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hBIFEEZ N, 277, M a3 LF ) — L EE K OVR Ol = L — LR & DK T i
AREGIZE DD EEZ BV, SEIOKTOREIZERK LEE 25 O TERP 272 D0,
1000pg LA ETIFFBBEE DN 50% 2R~ Lz Z Lo e, FEUERY 72 BEAR A &1k 800ug DL F 232 E L
L Bbhiz,

) AFNOERAEIL 1 HiK 800ug TH D,

(3) AERIGHRFRAR
A (B AET— %)
WAAT A REMHLTWDEE BB EZ 5 e L AR ERBRICBW T, AFIO 1 A&
200~800pg DOHIFA THE 2 HESUSENRD Bz ¥,
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V. ARICEY SER

(4) IREEROSER
1) AR EREEAR

OEEAILIITRERMGEER | BDP-CFC LA ER ¥

HAIE O KUE SO BB 212 Bl a2t & Lo dE EMtbialiy (FEFMEEE - EREY—2 7o
— (PEF) fEOR—RAT A b0 bE) IZBW T, AAFI 1 H&E 200pg, 400ug F 7213 800ug %
1H2ME, Foidzenrrtah—Ry (CFC) ZEFFNHEH LTI axy >y raety
e A7 NV EREHEXW A =7 — /LA (BDP-CFC) 1 HE 400pgZ 1 H2E S L X410, 4
G Ui S, BIREE PEF O G-AIED b OZLEIIAFOWTH O HEREICB N TH AR

BN E R LT,
(L/min
50
40 -
" " Arr - BDP-CFC 4004 ¢/H
gl —&—— ] 20052/ R
' —Ah—AH 400, ¢/H
2 — A 800 2/H
7%) { (Mean=*S.E.)
o 10 -
% 0 % ‘ ‘ - |
-10 %_% ________ % %
=20 -
A&
| L0 e
PR GB)

V-1 f2KEf PEF EQ KR SRTEN o DEILE

QLe#EA5% - FP-DPI LE#REABR (EIPSE AR LE8EAER) ©

W AE DR K BB 200 Bl 2 RIRIC, IATFH Y T aEF VBT AT L KT A S0 B —Hl
(FP-DPI) # %MK L L 7= I EMbbieilin (HEHMmIEE « &KREE PEF fEOX—ZXF 14 V02 H D

ZAvE, BIVKFHIIE R : %20 PEFE & FEV, O_X— AT A UMb OB LE) ([2BW T, AFl1 H&

200ug & 1 H 2 [E XX FP-DPI 1 H & 200ug % 1 H 28], 8 HfM G- Lz & & KK PEF fHEO# 5

AMEND OELEITRDO L BY THotz, RRBROFES, EIKEE PEF O KGRI BT 5 A

{EZEIZB W TARFIOX IR KT 5 IELHENRAE S 2 GESME~— 2 A=20L/min) ,

R V-2 EKRE PEF EQRESRIMEN 5 DELE

. L EY STHEER L DL
Belime (L/min) 059% Tl HEX T
AHA
(99 1) 82+3.1 g
I [-6.0, 11.3]

(FP-DPT) 5.543.1
(101 #51)

%) ASFHEIRFIC IS 1T B LB (TR 7 4+ FEYERAE)

AENZFT DEWERIL, 99 28 5l (28.3%) IZDOLNTZ, ERBDIX, AT A BT L H
DTB (71%) | FEEEESH (51%) . 1M LDH M 3 4] (3.0%) Tho7-,
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V. ARICEY SER

- PIERE D

FRASSE DR S BB 59 il &2 %t 5 & L7= BDP-CEC & D IEE #izh 71 b a2 31 T BDP-CFC
1 HE: 800ug % 1 H 2100l 4B H#%. AAl400pg 2 1 A 2100, 8P HIZHI 0 B2 72455, i
R PEF fE D& 5-RIE D> 5 DL B OHERE D B ARA| O 111X A B L T BDP-CFC D 2 TH» 7=,

