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RMERRAT R 169 1D 5 &, AEFLBIRIL, AAIRE 64.7% (55/85 ) K
7 BARRE73.8% (62/84 f5]) Th o7, #ERIRDERNZIIT 2 LA HEFGIRELR
. ARHIEE I DEYWER L OV HUE ] 37.6% (32/85 1) . [PEIRER. Mshls L O
MEbRERES | 20.0% (17/85 f5]) JOY I'HIGEDE ] 17.6% (15/85 ) EThHH ., 77k
REECIE BYYER L OFAERIE 33.3% (28/84 i) | THEUkgs, Mol K OWEhEkE
FE)22.6% (19/84 B) MO [HGFEE) 155% (13/84 f5]) “Th -7z,

16) fEhF%.s BEH> - MR, 2006 ; 25 (2) : 186.




V. BRICEY SEE

i) RAKEXWRRICETS2YRITO—LBERELOLRE (ELARY rAATARY) P

RRT A | Sl LR VR 2 b B S A TR b iR
k5 FP400ug FH%4/H D ICS (AR T a A NAD) T OGS S B A
AL - A&\ | AAl - 118150ug. 1 H 2 B A
Yo 7ro— LA 18] 2mg, 1 B 1 [E85
e 58 4
it B

FZIVERRAT 52 341 1) CAHIEE 176 i, Y 1 75 o — LEE 165 ) 2B\ T, & 5H)
MBI DALRK PEF O_— 2 7 A L inb O bR CEHE AR ) 1%, ARFIEE
T 38.43+31.50L/min, Y 17 J o —/ LT 25.90+24.86L/min T&H 1 . FEFZED 95%(E
XM O FTRENERNCRE SH-EL M~ —2 0 Th 5-15LImin & FEI S22 5o 7=
ZEMnD, a7 T a— )LREFERIC T D ARAIOFEL S BEE S T,

free=in

LRVEMAT RIS 367 Bl 5 B, BEFRGRBIIT, AAIRE 45.2% (84/186 f5i) KOV
077 a—/ R 50.3% (91/181 f5l) THh o7z, aBEAIKRLSFEINCE T D EhaEFR
FHRIT, AFRETIE NEYYER L OFARIE] 194% (36/186 ) KON [afyfEE
BLOERPTEERE ) 13.4% (25/186 i) 5T, Y u 77 u—AfETlE [HRRE)
17.1% (31181 %) . T&FFEER X OS5 RFTEEIE] 13.8% (25/181 ) KOY [
YUiER KO AEHIE] 13.3% (24/181 ) “&Th -7z,

i) AR EX S

13) BEAEIED) : TLAX— « 4. 2006 ; 13 (8) : 1154.

(ELRYFTFARBR)

R T A v | Sk ILEIFEE M IEx R

POEH ICS KM & 5 TR H R (FP200ug/ H LA NAEY) B D 9 % Well Controlled (&

LTV ARE X EEE
Ak - HE | ICS R OB  FP200ug/ B & OVAH] 100ug/ H WA (FP200/AF#5% 5-f)
FP200pg/ H LA FARS O ICS % i F 1 o> Fi A : FPA00pg/ H J ONAFI 100ug/ H WA (FP400/
AF 5 5-451)
531 12 1 ]
(e e

HhMERRAT x5 169 151 (FP200/AH £ 5-131 83 i, FPA00/AFHI$¢ 5-441 86 i) (23T,
P 5.BRiG 12 WIZ¥31F 5 Total Control (25 U 7= 5E B DEIE 11X, FP200/AK 1 545 & O
FPA0O/AHIFE 5.0 CEALEHL 21.7% (18/83 )} 11 12.8% (11/86 i) Td -7,

ik

ZEVEMEAT RS2 176 B (FP200/AAII#¢ 5-151] 86 51, FP400/AHK % 5451 90 #1)) D H &
FP200/AAIFE HHNZ BN T, HEFREILEIT 79.1% (68/86 ) TH VY, HILLT-
TR F ST EINTAS 26.7% (23/86 ) . FRIBEDRIEKXL VA > 7L P4 81% (45
7/86 i) . AMERE XK 7.0% (6/86 f5l) | SMERPER K OWAMETAZR & 4.7% (4 4/86
B) . 7 3.5% (3/86 ) HTHV, HELAEFRIIWTHRELDY L HiRkD
B LB LT, WP L AR LN FP & ORERFRZ L & &, B3 RIE TH -
775

