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) BBHROME

11.

12.

M

ZNES

RYVZ AT/ TFL/TLT7HL—h
T72IUn=R I/ THEIE /AT L
RUFTAF LY

BY BNVRR— |

RY ZAF L~

AN = B el P

ATV T

AT VA

Fyvv7

AU VR R—

TN T I 3x— ME

RIVZFLLTLTH V=N TAI=0 L/ EFRERERY =F L

FEZEICBH L CIEE T & 1 i
7 BRI Z D ED DN ERLBIEICNED 2 &,

AgiRt S 2 EMEE

L

Z Dt

LR
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V. GRICET 5 A

V. BEICEYT HI1EH

1. REXIEHR

MEVEPAZEMENT R R (IBMERE SR, IiSUE) O KOE PAZEMEREE 125D < REAER OFRSf

«
y

—+d

2. EEXRIIHMRICEET HEE
b MR IHEICRHET 5EE
ARFANEIBAEPATEVERTR BB OTER ORIV B 2 &, AANTIRIEPIZEVERGR 8.0 R 51 5
AR B L L TR 2 AT,
[t
AFE, BRI AR T B = L 25, MRYEFIZEMENTIR (COPD) OFERO REVEEIIC IV, IR
B BRI E AL UCHEM LRV D & MBI T, ARHIZ BT, SRR B o S 2 5
HE5. BELRET DL,

3. AERUVAE
() BERUVHE=D#ER
WE, RACIZLIEIRA (727 U= a8 e LT400ng) & 1 A 2[ERAEREST S,

(2) HERUVHEDHRERERE - IR
A 200 n g IZHAR 400 p g TEV EWEIERHGFTE L B2 ONDL T L. BEMIZHONTHARA 400u g 12
BT 200 g & ERIDHEBROBEITRD LN TVARNI L5005, FEROHRICOWT, AFI400ug & 1 H
2 [ER B 5 L3R E LT,

4. RERUVAEICEET HIE

BE ST

11



V. GRICET 5 A

5. BRERAHE

MERRT—21\v 75—

E R (HANT — )

st (HEA T — &)

COPDREFHE = {8 & L - SE)iEAsR
(KRPAB1102-D202)

BERRPEER S & R & U - iR

Thorough QT/QTeadf#
(M/34273/11)

% Ot ORGP AR

HIREERR (7Y » O v 7 RR)
(KRPAB1102-D201)

PP

-

TRt R o

el el
(KRPAB1102-D301)

4

BRERAER (7Y v 2 ¥ 7 i SRR
(M/34273/34)

BRERAER (7Y v ¥ ¥ 7 i 8RR
(LAS-MD-33)

BB (7 ) ¥ % 7 R0
(LAS-MD-38 Part A)

R R
(LAS-MD-35. fh2545#)

ER IR
(M/34273/3934 5. M 154%%)

7 DAl OB IARA

1

R

[ 1:z=aH

% COPD (Chronic obstructive pulmonary disease) : S ZEM: i B

BRIk T — 2 73 o — D ORI

AAN TS T O G MAHRRRERER & SMF LAGR S iz, [EN TOEMFRRGERBII I L Ty,

(2) BRPR SRR
1) BERSHER
KRR L

2) RERSHAR

SRR AT LTz,

RIPEMIZ 200 u g BEDEER 16 1 {4, 400 u g BEDMRNIMED F U 141 1 R ORFRREE 1 61 1 fR72 07223, Wi

HEEETRE CTh o7, EERBERIIRD bhiho7z Y,

(TvI. 1.

1) - AAIOAGES

T HER ORI, DEE

1A 2 ASGT 5,1 TdHD,

12

(2) ERARABR CHERR S PiRIE] DEHEZZR)

(KRPAB1102-D202)
[ PHZEME iR B (COPD) BB 13 il AR E LT, T2 VY= B 200 g KN 400ug 2 1 H 27 HIH

CHRAZIFTENTRA (77 ) P=0 L84 e LT400e) %




V. {BEICB4 5IHAE

3) Thorough QT/QTc FXE& (M/34273/11)
TR E GFE) 272 fl2%R E LCT 7 U Y= A8 o QT BRI % 5 B8 & 30 L 7.
T VY=g AR (200 X% 800ug). 7RI O 1 A 1 8 3 AMKEESEIZE D Thorough
QT/QTc REZ R L72E 2 A, WTNOT 7 ) V=0 AR(MELEHTYH, £500 KOEFRET QT Mg
ER LRV Z EAURENT, 12 FHLBEMKEOFLZ —LEMFTR TS, BRI S TR B0l &
niginotz, BEERBWERITRD SRRno7tz?,

) AFNOHGR SN TV HEROHEIL, EE., RAE1IEIRA (77U V=08 mE L T400ug) %
1 H2FEBALEST S, Tho,

QT (Time in milliseconds from start of the Q wave to end of the T wave) : Q JZBR#ED TIKK T £ CTOR
Bl
QTc (QT interval corrected for heart rate) : DAL THIIE L7- QT &

Q) AR RIGIERAER
EINE M EZRERR Y (7Y v Vv 73R (KRPAB1102-D201)
MEPEPHZEMEIGPE R (COPD) BEZXGIZT 7V V=0 LR (100 g, 200 g KT 400 g, 1 H 2[E) D 41
MR GBI 2 AR O Ze 2 mat Lic, fR, FERBEREMA, TDI #8227 KUV SGRQ A 2 7 HD
FERDD, BHAANCOPD BEICKIT L7 7 U V=7 ABALY ORGIRHER I &1% 400 1 g1 B 2 [ElIRG-18EEITH D
LRI Uiz, F£, T2 U V=0 A8 400 u g $ 5 F TOREMENFER S iz,