2) REMHER

- BRREARSHER Y

HRERBRLART L W AR ART 1A REIZ 4 BRLL M LT 2 FREEE O KUE 3 BB 199 4
W2, AAIT HE400pg &2 1 H 2 [ENCT 12 BF#E5%., S HITIERIZIE UTARAI 1 B & 200pg XX
400ug % 1 A 2 [EZTC 40 F[H. FF 52 @G L7z, EEFME HIXE KR PEFEONX—RZ T A >
Mo OEALE, BRI E I D PEFfE L FEV,OX—ZX 7 A V)b D kg E LT,

PRI 2 O D PEF O G-I 5 OB b ElX, TROLEBY ThoT,

ELRFED 52 HFEIZ 331 5 PEF il O % 5-Rilfil /> H O 3528 b fid 21.03.7L/min T& -7z, PEF fE
WFEREE, K E b, AER LR ZRO, SR PICHEEZ R X5 2R 0E5 TR o)

-7,

(L/min,
30 -
25 +
B . |
izo Ak )
Al (- A ™
& ~~'TTTITT
Poas b / T
0) »
% ,
& 10 +
. —o— ik
s Lo A&
/ (T e
0

0 2 4 8 1216202428323640444852(:@)

JRPRRE:n= (199) (9 m (169 (163(148)
® 0= (19 (89 am (169 (163 (43)

B V-2 ERFERUVUERD PEF EQIRSHTEN > DEILEDH

FIVEE 203 9 83 5l (40.9%) IZ7EH BV, WIHRILANMED > P& 5E 25 1 (12.3%) . FHEE
(F7) 16 5] (7.9%) | L =L F > — i 12 41 (5.9%) « A AT A H v 380 11 i (5.4%)
RETHoT, EERBWERIX 1 HITHENBE LT, AFIOHILIZES>TZRWERIX 7HITH-
77

AANOEME G L0 BEENHMT 2 X5 2EMAH 2BWERIERD St #BRME, 20X
EEERA L EDNARIER RO BN o Tl-, AFIERE, Pk £ - 385K T % ICHEEE
WEIIBE G L BN 2EIERIZRO ben o7, ULEORERNS . RANIMMAI AT v A
R ASEZMERH L T B IZH L TAFZ RS &S L THOEeICMBEII R W B 2 b,

- RUMRE SRR
LR

13



V. ARICEY SER

5) BE - WEBAER
- ERREXMEBEREERRE LI —ARERREER ¥
El ERE (65 kLA ) 6 Bl & RIC, AAI 200pg & 1 H 200, 48EEE L= & & 0RpEEE
Jo OVZ2 20 % IE d i 2 %%(mmuiﬁmwmﬁ6m&whﬁfbtoIgﬁﬁﬁaim e
ABS T T TINVIR PRI AT VRED Cra KON AUCo1, RIIREHAEE B IZMdgREM A & LT,
COBEBICBWTIIMERERAZ Y 7T U VR BT AT VIR BT R D O BT
O LN T,
ZEMETIIHERE CHEF 1R -7 bOOBAE T L, ZoMmZett EMEE 7257
IRinoT-,

- AT0A FREAREIMEEZEERNRE LI-ERRHRER

WAART 1A REZfH LT AW s BB 20 B2 %5 & LT, AAl 100pg 2 1 H 2E], 8
G Lz & & oF9MER L OZ 2270l Uz, FEREAGE H (3K PEFEOX— R T A
Mo DR, BIRGEME R I3 D PEFE & FEV, DORXR—A T 4 U bDOEbEE LTz,

B AEFHMIRFIZ 381F 5 PEFE O 5-RiE D> & D2 & I AL KRR 29.8 =9.2L/min, £ [#] C 24.8+9.3L/min
Thh, AER EHZRDT, BIEAIZ 8 F] 11 TR 34EOIEN 0B, MEEAD P HFE, =
NF S =) F AT AT R, M AP BN, SRR EGE ., ek, EMEEER R4S 1R TR
RMITRIFCh o7,

