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AERRIET 4 v V2 TEBOEEZRNT, X v 7 &2 L TIEEN,
CEEBYEABT, BRERICANTERETHRE LTIEEN,

© BEED I

FIERATK G

EEFE>

- WOTHEAT HES(E. BRELIRT
. FTHE0ERENL, BHBRIC
Tt T LEREEL TS EBLT S

FI KT i

BEES

FR) 1T, WA & T o L oER SIS
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<EEPBR>
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#, BHEE10EEEGL. BHNFERIC
ot CEERBL TS BERLTHEEL,

- G50, ERTAHICEEF LR TLE
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& fFARts R l
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V. aERICEISIER

V.

2.

3.

ARICET SI8E

I ESIES
| FLux¥—tas
(o]
ZEEIMET LV —MERREF 2R E LEEERARIIIT> TN b oo, @EET LV —MEaR & FHiET
LR — &5 T, REPUROBENLIS D b O OFRBUIEFE M OIRIEIC S\ THRAIO IR BRI BT B LD
BOIRWEEZ B, FEMET LY —EERBEFICBO THBENLET VLY —Ma R BE L RRICa R
HIfRFTE D EE26NDZ END, FMEXITRIZOWTIE [T Laad—as) &L,
TEER (X ERIZEET X5
RE SN TWHRN
AERUVH=E
(1) BERUVHE=D#ER
6. BiERUAE
<BA>
WE. RACIE, FREC2EET 1B 1REET D (FEAX 77 DVR VBB AT LT1H
200 g),
<IhE>

WA, 12 R O/NRICIE, FEIEC 1EET S 1 A 1REZRETD (FAX ST TUDNVR BT AT
NAELTIHI00Lg),
WHE. 12 B /RIS, SR 2EET SO 1L B 1EEREGETE (FAZ ST TUANR VBT RAT
JELT1H20ug),

(2) BER UV AEDRTERE - 1R

(A

HEERELL E7vo 4 BIER A 2 7H)3 4 JLL B 16 5% 2L LD AR NIBEMT LA F—MRREF 35T, KO
B HRERET 5720, 7T BREE, KA 100ug/HAy 1 B, 200 e/H5y 1 BE, 400 g/ By 1 BE,
200w g/ B4y 2 B, 400 g/ B4y 2 BEIZ & 2 AEZAL Y 7 & R HR — 8 B MR TRER Fis sk 2 50 L 7=,
BRPEIZOWTIE, FA— 1 HREGETHE L7 4 HERE (77 BAREE 100 e/ HEE, 2000 g/HEE, 4001 g/H
) TIHAEBERABKGHENRD DA, 200ug/BLLETIRE @I Z EnRGES Tz, £z, Beb 1
AEGEOEZR —HIETHAG LIS L8 (200ug/Ho L BEL DN 400ug/ By LB L4532 8E (200ug/HAy 2
RER N 400w g/ By 2 8E) ICBWCRISEMEEZRFT L2 2 A, MAEIZRI%E TS 5 Lol a7z,

LRI ON T, BREORWERARBIRN T T L aARRE; 28, 6%, 100 1 g/ B4y 1 #E;21. 3%, 200 1 g/ H 4y 1 BE;20. 3%,
400 g/ B4y 1RE ;20.3%, 200 g/ HAy 28E ; 18. 7%, 400u g/ HAy 2 8F ; 16. 0% TH - 7=,

DL EDORERMNS, LR - ARIZ 200 g/HA 1 XX 200ng/HAY 2 THH LEEZLNLN, BEOFFEEEZE
BL. HIELROHESL [EE. RAIKIE, S8l 2EHET S 1B 1EERETD (FAXAFY T F VR
TRATLELTIH200ug) | & LT,

METER (K LoBZME, Byf. R, BNEIFER) ICxa7 (—: 04, +: 148, ++: 28, +++:3 )
PEZ. FNLOGEHMEREL

UN'H

16 LA LD BARNGBENT LAF—MEaREE E 348 & L BERARICI VT, A 100, 200 U400 g/ H D
TR T DA, 18 ML LOSEAT LR R BEE xS L U BARRBRICES VT, AHI 50,
100, 200 KUY 800 g/ H DT ZHHRIZHT HENENRED Hiv, HARAKLUOIEANDONT BN TSH 200 g/
AZEEITH & T2 HBMKSEDNTHER SN CWVD, —J7, 6~11 MOIEAT LAX—ERERZx5E Lo
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ARICETSEE

REBRICIRW T, AH 25, 100, 200 g/ H D7 T vRITHTH2HIMENZD b, 100 g/AZEITH &5 M
gﬁﬁ@#ﬁ;énfwé HARNESMEADRRAICET 2 ARARIL 200ug/HTRICTHDZ &0, A
NPNRIZHB T D2HERBER A EIZOWTH, AMEAN L FRRIC, 12 R O/NNETIZ 100w g/H, 12 5%2L EO/NET
uzmuyafhék#mb\_ﬂ%®%g%mwflmmrﬁﬁ%%ﬁbto

5 kLl b 156 BRLLTF O BARNBEFMET LA X —Ea R BIREZ XU RKEIOG MR W2 R 5729, 5
~1LEOBIRIIET 7R UIAAI 50 g/H (1Bl 1MEFE) | 12~15 O BIISIE T 7B A UIAK 50 g/ H (1
[\ 2 ME7%) 12K BIAEALT T &Rk B B B MO TRER] LR & 96 L 72,

BEPEIZOWTIE, 5~11 5% & 12~15 DV TNOFMBIZIBNTH, KHID T 7B RIT3T D EEMEDRGE S
iz,

LM OWTIE, BHERARBRN T 7 2 AREE ; 3. 5% AFIEE2. % ThH -7z,

P EofERENS, AEEOAEEZ B, 128RHO/NICE, S22 1EE T S1H 1EEETS (B2
ST FGUHANRBEAT AL LTI H100ug), @E. 12 EO/NRIZE, K@z 2E%EST>1H 1A
BETD (BEAZ U TTUHNREE AT NLELTIH20ug),] & LT,

4. RERUVA=ICEHAEYT 5FE
BE STV
IR EAR
MEBERT—2/1\vF5—
(A PN

LR

(NG

AR A2k Eraetis B RE
/NIEBTINAE = - 78 b Bl L e © © -
/NS AR SR 4145 G-l © © -

© : FHEER O:ZBER — : IERETD L IEFHlioxI R L &7,

(2) B PR FE R ER

1) BE 5 HER
TR N BPE (n=6/FF. 4E#p 1 20~32 %) ITAH] 100~800 4 g A HELGEHEE LR, WFhoRkbRIck
W, BIRAER - AT, BTRRAE. piastRa. BIBREERERE, —RERREICIOTRARSIC
BRTDEEZONDRBEITRITASNT, AH 1 H 800y g £ TORERGICEWTBIFREZEMENREEN
7 1)0

) ABIORE K L TERRENTOW S AEL ORI, Tl AR, FalEc 2EmET > 1A 1 [
5#6(%x&//77/wW$/@mz7kaflBmmw%Jf&éo

2) RIEHS5HER
TEEERE N BPE (n=6/8F. £EHD : 20~38 B%) (TAHID 400 ik 800 1 g/ H % 2 W MR EE LR, Wi
DOEGREIZBONTH, BRER - RATR., HENRE, AR, S - EEFHRE, SPkBgEmRE
T, RIS REMSRERAE, RERREICB VD TARIRGICERT 2 B2 N BEF TR LNT, A 1
H 8001 g/ H % TOMEKHR IRV TRIFREEMENRIE S L 2,

) ARBNORRANICKT L TERINTW D HELOHEX., TEE. AT, SR 2E8FET-> 1 H 1 EE
H5F2 (FAXSVTITUHINRUBEZ AT AL LTI H20ug).,] THD,
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V. aERICEISIER

) AERIGIEFRAER
(RN
BEET LA —EER (RA) Z2XRELTABIGDZI VLT 7R E 2 lFEE L, < LeAIE &t &
AR ORNZE S FEROBRE L ZNZEN 0~3 ficAaT7{bL, INH6DEFHATT (RRKAITITI12H) 46
JERA T & LT, BERMER OB GR TROEEE TRIOR L, AANXT 7R L L TOFhofks
BETHLHEEICENL TV (p<0.01) 9,

x FIHARRICETHRE 2BERIIPIERD 4 BFERR 7 <HEA>

. B 5-miEE A ZAb Rl

B ! (PR (PR
1002 g/ H . 7.3 -2.7
(1 H 1 EI4E1E 1 EE) (0.2) (0.3)
200 g/H - 8.1 -4.3
(1 B 1B mE 2 EEE) (0.2) (0. 3)
400 1 g/ H - 7.9 ~4.2
(1 B 1 [E14% fEeiT 4 W6 55) (0.2) (0.2)
200 g/H . 7.3 ~4.0
(1 A 2 [\14% e 1 0E55) (0.2) (0.2)
400 2 g/ H - 7.7 ~4.1
(1 B 2 B4 mEC 2 EdE) (0.2) (0. 3)
75 R 77 70 LT
0.2) 0.2)