RIERZEBLHEIL 5.8% (5/86 i) ThH V., FELUI-FGULOWED ¥ K HE o O 75 4
2.3% (4% 2/86 fl) M ONO¥8 1.2% (1/86 ) T -7z, W 1 HIITAFIKRFP &,
OFRITT X TFP ERFERFRD 0 &l Xz,

FPAOO/AAIFE GBI T, A EFLHBIRIL 66.7% (60/90 f#) THY, HBLLT
F e FRILENHIAZK 33.3% (3090 ) . A > 7= ¥ 89% (8/90 ) . LXGED
RIE R O B4 5.6% (45 5/90 ) | WEMEEEZS 4.4% (4/90 f511) . SEJE. 90 K OREM:
SHVEIR 4 3.3% (4% 3190 ) & CThH v, EELAEFRIIROOLNRN-T2,
BIERZBLEIL6.7% (6/90 ) TH Y, FBLL - FGLEE 2.2% (2/90 1) . HfE
AP, AED > P NE, R R OITS 11% (% 190 ) Tholz, B,
WITIEARK & . OERNRPEEIIAFI KL P &, AVl v A RER OERITFP &,
NENHRFEGRD Y EHIEr S, 2B, ARBICBW TR TERIIERD Hivien-o Tz,




V. BRICEY 5EHE

2) RRBEHLLTERTFTEDARRITER L -HEBEOHME
KBS & E 2 TIRE 4 S ORGSR TE% B AR ER 2 S L 7=,

i) i) ORBROBEEIT, T1) (ARG - FrEEHpmd (Renliidn) - S IRIE & MR

BRIRRAER) | DA

i) COPDIZBITDLTT7ERLEDEE (FL_Xv haXT A7)

i) RAREIWEICB T Y e e — LDkl (L hedT 0 27)
i) /NERESME (BEL_U T AT R)

iv) /NERKESE (BL_Xv kX7 4 R7)



VI. EFEEICEY SHEE

1. EEPRNICEAESHSILEPRITILEME
NTa—NTIVEE T KL Py JAT KLU 5%
BZFINHLER - 4 Y 7L ) U, T X URiERE., T u— VIR K R s

2. EEER

(1) YERERLL - 1EFAKRE
YERRERGL « Al - KaE AT
TER%EF -
fili « KOERATNCBWT B ZBRICHEE L, 7T =LY 7 77— Z2iEMHL L T cAMP 2N &85,
ZORER, TaT A ¥ —€ A (PKA) ZEMEL L, KB FRGOMEERZ R+ B2 TND 2,
Fo, P AT O AR LNDMRIEEASCKIE Y VT 7 ALEEA S cAMP OHINC L 5 & H#EE &
N5,
P AT a— LI LT HE— L OIEARTH (saligenin ethanolamine) @ N JF7-1Z K & 22 BRI O E L 4
MINSELZ LIk, ZOEBILD B L BB OIETEELRAL (Exo-site) |25 A L7 IRHE T, 7%V @ saligenin
ethanolamine #8433 Bo 2 A IEVESRAL (Active site) & F5 4 M OigRfEZ e 0 = U, (EF DS R R 32 2,

| HOH:C OH
HO— '(I:HCHQNH:CHZCHzCHzCHzCHzCHzOCHzCHzCHzCHz—*@

Exo-site

/3 2-Adrenoceptor

(2) EMEZENTHHBRBAE

1) [REXILRIEA

a) Invitro (BEILEY k) ®
AT =X AREgE (LT ATre—L) [$E'LVEy MHREVRHEZA Y 71T
YT H )L ERIE RS TR S,
WHERE B O e AX 2 UERIE T 2V AT o — LOMEIWERIZ. A Y 7L ) D)2 f4%.,
PN T RZE—LDRAGE, TahTa—ILOR /7 ThoT-,
T, A VTV TV PATHEE=ARORT AT 0 — VAR THER OBUTEW S, TEHFrc
Moo 3FEVHLNCEL, 605 ETHT-,



VI. E3EE(CEET SHIEE

ELEY MEHKEDER S I VIS SRR

L& N ECso (nM) ECs Lt
P AT a—)L 6 0.776+0.092 0.488
AT FY 6 1.59+0.13 1.0
W IT B E—)L 5 2.96+0.58 1.858
FuadTu—) 5 0.113+0.016 0.071

