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= L) =

56 M M

b
o
P

<EFEBPBEH>

-MHTERT AL, BBE LR
#, BPHEE10EEEGL. BHFERIC
ot CEERBL TS BERLTHEEL,

- G50, ERTAHICEEF LR TLE
Sy,

- Ty FORLEVTEIT CIEEL
TLESLY,

!

- HERERET A TEEOEERLT.

FroTELTEY,

- HHBREET. RERICARTERT

RELTZEN.

EROEMBLEHBLETRAGVTL

&L, B HE CERYET,

®£

112 &% M



- RENCEY HIEE

(2) B %
TRy 7 ASE R 50 g 56 MFEM 1 1A (10g) X5
TRy 7 ACERE 0 g 112MEEM 1A (18g) X5

SLERE 5 AR BIVICARAEIC, BAETREE 5 ML REIR S R STV D,

Q) FlREE
A LR

) BHRDOME
o &R Tuvlrry RIzFrr, 2R
*rvs R TRELY

1. BRI L EME

A LR

12. Z0ih

EP ¥5*1 K OV USP 3% CHEiti L 7= A7 BRI @A Lz,
*] : EP : European Pharmacopoeia (BRNHEJE)7)
%2 : USP : United States Pharmacopoeia CKEIKFFF)

10



ARICETSEE

V. AEICEEd HIER

1. ShEEXITHR
| FLux—tas
[ ]
FEMET VAKX —ERBREE ZXG L LIBRRBII T TORWL 00, BFEET LA X —1E&R & FEET
LAF—MER T, FRPUROBZENES 5 H OOFEBUWEF K OYREBIZ OV TERAIOTEFNRICEET 513D
BEWNIRWEEZ LR, BEHET LAAX—MEERBRFICTBWTHBEET LU X —M &k B L REICA X
MR TEBLEEZONDZEND, HEIDRICONTIE [T LF—tEadk) &L,

2. EXIIHRIZEET HFE

BRE I LT 20

1)

3. RERUVAE

(M RERVRAEDMEER

6. AR UA=E
<BA>
W, AR, FEEC2EETS1H1ERETD (BEAX 773 IVAR U= AT /) LT1H
200Ltg)o
</INR
BE. 12 ﬁﬁk{ﬁﬁ@d\ TiE, B IEET S 1 A 1EHRETD (FAX ST T ANVE BT RAT
NELTL1H 100,ug)
WE. 12N Eo/NRICIE, FEEEIC2EFET S 1 B 1EHRETD (FALS T TUDNARANET AT
e L T1H20u g)o

(2) AZERUVRAEDHRERE - B
BIN)
HEELL B0 4 BUER A 2 788 4 fiLL B 16 UL ED B AR NGBENET UL X —PERREE 25510, AKFl0
A - AEZBRET A0, I BREE. AK 100ug/HS 1 BE, 200ug/B4y 1 BE, 400 g/ HAY 1 BE,
200 u g/ B4y 2 #E, 400 u g/ By 2 BEIC X DAL T 7 BRI HR B B MG A TRER He Bk 2 3206 L 7=,
BHPEZOWTIE, F— 1 ARGETHEG Lz 4 HERE (77 BREE, 100ue/HEE, 2000 g/ AR, 400 1 g/ H
B CITHEBEZRHECERRBO NN, 200ug/ AU ETIRHE-EILRD I EPRIESNT, /-, BA25 1
HEGROMZ R —MAETOFE L 1BE (200ug/HAr L BER N 4000 g/ HAY L BE) &3 2 B (2000 g/ HAY 2
TR N 400 g/ B4y 2 8E) ICBWTCRIEMARFI LI L 25, MAEIERI%E TH D LS,
BEMEIZOW T, HREDE Wm%ﬁ+#77ﬁfﬁ28%1%uyﬁ T 1#E;21.3%, 200 1 g/ H 53 1 #f;20. 3%,
400 ug/ B4y 18 ;20. 3%, 200 g/ By 2 8% ; 18. 7%, 400 ug/ B4y 2 ; 16. 0% TH -7z,
UL EDRERN G | HERHNE - %%12muya\1x12muya Y2 THDHEEZ LN, BEOFENEE
L., AEROHAEZ T, RAIKE, $REC2EET LA LERST D (EXAZY 7T 0N
TAT)LELTLIA200ug)] & L7,

MEELR (K Lo BfE, Byt B, BNZ K 12227 (08, +: 148, ++ 28, +++:35)
PHz., TNOOEFEEREH

(NG

16 LA LD B AR NGEFENET LV — Mg B 2 x5 & L AR RBRIZ R\ T, AHAI 100, 200 L UN400 g/ B D
7T RIIxT DA, 18 MU EOANEANT VAKX — R RBE G L LIZERRBRICR VT, ARHF 50,
100, 200 TN 800 u g/ HDT ZERIZKTHHIMENRTED v, AARAKTINEADONTIITENTS 2001 g/
HZEIEITH &2 HBRISHESHERENTWE, —F, 6~11 MOMNEAT L X—MaRBEREZGSHE L2E
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ARICETSEE

PRERBRICIBWT, AH| 25, 100, 200ug/BO7 ZERICHTHHEHENRO B, 100ng/AEZEHITH LT 5
%Jir‘“ﬁﬁ“ﬁﬁ?”énfb\é BANENEANDORNCE T 2ARHEIT 200ug/ATRILTHD Z END, BHA
NANRIZ I T DHEEER R &S DW T | SELA & FRRIS, 12 AR O/NETiE 1000 g/ B 12 L, Eo/NRT
biZOOMg/EITz!?)ZaJ:#IJLﬁL\ IO OHEE AW CENERRRER A FHE L7,

5 LA b 16 LA F O A AR ANBEMET LA X —ERRBIRZRIC, AFOFIER OLENERFT 57290, 5
~11 ORI T T B AR UIAAI 50 ng/H (1B 1 MEE) | 12~16 D BIRITIE T T B AR XITAM 50ug/H (1
] 2 i&5E) 1Z & D IIEAILY T & AR5t R BRI THE R stk & 520 L 72,

BIPEZONWTIE, 5~117% e 12~15 OWTNOFMBIZB VT Y, KO T F B RITKHT DB RGE S
i,

ﬁéﬁuomfﬁ\@W%%ﬁ%ﬁfﬁtﬁﬁ;&%\xﬂﬁzm Sdholz,
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/NREBTAR ' Z - 78 5 HR L 3R © © -
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© : FHmER O : ZEEE — : FERET D LM O SR &7,

(2) R PR R EEEABR

1) BE 5 R
BERER A BHE (n=6/T, i : 20~32 5%) (ZAHI 100~800 4 g & HELRAE 5 LR, WOk iICE
WTh, AR - ST, BAARTA, ATRGETRT. AU ERRE R, —RERREICR\  CARAIR 5T
EET 2L EZONDRHEFTRITALNT . KA 1 B 8004 g FTOHENRGICENTREFREAMIRIE S

= 1)
- o

1) ARNOR NI L AR SN TV D HER O, HEE, AT, S8 28EST > 1 B 1 [k
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2) RIEJREHER
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OEREEIZEBONTH, BRER - RATR., HEEORE, MasiRAg, @il - IHERRE, Sk iEmke
MAE, B BB A, — BRI BV TARAIEGICERT 5 L B2 oD BEFTRITA DT, A4 1
H 800 1 g/ A ¥ COMEHFIR G\ TR RERMEINFR SN Y,