1@ MEPAZEMENT . (COPD) JBH ZXZICT 7 ) V=7 LARAL (100 n g, 200 g KT 400 g, 1 H

HiY
2 [A) O 4 WREAER GBI 28R L EME 2 R 5,

RRT VA | BAERL T T 2 A R TS Mg

PSES HARN, JRHI2S T #1725 T > COPD i 384 14

BT X — URREREE = T Y — LW AfE D FEV,/FVC 23 T0%AT T, FEV, ST RIED 30%LL 1 80%

A AR
REIIER | et 0 . 10 pack year LLEOBERE AT % . 40 k510> B A COPD IBE L L7~
AR E M E O IIETEE AT S
- 2 3 & H LINIC COPD &AMEHEEC K B ABe &8k L7z
Ifﬁﬁ%%%@ * J@f 6 JEF'&ﬁBLWK’%EEA@%E (J:/TTWE% %)’é’u\@) é"%ﬁé\ L7LC
o PR ES AT OMEBR 2B U CREPR I EE R R IER 2/ 35
< SERRBA. BISIARAER., BEBEREEREAZE, PHEMARNEO S0 2 A 3 5 EHEREME ORI IRIE K
13FR<)
TN T= g A2 (100 n g, 200 g XL 400 ug) XL T A% 1 H 28], 4 HERAES LT,
= (2E) ] SAERE (43ER)
FOUYSOLRIEY 400ug 1828 9381 |
%ﬁgﬁjj(f FIUT LBt 200ug 1820 944 )

FIUTZHLR(EY 100ug 1828 9641

ISR 1828 10141

48
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V. GRICET 5 A

CEZE)

FEEHMKIEE : 5 438D T 7 FEV, (B) O_X—R T A vinbOEbE
BIREHIER : &5 4 MO G 3 B FEV, (i) OR—Z 74 b 0ELE

N—=2F A 0 EEERIE (F—%KIEBOHAET

B[R G A H
TV ARAY 100w g BE. 200 1 g BER TN 400 4 g BEDOFS- 4 WO G- 3 B4 FEV, D~

-2 JA1H)

—RATA UPbOERIT, ST ERBEL KR L THERUGEE R LT,

R A Z OMOFHEIEH : TDI #8227, SGRQ #A 2 7 %%
(2t AEFES (BREER - EFT A, BERRA, A2V A 2 12 FELERBR)
CHZME
F HETAHIE
TV AR 100 g BE. 200 g BEM RN 400 u g BEDIE S 4 D T 7 FEV, DRX— X 5
AU OEbEIL, TR L THEEREEEZ R L, 200 g BN 400 g BED T
TR L OREMZEITZ L EN 0. 10870 KT 0. 1046L TH V| BKICER DI H D L S HikE
(0. 100L LA EtksE) 23380 vz,
* HWHEABEDRNT T FEV,OR—RF A b OB
100 1 g #F 200 u g B 400 u g Bf =75 Rk
HER g 94 91 93 99
L& (L) 0. 0456 0. 0844 0. 0802 -0. 0243
(/5 +0.0166 +0.0168 +0. 0166 +0. 0161
B AERRE)
7R EOBEME (L) 0. 0700 0. 1087 0. 1046
(11 9595 A X [H17) (0. 0245, (0. 0629, (0. 0590,
0. 1154) 0. 1546) 0.1501)
p fiti* p<0.01 p<0.001 p<0.001
e X BEREBEORE LoworeT v

# 5 4 HOES 3 FEE% FEV, OR_X— R T 1 )b D2 V&
100 u g B 200 11 g Bf 400 g Bt 75 ¥ REE
BERAE L 95 93 93 101
& (L) 0. 1056 0. 1429 0. 1346 -0.0165
(/N — Ty +0.0168 +0. 0169 +0. 0169 +0. 0163
A HERA SEK)
TR EOREMZE (L) 0.1221 0. 1594 0.1512
(TR 95%13 #E X ) (0. 0762, (0. 1133, (0. 1050,
0. 1680) 0. 2056) 0.1973)
p fE* p<0.001 p<0.001 p<0.001
X BGHREBEEDRE LizaBofreT v

N—2F A 0 EEERIE (F—% KIBOHAEIT

-2 JA1H)
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V. GRICET 5 A

Z D OFHHE H

T U= AR 400 p g BEOR G- 48D DI R aTIL. ST REEL L CTHEERK
Phs L7223, 100 g BER TN 200 1 g #E CITA BRUGEITR D b o7,

400 u g BEDFH 4 D SCRQFARAIT DR—RAF A U b OELEIT, 7R KL TH
BiatkEB AR LI2)d, 100 g BER Y200 u g BECITAERSEHEILRD bhvienoTz,

#£ WEA4EO I BRaT

100 1 g #f 200 u g # 400 p g # 77 Rt
BERE 96 94 93 97
™I A2 7
(Fe/N Ry 0.5%0.2 0.6+0.2 0.9%+0.2 0.3+0.2
+ EHERR L)
75 &R L ORI 0.2 0.3 0.6
(T3] 95% {5 3 X %) (-0.3,0.7) (-0.2,0.9) (0.1,1.1)
p fiE* 0. 4823 0. 2438 p<0.05
¥ WEGBAETEER L LSS ET v
#F* FHHAEOSGRYEA T DR—2F A b O E
100 1 g BE 200 1 g B 400 1 g B 75 REE
BER L 96 93 93 95
(%i%{:tf;ﬁg -1.934 -2.361 -3.732 -0. 635
e +0. 831 +0. 844 +0. 844 +0. 835
7T R & ORFREE -1. 299 -1.726 -3.096
(iR 95%1 5 X 1) (-3. 615, (—4. 061, (-5. 431,
1.018) 0.610) -0.761)
p fif* 0.2711 0. 1470 p<0.01

X RGREEEDRE LSRN ET L

NR—Z2F A 0D SCGRQFA T

(Laxte)

B ORI RIT, 7T B REETI. 9% (10/10141]) . 727 V) =7 L BAL100 1 ghET11. 5% (11/96

f5]) . 200 gFET6. 4% (6/94451) . 400 gFETh. 4% (5/93%) TH - 7=,

E2REIWERM QIFULE) 1377 v RRECHEZ26] (2.00) 2fF, 727U Y =7 LARA100 1 gl Tiil
Y T LEN2BE] (2.1%) 2fF, 200 u gl THLH 7 LT F AR AT T —BHIM2E (2.1%) 2,