ECso : B KILD 50% % /g 72 DT LB A B i
ECsolt : (%K3AIDECso & D) + (Y7 T L/ —/L® ECs)

Mean=S.E.
ELEY MEHKEDOERX S X VERIEKRICE T 5EERORE & 6K
=t A (M) N OTso (min) RTso (min)
YA T —L 10 5 29.2+t4.42 >60
AV TLF VU 5X10° 6 241012 2.9+0.17
YT H =)L 108 6 3.2+0.33 4.1+0.50
ahra—) 3Xx1010 6 5.2+0.35 4.9+0.50

OTso : 50% 3% &= TR
RTso : Wash out #% 50% XA /1 23 [B11E 3 2 & T OIRFR]
Mean=*=S.E.

b) In vivo (E k) 18252
S S BBEIC T VAT m—)L L LT 50pg & WA G LI Ga . #4530 3% (2t aeR A i s
it L, R 12 SRR L7z,

(%)
o
40
30
20
10
0
10
-20
e o T e T i
-40

—— 75tk
—A— 125ug
& S50ugE
—m— 100ugd

RIERR (hr)
REHNFRERMICE TS FEV, DELE



VI. E3EEICEY SIEE

2) B ZBEMERE-DIRERICHT DERA— (/in vivo, EILEY k) 2

ENLE Yy hOFRHOBIZRT VA AT e—LOERIZ. A Y7V, YATHE—LROIT e hT
n—/LEVENoTn, Fin, MARGICE D2 0EEINES YL, TehTe— kgl B
NTHE— )L EIFIERETH D, B FIRITKT DBIVERE - T2,

(beats/min)
50 -
HILAFO-=)L
40 - Onmenam oAV jIJj_ I_J =/
o o HILTZE—I
%%El 30 A o— JOAXT0—)
) mean=+S.E.
é?z 20 n=4~7
10 -
0- -
10 30 100 300 1000 (ug/mL)
B 5 8

HETEILEY FOOESENER (RARKRS)
3) N BN 15
a) Invivo (EILEY k) #

PN ATO—LOWAREIZLY, TATy MIBIT b AZ I UERKENMGEZIE L, ZoERAIR
6~10 FERAZICHR Lz, EAORRIERIZ. 1Y 7V v AT HXE— LK T el Te—/L Xk

DENoT-, F-. 30 HEGEERAHL L TH B AKX I UFHEREIEIGHE O MEIEHICTMEIEED b
Mol
b) In vivo (E k) 2

PARATE—=VE b Ly FIVEBIAMIC L0 FFE U758 > BB E O B FE1E 2 i L7z,

(%)

50 — HLAFO—IL (n=9)

0 O = o JStm (n=9)
Exercise Paired t-test

30 - %% % 1 p<0.001

* % 1 p<0.01

’ * : p<0.05
20 - /J # . inter-group
E 101 / l ’(w- J
i W W ]

#HH

\

-10 # #HE

$ \‘l E-¥-¥-3 e e J
—20 4 '.h ok __ﬂ_J)
-30 4 I&). ______ : ‘:W_,-’i’ --------
,40 -
,50 E

T T T T
®E5ERN BEEN BEE% 10

T
20 30 40 50 60  (min)

FLy F2ILEFERIC &S FEV, [EDH#ETE



VI. EhEEICEET HIEE

4) RIEER

a) Invitro (E k) ®
PAT =T MR SO AZ I aAf a k)= CyDy OEfEZ R M L, ZOfEA
A YT TV AT 2= LI RFHR L, 20 B#E THmW bRz R L,

. bRy S R O+ 3 kYT C./D.b
o) (n=4~12) (%) (N=4~12)
100+ 100 - —— )L AFO—/l (40nM)
o==s0/YTLF U (20nM)
80 80+ oo B FFE—)L (200nM)
L . mean=S.E.
60 & 604
it ' '
it t ]
il 40 401 '.I
o '
20 20
$) f
0 0+ T i
-20{_ -2 00
0 4 8 12 16 20(hn 0 4 8 12 16 20
BR B R