1) ARNOR NI L AR SN TV D HEROHER, EE, AT, S8 2E8ET > 1 B 1 [k
59425 (FAXS T T UANRUBT ATV E LTI H200pg),] THDH,
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ARICETSEE

Q) AERGERFRFER

(A PN

BWEMET LAY —MaE (W) 238l LTARD I VET T8 RE 2 WG L. < LoB%E, @, &
PR RN Z O FROBEZ ZNEN 0~3 JIc2a7{blL, TNHLOARFHA=T (RKA=27IX12.8) %4 &
JERA 2T & LT, BERMER OB GR TROE(LREE TRIOR L, RAIZT 7R LB L TOFhokh
BETHLAEICENL TV (p<0.01) ¥,

® FIERRICETHRE 2ERXEPILED 4 BERRIT <HEA>

. B 5-REEE A& E

B ! (i) (i)
100 12 g/ H - 7.3 2.7
(1 H 1 B4 &E2 182 0.2 (0.3)
200 1 g/ H - 8.1 4.3
(1 H 1\ sl 2 8gR) (0.2) (0.3)
400 1 g/ H - 7.9 4.2
(1 H 1 [\45 sl 4 "85%) (0.2) (0.2)
200 1 g/ H - 7.3 ~4.0
(1 H 2 [\4 sl 1 8 5R) (0.2) (0.2)
400 1 g/ H s 7.7 4.1
(1 H 2 [\4 sl 2 187R) (0.2) (0.3)
75 R 77 7.6 LT
(0.2) (0.2)

1) AKFIORENITH L THERENTW A BEROHEZ, D@, A, FaEc2EmEST-> 1 3 1 RS
#é(%f&fy7?yﬁwﬁy@:z%wkbflBmm%njf&éo
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FEIMET VAKX —ERR RIS L LI ARERERR (BARR. 2E58ED

FHRIET LAAXF—MERO/NEEE 6~115%) ZxtRE LT, A&lo 3 ff&E (25, 100 LM 200ug/H, 1 H 1
[\, EIEAB (Ry A2 FaF o257 168ug/H, 1 H2E) ROT T vREZFAVNT, 28 HE#E
HETORBRIGER VLR Lz, ARBIL. —HER, EEAL, EREOT T ERBE LT, 5T
FhiShv, AROMEOFEFHHEE L, &5 8 H B OEMFMNIC L 2G5 SIERA 37 ORX—2F 1 inb OE{L
me L,

AHNL, WiTEIT o2 T _XCTOHE (25, 100 KN 200¢g/H) IZBWT, FEBFEMET L — &% OMEKL
WERDEFNZOWNWT, FTEREEB L TABICEWIIENRD b, AR 25ue/H (1 H 1)

B TIERFFICRE 4 B TR T LA —OBE & OSER ORI 1T 20813 — & Tl nr o 72, HE 200 u gl
H 1 [E#5 T, %FLEﬁ7vw¥%ﬁE*®r%%W’ﬁwr AFHI 100 gl H 1 [ElE-% EE 2520 RITEE
OoHNRMNoTe, LEED | 6~11mO/NRIZHE T AR O H &I, AH 100pg/BO 1 H1ERETHD &
fham Lz 2,

1) ARFIO/NRITH U TERRENTWD AELEOHEIL., @, 12 SARmo/NRIciE, £ 8K 1 EES-o 1
E1E&§#6(%x&7y7ﬁyﬁ»ﬁy@mXTw&Lf1H1mu@o@ L 12RBL B/ RICIX
BB 2EETHO LA LEEETS (FAXYS T30 AR B ATALE LTI H20ug).] Th
%,

13



V. aERICEISIER

(4) #REE AR ER

1) ARNEAREEAER
(N

BEET LA —MERREE (RN Zxtgd LT, AHKI1200ug/H
(43 2) HDHWNNIT TR E 2HMBEE Lz, TORE, 4 IR R a7 O®RERIELR OS5

JL (FP) 200 g/H

T REDZAL BRI ISV TAFI O FP IS 2 A MBREES e GEFIE~— 5 -0.9) 7

(D). IVFH v Fart B AT

£ FEMARARICHITIRE 2BARIEPILED 4 2FEKRKR A7 <HEA>
. BHATFREEE | 2 bR L
BIH ” () () R
AF 200 g/ H g 3 P
(1 B 1481z 2 g 143 (6 D (0'2) KKl vs KK 7 Z &R
) : : ZORMEERE GREEE
i) 2.3
FP200 1 g/ H _ .
(1 B 2 |4 B 1 g 149 8.3 3.7 95%CI : —3.1~-1.5
) (0.2) 0.2)
- 1 A vs FP
° S R : o 20 RHEEM GRRE
EKEN T TR 32 ©.3) ©.3) oo
. 8.4 -1.8 95%CT : —0. 7~0. 3
FP 77 &R 34 ©.3) . 4)
X OPRECEYIME, 95U AMSTEX R (95%CT) . IEUERRZ TR S aME R O 58t & AR L U230 8oiinG
BHEh,
NN

WEET LA —HERRESE UNMR) Z2xgl LT, AFI100ug/H (BG~115%) . AFI200ug/H (12~15 %) .
HAHNNITTERE 2 BWEEE L, ZORE, 4 S8IERA 27 ORI L OG- TRFOZLEIZB W TAR
KD T Z 2RI w9 B EEESHEES iz 9,

% NRENHETS b RABERARICHTS 4 EERZ 7
AT 3 5 n B R
5 2 % T 1RO o
A { R A T B | A
5~117%% : 100ug/H (R sE) (GRS ME)
(1 B 1[4 18 | 220 — -
2EE | p15 200 g/ B4 LR
EHUERE | (1|1 e e 2 g 7.5 —3.9 2.1
(0.1) (0.2)
70?'127‘}:% 7.6 —1.9 95%CI ;. —2.6~—1.5
75 1R 13 0. 2) ©.2)
) PR, 9% E AR (95%CT) . FEHEFE LT G AiiE, ¢ 5RE N OERE (5~11 A%, 12~15 #%)

ZER L LIS bR S hT,

o

¥4 BIEIR A a7 OHERME (BT LLF—BIETA KT A2 (2009) — k]

pRayicy +++ ++ + —
SIEIR (3 ) @2 ) (1) (0 #)
BT D ++ &+ DI "
< Lo BFsE G|
¥ (A&E LTIRIZ (A%E LTIAIC e . L
(1 A OFEERED) LESLE) 6~ 10[0) (A% & LCLAIC1~5[E)
(LHO = 5 S UL F) T | (H&ZELLTLHIC| (B&ELTIHICI~5E) L
- s Bt adds | 610D LELERBTETTD
ShPA Dﬁfg;gg;% T &+ O] SEAN D DAL | L
e S BBl A B o e VAR
BN DT I E =T HE+OH bEVAE-FBR | P
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ARICETSEE

2) REMHER
(R
AT LAF—ER (A 235l LB RIS T, ARAI12000g/H (O3 1) THLAL, ERIC
JELT100pg/H (43 1) ﬁ4muyﬁ(%1)mﬁﬁﬁﬁ%7 LU, R 24BMBEL LD 4 SIERA =
THEOIELEOHER 2 TRIR Uiz, 5 H A28 LT, 2hRITREHE T, Eniz 2R oSENRR’RD b
koitﬁ%@%&ﬁf%ﬁﬁ%ﬁ?éﬁ%?%\%%fﬁ\ﬁ%ﬁ%ﬁ&imb%ﬂfxﬁﬁﬁﬁu%wf%
B AR MR s,