- EEREYWMBREEENREL-EHAEREHBR
BIERHAMTICR AR T oA REEZMHH L T BIERE g B 75 Bz, A# 1 B&E
400ugZ 1 H2FE, & L<IL800ug% 1 H 21\, 12EMLL L 24LFEJiT%EfL71<E%®7§fJJHi:&U
PV A R Lo, FEEHMEE B IR REE PEF DR — 2 T A 6 O &, BIKEHGE B 13K
® PEFfE & FEV, DR_R—R T A U nbDOEELE Lz,
B FHIR I 3817 D PEF [EOH G-RIED & O &34k TR KR 18.73+4.93L/min, &[T
18.89£5.02L/min TH Y, WIh b BAFICHERF S22 LR Sz, BWERIZF 2Ty —
SV 1201, ARl D BIE LB, A AT AN D 667 Y 33 HICRD b, EEE
WS E R BIERNT 22 o 72, HGRI12 123206 L 72 Rapid ACTH MiAE CTIZR GBI GHENTELS 725
@ﬁ%%bt%@@wfh%ﬂ~lavyﬁﬁmwzﬁuiiti1wymuiwm¢nw%f~
JVHEIINZ GRS . b PRI EF IR Tz, BHEEDOK FIZOW TRRRICRER > 7203 A4
XT%ﬁW//ﬁT# qo BT,

(6) BB

1) ERARERE (—REAMERE. SEMAMERE. CARELERAE) | HERTR
— A R—XFAE. RERTEERFABROAR
- FABERE
[E| PN C SR S AL 72 8 A B R A L2 35 1 2 e MEREAx 52 1,935 6 36 61 (1.9%) (CRIVER 2358
bz, ERIEEINROSFHIORIERRBRE L ZONGRIL, TR, B X ONMERREE] 1.1%
(21, FEFEEE 114, %k s %) ThoTe, %%ﬁ%%%ﬁ#é$%@i g (65 kLA
) DRV R SER] 610 BT ORIWEHFEBEIGIL 2.6% (16/61061) TH Y, ERENWEHIX
FERRE S, OMEh DA RE, BE, SIERS 21 Th o 7o, FFRERERREE O 2 LM R 5
SER] 42 B CORIERRBLEIAGIL 24% (1/426]) THO ., BELLZEEIZ y-Z 02 IV T
A7 27 —BHM I ThoTo, AR (5 5ARN) | fEER & OB HEREFR EE T, RIEMIEER
DO ST, (FBFEAE TR
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V. ARICEY SER

- BEFERABRERE (RHFERICET S8R

FEI PN C SR S AL 72 R 8 R A 1S B8 1 B 2 AR kT 52 1,097 il 29 651 (2.6%) (ZEIMEH A
WO LT, AFIOES AN T123) . T2 24T . 24 B 36 LT . 361
8 52 LT ) KON T52 88 ) O BFE ORWEHFEBEIGITZNE 0% (0/1 61) | 3.2% (4/125 61) |
7.4% (8/108 f51) . 5.3% (6/11341]) O 1.5% (11/750 %) TH V., BHEHMOERE I EV EH
5 REE O 0o T2, EERBIERIZ 3H 34 (AN, A L ROUNEER) | FEEEZRRI
TERIE 83 B 105 TH vV . ERIEEEZLRERIX. BF S, BOLUEBERNE 4144, ED
VUSNE, ARIRAE, PR RN SRS E 3 TH T, (HEEK TH

2) RRBFHE L TREPEONRRITIEREL-RE - HBROME
AL

(7) T Dt
MR L

15



VI. ERhFER(ICRISSHIER

2

EEPHICEEH HILEPRITLEYEH

Fr =y, FXHRAE NI TAY )y REARZS Y RyaRrRR2S IAFhY
V. TTFV=R, VI VY= NEORIBEEAT A R

R B0 H 5B ORI - SIRFIL, B OEFIRLEZRTLHZ L,

REER

(1) fERERLL - fERBERF

1) YEHERAL

S R SR OV

2) fEFIR
FRABS T T UANR B AT VISR R EAT oA RETHY , 7 LALF—EH LW
MBIEERH A/ T 5,

RE T BT RGE DB MERIEMEE TH Y . ZORIEHFIZOWTE, JU (T LAF YY) 1ITkT 5
JAED RN T DifEfe (URAEM) R OWURO FFIREEIC X 5 RIAEORIEBRREE GhEAM) 1200 TR Eh
% (HVI-1) .