400 u gFE TR RO BERGE2H] (2.2%) 2 TH -7,
HELRBWERIZT 7 B RFECTLEMBNGIETH T,

1)  ARNOABEN TWDELNOHER, D@, AT IEIBA (T2 =08 L T400g) %

LA 2[R AEGS 5,1 THD,

FEV, (Forced expiratory volume in 1 second) : 1 fb&:

FVC (Forced vit

=)

al capacity) : 25 /JMENIG &

TDI (Transition dyspnea index) : R&IEAJMEIL REEFEEL (B « MWL IAEED FRMFEE)
SGRQ (St. George’s Respiratory Questionnaire) : B2 b « &g — VMR EERE (FF : COPD OEEREA 72
QOL FEAM+EA)

k< 7 FEV, : #5810 1 & (FEV)

pack year :

1 H OWBRPEALL/20 A X BREAEEL

15



V. GRICET 5 A

(4) 1REL AR ER

1) B PEREEER
ONEFMET St RARBEERERR Y (TU v DU THRER) 201

(M/34273/34)

P2 PEBAZEMEZE B (COPD) B UMEN) X RICT 7V V=0 28k (200 g LN 400 g, 1 H 2 [E]) % 24
B E Lz & ok NWeettds 77 R & e Lz,

REBRT YA v

AEZAL T 7 B AR EERILEGAR (3 —o v X0 |7 7Y %)

PSES

SAEN. RIS T H12>5 M > COPD B 819 1)

e B G L UE

P ILT B — LRl = T > — VW AF% 0D FEV,/FVC 73 T0%A1% C FEV; 23 TIIE D 30%LL 12> 80%
K TH Y, 10 pack year LLEOBYEEEZH 9 5 40 kLI D COPD BE

TR PRI

c RE T EOE OISO H B BE

<875 6 3 R AN IS KGEEYWIE SUIE COPD OB HE AR5 | 72 FR g

- 7% 3 5 A LAPNIC COPD BYHE|Z 1 5 AP & #%5k L7 fBa

« COPD LIS DEGREIC B R 72 MR SR R AT 5 1B

- 875 6 8 H LIS D IE 2 & de KA TE 7 D IS RIEB 2 AT 5 BE

AR T 15

TV = LB (200 u g XX 400 g) XX TEARZ 1 H 2, 24 WEWAES LT,

#HERA (2:8R8) ] AR (248H)

I's

FOUIZULR{EY 400ug 16528 2696l

FIUIZO LR 200ug 1828 2776

ISR 18208 27361

-28 08 248

REAIiE

CEZME)

TEMIER %5 248D F T 7 FEVICEBIT B X=X T A inb D E

BIREHmE R -

B 5 24 MO — 2 FEVIZBITHR—AF A L inbDELE

< B 5 24 WO DT A A TIZBWTEHIKRMICERO S H20E (1 == N E) 2325k L2 g5k
FHDOEE %)

< F 524 D SGRQ DI A A TIZEB N TR—RA T A > & il L CHRRMICER O H Dk (4 =
= bLPLE) &R LI BRE D EIE (%)

ZOMOFHIEH : DI A =7, SCRQ X =17, COPD HyHEs%

()
AEFRE (ARIEIR - AT, BRRAE, A VA > 12 FELEXBRE)

LS

CEME)

EEEmE A

T U= AR 200 n g BER N 400w g BEDOFE G- 24 WD -5 7 FEV, DR—Z 5 A 26D
ZAbEIE, TR RBEL L CHERWES R LT,

Beh 24 D N T 7 FEV, ORX—R T A inb O bEIE, 400 g BEL 200 g BFECHBE R AT
WHDOD, 400 u g BEN 200 g BEL W B RE o T,

£ HH24EDKNT T FEV,DR—RF A4 D OELE

200 1 g #E

400 1 g #¥

77 AR

LU

277

269

273

ZAbE (L)
(/N 3RV B YERAE )

0.026=%0.016

0.055%0.016

-0.073£0. 016

TIvREDOEME (L)
(AR 95%(5 e X [H1 )

0. 099
(0. 057, 0. 141)

0.128
(0. 085, 0. 170)

p fif*

p<0.001

p<0.001

X B GHE B ORI 2 [E E DR

N—AFA > O PV, KOGl & AR & U 5B £ 71
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V. GRICET 5 A

BV ST A

TV =0 KB 200 p g BER TN 400 p g BEDEEE 24 O E— 27 FEV, DR—RA T A B O
LRI, 7T B RBEL L CHERGEL R LT,

Beh 24 MO E—7 FEV, OX—RF A inb D bEIX, 400 g BEL 200 ¢ BFECH B R ZEITAR
WHDD, 400 g BEN 200 g FEL D HRE Do T2,

F WHE2UBEOE—T FEV,OR—Z 5 1 b DL E

200 1 g BE 400 p g B 7T R
RS 277 269 273
%d\:ﬁiﬁéﬁa&#) 0.206=0. 017 0.231+0.017 0.022+0. 017
FIeREORME (L) 0.185 0. 209
(WA 95%(5 HE X %) (0. 139, 0. 231) (0. 163, 0. 256)
p fiE* p<0.001 p<0.001

¥ BEBEROMWREZBESF., X—AT A O FEY, KO IE& L Lot es v

Be5 243D DI AT RERMICERNH DL L&D 1 2=y ML ESE LS 0F&
WIZBWT, 7RI T 54y X (O5%EERXENDIEZT 7 U =0 LBk 200ug BEN
1.47(1.034,2.091), 400 1 g #£73 1.68(1. 183,2.399) TH 0 | I F T REEL IR L THEICE
Mo fe (ENZEI p<0.05, p<0.01),