L ULoB3fE, By, &, BNZF 9 EROBRELY+++ 3, ++:2, +: 1, —:0icxaT{kLTAEHLE

RAay
12 ¢
10
8 L
A
a6
77
4t
2 L
0 1 1
(0} 238 43" 8 128 16;5 20;& 2458
(n=98) (n=98) (n=97) (n=95) (n=93) (n=90) (n=87) (n=85)
BS A (A)
FAEIT BB LS. B 28T,
RHRERRBRIZB TS 4 8FERRAT
) AFNORANCH L THAR SN T A AELOHER., T, AR, FalEicesmEd o1 B 1 RS

T2 (FAZS T T UINRUBETATALELTIH200ue),] THD,

GN'

ANGY B1IREREEES Serav
3kLA B 15 LU F OBAEM T LA —ER (NR) 2358 & LR GHBRICBW T, 3~11 oA
KL T, AHFI 50 u g ZFRIEIC 1 EETS 1 B 11, 12~15 mOBIICx L Tid, AHI50 1 g 245 8H8EIC 2
WFET o 1 A 1AL §IC 12 WEEE Lo RIVER ERRAEOENER 2R <) 1EARFIFET 6. 3% (5/80 4i)
WD BTz, AFIFE T, ROBEEERE - ZEWERIL ftim) 3. 8% (3/80 ffl) Th oz, kT, A
EATAINMER ) . TRE e, TR T 1.3% (1/80 ) THhotz, WINORIVER ©FEE IR E X
FEECTEEORRIR L, WK EFHCRBEE 25 HRIT R0 o7,
ERRREMEORIERIE, 20.0% (16/80 f5) 158 ® biz, LD ED - ZBRRREMBOSER XM =2 v
T — L 18, 8% (15/80 i) ROMIREE L. 3% (1/80 ) TH Y, BREIIWT I HERE T, ER BRI
LR DRG0 T, BIEGK G CRAICRELT 2 A EFES, BEBUEIR, KBS S35 7,
EHEEICBWTY BRI RARMEN R I,
2k, TH T — VD | & L 16 BT, BIBBEREIR T SUTRIBERE R 22 R~ B ARIER 2 Ofl
MR & 72 DIERITFRO Do T ¥,
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ARICETSEE

(5) &

(6) 8

B - RS

BN/ iMET VL — sk B

HEEN O EEOFFHMET LV —MERROBAE KRG L L BIER(E T T AR % H SR TR g
HERIZIB T, EAZ Y T T IR BT AT VKRGS (Nasonex®) 100ug 1 H 1[A], [A200ug 1 H
LE, _XrymrEyooraet oo 270 (BDP) KMEREIHEE T T 'R LIk Uiz, ERMATHME L 7-5
FER A 37 R OSRIER 2 277 [EAR & BFIC K DRI REE & IR O R RFHMITIX, EAZ YV
100w g/H, [A200ug/HEOBP OFRIZFAETHY, T/RIFEALETRTORETT I7ERLY LA EICE
TV, KL LT EAZ Y 200 1 g X, e b PIHI OFFAMRES CE 100 1 g XV SEFHIZR B B ZET 2208,

RRRERBEE R LTz, 1GFETIRIZEB W CHEIE TP RERYEGEDFR O b B OFEIE. 778X
MNBANTHST-DITH LT, TAZ Y 2 100 g/ H T 77%, [7 200 g/ H T 79%, BDP TT4%Th o7, TAXY
> & BDP OARMEZRRICEIFCThH -7,

) AFIORRNICK U TARB SN TS HEROHEZ, Bl AT, FaPEC2E8ET > 1 B 1B
5#6(%f&//77/wwm/&117wkbflEmm@%JT%éo

B Ao A

D) ERARERE (—REARERE. HEERARERAE. CARBELERRE) . RERTRT—IA—NE. i

RERBRABROAE
OFFE i kA (RIBEMICBT 2 A)

AR gu g U L A RGETRA . EE O EFER 407 izt 5 3, 721 FIOJER A INE Lz, ARAIR. K
FIOFEHEET (B2 24 8H) (B8 2 L& R AL ITET 271201 (To 7,

BRI R RAER] 2, 880 Hilth 43 1] (1. 5%) (2 44 FEDORIWEA R Hiviz, EREIWEAIL, R E SR
PR 0.21% (6 4116 1), 7 LV —MERERZ 0. 17% (5615 #F) . HIENRGEYE 0. 10% (3 613 {4) . WHIEAK, &
kg, BIRK O EREORIES 0.07% QA2 ) THhY ., EEZRBEMIZED LNRD o7,

BHIMERRAT R BIER] 2, 482 B 5 B, HIERREEZ R 2, 411 Bl kR (W), TFEHWFE KO Tdk#)
DEIE) 1%, 88.1% (2,124 ) ThH o7,

Qe R VNI DA

Hhge gk AU L B EGERAE T il@[%%%&%;ﬁ%4%@@ﬁ%%ﬂ%bt AHAIL, 16 5%
HRIO/PNRT L — PR BE 2RI GUCAROMAERT (BEMN 24 BELLE) 0BT 2 78R OE
PE AR B 72 0I12fT o 72,

L2 MEFTAT T E R 338 51 10 1] (3. 0%) ([ZRIMEF 3 ERD B iviz, WaRiT, AMERI&Es 0.89% (3 13 {4),
£450.59% (2612 4), BEgHZE, BlEbk, Slm, S, SRR ORIEA 0.30% (161114 Th
D, BEEREWEA mb%n@#oto

B IESERTRERIER] 321 B 5 6 HIEARREZ R 307 flodrER (MK, TEHKE) RO [kiE)] 0HF
A) 1E. 83.7% (257 fil) Th o1z,

DEBEBELTERTFEOABEEREL-HE - HBROME

YL
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ARICETSEE

(7 ZDith
IN)
ARENOAGEIFE TCOBEMET LAX—HEREH (RN 255 & LZENBRRBROMEITEROLEBY T
3?) 6 3,5, 7)o
* ENERABOME<RA>
. 3 R UEE BT D
By SRR =4
e F Bl s ) DL ORI %)
100 g/H (1 H 1[A45 8 1) 52.0
200 g/H (1 B 1A% &1 2 %) 81.1
FHEH & 400 g/H (1 A 1 [A14%E1EIC 4 %) 83.5
2 W% ks
BB Y it LR 200 g/H (1 H 2 A4 B8 1 E5E) 81.3
400 ug/H (1 H 2 [FI45 BRI 2 55EE) 84.0
7SR 40. 3
72) =4
gt © 0 S L I 200 g/B (1 B 1[E45PEIC 2 MEFR) 78.3
VAN 31.3
EHEERERD | 24 BB UIF IR | 2000 g/B (1 B 1 EI%&EEC 2 wE) T 91.8
T e
1) RBIOENIIK L TERBEN T A AELKOHER, @, A, SR 2EZEdT-> 1 8 1 [ES