ERAK T T AR BT AT VITRE B OFRIEICRE 535 PusdEss MR, T AR, 47
HEIER e OGP e Bk 2 G e A M@ & . SFERZISIT 2 LE2 615,

AL T T ANVR BT AT TR E NG X0 BURRE R R T T B TR UG
PHIER Z/R L7z, & O~ 3—=T (Th) fMlNODA ¥ —aA %4 (IL-4) KO IL-S FEAE
(Th2 R OTEPEL) 2l L7z (invitro) 2, B2 FHHIZ XV fEEBNEE~ 7 2 D 1gE K M 1gG1 #i
(RBEA 24 L7 (invive) ¥, T~ MFFRER D BRI & BilEEREZ K T S 872 (invitro) ¥,
S HIZ, BERENEIE~ U RIZB W T, PURERIC K 2 5UE SOMNaBEs i UMk 2 36 1 2 i Bs ek
S D JEAMIOEAE N, AR T B IL-4 KON IL-5 D mRNA FEHUTH LT, ARG X 0 40
VER A= L7 (invivo) 19

16



VI. EHEERICEY HER

—> FH

—

L

7 l//b‘r/

RRR TR @
LA IL6

™NF-a @

H_—12

Thi #8#a M{llu

ThO A

. @
TFULLTY - IgE Bl ®
=7 @ - L4 @ Tha f
R B 1@ y
s ®
Q mEmmEe | OMOSF
rariei
TNF-a, IL-4,
IL-5, LTBy4, PAF eotaxin
®
EX2=zY
Aa4akryxTy
® o
af4akyxTy ®,D.®,9
STEATR OISR,
Q SFERER, 1) LUNEBR
WEPO, MPO
)
aqakyxT>
BB 20 2 EREBERG [sYeYol [oVe)
BT — SELRARORE
SRR T (BEORIEL , HEIL)
RIEFKE EHFENBEE

OPUFRIE RIS 0 IL-1,
K O% TNF-a BEAE % 3

@Th2 fifE~D 534k % il

@Th2 #fa)>5 D IL-4, IL-5 FEA
Ze

(DIgE Ui zEE & i)

GRETGE AL & OFURFE T & A
ZIViEMER R A a3 b=
> (LTCs, LTD4, LTEs) FEA%
il

OUFEEER D EAFHERE] (7 b

IL-6

— Y AFHE)
@B AT~ O i BB 0 = %
Al

®FE LMD VCAM-1 JEH
AU, HFERER O i~ iRH
T ONEE 2 Pt

OT MR D i~ DI % i

WHEEER» b Dr A 2 F U =
> BEAAII

O4AFFEER S OV ER D> & D JERL
EAHE (EPO XY MPO) Diff
e 2 il

HVI-1 IEDREMFERVEAZYY VIS UVAILRUBIZATILOERS

TARC :

RANTES :

ECP : 4FBEEREG A A (M) HPA'E (eosinophil cationic protein)
MBP : FEHEIMEEHE  (major basic protein)
GM-CSF : fhiEk - v~/ o7 7y —Y an =—HlKF (granulocyte-macrophage colony stimulating factor)
regulated upon activation, normal T expressed and presumably secreted

thymus and activation-regulated chemokine

17



VI. EHEERICEY HER

(2) EzhZE R T S EBRAE
1) BEETIVIZEITZER™
EAK T T AINVR TR AT )V (MF) ISREENEIE T ~ b OPURERRGEIAERISIZR L TR
ENEGIZ L MEER %2R LTz (Ginvive) .