) 5 24 O SCRQ A 2 T DERRANICER D H D L&D 4 2=y ML RSEE L7 liE o6
WIZBWT, 7T BRI T A4 v X (5% EHE KD IET 7V V=0 A8 8 200 g FEM
1.83(1.295,2.594) , 400 u g BEAS 1. 87 (1. 320, 2. 600) T 0 | LT 7T BAREEL ik L THEICE
Motz (T p<0.001),

Z O O FEARE H

TV AEA ) 2000 g BEM TN 400w g BEDEE 24 D DI A2 a7 d, I vREEL
L TAHERBEEL TR LT (12 p<0.05, p<0.001), $FlZ, 400ug#EL 7T BREE L O
21X 1.00 Th Y . BIKMICERD H ZWENZD LI,

200 g BER TN 400 g BEDEEH- 24 D SCRQA I T DR—RF A U Inb OB bREIE, IR
REL I U CHRRUGEEZ R L (WL h p<0.001), REIZ, 400 u g B & 77T EARRE & OFERZE
15-4.63 TH Y, BRKRMIZERO D HBENRD bV,

200 g FER TN 400w g BED T 7 B ARFHIKRIT 5 1 RIS 5D COPD HEFESR bE (95%(5#H X i) 12
AEHL0.72(0.59,0.99), 0.67(0.48,0.94) TH Y, WTNOREDL 7T BAREE L ik L TR 30%2
BE. A EIC COPD BYHEERANE T L7z (Wt p<0.05),

(& &)

BIWEH ORBRIL, 7T REETE 5% (15/273 ), 727 V=7 LABAM200 u gHETT. 9%
(22/277 Bil) . 400 1 gfET4. 5% (12/269 i) TH 7=,

FRRWER CELLE) (377 ARBECEE3G (1. 1%) 3. (B MEPAZEMEMER B36) (1. 1%) 3.
FEMED F 20 (0.7%) 20, WAMERIBER2GB (0. 7%) 20k, T2 U Y= ARALH200 u ghf THESR
A5 (1. 4%) 6fd. DANTLEE2BI (0. 7%) 3fF. FF2f (0. 7%) 244, 400 pu gBECHESE 261 (0. 7%) 444,
EHEESE 2B (0. 7%) 20, AT v 7161 (0.4%) 20 THoTz,

HERFBIERITRD b oo,

TV LB 200 u g K400 g & 1 H 2 1[0 24 @G L72fER 200 ¢ V400 1 g
WEIZ T T REE Ll LT, FERERE. TDI A =7, SGRQ M A =27, COPD HUMEMFE 2 4
Blo#E Lz, 400ug 5Tl IO OEMMEICKT 22013 200n g 5 L LT, X
DERE CTH T,

Flo, 77 VT2 LB 200 g KTV 400w g HHICBIT DREMEIIRGTHY . 2ot
a7y A VIFHEE L Tz,

) - AFNOER I N TS AEROHEE, HEF, KA 1IEIRA (T27 U V=0 88 E LT400ug)
%1 B 20WAERET S, Thb,

k< 7 FEV, : #5810 1 #& (FEV)
v —27 FEV, : %55 3 BERILIN T b W 1 B0 & (FEV,)
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V. GRICET 5 A

QONEFENHETStRABIEEREEHARY (TJVy DU ITRRHAR) T02 (LAS-MD-33)
IBPEPAZEVERIZR R (COPD) BHEZRBRICT 7 ) V=0 2R (200 0 g KTV 400 g, 1 A 2 [A]) % 12 RS
L7z & 2 OFEMMEROZEMEE T T 'R & elE Lz,

REBRTVA > | EEBIL T T R GR EEREEERR (T AV D, BT H)
5 SRELN. JREADS T2 & M o> COPD 3 561 {5
Jrershiatie | VT ST VRIS T — VAR O FEV,/FVC 73 TORAH T, FEV 23 IER TR D 30%2L L7
2 80%ARTHETIH Y . 10 pack year LA OWRFEREA 474 % 40 mELA LoD COPD H
c RE T EOE OISO H B BE
<875 6 3 R AN IS KGEEHYWIE SUIE COPD OB HE AR5 | 72 FR g
FABRIMENE | -5 3 (8 LANIC COPD HIEEIC & 5 AR RBR L 7 i
« COPD LIS DERRBIC R 72 MR SR R A T 5 B
- 82 6 8 A LIS DI ZE 2 & e R E R DIE RIEB 2 AT D BHE
TV Y=y LA (200 g XX 400 g) XX T ®ARE 1 H 20, 12 BAMBRAZE LT,
s (2:88) ] AT (1238R)
S _ FIUS=HLRIEY 400ug 1628 19061
HEEBE FIUITHLE{EY 200ug 1H2E 18561
FSti 1828 1861
-238 12:8
CHZME
FEFMEER : %5 12O N7 7 FEV, (#) BT D2X—2F7 14 b Ok
ST (I B BIRGHIEE : 55 1280 &' —2 FEV, () (CBT o= T b2k
ZOMMOFHHEE : TDI #2227, SGRQ ¥ A 21 7 %%
(2t AEFRS (ARER - PR, BRERA, A2V A 2 12 FELENBRE)
CHZME
LAl H
TIVT= LBAH 200 n g BER TN 400 u g BEOE G- 12 D N F 7 FEV, OX—R T A LV InbH D
ZALEIL T TR L Wi L CHBERUEE R L (T p<0.001),
400 g FEIZ 200 u g REL LLIE L TAHBERZEIIR VWS DD, 400 u g #EE 7T B AREE L OREMZE (95%
1SHEXE) 13 0.124L (0.08,0.16), 200 u g BE & 7°T BARRE & ORERIZE (95%ZHEX M) 13 0. 086L
(0.05,0.13) THY . 400 g FEDOFNRKEDN ST,
Bl R EEATTE H
TV AE ) 200 p g BER TN 400 u g BEDEEE 12 O — 7 FEV,D_X—ZXF A4 B0
FALBER T 7R L B L CHBERSEEZ R L (W p<0.001), 400z g BEIE 200 g B
I L TAHBEIZRE < (p<0.05), 400 g BEA TN 200 g RECOT T B AREEE ORI 2 (95%F
XA 1ZFNFR0.192L (0.15,0.24) KTN0.146L (0.10,0.19) Th o7,
R Z Ofh OFHTE H
T U= AR 200 u g BER N 400 g BEOFE 12 D TDI A a 71375 B AREE L g
LTHBRUEZELRLE (WY p<o.01),
200 g BER TN 400 u g BEDOHEE 12 D SGRQIB R I T DR—RF A L inhOEEIL, 7FEHR
B L CABERSGEE R L (W Tvd p<0.05),
(42
BIEMORBRERIT, 7S EREETILY (22/1864) . 77 U ¥ =1 ARALW200 1 ghET10. 9%
(20/184f1) . 400 u gBET8. 9% (17/190f) T - 7-,
FREWER CUHLLE) 1377 BARET ERGERGE3G] (1.6%) 3k, RstEmpRes] (1. 1%) 244,
O NRZER2E] (1. 1%) 248, FE57261 (1. 1%) 24k, SR 161 (0.5%) 2(F. 727 U =0 ARAb#200 1 g
REC OIS (1. 6%) 37F, RHYE2/F] (1. 1%) 2k, 400 u B CLERRE3F (1.6%) 37, Lk
SEMEIRG (1. 1%) 3, FE57261 (1. 1%) 244, BRICFF 261 (1. 1%) 244, E=MEHIAMNGHE 161 (0. 5%)
20, DEMESFEIRLE] (0.5%) 2 THoT,
FEARBIERIL. 77 B RBEONILE FBIEE L Th > 72,