T (FEAX S TS HINVRUBEAT AL LT1IH200ug).,] Thd,

UINR)
ARBNOAGRIEE TOMEMET LA —MERREE OND) 235582 L LEZENBREROMEIITEOLEBY TH
%) b,8)o
& ERNEKRABROBMEINE>
R4 A 7 A B G & FRERRG R
N:ilfisa 4 BRERA a7 SEE SRR S
5~11 sk : 100 g/ H KAIRE (21K) 3.6 + 0.2
1 1 2z 1 SR
e (LR TR RIS e 11 2) 3.8 + 0.2
/NREETTAR 0 I 1T 12~15 7% : 200 u g/ H
7 Z AR R 1 (1 B 1 [\4 8LlEic 2 55 AKIEE (12~15 %) 3.2 = 0.3
s 2k 6) ) i
ol . 75w R (20K 5.7 + 0.2
7T R
PSR (511 B 4+ 0.
SR TR (5~117m%) 5.4 0.3
7T REE (12~15 %) 6.2 = 0.5
4 BIERA a7 SEEE SRR
B 5-BHAARE : 7.0£0.2
112 : 100 g/H 1 PEH 2 W% :3.9+0.3
SHE 4 . +
INGES o MBI | (1B 1 E4 R 1) &§4@f'&ﬁf3
R SRIY | ER 12~15 # : 200 g/ B ' Sl LT
(1B 1 4 BEC 2 55) BEH 12 W% :2.6%0.3
#E 16 %% :2.0+0.2
Beh 20 1% : 1.8%+0.2
¥E 24 W% 0 2.0%0.2
T Flelk 5 &

* 4 BIEIRA a7 OHEHREE [T L L —
(4)1) HRWERGERBR] DOEBMR)

(rv. 5.

IR A
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VI. EEE(CEI HEE

VI. ExhEE(ICEH 3 5I1EH

1. ZEZPMICEEHDILEHRITILEHME

BRI A7 1A K

— L L R=Yay, FEHRAEZY L NIT AV I ay, REAEZS L Ry iz TNFHY

V., TTFYV=R, I LY=FK %
HE  BED® 516G ONRE ST R T,

2. EIB/ER

(D) ¥E &ML - fERF
VEFIERAL = Sk
TR

RAOEBFIRLZZRT L L.

ERARY T T UANKR BT AT VI T VX EH R OIRIEER 2/ T 5, SEAREICED T LL
F—MERRET VB TEMRIERIMEEA 2R LTz, & FDO~LX—=T (Th) ML bDA X —a A%
V-4 (IL-4) K OVTL-5 A (Th2 MR OIEMEL) 23 Lz 10 (in vitro), SBERNHEEHIC LY GEBIERE~ v

AD IgE BN 1gGl HiilpEAZIHI L= Y (in vivo), & HIT,

TEH~ (in vitro),

7 v MFREROEAER T X 5 EEREZ R

T LR PRI BRI D T BT VL —SURISHE D 7 LV R —MIIER B TH Y | AKEMERIT (5R) |
FAEMERIEMED < Lo B R OBMN 3 EMTH D L STV D, ZDOFIEHFIC OV T JUR (T L5 )
(X D IBAED RS D (EM) K OBUROFIREEIC K 5 SR OREEE GhRM) (200 THM

shad (FR) Y,

FLNGFY
°
—> AR SR
— a8
=P AROME - EE IL1, 1.6
5 )TNF-a ®

Tenrs @ \gesits

FE##BL
s @
GM-CSF
Ex53>®
OofapuI> ®
O a kYT
v
®.0
STERRR, $TIE IR,
O B
Ofakux ‘/
v
BB RIS BRURS
KEEMT (IGR) AAERARER (EA)
{L»a
SR EERR (M)

B

R

O BT S O IL-1, IL-6 K TNF-q FEAE
Z i 10

@ Th2 f~D Sk & 4miH] 1V
@ Th2 #aA 5 > IL-4, IL-5 PEA Z #1011 19
@ TgE HUiREEAL 2 4mifl 1V

OHFEFRL AL I VRO A 2 b =
(LTC4, LTD4, LTE4) FEA:% il o1

© AFEEEROEAFHERF A BN (7R b — 2 RFFE) 10
@ LBk O£ 2
USRS Da A = N Y = U PEA A ] 1

GM-CSF : JEhIER - v/ v 7 57—y au=—jflJgK 1
(granulocyte-macrophage colony

stimulating factor)

RANTES : regulated upon activation normal T

expressed, and presumably secreted.

TARC : thymus and activation—regulated chemokine.

B 7LUILE—HEROREMRFRVEALIY U ISUVALRVBIZATILOERASE (D~®)
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VI. EEE(CEI HEE

FEALZS T T UANRUBE AT (WF) Xk F v aolF o RZEERICH L TRIMEZ TR L, /K
IZHER ., BLFinEEEZHE TS (TR), TNOOERMEIZEAZ Y VT T DNVR BT AT V> T
NFH o TFavt ooz rn FP) >75FY=F BUD) DIETH-7=® (in vitro),

£ JIaa)lFaA FREEINENT DESTESE (/in vitro

W) ES AR ECso il (nM)
MF 3 0.0690. 021
FP 3 0.32 %0.04
TA 2 0.79
BUD 3 1.2 £0.6
DEX 3 4.8 *2.9

BABIIHEFIEMED ECso 8D SEIME T B +S. . 25T,
TA: NUT ALY /vy, DEX : THH A HZ v

ULEDFER, FAZ Y T T U ANR BT AT VTGRSR RN, T M, MR, A REER K O iR ER
ZEtefix OMICE E , BEEEODRMEONTHICOIMGER 2RI Z LIk, T LAF—PHRROK
FEEER Z IR T 2 & B2 b5,

(2) Eh = E AT+ DERERRAE
1) 7 LILF—H & 23M%11E A
DOERIzxT2ER (v . EFERNES)
REENRAE T » b OPUREIRIC L A H 5 SN ~O AR SOG (SokE M & BB TTHE I X 5 sEN A~
MAERE) Z2HEEL LSRRI LT, FAZY 7T IARUBEBEZ AT WF) I_Xsaxxyo7ar
F BT AT L (BDP) O 4. 1 (EOIENERZ /R L2 (in vivo),

(ug/mL) 1C (%] (O5HIZHIRA) R (95 EHIRR)
20 - MF 0.028 (0.012-0. 114) 4.13 (1.22-19.6)
BDP 0.116 (0.038-1.500) 1
.
% 1"5 %
A kk
& 10 4 T
E sk
*'r*
0.0

B 0001 0.01 0.1 0.001 0.01 01 (%)
MF BDP

BAEIT S, E. Rt (n=8),

[Cs MEIXENRAIATIEIC L0 AR I AT R SR K D EH LT,
%, dk 0 ZHEIN p<0.05 H TN p<0. 01 TIREESHBEECL L THEZEH Y
(Dunnett DL E LT,

B Sy r7ULALXF—HESRETIVICET S SERME BB FTENFER
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VI. EEE(CEHISHIER

QEEETHRULK LeARIGIZHT2ER (Sv k., BERNKRS)
FAZ T FUHNR BT (WF) X, RBEEET v FOPURERIC X2 S ETE (BF 5 K
KO LeBAUSIZH LT, ZAF Ay 7Tr et B X7V (FP) OFNZEIH 5. 0 fF KT 6. 9 fF Dl
VER AR L2 (in vivo),

ICso fil [%] (95%fEHEFR SN FAXF T (95%(5 HEFR SR
(/3048 MF 0.04 (0.01-0. 58) 5.01 (1.17-41.2) *
40 - FP 0.34 (0.06-337) 1
B 30 —L
& T *
X Hx
1T 20+ T *k
L T
10
0
WS 0001 001 01 0.001 0.01 01 (%)
(12) (13) (12) (12) (12) (12) (13)
MF FP
ICso fil [%] (95%fEHEFR IV FAXF A (95%(5 HEFR SR
([1/304) 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
*
2 i T
A 30 *% e
% 20+ T ok
-
10
0

WA 0001 001 01 0001 001 01 (%)
2 (13 (12 (12 (12 (12 (13

MF FP

FAEITEME S, B 23 GEINIC n $E R~ d),

TCso fEVE BRI LV . ARl AT R E RIS L D B Lz,
*, %k 0 FHERN p<0.05 KN p<0. 01 TIRMEREECH L THEEZEH Y
(Dunnett DL ELLEHRE) .