—— A

—O— iUt

—— MF 0.025 mgkg/[n]
—&— MF 0.075 mgkg/[n]
—&— MF 0.25 mgkg/|n]
——I'P 0.075 mgkg/[n]

—
wn
1

5N s Aok - S

1 2 3 4 5 (IR fi)
BVI-2 geENRRAED v MZHBITSMEFRMERGITR I HIMGMER (FFEEKES)
Z R EBEESE AT (n=11~12) .
#, ##: TAEIL p<0.05 LT p<0.01 TIHMEREICHL L THREZEDH D URE) .
*owk s T p<0.05 KON p<0.01 CIEEEXHREEICH L CHEZEH Y (Dunnett D EILERE)
$, $$: TIFN p<0.05 KX p<0.01 TTNLNFHY Fu’t e x5 /L (FP) HEHICH L TAEEDHY
(tHRE) .

18



VI.

EHEEICEY HEA

2) BT RAEER

FEMERIEETT LV THL~Y T A7 v N ANBEREEZ O CRFTTRIEER 2 fEt L7ofE R, £ 2
BT T VIR EEE ATV (MF) OIHITERIZR 7 a 2 2> 7 a et o 27 )L (BDP)
DK 1.6 fEmM -7~ (invivo) 17,

RVI-1 xR0 VHEBERRBICESTHAMREER (7 BRRERBRZER)

sty IR REREACR S RS EDso fiE mﬁﬁﬁ it i P
(ug/mL) (%) (%) (ug/mL) (95% 5 HHRS) | (mg/10g (KHE)
TR 52 — 110+16 — — — 11.8+1.2
0.15 116+17 —6+16 11.2+0.49
ME 0.5 49ii: 56+8 031 7.63% 120i06j
1.5 39+9 65+8 (2.90-71.05) 11.8+1.0
5 23+ 6** 79+5 10.1£1.1
0.5 12118 | —10£16 11.4+0.9
1.5 61+10¥ 45+99 128+1.4
BDP 5 47+8 57+8 2:52 ! 13.61.0
15 33100 ** | 70+9? 12.0£0.8
BT EEMEESE AT (n=10) .
a) :n=9

EDso fEVEEURHTEIC £ 0 o MR TR EEIC L0 R LT,
*, ok %k ZAEH p<0.05 KU p<0.01 THEHHHAFICH L THEZADH Y (Dunnett DL EEBHRE) .
# :p<0.05 CTBDPHEEICH L TAHEZEDY (95%EHRMICL D EHE) |

FERABZS T T UHNR R AT L (MF) 13t v aaF ol REEERICE L CRnMEE R
L. ZRIBICHEE., BoriaGEEE27Rd (FVI2) , ThO0EMMTEAZ Y 7T hL
RUBZ AT A>T NF ) oIt A7)0 (FP) >7F Y =K (BUD) DIETH -7 (in

vitro) 18,

RVI-2 J)Laa)FaA FIGEENENT BEEFSE (/in vitro)

Y EL B ECsofE_(nM)
MF 3 0.06940.021
FP 3 0.32 +0.04
TA 2 0.79

BUD 3 1.2 +06
DEX 3 4.8 £29

BAIXAR BTG ECso il O SEHME X IL FME =S E. 27~ T,
TA: NUT7 ALY nmay, DEX: TF P A v

‘_{

Q) ERHEEEER - FrirsR

MM E R L

19




VI. EMERRICEEI HIRE

1. mMAREOHR
) aRLEDLGORRE
A LR

() BRERERER TR S = iR EE
1) BERESEOMERREE Y
fEEERR A BE (BB 6 451) ICAHK] 100~1200ug P & BRI AL 5 L7z & &, 400ug LA FOFHET
FIERE A X T T VIR U BRT AT LD PRI E IR (49.8pg/mL) LT L L IZIhE
DT DI DREE CIWENRE T A —X2 2HHT 5 Z LIIARAHETH 72, 800~1200ug O H &
FPHCIX, BEEOHEMCEG T T AUC O EFBSHER S,
) AFNOARAET 1 Bk 800ug TH 5,