18




V. GRICET 5 A

TV =g ABALM 200 g V400 g & 1 B 2 [0 12 BREES L-FES, 200 g KTV400u g

BWEII7 T ARG L LT, FEgRE, TDI R A a7, SGRAR A a7 ZAEICHE L, S
HIZ, 400 g 51T 200 u g &5 L HLER L C, KV K& RREZIEER 26892 2 RS

=~

o
7=
T, TV U= LB 200 g K TN400 p g EH-DEFMIIRFTHY , etk 77 (v
PEERL L Tz,

1) ARNOAGRIN TV HEROHEIL, HEE, RAIKEIEIRA (T7V V=0 b8HmE L T400ug) %
1 B 2[EWARET5,] ThoH,

k2 7 FEV, : #&5m1D 1 & (FEV,)
v'— 27 FEV, : & 5% 3 RREILIN TR b &V | Bb&  (FEV)

QNEFEMETStARAMB_ETRLEIARS (TY S TRHERHAR) FD3 (LAS-MD-38 PartA)

1@ PEEHZEMEIMR . (COPD) g (UMEN) ZRRICT 7 VP =7 LBk (200 u g KM 400m g, 1 H 2[E) % 12
&L L & 20ROt E2 7 T R & il Lz,

BT A v | EEAL T T R T EEREERER (T AV h, BT H)

PSES SREIN, RS T 2 & M D COPD HZE 542 {4

BT X — LRI T Y — VW A% D FEV,/FVC 78 T0%ATE T, FEV, S IEH THIED 30%LL |
70 80%ATH TH Y . 10 pack year DL FOMERE A A5 . 40 kLl o> COPD A

B T B OEUSUIBEED & D BE

i 6 8 R AN ROE I E XL COPD By A- 16 Bk L /- R

FRBRIMVEYE | - 5B 3 % H LINIZ COPD HEFEZ L D AR A fkER L7 B

+ COPD LIS D EGRINC R 7R SRR B A 7 5 BFE

< E 6 HUNICOHEEZ GO R L ERONERIEREGT 5 BE

TV AR (200 g XX 400 g) XIT T T EARE 1 B 2 [\, 12 BEBAERS Lz,

Fo Rk AL Y

B (2:88) J aRt (12:80H)
- FOUIZO LRI 400ug 1828 1776
HEN FOUIZO LS 200ug 1628 18341
ZStit 1820 1821
-2:8 128
HE)
LERHEEE : 5 1280 ~ 7 7 FEV, (§]) | 7‘5/\~7< TA inbDELE
94115 HIREHIEE « #e5 12 D E'—2 FEV, (§]) IZBIT =274 Vb 0% LE

FOMOFHIEE : DI A 27, SCRQ AR =

T
(et AEFES (BRI - TR, BRHRE, A 2o > 12 FELERGRE)
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V. GRICET 5 A

CEZE)

T BT Al

TV = AR 200 n g BER TN 400 u g BEOHR G 12 D T 7 FEV, OR—ZF A L inHD

&L, TR I L CHEERGEL R L (N2 p<0.05, p<0.01),

400 g BEIT 200w g BE L LHER L CAHEREITR VB DD, 400 4 g BEE 77T BREE L OFERIZE (95%

TEHEIX ) 1% 0.072L (0.03,0.12), 200 u g BEE 7T L AREEE OBERIZE (95%(Z4EXE) 1% 0. 051L
(0.01,0.09) THY, 400u g BFEOF MK E -T2,

B REEIIE B

T U= AEA 200 u g BER TN 400 g BED S 12 MO Y — 2 FEV, DR_R—RZ T A b D

FleRiZ, 7R LR L THEREGEL R LT (WTd p<0.001),

400 g BEIT 200w g BE L LHER L CAHEREITR VB DD, 4004 g BEE 77T BREE L OFERIZE (95%

TEHEIX ) 1% 0. 125L (0.07,0.18), 200 u g BEE 7T AREE S OBERIZE (95%(Z4EXE) 1% 0. 115L
(0.07,0.16) THY ., 400u g FEOF MK E o7z,

