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— (PEF) fADOXR—ZA T A b OE{LE) 2B\ T, A1 H&H 200ug, 400ug £ 721X 800pg %
1H2ME, FziZzmazvtah—rRy (CFC) #EHFANEH Licxrara2y o Tavt s
ot 27 L EREE R A =7 Y —/L#| (BDP-CFC) 1 H& 400pg% 1 H 2[a% L& 40, 4
WG Ui R, BREF PEF O G-RiED b OB L& IIAFOWT O HEFICBWTHHE

Bl aE R Lz,
(L/min
50
40 -
5 ---A-- - BDP-CFC 400 g/H
E 30 L —O——&H| 200, g/F
B —A— %A 400.2/H
& 20 - ——%H# 800 e/H
736) (MeantS.E.)
o 10 -
0 T | | - |
& R
Lo
_20 L
533
1 2 3 4 i
FHIG R ()

V-1 f2KEf PEF EQ KR SRTEN 5 DEILE

QLe#EA 5% - FP-DPI LE#EABR (EIPNSE AR LEEGEAER) ©

HARE DR N BB 200 Bl A RIRIC, TAF A T a A U BT AT L R A 80 Z—H|
(FP-DPI) Z MK e L7-IFEMmbtialin (FERHMIEE - IR PEFEOX—ZX 7 A L InbH D

v, BIKEHEEE : O PEF & FEV, DRX—RA T A b0 bE) 128\ T, &K1 H

B 200pg % 1 B 28] XX FP-DPI 1 H& 200ug 2 1 A 28], SiAREE L7z & &, KK PEFED

BHAMEN D DL EITIRD LB Y Th oo, KRBROFER, EIRKF PEF 60 S &R HmR (2351
L EEIZB O TAFI O RERIZ T 2 IEBENREES Nz GES M~ —Y 2 A=20L/min) .

R V-2 EKRE PEF EQRESRIMEN 5 DELLE

X A& KTHRZE L D7 L
el (L/min) 95% i I1E 151 1
AHA
(99 1) 8.2+3.1 26
PIgiGE S [-6.0, 11.3]
(FP-DPI) 55+3.1
(101 #51)

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

AFNZEBT DEIMERIEL, 996 28 5l (283%) RO LNT=, ERBL DL, AT AL 8
DTB (7.1%) | FEEREESH (51%) . 1M LDH M 34 (3.0%) Tho7-,
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V. ARICEY SER

- PIERE D

FRASSE DR S BB 59 1l & %t & L 7= BDP-CFC & D IEE #ish /1 HeigsiBRiz 381y T BDP-CFC
1 H&E: 800pg % 1 H 21[0], 4 AM# 5%, AK400ug 2 1 A 28], SHEMBH I B -5, &
JRIF PEF (DO 5-5ifE» b OBt & DOHERB S AR OZY 7113 H & T BDP-CFC D 2 Th - 7=,

2) REMHER

- BRREARSHER Y

HRERBRLART L W AW ART 1A REIZ 48R EEH LT EE O RS SO0 BB 199 f
W2, AAIT HE400pg 2 1 H 2[NS T 12 @R G#%, & DIERIZE U TAA 1 H & 200pg X
400ug % 1 H 2[ENCC 40 FH, & S2 B SG Uiz, EEFEME HILEREE PEF EOX—ZX 7 A
b OEAbE, RIRGHEE B XK D PEF L FEV, DX—R 7 4 UMb OEEE LTz,
PRI} O D PEF O G- 5 OB ElX, FTROLEBY Thoi,

ELRFED 52 HIFIZI5 1T D PEF fEO & G-AifE2> B O ¥ b &1 21.0=3.7L/min T -7z, PEF
EITERE, K&, AEREAZEO ., BEHRTICmEEEZRT X0 R ROBEIIER 6

IRinoT-,
(L/min,
30
25 +
B . |
520 A A )
Bil /- SRy N
@ ~~'TTTITT
s b / T
0) ”
% ;
& 10 +
. —o— ik
5L A&
/ (T + ez
0

0 2 4 8 1216202428323640444852(:@)

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

B V-2 ERBR UKD PEF EQIRSHTEN 5 DEILEDH

BIER X 203 B 83 f5i] (40.9%) (238D B, WIRIXANED > P & 0E 25 %1 (12.3%) . FHAkEE
(F7) 16 61 (7.9%) | i 2 vF > — A8 12 61 (5.9%) A AT A v b 1141 (5.4%)
mETH-T, BELRBEMIT 1FITHENEE L, KADOTIIZESTZEHWEMIZ 761 TH -
776