#:p<0.05 TFPREICHL L THEZD Y (95BERIC L 2 ),

FYMTFULF—HRERETILICE T 2RBETHRUL L o ARGINH EFH
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VI. EEE(CEI HEE

Q&EMHIcxT 2A (Tv . BIFRNES)
BEEIET v M bV DA Vo7 3—h (D) #mmEh Lzt ZORBICKTIERAZ VT T0h
NRUBET AT WF) OERZZLVTH Y v oraet o 27 (FP) LWl Lz, ZORE, miskH &
% 0.05% (ERARELA & [FIEEE) < TDI $eb-t% 4~6 REF O SBAZIIHI L7 2 (in vivo),

3.0 -

JERRAE
25 TR
MF 0.05%
20
FP 0.05%
=
g 15
[aW)
1.0 -
05
0.0 T T T T T

BEFSH 1 2 3 4 5 6 (R

B IIT M +S. E 27T (n=10~15),

%, %k 0 FRFERN p<0.05 KN p<0.01 CTIEHERHBEECH L THEZEDY
(Dunnett ML EHIRITE) .

#ft : p<0.01 CIHBMERIZLLL THEZH Y (Mann Whitney FE)

K Sy hr7UILEF—HERKETIVIZEIT 200 ER

@ERS I UFHEBBECKHTHER (Tv b, BFERNESE)
REENRIET v MIHURRWNEA XY VT TV VR UBRT ATV (WF) #EEE LI-thice 2% I U &6
THZ LI BEETH2ERE L, TOEMAFHNTHZ LICLY ., SaEEPELFHMO L7, ZOfRE. EY
B/ TH% 9 HBIZBWT, BWEHRBECITIERMEREL IR LT, B A ¥ I VR BRBUIEOTIHENZED b
Too BERAZY VT T UHNR VBT AT VT E AZ I UER BRI TLEER IR LR, T 2=T 3
v LA VR (CP) IEBIBIER 2R S e o 7o 2

(1l/30%3")
301 ws
T
2 204 .
& T
g 104 [
0
FERIE B MF005% CP 3mg/kg
HE B
(15) (13) (12) (13)

BAEIT BB +S. B 2R (FIMPIC n BE =7,
#: p<0.01 THEAERECEH L THEEZEH Y (L BB,
sk 1 p<0. 01 CIEESHIRBEICLL L THEEZEDL Y (Lt BT,

K S hrFLILE—HBERETIIZEITAERE I VEREBHEICHT B/EH
(7 BREIRE®RE. 8 AREKER)

21



VI. EEE(CEI HEE

) BFFRAEER (ROR, BEES)
HAMERIEET NV THLY U AT 1 b UMBERELEE O CRFTPIRIEER 2 Bat LR, XA Z V75
HIVR BT AT (MF) OHEHWERIZ N7 a A& o FuaF B 270 (BDP) OK 7.6 {Z58a0 > 7= 2 (in

vivo) .,
£ YORYOLVHEZREICETARAEER (7 BRRERFAER)
17 =38 g = EDs fiE ERS WAL Ha R B
(rg/mL) (%) %) (uwg/mL) | (95%{EHEFRS) (mg/10g 1AH)
VRIS R — 110+16 — — — 11.8+1.2
0.15 11617 —6+16 11.220. 49
0.5 49+8 56+8 7. 63" 12.020. 6
MF , 0.31
1.5 39+9* 65+8 (2.90—1.05) 11.8+1. 0
5 2346%** 7945 10.1%1.1
0.5 121+18 -10+16 11.4%+0.9
1.5 61+10% 45499 12.8+1.4
BDP 2.52 1
5 4748 5748 13.6*1.0
15 33109 ** 70+99 12.0+0.8

BT M ES. B 289 (n=10), a) : n=9

EDso fEVEENRHTIEIC K0 | st M A TR SR L0 B LTz,

*, xk 0 ZHEN p<0.05 LN p<0. 01 TP RREICHE L THEZSH Y (Dunnett OZELLERE)
#:p<0.05 CBOPHAICHL L THEZE®H Y (95%FHRIUC L 2 i),

NEMDEFHREE (Sv b, BERNERS)
@1 BEREEHORKE
REENEMET v FOPIURERICE 2 BB EITH (B2 93 AL LT, EAX Y VI ANAR VBT R
F MF) ETZAFHY oA o 270 (FP) 21 H 1EXIEZ1 H 2 ENCAEI LT 5 HREKE S
BELZBOMEWER 2R Lz, TOME, TAX Y VI T UVINRUVBBT AT VR NI VF Y T a e
AU AT VO BREEATENHEIERIZ L B 1 [E30E 2 B EE GO W O5E T b RIFRE O IHIE R & R

L= (in vivo),

(1/304%)
90-

80+
|

60

50' sk
40 &k

O

30 3% %%

20 L

10+
0

I IR 0.05 0.025 0.05 0025 (%)
181m 182 1H1M LH2[E

MF FP

SEES ol (5 HRKERS)
fEIXEE S, E. 277 (n=12),
*% 0 p<0.01 CTEBEXIRREICHE L THEEZD Y (Dunnett O L EEIKRE) ,

B Sy r7ULLF—HERETIVICEIT2RFBZTEHICRT HMGEERICE TS
1TE1EXET B2 ASEREOLE b BREIRERS)
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VI. EEE(CEI HEE

QREHRSHRTHOEADEGEME

B G5& TR OER O 2 BT 5720, SERIET v MOFFRERIC X 2 8F 2178 (8% 5K
EIREL LT, TAX S VT T UANRUBEEAT IV (WF) % 7 ARIE SRS LREOERA R O 55T
BOEROFRiMELZ &7 a7 x=F I~ LA Vgl (CP) LW LT, TORE. £AX Y 7T Hv
RUBZAT AR N 7 a7 =T 0~ b A VBRI TS S8 EITE 2406 U, = O1ERI3E 511
Wit LT, £ BA XY U7 T U ANVR B AT )V OIWER I KER 512 L 0 #8583 2B mn A 64,
ZOERMTHEG_RTHTBBEE TR L, —FH, e AX IV THD a7 =TI~ A VR
I HAETEA X0 IHIER SR L2 ® (in vivo),

21 27
14 D Y- 35
(F1/305) | dER
40
30
B
&\
X
7 20
i)
0 1 —o— AR (13)
= —e—MF 0.05%, fi8(12)
—A—CP 3mg/kg, & (13)
0 T T T
14 21 28 35 (H)

BT EHEES. E. 2T FEIIC n 0% 7R9),
k| osksk o FREN p<0.05 KN p<0. 01 CIREREEICH L THEEED Y
(Dunnett ML EHIKHTE) .,

YR ULF—HREXETIICETHRBETHICHT HEFENFER (7 BRRERS)