R Z OO IE H
T U= ABAL 200 u g BER OV 400 g BEDE S 12 D TDI A2 7137 7 B REE L ik
LTHEBERUEZ R L (TN p<0.05, p<0.01),
200 g BEL TN 400 4 g BEDIE L 12 D SCRQ A2 T DR—RA T A SO LT T T RRE L
OECTHEZIRD SN otz
(42
BIEFAOIRHRIL, 7T BARBETT. ™% (14/1826) , 77 U ¥ =7 ZEALH200 u gBETT. 7% (14/183
). 400 u gBET10. 2% (18/177H1) TH -7z,
ERREIWER QEELLE) 1377 B REECHELIG (1.6%) 3. FERSHEI (1.6%) 3f:, 77UV =v
LBALH200 u gBETEEREMF (1.6%) 3fF. DEmRSER3%] (1.6%) 3k, DOPEzE2f (1. 1%) 20,
2B (1.1%) 2. 400 u g CEERAG] (2.3%) 5k, Rkl (1.1%) 2fF. mukefFl (1. 1%)
204, MEMERITRER LB (0. 6%) 2 THh o7z,
EEZRFIERIL, 400 u gBEO B PAZEM i £ (COPDIAE) 15| 11: ThH o 72,
TV =g LB 200 g K TN400pu g % 1 H 2 [0] 12 BEHRE L72fES, 2000 g OV 400u g
g WEITT T ARG LR LT, MEEEEE, TDI MR a7 2 EICUE Lz,

Fo, TV Y=y LB 200 u g K TN400 p g EH-OXBMITRIFTH Y, e Ta T AL
IR LTz,

) AFNOAGR SN TV HEROHEIL, HEE., RAKE1IELIRA (77U P28 e L CT400ug) %
1 H2FERAREST S, Tho,

k5 7 FEV, : $¢5-F7> 1 B8 (FEV)
v'— 7 FEV, : #5.% 3 REFLIN TR b &V 1 BE (FEV)
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V. GRICET 5 A

@NEEDb EFER " (F4 FREYLEDHERER) (M/34273/39)
FEH T & M O MERAZEMEATIR R (COPD) B MELN) 414 FIERICT 7 ) =7 ARt (400 u g, 1
B2lED), 7R XIEFA b A (8ug, 1 A 1) % 6 #HHEE Lz L& OFMELE 2% KR
L7,

CR 2D

FEFMER : 727 V=T AR 400 g HEEROTA hrr A 18 ug HEOBS 6 HOEHE(L FEV,AUC, 24
DR—=ATA PEOEET, 77 BREEE KL THEIZEM L (W d p<0.001).,

T2 AEAY 400 u g BECTOBALED 7T B AREE L OFERIZE (95%ZHEX ) 1% 0. 150L (0. 094, 0. 205)
THY, FA PR EY L 18ug BETIE0.140L (0.083,0.196) TH-7z,

BIRFEEIER : 727 UV V=7 A8 400 u g BEE T A ha By A 18 ug BHEOFE 6 3 OIEHE(L FEV,AUC, 21
DR—=ATA UPEOEET, 77 BREEE KL THEIZEM L7 (W d p<0.001).,

T U= LB 400 u g FECTOEALED T T B REE L OREMZE (95%FHEX ) 1% 0. 160L (0. 103, 0. 217)
ThHY, FA MY A 18u g BETIX0.123L (0.065,0.181) ThH-olz,

ZFOMOFRMEFEER -

TV Y= AR 400 u g BFEO S 6 O RGER O EREE (AR 27 RO, B, M, KOMEIR
BIAITVIT T RREE L, AEARGEEZ R L (FNZFN p<0.001, p<0.05, p<0.01, p<0.05, p
<0.01),

7YY= AR 400 u g BEORE: 6 M ORMER K OB M FAZEM MR (COPD) SERIZ K HIGBI D[R
7R L, AERKEELRLE (W e p<0.01), 72, 400pugFETFA b A 18y g
LB L, COPD JEIRIC L TR OHIMR 2 A& ICkE L (p<0.05),

(ZOOFEEEH )

W A Zs DOFIMENEOFHM

6 EMOELEHIMICE N T, 80. IWDBENY = X=TWAZRENT 4 ~T—BAZRL Y BRIEER RN E
FI& Lz, ¥V XTTWAGROWRE OffGHEREEZ A a7 LIZEIL88.8 THY, "o T 4 ~T—WA
FROA T (45.4) LI L THEICKRE o 72 (p<0. 001),

(Z4xte)
BITEH OFEBIsIE, 7T BRBETO0.0% (0/85 fil), 727 U Y= LB 400 u g BET 2. 9% (5/171 ) . FA
FEEYLRETS.8% (6/158 H) Th-oTo, EHERHA TROFEHRRNE DL TZEWERIZANERE (T2 V=
TLARA 400 g BE LB, FA PR ETARE2H]) THY, LOMOBERIZOTNLOREGEET 1 F195
Thole, HEELRBIEMITRD bNLh T,

FEV,AUCy—4 (FEV,AUC from time zero to 24 hours after administration)

C R0 BRI B 24 BRI £ T FEV,AUC
FEV,AUCy524 (FEV,AUC from time 12 hours to 24 hours after administration)

D $E58 12 BERT A D 24 R4 £ T oD FEV,AUC
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V. GRICET 5 A

2)

(5)

LEMAR

ERNEIERPREHERY
1B VERAJEPERGR B (COPD) HFH A %f4ic,

(KRPAB1102-D301)
TIYT= AR (400 g, 1 H 2 E) AR (52 B #E L

WD 22 BV OV W E 2 s L7,

RGBT VA o

FERS HEE S MR

ISES

BAN, FWHIA 1 oS Mo COPD 35 146 il

TR

BT X — UTRIRE T T Y — LW A% D FEV,/FVC 78 T0%A . 732 FEV; 23 THIfiE D 30%LL ¢
»H Y. 10 pack year LI EOWBUYEERZ G4 %, 40 %Ll LD AN COPD 835 & L7z,

TR BRAN Y

cRAREXmEEAHL WD

8 4 B LAAIC COPD {GREIEDNAENE TR STz

< B2 3 & H LIS COPD AR B L v A L7z

< 4 EBUNICKERGYE (ERGER & Te) 2 fEE L7 X% COPD BB b7

c RBRBINCHIE L 7 DR - D I - B - MIRIREBESEAIFL TN D

< AMEIRBA ., BIZARIE R (ERE B OS5 6 SUTEPIERIZ LV ERP =2 br— L SN TV B 5E
WEBR<) . BEEFEEREAZE, P AN L S0l T D

BRIT 1k

TV AR 400 g & 1 B 2 [E, 52 EBW AL Lz,
AR (52:8m) " ]

[ = (280) ]

-

14641

HER
HBEHANFIOCOPD
BERORAL A2E
ZECTICRARS. || BRECNIUVEEEALTLESERERETL.