RVI-1 BERASRME (BERAN) IZKRHFID 800, 1000 X[E 1200ug ZEEFORA S E1=ED
MIFREARZY U ISUAILRUVBEIATILEEDEYEIRE/NS A —4

h& tmax Cuuax ti AUC (pg-hr/mL)
(ug) (hr) (pg/mL) (hr) 0-t 0-00
800 2.50(40) 178(34) 6.3527)* 1018(48) 1787(53)
1000 2.33(22) 356(48) 3.48(13)* 1993(48) 2686(19)
1200 2.92(27) 342(23) 8.70(70) 2905(41) 3784(43)

Non-compartment model fi#4T AAETE 6 Bl OFEIfE (%CV)

* o (5BIOFfE)

2) MEBEICHITIREREHOMFDRE

s EERE (13 1)) ([2ARK] 400ug % 1 H 2 1] 28 HIEKEWAR LG L& &, mMiEhEA XY 07T
VIR T AT OVIREEICITR & 22 E R B OV A AN GO Do, SEEMEOR A &1L
WZOWTIEES 7 HHLE, o) ERAZBOTEFRENHER I, £z, EFREICBT
% Coax [% 192~222pg/mL, AUC i 1293~1589pg-hr/mL TH~7= 9, HARAMGEBEICBIT 52
5 OfEIX R &2 4 E AN B EBE G L7l 20 OfER &l U C Coa THI 2/, AUC THI 3

fEmnoT,

3) &=
MM ER e L

20



VI. EYEEICEY S1EE

4) BRE - ftAEDeE
Ak A — PR R
fRERk AN B (FREN) ICAA] 400pg 2 1 B 2181 9 HEOERGR ARG, 4HE»S 9HHA
[ )72 CYP3AA PLERITH S 7 h otV — P 200mg % 1 B 2 BIFFHEOFS U725, fmiEd
EALY T T UINR ATV (MF) REOH G ERZRTHINED bk,
) RO AIENAIET

(pe/mL) (pg/mL) (pg/mL)
400 - 38E 400 - 9B E 400 - 9B E
wo | CRRINR) o | BRI+ TS L) w0 | R b3FT—1)
fo 300 f1 300 | o 300
-4 ] -4 ] =3 1
B 250 | B 250 | )
M ] M ] M ]
F ] F ] F ]
= 200 = 200 ] 7 200
E o B
150 150 150
100%:% 5 100% 100 |
50 | 50 50 =X
0 0o 0
0 2 4 6 8 10 12 0 2 4 6 8 10 12 0 2 4 6 8 10 12
BE5%EE (BR) BEREE (B5HE) BE&ERE (B

HVI-1 EERABRMYE (=24, SAEAN) IZBVWTEAFERRIZS FaFV—IL (RIFTS5ER) %
HRAL-EBOBEAMNMBEREAZYY VIS UAILRVEIRTIVEEKR

2. EMEERB/INSA—4
) B AEY

Non-compartment model

(2) BRI EETE R
A EE R L

() HREEER Y
B=0.138hr" (FFARPIH )

@DIUVTZVRY
CL=50L/hr (FFRN#%5)

S) B’ Y
Vdss=152L (RN 5-)

(6) T Dt
MR L
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VI. EYEEICEY S1EE

3. BEE (KEalL—>a>) B
(1) FRAT 3%
AR L

QNI A—LEHER
U E R L

4. RN
NAFT_RATEYF 4 2
RN OMEN) 12027 B A4 —N—IETEAX S VT T VR ET AT )V 400ug % HiA|
FEIRN G- F 7 1T B O AR LT, W ARG IED AUC. & BRI 5D AUCo. TR L Tifs
KNS AT ATV T 4% RDTEEZA, K1%ThHoT,
BB, AL T T UHNVRUBRT AT VAR OB SETEEOM P ERE TS < ORERE O KES
SORERES CER FREZ TE->TRY ., WEEE 0L LTEREROT —% OFEEE R LTz,

W N 515 0 4 By Iy 2

TERERRABIE 6 1 SMEN) IZ3H-EA XV T T NVAR R AT VK 971lng 2" AFHEAIE L
THERAWARRG L, 5% 168 Rl E TIo#d~ 73.5%., JRTIC 7.57%HRE S -, 5%
48 BEM £ TOEFPHHED 65. 7% NKRELKRTHDLEA XV VT T VR VBT AT VIEG3ZTF
FELTCWE, ZOZENLROBAL, M F A7 3KA O KEDITREINO F FHEP Pt b
LOLHEE SN, 5% 48 E TORFIBHFRED 120% N RE\MEKTHLEA XY T T
VHIVIR R AT VB AT ITIELE LT,