ERREBICETFAERZ I, O3 FY T C/D DHEZRIEEEOIEHERDBE

b) In vivo (BEILEw k) 2
FE Y MEBO T, /MBI FIC & > TR S5 K8 STl - OaF B g . 3
VAT T — VARG L0 i L7z,

c) Invivo (R9R) ¥
< TN, FERIEENEE 517 K o CHIE SN A M EEIE TS . L AT o — LSRN 510
E0MEI L, ZOERIZV LT ZE— L ERST, A V7L F Y DO 105 TH T,

d) /nvivo (S k) 2

FIESGERIRIIE A Y 7 L) v AT ZE— L LD R Z LR B,



VI. E3EEICEY SIEE

5) KRBV VTS VRIZHTBER (invivo, 9XZ, S k) 3
TV AT 1 — )W OD B, FEER & [FIRE, 7 R T KRB S BE O B AR E R e OV B m TR
TEE DGR EER 23588 BT,

T e o——e 1 ~O—)L (4% DMSO)
%) o> 1)U X 50— U
120 *----0 (Y TLFUY
15 O———0 YL TZE—IL
%{% mean=*S.E.
% 100 n=5~6
& Student's t-test or Welch test
% (vs O kO—))
* 1 p<0.05
80 - * % % 1 p<0.001

CI) ]b Eb 30 4b 5IO 623 (min)
LS
Y X5 REDHEMERERIX T B

(3) 1ERFIRNFR - Frighra
YRR L



VI. EMEEICEY 51EE

1. MhiREOHRS - BEE

(1) AREAMGMFRE
YRR L

(2) &= M HRERERRE

YRR L

<BE>

Ty R DWNIEA X UC-H L AT o — LA E RN 5 L 7= B0 I f b RE s

T MZUC-H N AT a— xR (LT v AT7e—0) & imgkg (ML A7m—L & LToHk
& LUTTRIER) CHARN S G- L 72 BE S B IR O E R R T d 5 B 544 5 0l i@l 159~207ng/mL
Zeor Ly K9 25 REE ORI TR Lc, E7o. REIKITHK 2.9~6.2 FRFE ORI THE L, RE(MIK)R
FED AUC oL T REIREE DK 2~8% ToH D . H AT m— L OREITLR#E TH > 7=,

ng eq./mL ng eq./mL
10009 @) 5y k (Imgkg) =M 10003 (b)) % (0.1mgkg) * : M
m o JHE 1 o= ﬂt&
15 (FEEIRERE n=3) 4 (F19ME H1ZHERE, n=3)
71100 -
by
&t
HE
P
4
1 T T T

72 96h 0 24

0 24 48 48 96h
B R A
S rHBNEA R C-HIILATO—ILERELEED
MIFFBEAERVCRECAREEDEMBE/NSA—4
BV g B 5 Tmax Cmax Tipa TP AUCq ...
T | [
ENLY] Be 5 (mg/kg) PR (h) (ng eq./mL) (h) (h) (ng-h/mL)
& — — 0.29+0.05 | 25.6+0.0 | 4782+652
Sk 1 - - (0.22) (2.86) (113)
T o - - 041006 | 251+0.7 | 2539+236
B 5 — — (0.13) (6.21) (210)
o4 — — 2.41+045 | 51.1+56 790+108
A X 0.1
? - — 2.23+0.31 | 56.8+3.1 762+141

(3) ERRRFER CHER SNI=MFARE
1) BEEES

AR 15 BN L AT 11— 1 200ug P (B L2 k50 F 4 A0 A 4] N) ZHEIEAKL LIZEE.

MAEFR L AT a— VBEOHBIZTTRO LB ThHhD, FK5%4 55 Chemiil PR (453pg/mL) IZEE L,

Bl 4 BEfIR 11T E & TR (25pg/mL) AT & T Lz,

W) YA AT a— LVORARINZAELOCHEE RN AV AT e— e LT 1ES0ug 2 1 B 2 Bl L OBkE
ANC AT 5, Thb,



(pg/mL)
700

VI. EYEhREICRd 518

600 || —e— H)LXFO—/IL200uE (N=15)
0 . PR y
0] 1 2 3 4
LSS ()
B b5 Cmax (pg/mL) Tmax (h) AUCq: (h-pg/mL)
200pg 453+£181 0.08%0.01 240*119

2) RE®RS

(4)

(5)

(6)