) AFIOBCH LTRR ST 2 RO RIE, DER, RIS, ARIEC 2% 1A 1E#RS
T2 (EAZYVTFTUHLRUEET AT LE LTI H200ug).] Thb,

N’

FEMET LXK AR L L AR ERE (88, 255k

FHIET LAX —HERRO/NLBE (6~115%) ZXI5 L LT, £Fo 3 A& (25, 100 LN200pg/H, 1 A 1
[B]), EHHB (XX F o Fa b F B AT 168ug/H, 1 H2E) ROFTREZHANT, 28 HE#H
S COREMISEROZEEEZ R Lz, AEBRIX, ZEEHR, BEAL, EEROT 7R3 E LT, 5T
T SAv, ARWEOFEFMIE A X, #5458 A B OEMFHNIC L 2 AFHRIERA 2T OR—2F 1 inb D%
me L,

AFNL, BFtEAT 72T X CTOMHE (25, 100 X200 p g/ H) IZBWT, FHIEEMET LAX — PSR O K
DERDFEFNC SOWT, IR EHB L THRICEWIENRD Sz, AF26ug/H (1 H 1E)

B 5T VRIS E 408 B T T LV — O K OYER OFEFNC I 1T 523 1T— & Tl o 7, A 200 1 gl
A 1 [EETiE, FEREFMET LV — MR OIERFEFIZIBW T, AH 100 gl H 1 BG4 EE 530 RI56
DR oTz, BLEX D 6~11 /NI 2 ARF ORE A &L, A& 100ug/AD 1 A 1EERETHD L
L= Y,

) AFO/NRISH L TEBENTOWARELOCHAEIL, HEE. 12 ARMo/NRIIE, FaEC 1 EHET 1
H1E&ETD (FAXY T T VR AT /VE LT H 100 g), 8. 12 2L B/ Rz,
KA 2EBET O 1L H LEREGETS (FAZS U TIFUANARVBZATFALELTLIH20ug),.] Th
}_:)O
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V. aERICEISIER

(4) #REE AT ER

1) AN EIRGEEAER
(N

WEET LAX—MRREE (AN 5L LT, AFI200ueg/H (4 1),
J (FP) 200 g/H (552) HDHWEI7TTvR% 2 HEE LT,
TR DO BT IV TAKIO FP I 2 IEL M REE S LT

TINFH o TFavt oo AT
ZORER, 4 BIER A 27 OBE-RiE & O 5-
GEBtE~— ;5 -0.9) P,

& FMEFRRICET5BRE2BRXEPLERD 4 RERZIT7 <HEA>

. PG RTREEEE | 2 bR AE -
B " (i) () St
AFH) 200w g/ H 8 3 P
(1 B 1 [E#55EC 2 mg 143 (d D (0' 2 AH| vs KHI7 7R
#) : ) ZZOHEEE GRET
%)fE) -2.3
FP200 1. g/ A _ 0
(1 EI 2 IEI%\%.H?EK 1 ﬂj‘é: 149 8 3 3 7 95/)(11 N *3. 1~—1. 5
) (0.2) (0.2)
7.8 1.4 A vs FP
°S R X e ZEOEHEEE (R
AHN T Z R 32 ©.3) 0. 3) W@)miL
e 8.4 -1.8 95%CT : —0. 7~0. 3
P77 7em 34 (0. 3) (0. 4)
I, 9% HEX ] (95%CT) , FEUERAEIT R ERTE L OB G2 LB LB O b
BHEh,
N/

WEMET LA —HEERRES (UMR) 234l LT, AFl100png/H (5~115%) ., AKl200ng/H (12~155%) .
HHZWNEIT TR E 2 BWERE Lz, TORRE, 4 BJERA 27 OBGAMER O G4 TREOZ(LEIZB W TR
FD 7T v RITH T HEMERAHRFES T 9,

® NERFEMABTSERABLERRRICES TS 4 8EKR T
FEA A wha n ARG R
Be 5 2 3% 3L IERS O o
AR AR o e | A
5~11 3% : 100 1 g/ H (*ﬁ%@%}%i@ (a}%mq:i’ijﬂﬁ)
(1 B 1A% 8EC 1% | 220 — —
2 W% X 1?%5ﬁ%mmMy2% 150 BV B
IR | g Eg s 2 59 7.5 —3.9 —2.1
(0.1) (0.2)
R 76 19 95%CT : —2.6~—1.5
7T R 13 (0.2) (0.2)
TE) PRSI, 95% i AIEHEIX M (95%CT) | FEHERA = T e G-RifE, & 5-8E R OVEdnE (5~11 7%, 12~157i%)

ZER L LIS bR ST,

¥4 BUEIR R a7 W EHEEE (BT LLE BN A RT A2 (2009) —H 2]
R +++ ++ + —
SR (3 ) (2 ) (1 ) (0 )
HEIZT D ++ L+ D "
< Lo m%iE ]|
» (AL LTIRIZ (HZ L LTIRIZ - . 2L
(1 B OFEAER%) LELLE) 6~ 10[]) (H# & L CIHIZ1~5[A])
- IR TN 3
o y . T o (AZELT1IHIC| (AZE LTIHIZ1I~5[) 7L
(LH D Z 5 EH) 11[EILL ) 6~ 10 [A1) Lx DX BBF RS
I BATETT D
SAPADSHRS - .
£ PA I % B o 7 &+ D] BN G5 ORI LY L
. BN TP L B9 a0
PRy 7
ARNTIRE BT A = % HEFOM BEOBE DR 2L
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ARICETSEE

2) REMHAR
(R
WAEVET LA —tERRk (N 25 s LIERBERGHREBICI N T, AHl 2000 g/H (47 1) TRAAL, SEIRIC
JRCT100pg/H (53 1) T 400 g/H (53 1) (CHEEHREZ WREL L, ik 24 WEE S LIZBRO 4 BIERA =
THEOVEOHER & TR Lz, BEHRZ@ L T, AR3EEE T BN EROKENRI B LR
Too ETRMERHRG TRAICKIT 2AEFR, BIER, KBRS 2 83BN, REKREICEVWTY
BAF R RBRMED MR S L2 7

ML LB IE, By, B, BNZF Y EROBREY+++:3, ++:2, +:1, —:0ic2a7{kLTEELE
Aay

12

10 |

SUN
[

(0} 238 43" 8 128 16:5 ZOJH 2458
(n=98) (n=98) (n=97) (n=95) (n=93) (n=90) (n=87) (n=85)

#®SHR A

AL EIE S, B. 25T,
B EMBSHBICETS4BERITT

1) RBNORANICK L TEBEN TS AELKOHET, @, RAICE, SR 2mEmEST> 1A 1 RS
#5(%%&//77/ﬁ»ﬁy@ix%w&bf1Emmwujf%éo

N

/] \'/Ell

)
AR & i P 5508k
Wbl b 15 LA F OdlAENET L —th&R Rk UhR) Zxig s L7z B GRBRICE VT, 3~ mo AR
ﬁbfi AFN 50y g A BIEC IEETS1H LA, 12~15 SO RRICK LTI, AKI50u g & BlEIz 2
MEZETO 1A 1E, IS 12 EEERS LROBWER (ERMRAEMEORIER &R <) IZAKI#ET 6. 3% (5/80 #i)
IR BTz, AFIFET, RbIEBENRE o EIERIX St 3. 8% (3/80 i) Th oz, WwWT, [HEA
EACFIR ) TRE k), T8 SO iud 1.3% (1/80 fl) Thotz, WITNORIMER &R X8 E X
FEECHEEORSIIR L . WK LECHE L R D FEIT o T,
ERRMREMEORIEMAIL, 20.0% (16/80 B) (2588 Hiviz, FHIBOE D - HEFERAME O &I ERIE M =
T Vi 18, 8% (15/80 ) KOMTIR&ERIL. 3% (1/80 f1) TH Y | BEIINTN OB T, Mk LARHZH
AL I D EGII R o 1o, REEGHE G CRAICRILT 2 A HEFR, BEIUER, KEkBig2 3@ ond,
BB GICBWTH B R EAREN MR S L,
k. T 2T — g 28 Uiz 16 BT, RIBHERE IR T SULRIBSRE R 2 2 R I AR R 2 O fth
RORE & 72 DIERITFRD BN -T2 P,