AANOREEEIC X0 RBEEREMT 2 X0 2Elmn3 s 28IERITRD ST, #ERM, 20X
EEERA L RPN ARIER LBO bR Tz, AFIZEE, k£35S T % ICHEDUE
WE IS L BN DEIERIZRO Sz hotz, ULEDORERNS, AFNIMA AT a1
RIRASEZERH L T B I L TARZES &S L THEeHICHEIT R W EB 2 bk,

- BRI
A% LR
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V. ARICEY SER

5) BE - WEBAER
- ERREXMEBEREERRE LI —ARERREER ¥
Eln B EBE (65 LA L) 6 Bl %G, AK|200ug & 1 B 28], 48RS L& &oEydhe
Je V22 A % FE i BB (20 5 LL B 65 mlAR) 6 1 & el U7z, EERHmIE B 1 4
FBABS T T TN FET AT NVPRE D Conax X OYAUC . BIVKEHIE B XA RERR A & L7z,
ZOBGEICBWTIIMIETRERAZ Y T T U VR BT AT VRIS D AR O S TR
DO T,
ZEMETIIHEERE CHEF 1R -7 b ODOBAE THK L, 2ozt EEE 725
IRinoT-,

- AT0A FREAKEIWMEET TR E LI-ERRHAER 0

WAAT 1A RIEZEH LTV WRAE S EEE 20 B2 x5 & LT, A5/ 100ug & 1 H 2[5, 8
G Lz & & OFMER L OL 2270l U, S8 E B I3ERKF PEF f[EDO_—2 7 A
b O bR, BIREHEE HIZE D PEFfE L FEV,OX—ZXA T 4 UinbOE{bEE LT,

B #& BEAM R (2 38 0 D PEF fH 0 4% R 20 5 O AL BT K B 29.8+49.20/min, & [i] T
248+93L/min TH Y, AEZR LA ZROT-, BIERIZ 8 I 11 - THEFAE 3FEDIE A8, MEEED
DRIE, M2 TF Y = AT AV A L AP BN, BRREGR ., nEuk, e
SR 1 CRBMEIXRF CThH T,

- EESREYMEREREEENREL-EHAEREHBR

BB PSR AAT 0 A FEEZHH L T - EERE I BHEE 75 Bladic, A4 1 B&
400ug 7 1 H 2108, H LI 800pg & 1 H 28], 12@MLLLE 24 M & CTHR G L= & oA &
O et 2t Uiz, TEAMEE B 1K PEF [EO_—2 T A b0 i, BIREHGEH
1D PEF i & FEV,DR_R—A T A I DE(bEL LT,

B FEMIEIZ 3317 5 PEF fEO & G-R1EN b O &IT 2R CTEKRF 18.73+4.93L/min, &[T
18.89£5.02L/min TH Y, Wb BIFICHEFF SN2 EAVRBE S, BWERIZmF 2Ty —
VR 1261, AlEl oV FRE LB, A AT F I R 6 6178 8 33 HINCERS Hivs, BEEE
T XEE R BEWER X 72 o T, BEH-RIRIC M L 72 Rapid ACTH A Tl 5 I RUGTENEL 72
DM ZR LI ODONT S 33— b e CEERTO 2 5L B E 7213 10pg/dL L E o = v
— VBN %380 . W TPIRREIZIEE IR TV, BHEEDOK FIC oW IR RIE R 2y 7208
FATF N AKTRRD b,

(6) BB

1) ERARERE (—REAMERE. SEMAMERE. CARELERAE) | HERTR
T—E2R—XFAE. HEHRFTRERABROAR

- FRARERE

[E| N C3EhE S AL 7= 0 IR A L2 38 1 D 2 MEREAm T 52 1,935 6l 36 6l (1.9%) (ZEIEA AR
BTz, FRE IR E OBVERRER L ZOWNRIL, TFERER. MEhs L OWERREREE ) 1.1%
(21 5, FEFEEE 114, %k 5 1% CThoto, Bl a2 A+ 588 Tk, milE (65%
PLE) ORI R GHER] 610 B CORIEHRBLEIGIL 2.6% (16/610%1) TH O, E/2EIHEH
IERAREE S, AFED U KE, BB, BMENE 2 Th o7, IFEEEEREEH O A MERENT
KEGIEB] 42 B CORIEARBREIAIL 24% (1/426]) THY ., BERLUZBWERIX y-Z 14 2Lk
TUAT =T =B TH o7, /IR (ISR | TR & O HERER S Cix. AIEH
WTERD B -T2, (FHHRER TR
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V. ARICEY SER