U ERR L

b
AR L

BY - HAEOHE
LR L

&

BEH (REaL—Lay) @BITIC&YHIBALE-EMAEANESEEEER
L ERRL

2. EMEERI/NS A—4

(1

(2)

(3)

(4)

(5)

M ik
BRI L

R USSR FE E 3
BRI L

NAFTTRASEY T+«
LR L

HEREER
BRI L

HYTSUR
MR L

CFEIE £ AR e (R 22)




VI. EMEIREICRET 5IEHE

(6) NHAHE
MR L

(7) MREAKSE
Invitro (23517 % & MMV BT KT A5G RITIRINIEE (20~1000ng/mL) (ZBfR72 < 98% LA | & @iV vl
L7z,

3. IR

WRURERAL « SKGEREIE K ONH L

— AN AR TR AZIC DN, MEEEEBAL M Ot AT U, WEHEEEBAL R OV RPN AT 75 L 7 S5 T e
TSNHEE L VIR END Z ENEZBND,

<BEZE>RILE (7w K)

7w M HC-P v AT v —)b Img/kg % RN G- L 72 BE O A U REFR FE D AUC -7 B 5 H L 72 IR
R BT 25~37% . [REWNEE- TIL27~69% Th o7,

<BEB>IFER (7Y 1)

7 v MZ BC-H v AT r—/b Imgkg ZEIRNPES L7 BRICERE L 72 B3 2 BIORE A S TR T »~ F O+
FBPICIEA LTZBE, A LTZBHO 9~1%BHRN I, ZOZENB Ty MIBWTHOT IChE
TEERMNEE TWA Z LRSS,

4. S
(1) Ik —fxEE P9 & E
BME R L
<BE > PN %2
HEMZ >~ M YC-P v AT o — L% Imglkg TEARNE G- L7ZBRO i & O U BRREEIX UL T o L 350
Thb,
<HFRAEE n=3>
. EEE (ng eq./g or mL)
543 2 BERH 6 BFR] 24 BERE] 168 HF[H
m W% 22451412 95.7+ 4.7 64.5+ 0.8 24.7+1.6 27105
AN 36.6t17.3 29.8+-16.3 157+ 5.1 9.8+2.2 3.5+0.2
NI 35.2+t 6.2 385+17.4 46.9+31.4 13.2£3.0 3.7+05
CEYE A E R 22)
(2) mi%—RRRERAMTE@ S

LR L

<BE>HRE~OBITH (T v k) 2

IR 12 HA KRNI HHD T v MT UC-H /L X F 1 — /L% Imglkg SRR G- L. IR IR ~DBAT & Ko e
FEELTHELE, E12 HAT v MG Lzt &, B8 2MICRESEE 720 | RIRET ITRHMA
MAED 63% %/~ L, Mg « FEIRA~OBITHRD LTz, DIBERHRMEE S IZIZFRBRICHEA L, 5% 48 IEf
BT T IR D 13% 12D Lz,

Fo RIS HA T v MG Lzl &b, BH%Z 2EMICKRERE L2 BHAMIED 26% 2/~ L7z,
e 5-1% 48 BERENCITERIRE D 59%LL F27R L, IEEDIE I —ICdH 72 W O AR IT VT RS TH 5
2D 0.02%LLF LIEVMETH - 72,



(3)

(4)

(%)

VI. EYEhREICRd 518

Fit~DBITE

BRI L

<BE>SHLHT~OBITE (T R) 2

rit% 11 HEOWE T 7 v M UC-H L A7 v — L% Imglkg FRNEE G- U 72 B, Uit i e i B 13
54% 8 WefAll e B 27 L7c DB 72 W] & T4 18 Ref] Tl L7z, BEHRE DR+ RATIZRED b
N7eb OO, Fat iR mE & T REROHE TH L LT,

B~ DB THE
AR L

ZDHOMEHB~DIBITHE

MR L

<BE>SZOMOME~OBITE (T k) #

HEMEZ » M2 UC-H L AT m—)L Imglkg &% 05 L72BE, #4515 255 bR K ORI 8 O i
BN b=, %5 168 HEf% TITIE & A & OO E 13 R AHES L IZFR LT ICHED
L7,

5. @

(M

(2)

)