E%H; Paii}
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V. aERICEISIER

(5) BFE - REEAIEER
AT L X — PR R

FEENDEEOEHMET LAX—PEEROBEANE G & LI EERLT T 2 A IR B S R TR b
HERICEBNT, EAZ Y T TR BT X T LK ME &S (Nasonex®) 100 g 1 H 118, A 200ug 1 H
LR, NyuRAEyro7ad B 270 (BDP) AKMERGIHEEOT TR & Uiz, EAIDSREM L 72 &
FER A 27 ONRIEIR R =277 [ERl & BE I K D RE R EE L IR EUG O 2R 25l Tk, EA XY v
100 g/H, [A200ug/BEOBIP DFRIIFRETH Y, FIIFEAETRTORR T 7ERL Y LAEICE
ATV, &KL LT, EAZ Y 200 1 g 13, e b A ORI A TR 100 1 g &V SEFHHIZR A BT /205,
RRKE IR R Lz, 1BEK TRICE W CalE XS EIRGGEDS RO DN REOEIGIE, 78R
MDBARTHST-DIZH LT, FEAX Y 100 ug/H T 77%, [F 200 u g/ H T 79%, BDP T74%ThH o7z, TA XY
v & BDP OERMERERICEG TH -T2,

) ABNORAIH L TUKRBENTW D HEROHER, EF. AR, S8 2% > 1 H 1
H542 (FAXSVTIFUHINRUBEZ AT AL LTI H20ug).,] THD,

(6) ;& EAa{E A

1) ERABRERE (—REARERE. BEFARERE. FABBLRART). HERTRT I X—XHE. &

IR EREERFEBRONE

OFFEf ARRETE (BRI 2304)
ey U X B TR . AE oo EEFREERE 407 Biisk A 5 3, 721 BIOSEFI A IEE Lz, ARRAEIE, AR
RO AEET (B 24 8 T8I 2EZ&MROEIMEETET 270177,
L MR R GRER 2, 880 BH 43 51 (1. 5%) 12 44 HEDOEWERANRD btz ERFEWERIL, Stk &R
P 0.21% (6 616 1), 7 LoL—MfEEd 0. 17% (5451 5 #F) . 1 HENREES 0. 10% (3 41 3 fF) . WABEZ, &
kR, BIRE O EREORIES 0.07% 2 fFl2 ) THY ., EERBEMRIEED SNR-o7z,
B VERRNT R RIER] 2, 482 Bl 5 B HIERFEE R 2, 411 BloSER (&), [FHHUE KO [d#)
DOFNIE) 1, 88.1% (2,124 f5l) Th o7z,

OfFEM ARRETE CNRICBET 2 304)
BT U L A RGETR A T, REOEREEE 87 Mgk S 403 HIORERI AU LT, APEAEIL. 16 5%
RKIEOPNRT LAF—MEBRBE ZRGUCAROMAERET @IEHF 24 BRI L) BT 2 ZEMEROE
EE R T D -T2,
2 PEREAM T SE B 338 FiH 10 51 (3. 0%) (CEWEA RO iz, Wakid, 2PERI£EXK 0.89% (3 41 3 1),
Fad% 0.59% (241 244) . SMIABEZE, EISE, s, SR, SRR KR ORI 0. 30% (1611 #) Th
n, EELRBEAIRD N1,
BNERRAT R GIER] 321 B0 9 B, HIETRREAZ RN 307 Bt (M), FFEHUGE] RO Tis) oF|
A) 1%, 83.7% (257 ) TH ot

DEBEME LTEEFEONBERIERE L =A% - HROBE
Y L
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ARICETSEE

(7 ZDith
(A
AHNOKGBEEE TOBMENET L X —MHERBE RN 208 L LEENBERBROMEII TEO LB T
35)%) 3,5,7)O
* EBNERABROBME<HEA>
. 3 EREEEICBIT D
BN PEAM B A =
e F Bl TSR] DL EOES %)
100 g/H (1 B 1[RI%&&EIC 1 EE) 52.0
200 g/H (1 A 1[HEKEFIC 2 EE) 81.1
JEH & 400 g/B (1 B 1A% 81 4VE5%) 83.5
2 JH# LR
R I X ER 200 g/H (1 H 2[4 8= 1 ) 81.3
400 g/A (1 B 2 [AI% &z 2 %) 84.0
7SR 40. 3
) 200 1H1 el 2 R )
Ho oy | 20048/ (LR LEERIEC 2 155) 789
VAN 31.3
RGP | 24 W SUTHFIER | 200 g/H (1 B 1\ &R 2 wE7%) T 91.8
T AIEERS &
1) AAIORRATH L TKREINTWD AELOHEE., EE., A, FaiEic2g&EZd-o1 8 1 EiRE

Té(%%&//77/ﬁ»$/&l17wkbflHmeLJT%éo

NI
AFN DGR E CTOMBEMNET LAAF—HERREH N 238 & LEERNBRRBROMEIITEO LBV TH
%) 6,8)o
£ EREBERZRBROBENE>
R4 FEAMRRA e b RBRRER
AHIHE 4 IR A 3T SERE RS
511 : 100 g/ H KABE (215) 3.6 + 0.2
1H1 ez 1 W . "
- ( @?E%H %) AKIEE (5~11 %) 3.8 = 0.2
/NREE AR 0 1L 12~15 %% : 2002 g/ H
77 AR KR 1 (1 | 1[4 B 2 wE5%) AFAE (12~15 %) 3.2 = 0.3
R ES 6) : cay
LR . ek (2) 5.7 + 0.2
77 B R
S REE (5~11 3 4+
SR 7T AR (5~117%) 5.4 + 0.3
75 REE (12~15 #%) 6.2 + 0.5
4 EIRA a7 SR RS
B E-BAAN £ 7.0£0. 2
112 : 1000 g/H ! BB 2% : 3.9240.3
ANEEI | 20BEUE | (AR ) B AR 5. 10.3
BB R Y | by 12~15 7% : 200w g/H ' 4%58@1:27i03
(1 B 1[4 8l 2 w5 B 12387% : 2.6+0.3
5 16 %% ¢ 2.0+0.2
Beh 20 % : 1.8£0.2
5 24 W% ¢ 2.0+0.2
N | CIEERER s

¥4 BIER A a7 OYERE (7 LLXF—2

(rv. 5. 1)

BRWEMZERER] DOESMR)
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V1. SIS 21E
VI. EMEE(ICEHY 51EH

1. ZEZPMICEEHDILEHRITILEHME

BIBREATaA K
— & L R=vay, FTRHAZY L NUT LAY uy RERE L N a AR TANFRY
V. TTFV=F, YLy =R &
HE  BEDOH DAY OBREX I RE L, EFOB TR L.

2. EIB/ER

(1) fEFRARAL - 1ERHEFF
VEFIIBAL © SRbAR
TE B
FALYS T T UANVRPET AT ATT LAF—(ER R ORIENER 2 A %, BERNESIZED 71

F—RBEET B CHREEERIMEIER 2R Lz, & O~ =T (Th) MMENSDA ¥ —rA X
Y4 (IL-4) KOVIL-5 A (Th2 MIROTEMEAL) ZBHl L= 'O (in vitro), |IWENHEEIZ X 0 REBN&IE~ ¥
AP TgE BN 161 HUREEAEZMFEI L2 Y (in vivo), EHIZ, T v MFBEROEMIER T2 X BilFEREE K
T&E®? (in vitro),

T UK —MERITERED 1T LR —FUGICE D 7 LA —MHRIERB TH 0 . ARSI (RIR) .
FEEMNEEO LB KL OEEAN 3 FMTH D L I TW5E, TOREMFIZ OV T HUR (7T LAry)
(2 D REAEN AL HiaFE URAEH) K OWUR O FFREFEIC K 2 Bk OFIERE GhAH) 1201 THM
&ns (FR) 9,

O HUFESTHMA A S O IL-1, 1L-6 & TNF-o FE/E
T Z 3

— :j; R
—p BEOA - FEIL 9 Liis @ Th2 i~ 53t % i) 1V
o -a

@) ¢— @ o g @ Th2 MNA 50 TL-4, IL-5 FEAE A4 1011

Thi#@Ea
IFN-y tLA @ IgE HMSFEEQE%ETIH%IJ ll)
FLF Y ®IgEﬁ'|,1$

@}f@ S @Thzms OVEZEReAZIVEHRLERe 2 ) =
(LTC4, LTD4, LTE4) PEAZH) 1617

FLNFY
°

FE##BL
Ls © © AFBEEROD ATFHERE 2 ] (738 h— 3 A 7538) 19
@ WFREER W] 12
x5 ® ® MR DO A 2 b Y T A E ]
mfaryIy ®
EFEIVED
O i pan, | ORA ) ]
R, U GM-CSF : JBRIER « ~ 7 0 7 7 — v oo =—HIA +
ll:lor: ryz® (granulocyte—macrophage colony
v : :

stimulating factor)
AAMERGT () BATRRER ()
{Led RANTES : regulated upon activation normal T
AR (MP)

expressed, and presumably secreted.