- BEFERABRERE (RHFERICET S8R

FE] PN C SR S AL 72 R 8 R A LS B8 1 B 2 AR 8 1,097 5117 29 651 (2.6%) (ZEIE A
RO BT, AFIOBE RN T1238) . T128B 2482 F) . 4 BB 36 LT . 36
B 52ELLT ) KON 152 il OBEEORWEHEBEIGITENEN 0% (0/161) . 3.2% (4/125
B . 7.4% (8/108%1) . 53% (6/113 %) KO 1.5% (117750 1) TH V., LG5 OIERIZLE
W EFRT DREOMAIX o, EEZBWERIX3F 34 (AN, A LT KOURREER) |
FHEEREWERIZ 3 HI 105 TH Y, T/RIFHEERENWER T, B 5, BEOLOBRENA 4
e, BED T HE, AIRGEE, FFRREER OCSIRAE 3 CTh o7,  (BEAK TR

2) RRBFHE L TREPEONRRITIEREL-RE - HBROME
AL

(7) T Dt
MR L
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VI. ERhFER(ICRISSHIER

1.

2.

EEP2YCEESH HIEEYRITIEEME

T R=vnary, TXYAXS . NITAY /I ay, RERES o  RXygaRrR) TLVTFh
S, TTY=R, VI LY = REORIBEEATRA R

R B0 H 5B OREE - ZERFIL, B ORMNIELZSZRT L L,

REER
(1) fERERLL - fERBERF

1) YEHERAL

S R SR OV

2) fEFIR
FRABS T T UANR B AT VIIEREIB R E AT oA RETHY 7 LALF—EH LN
MBIEERH A/ T 5,

RE T BT RGE DB RIEMEE TH Y . TORIEMFIZONTL, JUR (T VA7 y) Cxtd
LEAEN RN T Himfe (EIEM) L OWUR O FIREEIC L 2 KIEDOFRIEERE GhRAME) (240 Tl
Ihad (KVI-1) .

ERAH T T AR R AT VIXRE B OFIEIZRE 535 PUREE AR, TME, 47
HEIER e OGP e Bk 2 G e A M@ & . SFERZISIT 2 LE2 615,

ETARS T T IR BT AT VTRE NG L0 PURT MR T B W T R RS
PHIER Z R L7z, & O~ 3—=T (Th) flNDDA ¥ —aA F -4 (IL-4) KO IL-5#EA
(Th2 MR DIEEAL) 280l L7z (in vitro) 2 o B FEGIC & 0 GEBNEME~ 7 2D IgE &Y 1gGl
PURBEA 24 L 7= Ginvive) ¥, 7 v N FBRER D EALIEIR 112 K D ilEERE &K F S /72 (invitro) ¥,
S B2, BRENEE~ U A 2B W T, PURERIZ X 2 K& SIEGe i SO 2381 2 I ER ek
D RIEMIEIE, itk 1T D IL-4 TV IL-5 D mRNA FEHISx LT, W ARG X i)
VER A= L7 (invivo) 19
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VI. EhEE(C

ERIELE

—> FH

—

—) 505 L

TFULLY Y

N~
=

e A

®
EX& 32

\

@
IgE ik
-

(\3)
e @ - IL-4 @ Th2 f@ka
> B @ / -

ofakyzy

TFLLTY
.