4) 2BMORATOA FERDHE
ROBE LR~ v A28 1T 2 MRRZEREE A TR T8 — T 2 — BB B BRI E A R OV B I i 4 A
WRNTENAE Y MZBTDREM Y o SEBAMEHORBUIIR I m A& 7o VBB AT VL0 EH
BEXE L P (in vivo),
(IX. 1. )Z2eMIEERE) OEBM)

(3) {E AR IREFE - FriuhsfE
LR L
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VI EMBREICEEY H1EH
VI. EMBEICET SHEE

1. MAREDHER

(M aR LA MpPIRE
A LR

Q)RR TR IN-OFRE
@%ﬁA%ﬁ(Eﬁk)m@i@WﬂSﬁ)K$ﬂ%4muyH(QZ)E(F%)XmSMuyE(%2)m(n
=6) 1 HER ARG L, METEAZ Y U 7T AR RT ZT )VIEEIL, 400ug/B (55 2) ¥ %5
FED 1 Bz THIER G- 30 43 f’*ET@%bﬁﬁ CEEAfE (57, 2pg/mL) 2ERD LA MIIE, TR TOH
B O &E RS CE R TRRER (<50pg/mL) Th-oiz 2,

TUAF—MEREAR GHEAN) ICERERIHE 2000 g) T 1 H1ERK 42 HHMEREERE LEROE
ABS T TG HNRTET AT AXIRIEERE TRRAR (3 RBRGF o~ 100 #iifh 2 #] 2 FERT 52.3 KO
50. 8pg/mL) T 7= 2,

PLEED | BRAROVNEDOWT IS T AH 2 fafk 5 LI EEO RS WIUIMmD TRWZ & AR ST,

) - AR OARBAER O &L, T<BA>BE., A, %EW 2%%¢0151@E5¢6(%%&/
VITURNRUBEEATIVE LT H200ng), </ME VL2 BRI/ NRIZIE, & MRS 1
@‘/)1 B 1EES5T5 (%%&//77/73/%‘/&IX7/V& LTC1H100u g) . 12 L B0/

RICIE BRI 2EET S LA LG5 (®FAX Y 7T VRV ATV E LT1IH200ng), |
Thb,

Q) &
DRI L

) BE - ftAROFE
DRI L

(1) fg#fr773%
A LR

(2) WULIRFE TE 31
MU ER e L

Q) HEXEETEH
MU ER L

DHIYTFTIUR
MU ER R L

B) N FBAE
MU ER L

(6) ZDth
MU ER R L
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VI RMBREICEETSHIER

3. BEHE(REaL—a )@

(1) fRT A%
MU ER e L

IS A -2 EHER
DRI L

4. RN

BT A X Y VT T ANR BT AT VEGRER E U CTRERA B OMEAN) ISR O#&S5 (0.99mg) X%
REHEG (0. 19mg) L72BEORFAGIREHEIZER (WK 2%) 1220 TEARNEE 5 (24.3%) L3252 &
12 &0 B L7 SR S RE ORI R TP B K 8% Th - 72 2,

5. 9%

(1) Mm% — A BE P @d
MU ER L

(2) % — R A2 EA P9 E @t
b RN TCORYER L
(%)
RIS HADT v b (n=3) IC"CHEFEAZ Y 7T HNAR BT ATV (K 0. 6mg/kg) % HIARE A5
L7285, FRIBRO Mk, WK OB 3 fld 1 FlCERATEER L UL OBEBEDN R & ey, fhod 2 FilCixd
NTOPER R TER FIRRM Ch o7z, IBIEOODIBE BB TIX, T X COEMY L OMIER S CER T IRA
WTHolz, BIROIECIXREM O & IFIEFE UL~V ORURREN TR Sl 2,
(IX. 2. (5)AmRAFMERER) OHESM)

Q) EA~DFITH

b M TOREERR L

(B3%E)

S 14 HEDT v b (0=3) IC"CHEREAZ Y V7T AR UBET ATV (#0. 6mg/kg) % HilAlRE O #%
B UT2 B8 AUCq-jon 12353 < RHARIAE D B FLi R ~DO B EBITHRIL 41% TH 572 Z & 2 B IIBATHE D R
Ehiz 0,

B, b MOHBRELEBOEAZ Y V75 VR T AT VIC L D EFREIIRD TR\ =D, T v
N CRD SN (FA XY T T AR BR AT VI OFLH ~OBAT BRI RIS
D EEB LN,
( TIX. 2. (6)AFHsAEREMRER] OEBM)

4) BER~DFITHE
MU ER L

(5) Z D DRI~ DFBITHE

b N TORYERR L

(%)

F v b (0=6/5) I YCHERREAZ Y VT T U BINR BT ATV (240 ug/ke) T mEERBEEE 30 4Tl
e OE, AR ORE ICEIREOSENTRD D, B CIiEb% 2 Bl /METIX 4 R, KB TIE 4
~24 ReICI Rl A 7R Lz, L7cddo T, @FENEEL%, SBICBAT L2, fhe IO T SEE s
fTLEBEZ DT, TOM, KESOMBRT, BURTERE I G% 2 XL 4 REEICREEZ R L, ff, Pl
J OVHRIR MR T LR ) i FE D U R SR DTz, e h-t4 120 W Tl FIRICE T O lkdRE (BamfEo 1/20
L) 2B bR, holFs ALl - Mk T Ny 7 75 07 v RIEEED 2 £ X 3Z % TRISET
ol
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VI EMBREICEET HIER

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

6.

(1) FCRHHER AL B UM BB E R

RFBHBOL - s OV NG
EMFIZ7 ey —2Z W2 in vitro i RER CIIAHE 22 CH R

AREACAR DS TR Stz 2,

WO B, AT 2EHOREmO 1 DL LT68

ﬂa\Q E: Invitro REMARICE 1T 50 BERMIT
BIsR L TLMVELY

EART IS AR
IRTFIL (MF)

SCH 47156
(68 KERIL MF)

H
gCH 54146 \
(21 GZ/KER1E MF) #

(BARVY)

[}

oH SCH 7499 OH
68 KBIEEAZY (146KERIEEAR YY) HO
o]
HOO 5 gy =

OH

v FEHRIZOAHRER

OH
68 +216KBRILEA 2 Y >
("C-MF R T]RE)

REHERR
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VI RMBREICEETSHIER

() RBICEST 2BR(CY PS OHTFHE, H5%
68 KEBLARDERIZEI 595 P450 4y TFEL LC. CYP3A4 OB RIB ST D 39,

Q) HEBEBNRDEERVZDEE
HY, #98%"

@) REMDOFEDERERVEEL., FHELE
Bk L

7. B

b MRS G LB o YRR I RRICEA o EhdEit©H 5 2,

TR PE OMEA, n=6) |2 HEGRE A XY 7 T U VR BT AT VIREBIRO 0. 19mg % HELRASEE L
TolE, e 51% 168 RF[H &£ T o RBE P BRI RITH 78% Th o 7o, [RIRFICZERI L 72 JR A~ Bk e gt 281X
R 2 TIH-72 %,

8. FIURKR—E2—IZEH9T H1EHR
MR L

9. BMEFICLDIBRER
gk L

10. RENDERZARILEE
LR L

1. Z0ith

AR
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WL REMEERLOEES)IETSEE
. &4 (ERLOEES) ICEY HEE