RERE FERE RS
- TARC : thymus and activation-regulated chemokine.

B 7ZUILEX—HEROREEFERVEAIY U ISUAILRVBIZATILOERS (D~®)
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VI. EEE(CEI HEE

FRAES TGN RUEETZ AT (WF) Xt v aaFa s RZREICH L CEIEZ R L, SRR
IZHEA R, B TIREEEZHETL (TR), TNOOBMMEIZEAXY Y VT T HNVR R AT V> T
NF v TaF g 2T (FP) >7F Y =K (BUD) DIETH-7=® (in vitro),

£ JNaaLFaA FISEEIENT DESESE (/n vitro)

® W SRRl ECaofiff (nl)
\F 3 0.069+0. 021
Fp 3 0.32 £0.04
A 2 0.79

BUD 3 1.2 +0.6
DEX 3 4.8 +2.9

BANTHRFIENE D BCso ME D TIIME ML TIIME £S. E. 2R,
TA: NUT ALY /vy, DEX: TP A Z

PLEDRER, FAZ Y V7T NVAR VAT VTR MR, T e, AEmHIAD, AFHE ek & OV sk
T B TofE 2 ORI X . AR R OB O WSS IEER 2 R"T 2 Lic kv, 7T LAF—MaEDL
FESERZ IR T2 EE X DD,

(2) Eh & EAF 1+ HRBRAE
17 LILF— S RiNEIER
O&RIcxHT IR (v . BFERES)
FEENEIET v N OPURERIZ L 2 M6 alEN~DERIFHE (SR A SR THEIC & 2 &EN~0
MAERH) ZfEE LESRICx LT, EX XY I T U AVRVBT ATV (WF) 37 ax4yrray
AU ATV (BDP) O 4. 1 {5OMEERZ R LY (in vivo),

(ug/mlL) 10 f (%) (9F{ZBURI KAt (ORI
20 - MF 0.028 (0. 012-0. 114) 4,13 (1. 22-19. 6)
BDP 0.116 (0.038-1.500) 1
.
% -Ti E 3 3
A kk
B 10 - T
E sk
*'r*
0.0

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

BEITEREES. B 277 (n=8),

TCso MEIVKEIRHTIEIC L 0 . ARl A TR E RIS L D B L7z,
®, k0 FHEN p<0.05 LN p<0. 01 TR REACH L TEEZEH Y
(Dunnett ML EHIRKTE)

B Svr7ULF—HESRETIVICEIT S SIERME S @M TTEINFER
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VI. EEE(CEHISHIER

QEEFTHMRUVL LrARGICHT 24 (v b, BERNERS)
ETAZS T T UANREET AT (WF) X, BBEIEET v N OPUREEIC K D REEATE) (5 O FED
B LB LT, ZATFH) Pt B A7)0 (FP) OFNENK 5.0 {5 KT 6. 9 {4
ERZER L2 (in vivo),

ICso M [%] (95%{EHEMRA) FASE S0 (95%(E HERE L)
(IEl/3043) 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
o T
10+
0
W 0,001 0.01 01 0.001 0.01 01 (%)
(12) (13) (12) (12) (12) (12) (13)
MF FP
ICso M [%] (95%{EHEMRA) FASE S0 (95%(E HERE )
(IE1/3053) MF 0.01 (0.004-0. 05) 6.87 (1.80-54.2) *
50 - FP 0.12 (0.03-25.1) 1
ﬁ 404 _T
*
% 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 2o GEINNIC n xR T),

ICso MEIKIEIRFIHHEIZ L 0 . ARl A TRIR EIEIC L D B Lz,
%, %k 0 ZFIFHL p<0.05 KN p<0. 01 TIREERHBEECL L THEZEH Y
(Dunnett MO FEILEARIE) .

#:p<0.05 CFPREICLL L CTHEZDY (95%EHIRMIC L 5 i),

B Sy rFPLLEF—UMEXETIVIZETRE2FZ1THRULC L oA REHNF1ER
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VI. EEE(CEI HEE

Q@&RIcxtd 2R (v k. EFENES)
BEEET v Mmoo T3 —h (D) 2R L EORMICHTIEAZ Y T7T0H
NRUVBET ATV MF) OERZ 7 VFH Y v 7a et riRe A7)0 (FP) LHlg Lz, ZOR5, WAl L
0. 05% (IR RLAN & [FIREE) C TDI # 5% 4~6 RERI O SPAZ Pl L 7= 2V (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

BT ESME£S. E. & (n=10~15),

%, k0 FIEI p<0.05 KON p<0.0] TSR L TEEZDHY
(Dunnett M HE LESHRE) ,

i p<0.01 CHBEREICH L TAEZEDY (Mann Whitney BRE)

K Sy hr7UILEF—HERKRETIVIZEIT 200 ER

@ERZ T UFHRLBHEICHT 2R (v b, BEFEREE)
BEBNRIE S v MCHURREAZ Y VT T HVR VBT ATV (W) % ERG L% 22 2 v & 50
FTHZ LIV BEEITHAER L, TOREAEHNTHZ LICLY, SaREELIHME L, EO/RE. EY
BehA& T 9 B HICBWT, WA IREECIXIERERE L ik LT, B A ¥ I VR BBBEOTTERRD b
oo BAES T T UHNRUEBT AT VT AY I VHERBRBMETEEMEI LS, T2 =TF 3
v LA Vs (CP) IIBIER AR S o P

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

BT TEHE S B 2ot RN n $0279),
## : p<0.01 THEMEREICHL L TAHEZED Y tRHRE),
sk 1 p<0.0] TIREESTRRBEICH L THEEZEDH Y (tHE),

K S hrFLILE—HBERETIIZEITAERE I VEREBHEICHT B/EH
(1 BfIRE®R L. 8 BREKER)
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VI. EEE(CEI HEE

2) BRRREER (YTDR, BEES)
MEMERIEET LV TH LYY AT 1 b AN EREEZ AW CRFPIRIEER ZRET LR, X475
HIIVR T 2T L (MF) OIEIERIZ_NZ a2 2 o Fa bt oo 250 (BDP) O 7.6 {238 ~>7- 2 (in

vivo),
® YORIOLVHEREICE T ARAEER (7 BERERFER)
1y =38 HiE=R = EDs, fE ERS WAL Ha R B
(ug/mL) (%) (%) (ug/mL) | (95%EHEFRS) (mg/10g A H)
VRIS R — 11016 — — — 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
5 234 6% * 7945 10.1%=1.1
0.5 121+18 -10+16 11.47%+0.9
1.5 61+=10% 4599 12.8+1.4
BDP 2.52 1
5 47+8 57+8 13.6=1.0
15 334109 ** 70499 12.0+0.8

FAEITEHMEES. B 257 (n=10),  a) : n=9

EDso L IXEVR A HTIEIC X 0 | MR M AT BRI L W B LT,

*, k0 ZHEHL p<0.05 T p<0. 01 THEXHRIECIL L THEZSH Y (Dunnett DL ELEHRE) .
#:p<0.05 TBDPREIZILL CHEZED VD (9SUEHIRAIZ X D),

NEADHKEHE (Tv b, BEREE)
®O1 B S EHOBRE
BRENEET v P OPUREEIC L 2 BB E1THE) (BZOFR) ZIEFEL LT, EXAFY VTV ANR VBT A
TN (MF) XWI7NVFhY o ruvt oo ATy FP) #1 8 1EXX1H 2 EICHE LTS HENESS
WH L-BoMEEREZBI Lz, ZORE, EAZY VT FUANRUBEAT LR ORI VF Y v Fa e
F T AT VOB EATEMEIERIZ 1 B 1 ESUT 2 BISERED VT O5EA T b RIFRE OMifi#h B4R

L7 (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

rERG ok (5 HEKERS)
BT FIE LS. E 2T (n=12),
*% 1 p<0.01 CHFBEXHRAEICHE L THEZD Y (Dunnett DL ELKIRE) ,

B Sy r7ULLF—HERETIVICEIT2RFBZTEHICRT HHGEERICE TS
TH1TEXIETH2@ASERESOLE 6 BRERERS)
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VI. EEE(CEI HEE