Rz HEAE @
IL-1,1L-6

@
IL-12 } TNF-a
e

Tho #fifia
2

(J
Thi #@f8 M{l“‘

B4

LR h.csi
Q nEnmae | OO
AuEFan

TNF-a, IL-4,
IL-5, LTBy4, PAF

eotaxin

@)
&

). 9.®.9

), (7 @
Vs sEsER

O SFERER, 1) 2/ SER
@

LD 4ak)xT>

®
aq/akyxy :

BNEF R B RIG BRENGR KRG
SHIREBOEE
SRR RUEHRE ?&%o@@t ,KTEEM
REHE JEHEMBERE

AR

R

OHUFEH TS D IL-1, 1L-6 &
Y TNF-a EAE 2 01

@Th2 ffE~D 534k % i

@Th2 #la & IL-4, IL-5 EEA %
Etifiil

(DIgE PUiARzEE % i)

O MBS OHRFEE E 2 X
SViEBER e A a2 b =
(LTCs, LTDs, LTEs) BEAZ
il

OUFEEER D EAFHERHE] (7R b —
T AFE)

DRE R FT~ O EEER 0 1218 % )
il

®%FE LR VCAM-1 %
Pl U, G ERER D i ~DIZE K O
T % 4]

OT Huka o fifi~D 214 % i

O LRI S DA 2 N Y =
FEAE B

AT FREK K O R ER D> © O JERL &R
H'E (EPO KT MPO) Ol %
il

HVI-1 IEDREMFERVEAZYY VIS UVAILRUBIZATILOERS

GM-CSF

ECP : 4FFRERIG A A4 (HEME) R E'E (eosinophil cationic protein)
MBP : FEEIMEFE  (major basic protein)
CHERIER - v v Ty — Y an =—fill4K ¥ (granulocyte-macrophage colony stimulating factor)
RANTES : regulated upon activation, normal T expressed and presumably secreted

TARC : thymus and activation-regulated chemokine
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VI. EHEERICEY HER

(2) EzhZE R T S EBRAE
1) BEETIVIZEITZER™
ERAES T T UNNR B ATV (MF) IEREENEIE T » N OBURGEIE KGE ARG I3 LT
KENEGIZZ D MEER 27~ LTz (invivo) .

—— J A

—O— Vil

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

—
wn
1

1 2 3 4 5 (IR fi)
BVI-2 BEEVRIES v MIHE T AMEFRMERIGIT T HIMHEIER (BREIKFMNE)
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)
$, $$: TINFN p<0.05 L p<0.0l TIALFHY T a4 B AT/ (FP) BRI L TEEEDY
(tHE) .
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VI.

EHEEICEY HEA

2) BT RAEER

HEMRIEET NV TH L~ A7 v b AN EEEEZ O CRFTHIRIEVE N & B Lo R, £ 2
KT T TNRBEE AT )V (MF) OWIHIERIZR 7 a X %V 7 a 4 e X7 v (BDP)
DK 7.6 fE38D> > 7 (invivo) 17,

RVI-1 xR0 HEBEZRRBICESTHAMREER (7 BRRERBRMZER)

) IR HyplEsR | s EDso fi& *Hiﬂijﬂﬂﬂ it i P
(ug/mL) (%) (%) (ug/mL) (95% 15 HFHBR ) (mg/10g {A )
VAR 52 — 110+16 — — — 11.8+1.2
0.15 116+17 —6+16 11.2+0.49
ME ?é 49ii: 56+8 031 7.63% 120i06:
. 39+9 65+8 (2.90-71.05) 11.8+1.0
5 23+ 6** 79+5 10.1£1.1
0.5 121+18 1016 11.4+0.9
BDP 1.5 61+10? 45+99 2.52 1 12.8+1.4
5 47+8 57+8 13.61.0
15 33100 ** | 70+9? 12.0£0.8
BT EHEESE 27T (n=10) .
a) :n=9

EDso fEIZEIF3HTEIC L0 o ARl EATRBEEIC L D R LT,
*, %k ok 0 ZNEIL p<0.05 KU p<0.01 THEHGRFHCEL L CHEZED Y (Dunnett DL EILEHRE)
# : p<0.05 TBDPHAIZIL L THEZEDHY (95%EHERIIC XL HHi)

FRES T T HNVR T AT (MF) i3k R v a g F o, REREICE LTS
AL, ZREICH A%, BEFESEIEEZ RS (RVI2) . TNUOLOBMMETEA Y 7T 00
NRUVBRT AT N> TNF Y T aet e A7)0 (FP) >75 Y =K (BUD) DIETH -

7= (invitro) ®

RVI-2 F)Laa)FaA FIGEBENENT BEEFSE (/in vitro)

W) ES AR ECsof (nM)
MF 3 0.0690.021
FP 3 0.32 *£0.04
TA 2 0.79

BUD 3 12 +06
DEX 3 48 +29

._{

BAR TR GG D BCso fE DX UTFEEIE LS. E AR,
TA: N T ALY/ my, DEX: %A%

Q) ERHEEEER - FriesR

MM ER e L
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VI. EMERRICEEI HIRE

1.