FIEFRHED S H-EA XV 7T HIVR T 2T )L & BEEIRN PG U 72 BR 0 R oo sedit
FIN243% ThHhoToZ e, WAL GREORE WL (BEHE) 138 31% (7.57%/24.3%) EHEE S
o,

5. 9

(1) ik — RKEAFTE@t 2 - 2
t N TORYEER L
<BE>
VT AROT y M SH-ERA X VT T AR VBT AT VAR ARG LB, Wi h oy
&b ETREI T A OERE « TRE AT A U722, I OV T A Tl g e L v KV VE T
HoT,

(2) & — R AR BIFTE E i 2
b FTOMYERR L
<BE>
HRISHEHDT v kb (n=3) ICHC-FEAX S T T HIVRUFET ATV () 0.6mg/kg) % Hilak
A5 U7 BS R W oo ik i K Ol C it 3 61l 1 B CE & rl R 7 LV O R BE D B S 7= 23
D 2 I TIXT X TORER R CER FRAW CTh o7, RIEOLBE OB TIL, T XTodhy
K O ERE R CER FIRARTM CTh o 72, WBILOMIE CTIEREM OIEE & ZIEFR U L ~L O B R
B BT,
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VI. EYEEICEY S1EE

Q) Ait~DBTHE
b R TORYER e L
<BE>
D14 HBEDT v b (n=3) [CHUC-FERAZ Y T T AR UBET ATV (K 0.6mgkg) % HilA]

8 A 4525 L 72 B, AUCo 1o (23D < BHRILIE D B HIF T~ D BURREBATRIZ 47% TH -1 Z L b
FATBATIE D R ST,

(4) BERA~DRATE
b hTORERER L

() Z DL OBEA DT
B TORAERR L

(6) MBEOHKSED
99.0%~99.5% s —%») (& himkE)
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VI. EYEEICEY S1EE

6. i
(1) KRB AL R SR B
{REHIRAL - BT OV NG
t MFI 7 v Y —2%HWT= invitro W BR TIXAF 2SR D b, ERT 280G 1o
& LT 6B KA IR N R S iz,

bz 3 /n vitro KM BV 29BERDI

Mometasone Furoate ERLTLAL

/#\

= =
’ =l CH3 ) / ﬁ’ wsll CH3 o /
SCH47156  © SCH 54146 \
(Mometasone) y  (6BKER{L MF) (21 iKBR{E MF) pH

OH

OH Sc
68 7K®{t mometasone (21 ﬁﬂ(@ﬂc mometasone)

H
68 KL +21 firhI KB MF*

OH
68+21 i/k#{t mometasone oH *5y MEARICORMR (14C-MFRTRE)

BIVI-2 CEHHERR

Q) REICEET 28K (CYPE) OLFE. SEXD
6B KEEALAR D AERRIZ B 592 P450 oy FFEi & LT, CYP3A4 DRGSR fER SN TV 5,
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VI. EYEEICEY S1EE

Q) VEEENROERERVEDESE
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(2) R FEEHAR
X-1 —AREEIBEER
L L7k N B b Pe b s
RBRIE A Y Akl A A
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6 DB (n=3~4) 200 20mg/kg & EEED 3 HH 1 F1C FEE 5
B HEI R OV S in
%%
A
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— ) | MEDOFLR DR - INEEO T, MHEE B OBIEER DT,
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aanFaf RIZHEBLTAHALNTWENEIERANS TREINDILDOTHY, EAX Y TT
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1,200pg/kg CHE VRIZBALIRIE 3 21 B L7z,

T XR - BRIERAICE T 2R (B O) TiX. 700ug/kg L CREEM) O RERINIME], FEE. %
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ASMANEX® 8.1 Pregnancy
(mometasone furoate Risk Summary
inhalation powder) There are no adequate and well-controlled studies of ASMANEX
TWISTHALER® TWISTHALER in pregnant women. There are clinical considerations with the
KEAT SCE use of ASMANEX TWISTHALER in pregnant women /see Clinical
(2021 4E 6 A #1E) Considerations]. In animal reproduction studies with pregnant mice, rats, or

rabbits, 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. 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.