2. ERANBLTDER

2. B (ROBHEIZIFTRELABENI &)

2.1 Bt OFFAE L WEYE, 2FMOEEEDOBRE DEREZIHEIE L B8Th1H 5, ]

(e ]

BIBREAT oA RANT—MRANCTR A R RIEEA . S I ERIC XV RO I S, Afn
FURYL e P OBYEE B &S T AREMER H D, AFNTHARTH YV 2GR GORIBEEAT v A Rk Te
%&M¢iﬁbfﬁw%®® BRI PUEAIOFTE L 72 WIEGYERS R OB EIEZH 9 5 BE Tik, JERD
ELEGAICEGNRIRIRE - E2B8ZMRHL 00, 2O L9 REBFIZIIARFZ LG LN &

2. 2 RFNI DS U COREUE OBEEED & 5 B4

[fiEEas ]

MBI X2 — MR AR FIETH D,
FANCEBEENTWDRAICH L TRBIEZ R - L2 L 0bh 5 BE TIE, BOBBEUEZR - T fEmEn &0 &
EZoNDHOT, ZOX)RBEICIIAAEZEG LT L,

AENAIERRD DEA LV T T o HNVR VBT AT VKRN, IRIIAE LT, R ra=v ik
W, WY VI A_— R0, fimtELia—R s B Aia—2AF YA ZUEBY L pHHEHNEGE SHLTW

%,
(Tvir. 8. (1) EXRZREWEM & WIHIER] OESH)
(%)

zmoEif7I:wz%»Tw:—w%ﬁ@@ﬂﬂi@énrwko7::»I%w?w:—wﬁ$ﬁ®%%
T E T S0,

3. MENTHRICEET HIELENER

RESIHTWARN

BRE I LT 20

5. EELGERMIE L TDER

8. EELQEARMIE

8.1 5« WAMEBHE EAE S BB L7 e, AAOFRLG 2Pk L, @Y 2 0LE 21T 9

(gt ]

BIBBE AT v A AT AN B e IIIEAE ] SRl RIS K0 B RO RGP RE 2 KT s ¢ 5 2 &
#%\%K$ﬂ®&5ﬁ%T&é% WAMEERIZ 35\ C HFn SR e 72 E DRRYHE 2T 2 TRettn’ d 5, & - W
WEEHEBEAE DS FEBL LI B BT, AR OR G 2hik L, BWYRLEZITH 2 &
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VI R&MERLDTEFICEHIHER

8.2 2H AT A RHI& H#E UARRPEITRV Y, RBAT v A REIORGIZE Y 2E5EOER (7 vy
FEMERE, 7 v > v ZRER, B BCEASREIH], /NEOREERIE, BBEOK T, ANk, HNEEET)
MBI D AN H D, FRCEHFE, KEEGOLAIITEMMICREZITV., 2FHOERRIRD L
NI HEE T R L EZ1TH 2 &,

[fiEEas ]

HEHOWART oA FRIEES, SEaATaAf FABEEFEFHECEHEFRERNMRNEEZ LTS, L

ML, HEAT A FAICBOTHORHEOIEANRZ 2 A EEATETE RN b, MEHORAXT 0

A RANOEH EOEBEOTRICHE I EBAHRE LT,

8.3 BEMT LAF—AROBHE IO TRINCHEMT 256, EROUGEREN RS D & 5 Thiu,
AEIOWEIZHDE DD &,

(gt ]

ARNIRIBERBEATOA RRITHL Z &0 BEET LAFX —ERARBEICBWTARNZEHFER T 25613,

FER D BAFZRRRED R T2 & 9 ThivE, HEUIRELZEBEES L2 L,

8.4 AFIDE G H HULEIChT 2 5a 1, SPREEEO ST LICEET 52 L, |
[t

FADIBAEAET L L% IR 25 RIAA 2000 g/ B % 1 AERTES LISV BRI 3500 T vkt
S LT R SRS L 0 B & SIS LIS 2 D, SRRSO 56860 LR DILZIEER B
ot LA LARRS, —RENCES B ALLL) (270 BIERPNICEA 2 %L LT D BEFICKH LT
L BOBIIERE G BRI O L & EMIOICBIET 5 VBN BB = & bRE LTz,

8.5 ML DB BITH L Cid, iR EZ B X T, ZOEAINHIREA I L, JUR & OB 72 < 725 F T
5 EBREEL,

[z ]

[T LA —BIRTA KT A —BAEE R R & EIE—2009 4ERR (SGET5 6 D) ) V& 5B ICii# Lz,

BHA RTA Tl TEMIEOWIIHIEIEE LC, I35 2 APt A& I U 33FEmMEC TR B 7 i3ERk 084 LT

HHNTZ R TR L. E OMO IR TIIRB TR B O 1~2 BHERTZ O S5 E GO 5] (p.59), [HEY)

FIEOWEANC L0 | TEEIX RINCIRIR A BItA L, JERICIS U, BEOERRE 0 B /e 5 3551 & A& bd ¢

BRI HZLICLY, EHMREREIICBNTHRE2EWL S, HEAEEZENDIZTTHS] (p.60) &indk

ENTBY., PHNERICLY . 2O — X0 OIEROBEAIIHCX(LE2 N5,

6. RENERZAIHEBEHICHT IR

() E6HE - BEBRFEDODHLEE
9.1 &6HE - BEEZEOHLEE
9.1.1 KRR, RABOBREE EVENERORELEWVELE,. £25MHOEREZKR) RUBROHE
fNILRREE

JERZHEEIELIB8ENMRH D,
[firEax ]
BIBRE AT oA FANT RN R FURIEEA . S B ERIC & 0 B RO R Z IR T S, B
FURY e PORYIEE I E R T AHEMER D 5, AAITHAR TH YV 2GR GORIBREAT u A Rk Te
BRI IR D TRV S OO FEEMER R, RIBE O BYYE & IR O Bl LR BFICAR Z 5 L2546,
INLOEREMEIEIBZINNH D, 20D, 20X ) RBFEITHEEICERGET S L,
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VI R&MERLDTEFICEHIHER

2)

)

9.1.2 REUEHMODEH
HmZEESELBZNRH D,

(gt ]

B R AT v A RANSHHE L O HEAEIH] . BRRRHE O TR E I NS PSR O MIsIERIIC L v . ARG
WEAHT 5 LB MBNTNWD Y, Zofew, RKEMESHLOEETIE, AFOREGICLY HLSEET 5B
%hﬁ%é’&ﬁ% ’@iﬁﬁ%ﬁﬁﬁ@iﬁ&ﬁ?é:&o

B AR O/NEIZIT 2 &GRS £ TOEWEKRER CIIEERHLOGHEENZTENTELT. Zhb
DEFIZIT LI ‘itﬁb\o

9.1.3 RHREBNHHBE. FOFMERT-EE. HHIVERNMEDOHLESE

BEEET 2 E TARZHRE LW &, 2T v A FRNTAMEIRE 2 3+ 2 EH23 5 5,

B AT a A RENTAEIREAZIEIT 5 2 2 NE 6N TS, 207, BHEEEDH 5 BE. BOF
BT BE, HOWVIEEIMEOH HEE I, BENEE T E TR ERE LenwT b,
(Wm5.%%&%$%&ek%@ﬁmjﬁﬁiﬁ)

