/kg | So7-
HlE (#0)

MF:EXXY 7T H)VAR BT A5 )L, BDP :

Q) £ Db FEEHER
LR L

2. =HHHER

Ry RE) o Ta A B ATV

(1) e 54
LDy "+ LS 0> E e B
BT
pr | BT LN
<% — HERE>2, 000mg/kg | 3. 16me/L. 4 BSR4 UEHE CHET= 4
HE 462 k
Sk el > 4, 000mg/kg e A6zme/ke 3. 31mg/L. 4 BSR4 IRTE TR 5 b
Mt 469mg/kg
£ % — — 0. 12mg/L. 1 BRI A CHET 72 L
2) RiIEHREEMHAE

S k6 AR EEEERE (17~600 1 g/kg) TIE. 150 u g/kg UL CHREBAMINE], 600 1 g/kg THR/AEN
T SA, MEFME L 50 1 g/kg &M ST,

A X6 JN12 » HESEEGREB (10~200 1 g/kg) TiE, 200 u g/kg TIHLHE 2 /LT — /L DI J OV ACTH 4 5-
BOaNF Y=o EFIEH (6 » A MFESRBR T 60 g/kg LLE) . RIS ORI OB BRA LI, &5
1212 5 A GER Tl 20 1 g/kg Lh B TRk Y o AR O, 200 1 g/kg THLE, RiYiMo> HimEREL - U
VOSBRI, BIREERD . BIBRE - BIRY oSO ZER . SR OB LR SE# L - BT .
R DEK - (BRI OZEREATRO LTz, WREEIT 6 K12 5 H B sk 53R % 220 KTV 104 g/kg &4
Wr Stz

KER G FEI MR D RO ARG THRET SN0, WiInbho s/ rvaarFas REBEL THALNT
WANEIERANS PRINDZBDOTHY, EAF Y VT TV HNVRUVBRT AT VIZRA OFEEFT IR b
IRz,

Tl BT FROSE A X &AW RO F G UIRAFERERZ F M L7203, B0 bz fi i3 bk
BREMERNTZERA XY VT T HNR BT AT L OBERBC, AR ONEEYME AW iftho 7 vaan
Fad FOFERBRICBWNTHHBLTALNE LD THo7- 9,
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IX. JERGEREAER(ICBE 9 HIEH
Q) E=EMHER
M (RAIF 7 RAELOKRGE) 2HOEIGERRR, v A =— X2 XX —d@FKoOMi (CHL) Mz Huv
% invitrodt@IREERER. T v NMEREHREZ WS in vivo YR EEHER ., ~ U A/ PERBRITWL-TRE At
THY, TAZS VT TUHNRUBT AT IOVTEGEEEZG SRV EEZ N,

4) DA TR ER
MDI #4%] (chlorofluoro carbon #ZE T A7 YV — LBA]) ZHW-WAREICE Y, ~ 7 2R AFEMERR (19
~218u g/kg : 18~19 # A KOT v FBAFMHRER (4~46 1 g/kg : 22~24 » AM) ZFEME L=, & b3
DAY AT G /BT BRI A B RS OIS b h o7,

FhFE BhEE B G BeHRR AER
<R 19~218 1 g/kg 18~19 » AR A o
WEHFIICH B2 g O L
Z v b 4~46 u g/kg 22~24 » HH L LUPN
G) EEREFMAR
T UL TV X2 O TEFER R CAMEARERRZ EZE L=, Wb s vaarFa s BT
HALNDHLDTHH T,
MR (ug/ke)
. b Beh &
) FE BV FO F1
Wi " S (ug/kg)
— A5 MeIR AR
1 10
LR A USRI 53 | B F 1 3. 10 By 3 _
3 I 10
7 v b ) iy 1.2, 6, 30 1.2 30 1.2 1.2
Ne Y DZRE TE R 535k
R | 300, 600, 1,200 <300 1, 200 300 —
JEIPEM S OV FLI B -3 e 1, 3, 10 1 3 3 3
- & - BRI BT 2 iR pe | 140, 700, 2,800 140 140 140 -
BE IR D2 E T A3 53k Bk i34 40, 200, 1,000 40 200 40 —

7 v MEHRAT R ORI 5388 (X T) Tk, BEMICER~DOEEBIIHL LN >0, 3ug/kg LLET
KEBh W ARSI, 10 1 g/ke THEBMIZARTBEININH], IR - R IRIE TR OB, Je RIS B IHI A A B iz,
7 v MRROGEEMEGHER () TiE, 6 g/kg LA ETREMITAERINMSE, WBRIZERIE, HAER
WEEH (KT, 30 1 g/kg TREBMICIEATED . HIZE VLSRRGS 2 HALZ 28, MR IEIT A Bz o
2o 7 v MRIEOIFE AR 535 () Tix. 300 1 g/kg LA TREMIAREIINAH], 600 1 g/kg LA ET
e WRIZERERD K OFTE B~V =7"). 1,200 u g/kg THRIEIZECIEIER A B LTz,

TR - BRBEAICE T 5B (R A) TIL. 700 1 g/kg DL R TRIEM) O AEIININE], WREE. WARO N,
JRIROTERERE (OHME) ROBLBENR A STz, 2,800 ug/ke TIFEHFI THIPEXITWIIED I3 Ix B
Too REBEHBHRBICB W TH RN A LT,

7 v MEPER R ORAMKERE (B2 T) Tk, 3ue/kg BLETREMWICARIHINIG, 10 1 g/ke ToHribk I,
HUAE IR EE I 3 7 B vz,
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(6) BATHRIE R ER
FAXS T T UHNR BT ATV EEIR (0.05%) & HWT, A XIT 2.4mg/VE% 1 » HRBLSSE#HSE L,
TR I A Sy o 7z,

(N Do FH%ENE
PR M
~ A RKOENE Y R VT, PCA SIS, ASA JG. RRENERE SIS 72 12 X 0 Mt L72p3, S RMIEaa e
SN o7z, £, FAE Y M EAWTRERIESER OCRECRIEEEZRF L7e2, KET LAX—KRiE
RO BN T,
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et Fl:wAZY R 50ung T S6MEFEM Y Lan
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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

MER 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
(2022 42 12 A 14 H B

£ A FUR

2 f& 4 :Organon Pharma (UK) Limited

AR 72 44 :NASONEX® 50 micrograms/actuation Nasal Spray, Suspension
A - Bk 50 g (60 EIMEFE, 140 [BIVEEE

7
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4.1 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.

JE R O H &

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.
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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 Datal.
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)
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In another reproductive toxicity study, pregnant rats were dosed with mometasone furoate
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 4F 12 A 14 HEERCIRGEF IE)

A=A F U7 D45%8E : (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202142 H 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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KEWAICE | 5 WARNINGS AND PRECAUTIONS
(202246 1) | 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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KEWACE | 8 USE IN SPECIFIC 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

(2022 4F 12 A 14 A KA CIRFEHIR)
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JL[E D SPC 4.4 Special warnings and precautions for use
(2024 % 12 A | Effect on Growth in Paediatric Population
18 H)

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)

(2025 £ 11 A 18 HEM)
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