QOREHZRSHKRTHROEADEGENE

KEHEGE T HOEROREZRFT 270, BREEIET v hOPIEERIC K 2 8RB E1T8) (&% 5 FEK)
BIEHEL LT, BEAZY VT TUHNRUBET AT (WF) % 7 HRERESSE%E LR ERA RO EG&T
BOEHORRMNE /a7 2 =T I~ LA VB (CP) LG LTz, ZORER, EAX Y 7T
RUBT AT VKRN &7 a7 2=T I~ LA VBRITO T b SR EATE 26 U, 2 OER I 5110
HEHGE LT, £72 BA XY T T UV R B AT A OMFIERNITRER G & 0 #E 2 Em 82 5 h,
TOERITEGHRTHTHEE TR LIz, —F . e RZIVETHD Fr7nrT =TI~ A VBRIE
TG TR L IHEER AL L 2 (in vivo),

21 27
14 [ EluEEe 35
(F1/305) | dER
40
30 -
B
e
X
T 20 -
B
10 - L Y —o— iR (13)
—e—MF 005%, H£(12)
—A—CP 3mg/kg, & (13)
0 T T T
14 21 28 35 (H)

BT TEHME LS. E 29 (EINIC n &2 79),
k| ok ko FIEI p<0.05 KN p<0.01 CHBESHBEEICH L CTHEAEH Y
(Dunnett MO BEHLERE)

Y RTPULF—HERETIVICEITHRBETHICHT SEENMEER (7 BRRERS)

4) 25O T0OA4 FIERADLEE
RAREG LIREO~ w7 212 361F 2 MRRZEMEE R  BUR T8 — T IR0 — 818 BB R JHIE A R O B E R |
WRNZTELE Yy MIBIT DR Y N EBEHORBUITN I n A 2y T u e B 27 V10 bEi]
BEELEY (in vivo),
(TX. 1. Q) Z&ME3EERER] OHEBM)

(3) 1R AR IRIFRE - Frigehrfal
gk L
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VI RMBREICEETSHIER

VII.

1

EYEREICEHT HEE

1 R E D HEFS

(N aR LA M PIRE
EERRAN

(2) Eﬁu'\lqﬁfﬁﬁh\éhtﬁﬂqﬁ&r

TERERABME (AARN) 12 6] (20~38 5%) ICAKIZ 400ueg/H (43 2) ® (n=6) XiL800ug/H (432) ™ (n
=6) 1 EEEE SSRGS LR, MIERERAZ Y 75 DR BT AT VEEEIL, 400 g/B (5 2) ® # 5
BED 1 IR THIEBES 30 D% ICERTREZ DTN EEAME (57 2pg/ml) 235880 B, T
Bl o0 I E AT E B TR (<50pg/mL) TH o7 ¥,

TUAX—RKEIR GMEAN) ICHEKRERAE 200ne) £TEZ1H 1EREK 42 ABRKESRRS LZEOE
AR T T UANKBERAT VTIZEERTREN 3 BBREFO~ 100 fid 2 fi 2 KA T 52.3 K
50.8pg/mL) TH o722,

PUEED | RART/NEDOWT TN T b AANZ itk 5 LT ERO RS I TRERW Z & BER S,

¥ AR OEBRELOHEZ, T<EA>@E, RIS, &K 2@*#0151E&ﬁ¢6(%%ﬁ/
VTG UHNRUBBERAT AL LTI H 2000 g), </E>WE. 12 RO/, FaEs 1 EE
folﬁl@&%#é(%f&7y75yﬁwfy%1x%wkbf1Blwuy BE. 12 5L B/
TIE KB 2EET LA IERGTH(EAX Y T T HNR BB ATV E LTLIA200u g),

Th b,
(3) hiEE
MU ER L
4 BE - tREDEE
MU ER e L

(1) A 7%
EERRAN

(2) W UL B 7 3K
gk L

Q) HRZEEEH
AR L

D)7 R
MR L

b)) nHhBfE
HUERR L

(6) Z Dt
gk L
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VI RMBREICEETSHIER

3. BEHE(REaL—a )@

(1) iR#r A%
LR L

Q) INTGA—AEHER
M ERe L

4. RN

HIRRRE A XY T T ANR R AT VIR & U CRBEASME GHEN) RS (0.99mg) 3
REBEG (0. 19mg) L 72BRO R P RESEIEER (O30 bK) 2%) IOV TRIIRAIB G-8F (24.3%) &S 52 &
([C &0 B LS iR U R ORI IT TR b K 8% Th o 72 Y,

5. 9%

(1) % — A B P9 @@ i
gk L

(2) % — e AEEAFT @At

b N COREER L

(%)

R ISAED®T v b (n=3) IZCHEFHREALX ) T T U HNVKRART ATV (]90. 6mg/keg) % HERE OS5
L7cBs, BRIRoO Mk, & O 3 flf 1 6 CEEFTRER L~ L OBREDS R iz 23, o 2 FICixd
SRTORERESTER TRRH CTH o7, BIEOODIEE OETIL, T XToEY &K OIER R CTER FIRAR
WCThotz, IRIBOITFIETIZREM O L IFIEF U L~V O RERENGED Sz 2,

(MX. 2. G)AFaRAFEMRER) OHEBMR)

@) EiA~DFITHE

b N TORYERR L

(%)

DB 14 BEDT v b (0=3) IC"CHEEA LY T T HNRUEET ATV (0. 6mg/kg) A HIARE O
B L7288, AUCy 1om (2FE3 < FHEMIED O I PO EERITHRIL 479 Th o722 L0 B ALHBATIED R
s,
RB. b MIEBEE LEBROFEAZ Y 7T WK BT AT IV LD EHREITIARD TRW D, T v
FCEROOLNTHNEE (FA XY 7 T VR BT 2T )V XIREY) O ~DOBIT I ERRAIIZ I
USSR FE A AV AN
( TIX. 2. (5)AEFHFEAHMRER) OEEBM)

(4) ERA~DBATHE
gk L

(5) Z Dt DFRIEA~DFEITHE
b NCORSEER R L
(%)
F oy b (n=6/HFf) I WCHEFREAZ Y VT T U HNAR BT ZT )L (240 u g/kg) & EENFE 5.4 30 4y Tl
s apE, REROREICESREOKARENRD b, B Tidibs% 2 [, NB T4 /i, KIBTix4
~24 Rt A s Lo, L7eddo T, SERNRG#%, BICBIT LML, e IO N SUlbE s
TLIEBEZ D, TOM, Ky OMET, BURRERE I G-% 2 X% 4 REICm B2~ L, B, Fhg
S ORI LB i i B DU RE 338D BTz, B 514 120 IR TIE, HIRICE F ol gE (BmfiEo 1/20
PIF) DBREO BTN, oIFE A EONEER « BTNy 7 7T o2 RINRED 2 (X i3Z % TR HET
Hotz Y,
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VI EMBREICEET HIER

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

6.

(1) BB K UMCHTHERR

FRBEAOL « FFIR R OV NG
M7 Y —L& MWz in vitro B CITIRE R REFED b, LT 2EEONHHO 1 5L LT68

KBRS R S 7= ™,

Cl
o

.,‘qu\Q
N o/ S In vitro RUEIBRIZH 1 3 HBERMIZ

" B L TLMRLY
EART TS ALK ER
IRTI/IL (MF)

VN

cl

Q.
H CHj
T A~V L HOH
’ ‘‘‘‘ s

SCH 70351 ©

H
SCH47156
(68 KERIE MF)

(EAHYY) OH

e SCH 54146 \
(21 GZ/KER1E MF) #

OH SCH 7499
68 KBIEEAZY (146KERIEEAR YY) HO
[0}

CH;
H
o]
20 1 H LR B *
OH OH
o o ©
H CH;
g A~ L e} =
\1ICHy & /

H H

H

68 KER{L +21 bLh 7K B MF *

O * Sy MESTHIZOHHER

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

REHER
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VI RMBREICEETSHIER

QRHIBEE5T3ER(CYPE DHFE. BE5E
6 B KERALIEDAERKIZEE 595 P450 43 FFi & LT, CYP3A4 DPRHEN RIS TV D 2P,

Q) WEEENRDEERVZDEIE
HY, % 98%"

@) KEYDEEDHERVEEL., FELE
LR L

7. B

b MR LT BR o EPRRE IR BIE R o gkt T b 2 2,

WA PE GLELA, n=6) I[ZHERE A &Y 7 T U VR T 27 VIR 0. 19mg & B[RS ESEE L
7olE, B 51% 168 R FE T R P ASTREYEMESRITAY 78% Th o7z, FFFICERIR L 72 R~ D BU e fE ==X
K 2w T otz ®,