9.1.4 X704 FRIOLBERENCBABREICUIVER-E8F
B BB RE R 2 X EEE R (BAfi 3 2 WX O . R YD %) Ok, JERR S bbiviz
AT, B RAE AT 2k, Fiz, éﬁﬁx%u4Pﬁ@ﬁ§¢ﬁ@K%%%%%%&Ewﬁﬁﬁ%
1T, S Bl EIERYMES ORI HEEzHhO &
[fiEEas ]
—MRICEIBRE AT v A REIORGE G2, BT BCERERE DM SUTHRE R 2E Z > TV D WREMD & D,
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Bl T BR 53 1 S 9 | 0.5 FEEN 2 |01
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AR 5 0.17) 2 (0.14) 3 (0. 20)
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JHFREE SR 1 (0. 03) 1 (0.07) — —
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kR SRR 3 (0. 89) 2 (1.10) 1 (0. 64)
VDS 1 (0. 30) 1 (0.55) 0 (0. 00)
R 2 (0. 59) 0 (0.00) 2 (1.27)
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(1) ENFEEHER
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. R M, B Ny s
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413
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oS > SR Ak o 7
ootz )
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W 98 o . 200mg/kg CHLE, LEXIHEERL,
o ”Wﬁbﬁ”f A%, M (=3~0) | KT 2,20, 200 | 20mg/kg 5O 3 ik 1 HIIIEIA
S i MBS,
e 7YX M (n=4) ij:ro 107°~5X107%** | 5X107° (g/mL) THFEUAEOIRIBHIH]
B , " — ———
| HERRITE | T b () 1 Joi~gxgeren  [SX10T 5X107 (g/ul) THIERO
E vitro Byl
B . -5 -5 X -5 <
E3 . - - . _ in o s s 107, 3X10° g ON5X 107 (g/mL) TH
BEHRAE 75 7 v b, (0=4) vitre | 107BX10 Ly
AR e 7YX, M (n=3) FRARN 3~10 10mg/kg "C= A hRR 2 4]
B Z v b, HE (n=3) Ay 100, 200, 500 100mg/kg LLETHTMNITET
ES I - _ 200mg/kg L ETHREIMDZZED 6
% Bikne F v b, B (n=4) A 200, 500 N 7 L7 T e R |
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(ICC 72 1) ) : = -
BERLVEERR L
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st IEPN R S 200, 500 | BEECILFERGO R RSN, KA
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5 ‘ <A, M (=10~ e
i St R " A 200, 500 200mg/kg LA b T = E AR
1E
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WRAR LT EH 7YX M (n=3) A 3. 10 10mg/kg e 5-HET 1B NIEHFEN RO
bz,
*: R/, v A (Sle=ddY R), 4 X (B—2Z 1), Tv b (Sle-Wistar &), 7V ¥ (BARAGH)
sk 1 stretching 15 ; BRI O B2 TIEST 1 BEE#4 12 phenylquinone 0. 02%/K¥A#H& 20mL/kg % JEFENTEST L.
EHZND 15 DB OK R stretching BWEADIKHL L B8 2 #1422,
skk 1 BAT (g/mL)
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(3) Z Db D T ER
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(1) BRI E5EMAER
LD, 10 49 HIEWE D EFE B
By
i qn| T A
< — HERE>2, 000mg/kg | 3. 16mg/L. 4 BSR4 LRI CIE L & b
4 462 k
Sk i gt > 4, 000mg/ kg HE 462me /g 3. 3img/L. 4 FE 4IRS T b Y
it 469mg/kg
1 - - 0. 12mg/L. 1 WEE L A CHET=72 L
2) REEHREEMAE

Z v b6 n ARMSRESREB (17~600 4 g/kg) TiL.
T A, MEFMEEIE 50 1 g/kg &HIKT ST,

A X6 KO12 » ARREELEREE (10~200 1 g/kg) TiX, 200 u g/kg THE /LT — /L D¥kd & O ACTH $2 5-
#HoaLvF—no LRI (6 5 ARG T 60 ug/ke LAE) ., KEMOHBRERI OB BH LN, &5
1212 % A G RBR Tl 20 u g/kg LA ETRHEIY > SHBk O, 200 1 g/keg TR, Figimo> A iMmERE - U
VoOSERE W, RIS E RN, BB - MY oSk O, SN ORBIED ERSEEL - RERITE
KEDRR - (MBI OFERENFRO bz, BWEHMEREIL 6 KOV 12 » A B a5 B c& 220 OV 10 ug/kg & ¥
Wr <7z,

AEBEHEIMISRE O L ORAES THERF SRS, Wi bfho s L aalrFas Rizd@ L TaRLRT
WADEREANL TRENE LD THY, FAZ YT T HARVERT AT VKA OB RITRD i
oz,

Fio, BT v NROEE A X & W TR 0% G SUIRA TR 2 520 L7228, 588 DAt X W3 b Ak
R Z I NTZERAZ S T T U HNR BT AT VORI OShAE N 2 W 7 v = 3 r
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ik 58 4 :NASONEX® (mometasone furoate monohydrate) Nasal Spray
AT - Bk 50ug (120 [AIMEH%)

¥ 58 11997 4E (2022 4 12 A 14 HRERR CRRGE T R)

shéb

1

1.

INDICATIONS AND USAGE
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

LR O &

2

2.

DOSAGE AND ADMINISTRATION
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 4F 6 HkzET)
(2022 4E 12 A 14 HEEH)

AFYR

:0rganon Pharma (UK) Limited

:NASONEX® 50 micrograms/actuation Nasal Spray, Suspension

50 pg (60 [MIMEFE, 140 [MHEEE)

o 2T || E
)
|| R

58 A 11997 4R

Zhee X I3 zh &

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.

JEKR 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
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Nasal Polyposis

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

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

(2024 4 12 A 18 B LET)
(2025 4= 7 H 25 HFER)
1997 2 RIC7 7 VA TRANIKRSNIZOZII LD, 2018 F 7 AR T, Litadd, K 130 »EH (&
UM 1ICFB W TT LT —MER R OBEIE TRR (R5E4 : Nasonex” %) i, D95 HK 120 » EH (R
Higk) T/hROBEIGE A LTV,
feds, KETIREBMERS L LT, BREATIEEh TS (2022 4512 A 14 ABAE),

2. BB T DERRZIEFR

NIEBIZEET ZiBoMEESR (FDA, A—X S ) T7HEE)
HARDOEFHRIXO 19.5 6], 19.6 3] OHEOFTHIILLTO LBV TH Y, FDA CREORMNCE), A—A
N7 UTHEEITRD,

9. FEDERERT HBEICHET R

9.5 il-hat

W0 SRR LT D ATREME D & B M ITTRIR L OB ISR a4 BE 2 & Hr S A5 EIC DRk s
THZE, BEXIRNBEICE 28R (T v . vHF) CEGEEEAPRE S TN D,

9.6 A

16 EOBBMERORARBORRMEEZZBE L, RO TP IEZRFT2Z &,

FDA CKENRFSCEHEORH) (2022 426 ALLET)

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
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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, preghant 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 mcg/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 AW S CHIRGEY L)

A=A +Z YT D45% . (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202545 H 12 A)
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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HH FLHENA
KEWATXE | 5 WARNINGS AND PRECAUTIONS
(2022 £ 6 H) 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)].

8 USE IN SPECIFIC POPULATIONS

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 4E 12 7 14 AW S CHRGEHILE)

49




XIO.3EZ&H

HH R A
J2[E D SmPC 4.4 Special warnings and precautions for use
(2024 4% 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 4 7 H 25 AEA)
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