1 R EE D HERS

AR ANA

) ABREEMNGILPRE

Q) RSB CTHRSA-OPRE
1) BEEZESHOMmMTFRRE Y

TERERR A B ME (5 8E 6 B1)) IZAHA] 100~1200pg ™ % AW ARG L7- & &, 400pg DL F O 58T
WIMERE XA & 7 T BNV R T 2T )V ORREILERRER (498pgmL) LLFH LLITZh
DTN DR CIHMENE T A — 2 #H T 5 Z LIXRARETH > 7=, 800~1200ug O

BRI, BEEOHINIIG LT AUC O _EH P IR INT-.

) AFNOARAET 1 Bk 800ug TH 5,

RVI-1 BERASRME (BERAN) IZARHF|D 800, 1000 X (& 1200ug ZEEFORA S E1=ED
MFREARZYVISUAILRUVEIATILEEDEYEIRE/NS A —4

b 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)

BAEIE 6 BlOTFEIME (%CV)
* o (S BIDFEEIE)

Non-compartment model fZHT

2) MEBREICEITARERGHOMBELRE

Wi BEE (13 61) (SAH 400pg 2 1 H 2[A] 28 HFIEW ARG Lz &, mighEr 2735
VANV T AT VPR ITOR & AR A E) K OV A MR E 358 60 AV N EIEORE B 221t
WZOWTIEE G 7 HHLE, o0 ERZBOTERIREAMR SN, £, EFIREIZEBIT
% CumaxlE 192~222pg/mL, AUC % 1293~1589pg-hr/mL TH 7= 1 ., BAANGEREICBITS 2
B OB R &2 2 E A B AEE 25 U7z ilBR 20 OfE 3 & Il U C Coa TR 2 £, AUC THY

3fEmnoTc,

(3)
AR L
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VI. EYEEICEY S1EE

4) BRE - ftAEDeE
Ak A — PR R
Rk N B (FREN) ICARA 400pg 2 1 H 2[6] 9 A O#EKER AL 58T, 4 BE»S 9HHE
\ZHR )72 CYP3A4 BLEAITH D7 b ot —® 200mg z2 1 B 2 [IGFHREOFS Uz, i
HERAXY T T HNVRBRE ATV (MF) BEDOH LR ERZ2RTHINERD Sz,
) RO AIENAIET

(pe/mL) (pg/nlL) (pg/mL)
400 3EE 400 9EE 400 9B E
350 (A B 3k) 350 (XH+T5+R) 250 ;(*ﬁlH’r Fary—n)
fn 300 | f1 300 o 300 |
7" ] 74 ] 5 1
B 250 | B 250 | B 9250 |
M ] M ] M ]
F ] F ] F ]
& 200 ] J 200 s 200 ]
B ] B ] B ]
150 1 150 1 150 ]
100%5 5 100% 100 |
50 50 50 —
o o o
0 2 4 6 8 10 12 0 2 4 6 8 10 12 0 2 4 6 8 10 12
B G HREER (BFRA) B G HREERT (BFR) B 5 %R (FRRE)

HVI-1 EZERABRMYE (=24, SAEAN) IZBVWTEAFERRIZS FaFV—IL (RIZTS5ER) %
HRAL-BOBEAMNMEREAZYY 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_RAFTEYTF 4 2
fEFER A FMEAN) 126127 0 A — R—JETERAL Y VT T HIVRUVEET AT /L 400ug % HilA]
FRIRN P G- F 7 1T BRI O A 5 U 7o, WA B-RE0D AUC. % S RN B H-RF D AUC,, TBR L T
KNAFT XA TV T 42RO EZA, 1% THoT,
B, BAZS T T UNINVERTRT AT VAR O SR MR X2 < OEERE O K
SORERES CER FREZ TE-> TR, WEEE 0L LTEREROT —% OB EE R LTz,

W A% 515 D 4 By Iy 2

TERERR A B 6 1l (FMNEIN) IZPH-E A X Y 7 T VR U BRT AT V) 971pg =W A A & L
THERAWARES L, &51% 168 £ TIC#ET~ 73.5%. RHIZ 7.57%Hk Sz, B5#%
48 ERE F CTOFEFHEHFED 65.7% BNARELKTH D ERA X V' 7 T U VAR UV BRT AT VBT
FEL TV, ZOZENLROWM AL, W F II7=3E O K /TIRBIN D F FHEP Pt S s
HOEHEE SN, FIE % 48R £ TOIRPHEHEED 1.20% B KREMETHDLERA L VT T
VIR T AT VIESIAEE LTV,