BB AL B UM B R R

REHBAI=LIC I CR# S D

<A EANIZ X DA >

fERER N F 2 BT UC-H L A T m—)L Img & AR O &5 L7 BRO R & O# iR O REHIZ-D T HPLC
SHT. GCIMS WP IC L W BRET L 7= %, RO FEERH# E L THART VR, EhOFEERHH E L
TKEBLIR (a-B Rr$ AT o—L) 23380 5z,

OH

HO%C:[:j/kfﬁ\/\v”\/\O/\/\v/<:>
HO
O—Bi7ILFILL IKER(E
OH OH
Homc:[:j)\,m\/\v»\/COOH Homctr:j/k,ﬂ\/\,»\/x0»\/\Tx<:>
HO HO OH
NILIRF D )UAF KER{EIF

REZEEE5 I SE%K (CYP4S0 %) DHrFiE
AFNIFEE LTHF b7 o — 24 P-450 3A4 (CYP3A4) 2LV, TERBHH THD o-8 RKrF P A 7o —
McEtEn s ¥,

VEEESNREDEERVZDEE
MG R L



VI. EYEhREIcBd 1R

(4) REMOFEOERRUILE
KPR L

(5) FERHHYORER/NZ A -4

LR L
6. it
(1) PR AR R UERR
<SHMEAIT X B R >

RN T2 Bl “UC-H v A 7 v —)L Img % Hi[alik OB 5 U 72 BR O i E D[RR 3R T 23%., #T57%
ThoTz, THA~OYEIIIR P ~OHEMIZ LN TE <. BB EICHEF 2N L TEP~JEt s n s Z &
DHEZR ST, FEPICHEIE S-S FN 01T & A S138 5 24 FERE~72 B O RN S =3 o 7 v iz [a]
N X7,

(2) #rirse
[ (1) PEMERAL KL ONERS ) DIHBMR

(3) HEitEE

[ (1) HREERAL R ORER ] OISR

1. b3 URAR—5—IZHT H1ER
BLEHR L

8. BMFICLHKEE
(1) BIREH
BRI L

(2) m&EH
BRI L

(3) EEmiEER
BRI L



. ®£% (ERLOZEES) (CBEJISEE

. BERB LT DOEA
RESH TV

. BEERRNBRETDER
2225 (ROBHIZITBRS LGN &)
AHN DRIk U CEEGEOBEERE D & 5 B

(fEER)

PRI AT D R RIEFEFEHETH D,

AHFN Doy * 2k L CEBBUE O BAERE O & 5 3 TlT, AFIORGIC LY HICEERIBBUERS R T D5
TR D, AFOEGITER L TUIMBEEZITO, AFIOMIIIH L TEREUEDBEEREN H 2561213, K
AOEG- 21T &y

R AFNORSY « PN AT v— L% T ARERE, FAKRY M L L CHER 2 E L)

. DIRERIIHRICEET HER L ZDHER
(V. IRRICET A ] OHEZZRT L Z L,

. BERUVAEICEET 5B L TDER
BIE STV

. BEELGERKNER EFTOERB

8. EELEARIE

(Ghee @)

8.1 HEARUVHELBYVIELLFEHL THLRENRBO LN WEEIZIE, ARNREY TRWEEZBND
DT, BREEG AT I 52 L,

(FRER)

8.1 KK ZHIEKEOCHEEB Y ELLHEHLTHLRIIEMRBD 572 WIGEITIE, ZORE~DOIEELEE LT
ARIDBHEY THARNWEEZOLND T2, MOBFRIECYI Y B D LERHDH, 20K ) REAITITER L
ABNO PG Z kg3, EFREEA2Z2 T2 L) BEE FRICEE TS L,




. B2t (FRLEOEES) ICEY HEE

8. EELEAARNEE
(ZheEHIE)

8.2 WME M EHTI-HE. AR, BACEV MEIEZEZTBZERANH DD T, HERASBEICRD
PWEHYEET DD &o%%_ﬂb\Kﬂ@ﬁf@ﬁ%’iéﬁ@%%@%éﬁ 1 H2FZB2 T
HBLZAWEYEBE 5252 & (REIOKE IBREEMIT@E 12 FEMFT 50T, ZOMIZko#
Haitblenwz &), [13.1, 13.2 2]

(fEE5%)