8. FIURKR—E2—IZEH9T H1EHR
MM L

0. BHEIZLBREE

WA DRH L

10 HEDEREEI HEE
LR L

1. Z0fts

LRV
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VI R&MERLDTEFICEHIHER

VI. Z&4 (EALDOIES) ICEI HIER

1

ZHAREEDER

BRE I LTV 20

ERABRLEDER

2. B (ROBEICETBRELLGWNI L)

2.1 B PUERIOIFAE L RVWVEGE, 2O HEEDOSRE VEREZWESE 280152, ]

(gt ]

BIBRE AT v A AN AN e P IRAEAER], Se il E I K0 B RO RGP IERRE 2 X & &, B n
FUEG 72 EDEYYEZ B SR MR H 5, KANTARIERTH Y 2HR G ORIBKEAT 7 A NI~ Ta
SR :IEB‘Z&)T{EEM%O)OD BRNRPUEAI DAL L 72 WIBBUERL RS VEO HRIE 249 5 BH T, JERDHE
BLEGAIEMNRRRE L E2BENRH LD, ZOX S REBFEITIAFZRE LT &,

2.2 RAND RS U CREVE OBEERE O & 5 B

[ ]

WBAE (2R 2 — R IEEEECH D,

FANCEHE SN TWBHRICH L CRBUEZ - L2 L 0bh 5 BE TR, FFOMRBUEZ L 2 3N & &
EXONHDT, ZOXIBREBFITIIAREEE LN L,

AFNATERIR S DE ALY T T VR T 2T L RFLISMT . INF & LT, Ry a=v atk
. KU I N_—hF80, fihtro—R - HrAo—2F R oA, UYL, pHFBFINGH ST

60
(V. 8. (1) EKRZREIWEM & WIHIAER | DOHZH)
(%)

2m0$1T7Izw:%w7w3~w%€ﬁ@ﬂﬁéﬁéhfwt07::»:%w7w:~wm$m®%@
IR T S 720,

MEEXEHRICEET HFE L T DEH

BRE I LT 20

RESIHTWRN

BEEGERWIR L ZDHEH

8. ERLGEAMIE

8.1 5 « WMFEHEEAE SR H L 72l e, AAlO®R G2k L, EHRLELZITO Z &,

(R ]

BIBREAT v A NANE—fRANS TR 22 iR, SRl e S & 0 B RO RS RE Z IK T & ¥ 5 2 &
No| K K%UUDTQE#XE&T%%)% * IAMEERIZ 35\ T A SR G 72 E D RYYE 2 AR D TRt H 5, & - 1
MRS EAE DS FEEL LI 58123, AR OG22 i L, @mhRLEa175 2 &
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VI R&MERLDTEFICEHIHER

8.2 O MEART v A NAIL Ll UATREME IRV DS, RS AT v A FRIORGIZ LY &2HMEOER (7 vy s
SERRE, 7 v oo ZRRIER, BT BUEAERERIHI, /NEDORRERERIE, BEE DT, AR, fkNEZZT)
75@%%%‘?67%‘@75?&’)6 ’%F’EHHF"? REHRGOHEITTENITHRE 2TV 2 EOIERRRD 5
NG EITE ) R B 21T 5 2

[ﬁ’%aﬁﬁ]

B DORART v A FHIL AN SERAT oA FAITEREAR CIIEYBREENMENEBZ IO TS, L

ML, maAT A FAIZEWTOEFMEOERNE Z 2 S GE TS 2N &b, iEHOWAXT 1

A FRIOM A EOEEOFIICHE I ERERE LT,

8. 3 WAEMET LA F—MRAROBHICBOTRMICEMT 256, EROUGEREN R 5 L 5 Thhi
AEIOWEIZOE DD &,
(gt ]
ARNIRIBEEAT v A RRITHD Z &b GBEET LAF —EAREEICBWTARZ2EHEN T 25613
SEIR D BAFZRRIED 0T D K O ThUX, BEUIREEZZE 5 2 &,

8. 4 AR OB L1 n AU EICHI561%, RTREESEOSITRLICEET 2 &,

(e ]

RN DIBEEE T 1L — PR R BE 25 RICAA] 200w g/ A & 1 FERBE L7 NRRRERIC IS W T, BERE
Sef L7 R, SR B R O F A & SUEMIIR O LRI S 2 iy, SREOZEHE B OB b
Ipipofe P, LU s, —MENCRE B ALLL) (2b7z v SIERFTIC R Z 85 LT\ 2 BF I LT
ﬁ\%@ﬁgﬁﬁ%aﬂéﬁﬁ®£k%ﬁﬁﬁ BRSO REN DD ENDRE L,

8.5 FHitEDBRITH LTiE, FRMEE X T, TOERNOLIREERIMG L, PUR L OEMN e 725 £ T
TBHZENREEL,

[fgwn]

(BT LR —BIRTA KT A —BEEER ETEMIE—2009 i (KETH 6 i) ) V255 ICR#k L.

KHA KT A 2T, EMEOFIAFE L LT, 15 2 ittt 2 & I 3B Ml B £ 23k L e

%ﬁﬂf_ﬁéf'ffljﬂﬂliﬁﬁﬁ“b Z OO A TR B O 1~2 BHRTZ O ENEREE MO 5] (p.59) . [y

FEOMEAIT L0 | (EIEIX RSB AZ LA L, ERIZIS U, BEOERBF O R 2 KA 2 A G T

é%#é_&Lib\fﬁkiﬁﬁﬁmﬁwfbk%ﬁ%ﬁ@<\Hﬁiﬁ%%ﬂéuff%éjm&D&ﬁﬁ

SNTEY., PIIBEIZEY . 20— OIEROBENHIH X2 LE2 BN,

6. RENDEREHILEEHICHIT IR

() &6HE - MERFEOHLEE
9.1 &HHE - MERSOHLEE
9.1.1 MR E. RABOBREE FVENERIOFELLAVELE. £5MHOBERELR<) RURBROH
MALRREE

JER A BB S B8ZARH D,
[fiEEas ]
BIBREAT v A RANT AN R PURIEER . St ERIC X 0 AR OB ELZ IR T S, Bfn
FUBYL 2 E ORYYEZ B &R 2T HREMN H 5, AANTERETH Y 2HBRGORIBEAT oA Ik~ Te
BRI HEIIR D TR S DD FEEMEERE, RIGHEE ORYE K CIRO Bl L~ 2 BFIZARF 2 5 Lo G
INLOERAMEISELBENNDH D, Z0KD, ZOL ) RBEFIIERERICES T L,
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VI R&MERLDTEFICEHIHER

(2)

)

9.1.2 REUSHMOEE
HAEIS 2B ZNRH D,

(gt ]

BB BB AT v A NANIHHEE ML O NS, BIEHRHE O TR E I QN R O Bl ERNIC X 0 . AR
WA T2 2 EB3MBENTND Y, Zofed, KEMSHLOEETIE, AFOREICLY HSHEET 55
ENRHDLTEND, ZOLD RBEIIHEICRGT DL,

BB AR OVNRIZE T KRB £ TOEWEKRRER CIIREEAHLOAIFEE PG ENTELT, Zhb
DEF BT DHERITR,

9.1.3 RHREBOHLBE. ROFMERTBE. HIVERNEOHLHEH
BB 5 £ TARIZ G LN L, 2T aA NAITAUSISHE 2305 2513 S 5.

(e ]

B REAT A FAITAMSIRE A IH T2 2 e RMon T\, 2ok, RTREEEOH S BE. ROF

EZTTZEE. HDVERIMEDH D BEITIE, BENEET 5 E TAAZRE LRV L,

(TVIL. 5. EEARFEARMEE L ZOHMA] OHESBHR)
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—RICEIE R E AT v A REIORF 5K, B R ERERE O XITERE R 20 Z > TV D A[REMER & D,
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9.7.2 ENIZBWT, 3 ARmMOMIE, A, BrEREOMKHARER 255 & U KRBTSR LTV
VY,

(e ]

SmAM DN, A, AR MIHMEHARER 205 & LZENBRRRBRA EZL T b3, RAloLaM
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(i)
AR OVNRIZ I T 2 &R E COENEBRKRBRTIET 77 4 7% 0 —DOWEILR VD, WS OTIRE THE S
TN D,

ok, BEZTSIATV, RN, SR, MAETHIE, SR EOERD D 6 DNIEAITIE, AFIO
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N

FRERIF E TS M S A7 [E N ERRRRBR T2 M 2seTl S A7z 1, 763 flrh 127 BNCRIMER 23380 v, £z, 137
BN RRRR A D R ETARD bivlz, 7ed. 1,753 filfh 230 fI TRABENEERELEBL., €D 55 7 HIH1
BBPETh o 7o, WIENEEE & 2 S AVTERNIT R > T,