8.2 Lactation

Risk Summary

There are no available data on the presence of ASMANEX TWISTHALER in
human milk, the effects on the breastfed child, or the effects on milk
production. Other inhaled corticosteroids, similar to mometasone furoate, are
present in human milk. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for ASMANEX
TWISTHALER and any potential adverse effects on the breastfed infant from
ASMANEX TWISTHALER or from the underlying maternal condition.

(&%)

FDA %735 Ul e/l EE 53 % (pregnancy category)] : #4272 L
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8.4 Pediatric Use

The safety and effectiveness of ASMANEX TWISTHALER for maintenance
treatment of asthma as prophylactic therapy have been established in children 4
years of age and older. Use of ASMANEX TWISTHALER in pediatric patients
12 years of age and older is supported by evidence from adequate and well-
controlled clinical trials in this patient population [see Clinical Studies (14.1)
and Adverse Reactions (6.1)].

Use of ASMANEX TWISTHALER in pediatric patients 4 to 11 years of age is
supported by evidence from adequate and well-controlled clinical trials of 12
weeks duration in 630 patients 4 to 11 years of age receiving ASMANEX
TWISTHALER and one 52-week safety trial in 152 patients [see Clinical
Studies (14.1) and Adverse Reactions (6.1)].

Controlled clinical studies have shown that inhaled corticosteroids may cause a
reduction in growth in pediatric patients. In these studies, the mean reduction in
growth velocity was approximately 1 cm per year (range: 0.3-1.8 per year) and
appears to depend upon dose and duration of exposure. This effect was
observed in the absence of laboratory evidence of HPA axis suppression,
suggesting that growth velocity is a more sensitive indicator of systemic
corticosteroid exposure in pediatric patients than some commonly used tests of
HPA axis function. The long-term effects of this reduction in growth velocity
associated with orally inhaled corticosteroids, including the impact on final
adult height, are unknown. The potential for “catch-up” growth following
discontinuation of treatment with orally inhaled corticosteroids has not been
adequately studied. The growth of children and adolescents (4 years of age and
older) receiving orally inhaled corticosteroids, including ASMANEX
TWISTHALER, should be monitored routinely (e.g., via stadiometry).

A 52-week, placebo-controlled, parallel-group study was conducted to assess
the potential growth effects of ASMANEX TWISTHALER in 187 prepubescent
children (131 males and 56 females) 4 to 9 years of age with asthma who were
previously maintained on an inhaled beta-agonist. Treatment groups included
ASMANEX TWISTHALER 110 mcg twice daily (n=44), 220 mcg once daily
in the morning (n=50), 110 mcg once daily in the morning (n=48), and placebo
(n=45). For each patient, an average growth rate was determined using an
individual regression approach. The mean growth rates, expressed as least-
squares mean in cm per year, for ASMANEX TWISTHALER 110 mcg twice
daily, 220 mcg once daily in the morning, 110 mcg once daily in the morning,
and placebo were 5.34, 5.93, 6.15, and 6.44, respectively. The differences from
placebo and the corresponding 2-sided 95% CI of growth rates for ASMANEX
TWISTHALER 110 mcg twice daily, 220 mcg once daily in the morning, and
110 meg once daily in the morning were -1.11 (95% CI: -2.34, 0.12), -0.51
(95% CI: -1.69, 0.67), and -0.30 (95% CI: -1.48, 0.89), respectively.

The potential growth effects of prolonged treatment with orally inhaled
corticosteroids should be weighed against clinical benefits obtained and the
availability of safe and effective noncorticosteroid treatment alternatives. To
minimize the systemic effects of orally inhaled corticosteroids, including
ASMANEX TWISTHALER, each patient should be titrated to his/her lowest
effective dose.
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