8. 2 AFINL Bo BRI RINE 3539 BNd 203, B ZAFEIC LT NITEST D720, WEICHA LS
&Ui&ﬂﬁ@ﬁmib\K%%@@ﬁiﬁa®ék@@f%®%ﬁLiéﬁﬁﬁﬂkéo
ztx%l . B AR L AKERILEERAZA L TR, [UE LR, 1BIEEZEMENR R (8K E X

JiAE) (& /Z)WEBFJ% 2R L, 9 12 B O KE ZIREIER 284 42 37, (TRIC R 280, &

/w T a—/UE 1 B OES T 12 FERER SRR L. 72 OERIXAKI O 51k 12 B THED
HRVY,)
o T, AFIOMBE DM AIC X D EMRMEZ B S, 1 HOBRSEEN 2 BB 2720 X 5 BHE IS+
WMEH b, Eo, BERERBIIERNEST 0 REMEERETH L,

<FEV, DR (5% 0~12 /) - 2 BULORRBEDT—4 >

1007 RERIRE ] B 1007 hERIkE ] 2EE
M T n N
m m
S o0 - S o0
% H)LXF0—)L (n=75) %
1@ ’ {@ | /—\” HILAFO—)L
c C (n=68)
g 80 7 HILTFE—IL § 80 H ~J
) (n=73) ? HILTZE—I
= _ = i (n=66)
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HHli AL
KE O CE 8.4 Pediatric Use
(2022 410 H) Available data from controlled clinical trials suggest that LABA used as monotherapy

increase the risk of asthma-related hospitalization in pediatric and adolescent patients.
For pediatric and adolescent patients with asthma who require addition of a LABA to an
ICS, a fixed-dose combination product containing both an ICS and a LABA should
ordinarily be used to ensure adherence with both drugs.

The safety and efficacy of SEREVENT DISKUS in adolescents (aged 12 years and
older) have been established based on adequate and well-controlled trials conducted in
adults and adolescents. A large 28-week placebo-controlled U.S. trial comparing
salmeterol (SEREVENT Inhalation Aerosol) and placebo, each added to usual asthma
therapy, showed an increase in asthma-related deaths in subjects receiving salmeterol.
Post hoc analyses in pediatric subjects aged 12 to 18 years were also performed. Pediatric
subjects accounted for approximately 12% of subjects in each treatment arm.
Respiratory-related death or life-threatening experience occurred at a similar rate in the
salmeterol group (0.12% [2/1,653]) and the placebo group (0.12% [2/1,622]; relative
risk: 1.0 [95% CI: 0.1, 7.2]). All-cause hospitalization, however, was increased in the
salmeterol group (2% [35/1,653]) versus the placebo group (less than 1% [16/1,622];
relative risk: 2.1 [95% CI: 1.1, 3.7]).

The safety and efficacy of SEREVENT DISKUS have been evaluated in over 2,500
subjects aged 4 to 11 years with asthma, 346 of whom were administered SEREVENT
DISKUS for 1 year. Based on available data, no adjustment of dosage of SEREVENT
DISKUS in pediatric patients is warranted for either asthma or EIB.

In 2 randomized, double-blind, controlled clinical trials of 12 weeks’ duration,
SEREVENT DISKUS 50 mcg was administered to 211 pediatric subjects with asthma
who did and who did not receive concurrent ICS. The efficacy of SEREVENT DISKUS
was demonstrated over the 12-week treatment period with respect to peak expiratory flow
(PEF) and forced expiratory volume in 1 second (FEV:). SEREVENT DISKUS was
effective in demographic subgroups (gender and age) of the population.

In 2 randomized trials in children aged 4 to 11 years with asthma and EIB, a single
50-mcg dose of SEREVENT DISKUS prevented EIB when dosed 30 minutes prior to
exercise, with protection lasting up to 11.5 hours in repeat testing following this single
dose in many subjects.
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He[E > SPC

Serevent Evohaler (2019 4 11 H)

Asthma

Children below 4 years of age:

Serevent Evohaler is not recommended for use in children below four years of age due to
insufficient data on safety and efficacy.

COPD

Paediatric population

There is no relevant indication for use of Serevent Evohaler in the paediatric population in
the indication for COPD.

Serevent Accuhaler (2019 4 11 A)

In reversible airways obstruction such as asthma

There are insufficient clinical data to recommend the use of Serevent Accuhaler in children
under the age of four.

In chronic obstructive pulmonary disease

Children: Not appropriate.
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