FIERAED H-EA XY 7T HIVR BT AT )L % HEIFIRN G- U 72BR 0 FR T s e
FIN243% ThoTeZ b, WMABRGREO GV (BHE) 1359 31% (7.57%/24.3%) & H#HEE
b,

5. 9

(1) ik — RKEAFTE@t 2 - 2
t N TORYEER L
<BE>
U ARNT » MIOH-ERA XS VT T DR UERT AT LB LB, WhoBifE
& B ATRE I T 2 DR « IRAR IS IREI S A L7223, B O F IR CIIm g g fE X 0 KV MET
HoT,

(2) & — R AR BIFTE E i 2
b FTOMYERR L
<BE>
HRISHEHDT v kb (n=3) ICHC-EAX Y T T U HNVRUBET ATV () 0.6mg/kg) % Hilalkk
F 5 U 7= B8R U8 oo i b K OV C i 3 4l 1 1 C O B FTRE 72 L UL D SR RE 2SR S 7= 28
D 2 B TIXT X TORERF R CTER FIRAE CTh o7, JRILOLBE OB TIL, X T
S ORI ERE U CE & T IRAT C o o 7 Ja W O Il CIE BN O e ig & 1ZIZTR U L ~L O K EE A
B BT,
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VI. EYEEICEY S1EE

Q) it~ BT
B TORAERRL

<BE>
S I4HBEDT v b (0=3) ICUC-EAX Y LT T U HARUET 2T 0 (K 0.6mg/kg) % HiA]
KRB LT2BE, AUCo1om (2363 < BERILIED & PN th ~ O T REBATRIT 47% Tl o722 &
SIS R Sz,
b NTOMYERR L

(5) DDA DRBATIE
B TORAERR L

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

6. e
1) FSHER L B U SR IE 2°
RABFBOL - AN OVING
EMFIZa Y —2%HWT= in vitro IRBR TIIAF 2RO Hiv, Ak 28O #BD 1
D& LT 6B KEE LR HERR S 472,

& /n vitro RESERICH VT 29 BERDMIE

Mometasone Furoate BR L TLRL

/#\

SCH47156  ©
(6 B7KERAL MF)

SCH 54146 \
(21 RKER{E MF)

oH SCH 7499
68 7KE{t mometasone (21 /KB4t mometasone)

H
68 KMt +21 frhIL KB MF*

OH
68+21 kML mometasone oH * 5y NEARICOXEE (AC-MFRZTiRE)

BIVI-2 CEHHERS

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
HY #98% (s M GIF)

@) REMOEEOERR VAL, FELE
YR L

7. HEt

(1) BEERLL & VR 2K 2
bt MR O AL G U7 B0 EHRIRREE IR WICEAI O PRI CH 5, 7B, H-EA XV 7
T UK BT AT N ERERE UCEHIRNE G L2556 0RE L O#E T S sedEi Rz h 2
N 243%BLV53.6% TH-o7-Z LD, RE WIS VT2 5A O F PR (XA PE 2 /5 5 3
PR HEE S D,

(2) Heith 3 2
ERERR A B IE BMEA, 0=6) (2 H-E A ¥ V' 7 T U VR BT AT VIR AHF O 971pg ™
Ze HA[EIRE O ABe 5 U 7=, 5.5 168 B & T oo BAE#E P REEIERIZ 73.5% CTH - 7=, [FIE
VB L 72 R~ D H e pE =1 7.57% T > 7=,
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ASMANEX®
(mometasone furoate

inhalation powder)
TWISTHALER®

KEUSHT SCE
(2019 4 12 H BifE)

8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies of ASMANEX
TWISTHALER in pregnant women. There are clinical considerations with the
use of ASMANEX TWISTHALER in pregnant women /see Clinical
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.
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8.4 Pediatric Use

The safety and effectiveness of ASMANEX TWISTHALER have been
established in children 4 years of age and older. Use of ASMANEX
TWISTHALER in children 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 mecg 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 meg twice daily, 220 mcg once daily in the
morning, and 110 mcg 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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