-2i8 08 528
* BB T IRIIRATRE A LRI L, T2V V=0 AR 400 g G LT,

FIUTZOLR{EY 400ug 1826

BRIEEE

(Ze 4=tk

HEFES (BREIR - AT, BERE, A2 VA2 12 HELEBERRE)

(B

MRS RERR AT (= 7 FEV) . TDI #8 A =27, SGRQ A =17 SABA f F[EI% (W ABEEE . KA H
¥ . COPD JEIR R = 7 %%

LS

(&)

BIVEFA ORBFEIL 10.3% (15/146 #) TH o7,

FERRWER QUL ZEEED v 2 4] (1.4%) 2 Th o7z,
EEZBERIMR 1Bl 1 HETH T,

BIER OR BRI —E OB FILRD b o Tz,

EERRE, A XA v 12 FELERFTREOLER T A —4 T, BRMICK X 22[HE
LR D REIIRD LN o T2,

CEZhIE)

T UT=0 5400 pgw 1 H2M], 52 G U7-fER, 1RBRIR 28 L T N T JFEViOR—R 5 A4
D OZEALEIE-0. 006~0. 031 LTHERE L, SBRERFRTO b7 ZFEVIIR—R T A L RIFRE T
o7,

552 DOTDIR A 7%, 0.621.9 CEAMECEERZE) AREICHEM LT (p<0.001), &5
52 DSGRUBA 2T DR—R T A b DZALEIE-0. 175£9. 894 TH VD, X—RX T A » LAk
FEDEZHMERF L=, £/, DI A 2 7B L USCRUB A 2 7 DIFRMICEZED B HWEN L LT
WeBRE OFIAIT I EI3L. 3% (45/144%1) 33 K134, 3% (49/143%1) TH -7,

Be 552 D1 H &7 0 OSABMEREIEDR—AF A UL OEL&EIZ-0.1220.97RITH Y, AE
WA Uiz (p<0.05), %552 OSABARMEH HEOEIEDX—XF A b OELEIF
6.31£31.53%TH Y, ARICHMLZ (p<0.05), #5520 DOCOPDIER A 2T D=2 F A L )>
5 OEALEI-0.55+2.25TH Y . HEIZWD L7 (p<0.001),

TV LB L) 400ug % 1 H 2[E, 52 BMEES LR, 727U V=0 A0oRMERSIC
XV, BEMIZBE L TRHICKRE 2B L 25 HHITIBD Do Tz, AZPEICEL T, FRRFE
e (7 7 FEV)., SGRQ#A TR L ONTIDI A = 7 1% 52 H# [E 28 L CHERF S, SABA O
BLUCOPDSERIZ, N—RAT A LB L CTHERSEEZ R LI,

BE - WA

R L
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V. GRICET 5 A

(6) ;8 EAa{E A
1) ERABERE (—RERRERE. HEERRERE. EAMGELERE) . HERTRT -S4 A—IAR/E. Wi
R RBRABRORE

- FRER ARG A (RIS 2ME) (R T)

RO BRY | BOERGER O A ERE TICBW T, AFIORMYERESIZI T D %% O 2 et

ARG | AKIOBREX TR T 2 @VEPAZEMEZE (COPD) HED 5 b EMIASRM OB G DME &4
Wr L7 A 2 Bl e 53 % /B

FESX | T AT T ¢ T BT

FHAWIRAE | AWM - 201545 11 A5 2018 4 10 A

BRI - 2015 4F 11 H 5 2017 4E 7 A

BN - AAIER GG 144 (52 8) DLk, BRI T RN G2 Pk L72EFIZ D0
Tix, BE5FIEA ECEBEMME L,

BN (% atEmET ]
FHEEE | EAE A DR - AR R O = U AR BE T D A H R ORBLRL
(A LR F ]

SiE (15K BERFER] < 143661

FRHAT SR SER] © 141561 (280kEa%)

LRVERRAT R GIER] - FHEZERIIER & | BERSAFRBLOFEFISE], FIEILST % REEAS 72w ViE
BI82M, A A& A < WA L TWIRVWERFI 174, 3B ARF O AR & 2 FEH 161 OV H 4
LOHFEDFTAM N 72 ER B DA FH1046] FRIAMEROEESH V) Z R\ 72131141

B IVERRAT R BIER « 2 VRN SIERI 2 6 . B UL ORI A 22\ CHEREEE &)
JEBI 15201 % BRV N2 115941

e [Ze ks 9]
REBER | KAV SRR, BISRBETH HC0PDOEEZEE Kk L, 65mkLl EOBE (79.71%) 5K
PEEE (81.62%) ML 2HOTEY, ELGIEOHHEF (79.79%) OFREROH 2 HE
# (80.93%) MEholz, FHLHHIMMR2ELL ORI G OERF]IL46. 53% TH > 7=,

LARPEFRHTRIGIEBI 131 1BIZ 31T 2 BIWEH ZBUEIG136. 48% (85/131141) ThH V| AKBHFE
T@ﬁ%ﬁ%@@@ﬁ%ﬁ%ﬁﬂo%(wﬂum);Dﬁ#oto%ﬁ%éﬁﬁwﬂﬁﬁi\%
PO, 46% (6F) | MR OO NELIEK0. 38% (5HF) | WMk E OVRE XK K0, 31% (A1) |
FmEREEE N, SRR IR OYRPAZ-0.23% (3f4) TH Y, WAAILH = U AERAICBIE T 2 &l
TERNRE o Tz, BMFGEMORITERREREIE1ES. 77% 2361 TH Y., BHEEGOEVEIE
L. REXRKRONEA0.49% (31F) | BIRBEMAE, RHYE, 7 L —PEask, *mr