B ) R ONBge R A A A 5 28

L AEVERTAR S B

1, 753 151

RIEFESRBIE (%)

127 %1 (7. 2%)

B R R A R 2B BB (%)

137 %51 (7.8%)

aifemoms | | aEoms | | aifEmoms | |
I EE A EkHE % 12 | 0.7 JRbE 7 | 0.4
IS LD RS | 3 | o2 1 B 9 | 0.5 SVF Y — L 6 | 0.6
sl I e e B 9 | 0.5 FEN 2 | o1
%Jﬂk (RIBURR., & 5 FERE, 0 | 23 iR 3102 1ETY 1 |01
BRI, TR, JORE) ' HHRER NS 3 |02 | |mmmE R
st 16| 0.9 | [ygmis 3 | o | [mmes R
HisRARE"! T30 HY LR 3102 HREE 1|01
W 4102 [hywamy 2 | 01| [arxFe—rEs 1o
SL2% S UL T 2 o1 | |[wEAMY 1 [ o1
Ll 3102 [~ebs Uy Mg 2 |01
sl 3102 | [~=roeups 2 | o1
AR LN Lol X1 KPR
FEHEONS A 2 0.1 R 1 0.1
B AR 2 | 011 kg 1| o 230 71
[ e O g 22 TR T o *2 SRR LTy —
ARG (RIVHCRG, 5 VoS T o W SR I 1, 032 4
A, ) ) L6
- ISEE S UF=giil 1 | o1
FRGESR 6 | 0.3 P
kel o |03 SRR 12 | 0.7
ks 1 0.1 S 3 02
ilal ! 0.1 HEN 2 0.1
Wl 1 | o1 = > To1
i Lol EN 1 |o.1
i@é Lol 5o 1|01
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- — i B - I 2 |01
vyrey kR 18 1.0 P 5 01
ALT (GPT) R 8 | 0.5 T
MP S L ELIL [ prepr L] o
7ned R S SIS ) Py Y
AST (GOT) k-5 4 | 0.2 Perr— o
[P RE R 3102 o0
v P LR L UL preroy 15 | 0.9
U SR = 18 | 1o ST R o Lo
- BUN k& 8 0.5
TS 16 | 0.9
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g/H (3 1) HHNETTERE 1V FEMBEEG Lz, 1B 1 FE% 7 78R L LT, AANZ X 2 FE 2R ENH
RO N0 oTz, £lo, vy hrEUVEE 30 BN LOT —Z bk, FUR T — FEE— 5IE BB R
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1
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)T — g 15 18.8

* RGBSR il LT — VR EEIIE FEESIE 80 i)
M = v F > — Vi) OREIT TR TRETH Y, RIS T X
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. REMERLOEESF) ICEHIHER

OHEEAMMEREICE T HRMEARTHEE—&EX

(YN,
BEFEAAERE (REERICETSHRE) ICETEERERKE—E
AR (B M A 1 WM Zefifite
FHAEREFI (LML SR I iz &) PR S TS VA e T
2, 880 1,412 1, 467
RIEF DFE BUREB1 5 43 27 16
RIE M O FEBUES R (%) 1.49 1.91 1.09
IE F o FEE FEGIE I OYEBISE (6) | FEBIEL R OVEGISE (%) | FEFIE K OVEFTE (%)
JRYLIE RS K OV AR HUE 3 (0. 10) 2 (0.14) 1 (0.07)
WHEHZE 2 (0.07) 2 (0. 14) - —
BRI TS 1 (0.03) - — 1 0.07)
PR R R 4 (0.14) = = 4 (0. 27)
FEPED F 1 (0.03) - - 1 (0.07)
ER 1 (0. 03) — — 1 (0.07)
LT BHRR 1 (0.03) — — 1 (0.07)
fEIR 1 (0.03) - — 1 (0.07)
IR P 5 0.17) 2 (0.14) 3 (0. 20)
T LV — PRI S 5 0.17) 2 (0. 14) 3 (0. 20)
i L Ok E 1 (0. 03) 1 (0. 07) — —
A =T — LY 1 (0.03) 1 (0.07) — -
MR AR, FERds K OMEhm s 26 (0. 90) 18 (1.27) 8 (0. 55)
It K, 1 (0.03) 1 (0.07) - —
DA 1 (0.03) - — 1 (0.07)
I 6 (0.21) 3 (0. 21) 3 (0. 20)
SRS 2 (0.07) 1 (0.07) 1 (0.07)
2 2 (0.07) 1 (0.07) 1 (0.07)
FREDORIE 2 (0.07) 1 (0.07) 1 (0.07)
L] 1 (0.03) 1 (0.07) — —
SRR 6 (0. 21) 6 (0. 42) - -
171 P2 B A R 1 (0. 03) 1 (0.07) — —
e A SR 3 (0.10) 2 (0. 14) 1 (0.07)
T AE Y LRI S R 1 (0. 03) 1 (0.07) — -
AP 1 (0. 03) 1 (0. 07) — —
12PN A R 1 (0. 03) 1 (0.07) - —
JHF B R P 1 (0.03) 1 (0.07) — =
fFpéRE R 1 (0.03) 1 (0.07) - —
B3 KO T Ak 2 (0.07) 2 (0. 14) — =
% 1 (0. 03) 1 (0.07) - —
il 1 (0. 03) 1 (0.07) — -
—f% - BHEER X OREENOREE 1 (0.03) 1 (0.07) — —
M8 1 (0.03) 1 (0.07) - —
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ik Efﬁ éﬁ@
T LXK T LIV — R 8

TREIEBIEL (AR GHE H1 %) 338 181 158

RIEF DF BUREBIEL 10 5 5

RIVE o FEBURE B 22 (%) 2.96 2.76 3.18

BIVE A O FE%E RIE ) O TSR 38 BURE 115508 OVEBI 3 (%)
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X. JERGRPRELERICBI 9 H1R R

X. JERRPRFERICRE Y SIEE

1. FEHEHER

(1) EFIEHER
VI, 32 3MICBT2E ] OmHSH

(2) B M EEHER
£ —HORERER 20
o EhpRE, Eildsa Beh5E - .
FRERIR N . RER
AR (n=1 BEDILED) g (ng/kg) B
R <w 2 # (n=10) BF 100, 200, 500, 1,000 |1,000mg/ke TEHei L
4y
iﬁﬁ;ﬂ% . <A, i (n=10) BT 100, 200, 500, 1,000 |1, 000mg/kg T stretching Ol
1 (stretching #£**)
i% EERIE THF, I (n=3) BT 100, 200, 500 500mg/kg THER L
2 e 100mg/kg LA_bCHete (Hrie@/ER TR
~ \«(;’f:,‘ =
= % ! <w 2 # (n=10) BT | 100, 200, 500, 1,000 BER A, )
B S T, f?k& =53~ e 100, 200, 500 | 500mg/kg O 1 il THAEHEE Y
I g — . 200mg/kg CIHLE, LEXICEER L,
%o ”W?Dafl AR, (=3~a) | T 2,20, 200 | 20mg/kg B> 3B 1 G IPIR
w & MBS,
FHGE THX, I (n=4) ﬁﬁ@ 10°~5X10°*** | 5X107 (g/mL) T HFIEOIRIEMH]
] ; = > ) -
| HUREHTE | T b, 8 (=) g gorers | 2X107 82107 (/) TRIERO
e vitro il
HE . -5 -5 N -5 Y
= . . = _ in e s 107, 3X10™° (85X 107 (g/mL) TH
BEIREE = 7w b, HE (n=4) itro 10%~5% 10 BEB OIS
ARITR S ¥, M (n=3) Rl 3~10 10mg/kg C7- = ISUAE Hh AR 2 4l
B 55 W J v M, M (n=3) Ay 100, 200, 500 100mg/kg LA ETHTMET
eSS v . _ 200mg/kg LA b TIREHIMD H58 5
% e 7y b (=) BT 200,500 N, 7 LT F o R L
% IFHE TR M (n=4) - 100, 300 100mg/kg PA b CEALA A BT
(ICG =2 ]\) N N g/ Kg S Co
BHRLVEER L
e . - testosterone 58 Tl 200mg/kg ff
4 *%ﬁgi;%;a Sob. B 03 | KT 200, 500 FIRECHL I 75 00 B BRI, (KA
0 M. 500me/kg B FARETHED 5 O R
JL . KR
£ <A, M (=10~
% IR L RS " 0 A 200, 500 200mg/kg L b TF5 BRI
f
JH estradiol FIALEREIZEB W T 3,
HIRFRLE NEM 7YX, (n=3) BT 3, 10 10mg/kg $5-1 C1 B NIFEHEFHN R
b,
*: R/, v A (Sle=ddY &), 4 X (E—Z), T v b (Sle-Wistar &), V¥ ¥ (AARAGH)
*% : stretching 15 ; B WBRIEO K NS 1 FER% (2 phenylquinone 0. 02%/K¥AW#K 20mL/kg % REWEPNTES L |
EEND 15 DRIOHK R stretching BEAD R L [B11H % #l22,
ook 1 BT (g/mL)
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. JFERIREERICEI Y S1HEE

& REMEEHRY

. . . PR/ R I
AR H iy - Abla (4 55 AR A
2HEH
MafRZERE(E A . HPA RENIE | =7 X MF, BDP P R 1 D EDso fE (FH 74
AL IREREIEEIER 0. 1~3mg/kg MF : 1. 31mg/kg (1)
LR 1[E, 7HH BDP : 0. 18mg/kg (7.28)
(&) HPA ZAMHIVEH
MF : 1mg/kg LAk
BDP : 0. 3mg/kg VA |
A FEHIndm I A
MF : 3mg/kg VA
BDP : 1mg/kg UL E
KM Y > RERICxE T HE | EAEY b | MF 13.3~150mg/kg ME DY 2 SEREUE T 313 BDP L0 /)
H BDP 4.43~39.9mg/kg | &hoi=
HE & n)

MF: EX XY 7T VKRBT A7), BDP :

(3) £ Dth > ZEHEEHER
DRI L

2. =HHHER

RrypRAES ot oI AT L

(1) BRI 5EHAER
LDso/lO, 45) m%@ﬁﬁi
B FE
#&n KT UIN
~ A - HERE>2, 000mg/kg | 3. 16mg/L, 4 FEfHEHIREE TR LEH Y
k
5y k ek > 4, 000mg /e He a62m/ ke 3. 31mg/L. 4 SR IEECIEL 5 )
it 469mg/kg
A X - - 0. 12mg/L, 1 FFRERE O ATIT 722 L
Q) REREEMHER

7> b6 h AR EEERR (17~600 1 g/kg) TiL,
B, HERMEEIT S0 g/ke LHIBTES T,

A X6 K12 » A REEERR (10~200 1 g/kg) TiX, 200 u g/kg TILHE = /LT — L DJ B OV ACTH $5-
BO T =D ERIHE (6 5 A RGBT 60 ug/keg LE) . R OFBRERI OB BA BN, &5
1212 % A G3EBR Tl 20 u g/kg LA ECEFEIY > SHHEROTER, 200 1 g/kg TR, KMo A ifmEkE - Y
VORERE ORI, IR EERD . BIRRE - MR Y oo SR, RN ORBMEO IR L - RRITE.
BREORE - (HBIROZEMHENRD Sl WEIEEIT 6 LV 12 » HRS S 5RBRT& 220 LN 104 g/kg &4
W <47z,

ARG RIS O L O ARG THRE SN, WInbthoZvaarFas Mgdbi L TARLNRT
WONRBMERMN S FRENDILOTHY, TAX Y VT T U HNVR VBT AT IVICHROEEATRITEED Hh
o7,

Fiz, BT v D ROGE A X & O TR 05 UIB A TR A Fhi U723, 380 b=t ildnih bk
BENE N EAX T T ARV AT LV OEERREC., AN OCSEBYE o 7 v aan
Fadf FOFEERBRICBENTHHBLTALND LD TH- 19,

150 1 g/kg VAL THREIEINH], 600 1 g/kg THIE/ TN
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X. JEEGIRERERICBE9 5IEH
Q) BizHEERER
M (RAIF 7 AELOKREHE) 2 AV EIRERRB, Fv A =—XNA2Z—HEOM (CHL) Miaz Ay
% in vitro Yo KRB EHER, T v NEBEMINAE WD in vivo Ye KB ERER, <~ U A/NERERITO T L R
ThO, TAZS VT I HNR VBT AT VTBEREES G SV EEZ 2 L,
Cipy,
LRI OWTIE, 1993 SR EINTZEA XY V7 T U INKRUBEBT AT AR (ma h—2) OFGEHEE
BRI LA Z Y T 5 /ﬁzl/ﬂi VR AT VIRERE AW CHEME LB mEm RO T — 2 Th 5,

(4) WA RMEER
MDI #%] (chlorofluoro carbon # & AT 27 YV — /VEBIA]) ZHWTZRAREICIY ., w7 ARAFMERE (19
~218 ug/kg : 18~19 » AH) KU'T v FSAFMERER (4~46 1 g/kg : 22~24 7 HIH]) ZFhti L7, & DI
WA R HmEd 5t FEICH B R EBOBEIMIA b holz,

FhFE 55 Be 51 P 5185 il R
<A 19~218 u g/kg 18~19 » H & 3L/ PN o
MR FRINCH B ZRIES OB L
7> b 4~46 1 g/kg 22~24 » AR UL PN
(5) EEFREFHHER
T v FXIT T X R HOTEES GRRE AT AFENRREZER L=, WTFhbfio /v aarFas BT
LALENDHEDTH T,
MR (ug/ke)
B} #e 5. ®5 &
Bl B FO F1
f = R (ug/kg)
— % e &R HA IR
VEURAT R OUESR AT 53k | i F 13, 10 R B ~
Al F; A NI N [Hﬁ 3 Ifkﬁ 10
Sk ) AN 1.2, 6. 30 1.2 30 1.2 1.2
FE O ZRETE R & 535
Az | 300, 600, 1,200 | <300 1, 200 300 —
JEIPEM e Oz FLI B 53Rk e 1, 3, 10 1 3 3 3
. IR - BBV B9 % kbR | 140, 700, 2,800 140 140 140 —
Me W DR E TE R B 535 PR 40, 200, 1,000 40 200 40 -
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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

HEKL O &

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 4F 6 HET)
(2022 4£ 12 A 14 HIA)

AFYR

:0rganon Pharma (UK) Limited

:NASONEX® 50 micrograms/actuation Nasal Spray, Suspension

50 g (60 WS, 140 [N EE)

o 2T || E
)
|| R

58 A 11997 4R
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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.

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

46



XI.8Z28#

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

(2022 4£ 8 A 16 H&3ED)
(2024 =7 H 1 BEER)
1997 4E 2 HIZ7 T > A CRANCEKRENT- D& IZ L, 20184 7 AMEE T, Litaan., #RK 130 » [EH (&
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8.1 Pregnancy
Risk Summary
Mometasone is minimally absorbed systemically following nasal use, and maternal use is not expected
to result in fetal exposure to the drug. Available data from observational studies of mometasone
use in pregnant women are insufficient to evaluate for a drug—associated risk of major birth defects
miscarriage or other adverse maternal or fetal outcomes. In animal reproduction studies with
pregnant mice, rats, or rabbits (subcutaneous, subcutaneous/topical dermal/oral, and topical
dermal/oral, respectively), mometasone furoate caused increased fetal malformations and decreased
fetal survival and growth following administration of doses that produced exposures approximately
1/3 to 8 times the maximum recommended human dose (MRHD) on a mcg/m? or AUC basis /[see Data].
However, experience with oral corticosteroids suggests that rodents are more prone to teratogenic
effects from corticosteroid exposure than humans
The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes
In the U.S. general population, the estimated risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively
Data_
Animal Data
In an embryofetal development study with pregnant mice dosed throughout the period of
organogenesis, mometasone furoate produced cleft palate at a dose less than the maximum
recommended daily intranasal dose (MRDID) (on a mcg/m’ basis with maternal subcutaneous doses of
60 mcg/kg and above) and decreased fetal survival at approximately 2 times the MRDID (on a mcg/m?
basis with a maternal subcutaneous dose of 180 mcg/kg). No toxicity was observed with a dose
that produced an exposure less than the MRDID (on a mcg/m’ basis with maternal topical dermal
doses of 20 mcg/kg and above).
In an embryofetal development study with pregnant rats dosed throughout the period of
organogenesis, mometasone furoate produced fetal umbilical hernia at exposures approximately 10
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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 £ 12 A 14 AW E CARGE P 1)

A —ANT U T D45%E . (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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i RN
KERA SCE 5 WARNINGS AND PRECAUTIONS
(202246 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 A 14 A S CTHRGET L)
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4.4 Special warnings and precautions for use

Effect on Growth in Paediatric Population

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

specialist.

4.8 Undesirable effects

Paediatric population

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

(2%) was comparable to placebo

5.1 Pharmacodynamic properties

Paediatric population

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

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

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

for information on paediatric use)
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