F I ER A N R OV T IMAE 250 33% (214F) TH V. AFIOEME 510 2 K Lo REEIx

O NI T,

LEMERATR GIERNZ BV CRIEM BB B 2 MTTER OB 21T - /R, AHEOR
I, BEEREOAEE, GRS O L CARIE R G MM CHEENRD bivie, 3L LIZAIE
FHOTEEARCHE A AE ) CHEAR LRTRE & 7 2 FIHITER O b e o T,

- BAPHAESE

DiEAHEFES (RMPOZEMERGIEEIE)

DIMEROFERESEOFFEAIL. 22% (16/13114) TH v, ENHEIMHELSRERRICE
%2.74% (4/146f1) L VKo7, BWEHZSEEIG130. 46% (661) THY . Wﬁimmrow%
@) . LEME., DEME), BEV ey s, BREET 0y @11FE£0.08% (1) Tho
oo RERBORBUIRD b o7,

i, A % A G
M i R OFERSR L BIEROREHEIG T Zh0.23% BF) | 0.15% 2f) TH-o7=,
DA - B E R A E R R OREBURIL CHRR LRI L 722 2 FHITRRD b e s o T,
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V. GRICET 5 A

iz ) AERICEEES S HERES

=V AEAICEET 2 A EHRORBEIS T ENZE2.90% (38/1311%1) THY | AKBEF
TORKRRER (ENSIHEEYRGRBROBBIEIA16/14661) % EE2 H O TIERNoT,
BITER ORHEIAIZ1. 68% (2261) TH Y, EREIWEAIX. FFEFEEE0. 46% (67F) . DN
0.38% (57F) . PEIRNEE R OREAAO0. 23% (31F) | ALK& OO ZEIHEEYE 4-0. 16% (2fF) Toh -
oo P ) AERICEET 2EEAOL IZHEETHY . Th bITEGAERHICE < 3Bl
L. BESHFOEREIZEOEAD LT Y . BB TR LI biviehotz,

(G 5h AT H ]

BN RRAT S GUEFI 11592 31T B A ZNERILT9. 47% (921/1169%1) Th -7z, £7-. TRNEHF]
238%1D H B, BALIFIBHI TH o 72, COPDEER R 277 1%, %, B, oA & OARIERIC
BT 2EKR, #, A, BATORAITOWTNG, #HHBRHCET, #5535 A%, &
H6n Hth, HEUES THEREWENRD b, FSABAOMHOF ML WAL, &5
BRI LT, 5 ER CTHERUENRD bz, A3/ a A U —Z AW RE o
M ORE R, B G-BRAARE & b N CAFHIRER (e 530 Ath, 560 A%, HE 1) DFEV,
FVC, FEV%, %FEVIFIHEEICHM L, MREEEEDOED D v, RBI DR HERFRRT 2 2
ERTRE I T,

ANPERENT R SHEBNZ IV T AAMEIC B %2 RIT T ER OME 217> 72, MRl BIL. APt -
ShK. COPDEERE, FFAIIEOAME, AHIEE GBI THARIIENBD SN2, BETORKE
oo BRIR LRI &2 2 FHITFRO b e o T,

Lt
ABHEDRII B TARDREEIE, AP BT $i7 2 BIAILRD b1 Ao 1o,

FEV, (Forced

Expiratory Volume in one second) : 1 #&

FVC (Forced Vital Capacity) : ZZ /G &=
%FEV, (Percent Forced Expiratory Volume in 1 second) : Xf1ZEH%E 1 fh&:

2) RRFHELTEEFTEOARXIEIRME L-HE - HBROME

BN
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V. GRICET 5 A

(7) £ DAt
1) ER%F IHAEXREHAR

18 PAZENERTZE R (COPD) B3 384 Bl x4, HERERR L L TEERL T 7 AR HEE R R %
EfiL, 77V Y=0 AR 100, 200 XX 400ug % 1EI1KALH2E4BEBRS L, 727V V=T LR
b 400 u g B GFEL 7T v RGO E 4 BHED N T 7 FEV,OR—ZA T A UL DELRIFUTOEDO L B
DTHY, 727V V0= DB 400 p g T GREL 7T B ARBEEE L OHIICEB W T, FaHEANCE B R EZRRD
Lz,

BITERRBBEE X, 727 U V=7 LR 400 u g #58ET 5. 4% (5/93 ) . 77 AR 58T 9. 9% (10/101 )
Thoto, FREWERIZ, 727V V=7 LA8MW 400 u g B5RETRF T R B 2. 2% (2/93 6) Th-oT=,

#F BWEABEBEDO NI ZEFEVIZBITAR—AT A b OEE (L)

TV LB Y400, g 7T R
NR—=RT A 1.30740. 422 (93) 1.313%0. 453 (101)
Bh5 458% 1.387=+0.431 (93) 1.296+0.461 (99)
& 0.080=£0. 158 (93) -0.024£0. 143 (99)
TTERRLOE 0.105 [0.059, 0.150]
[95%EHE X ] @ ' o
N p<0.0001
p &

SRl AR R A (150

a) BEREEZDALKE LioBotres v (KRPAB1102-D201)

1) AFIOAB I CND FAEROHEE, TEFE, AKX IEIIHRA (T2 V=0 8 E L T40ng) &
1 H2FERAEEST S, Tho,

2) NEFEMHET S RSB - EEREEHER

TRVERAZEMERTR R (COPD) B (UMELA) 819 Bil&xTRRIT, MEALT 7 BRI _HEERtERBREsEwm L, 77
VY= AR 200 (3 400png 2 1B 1A 1 H 2\ 24 BEBES- L7z, 727 U P =0 250 400 u g P57 &
TR EHEORE 24 BHD T 7 FEV, ORX—2A T A UIPLOELEIIRO LB THY, 77V V=U LR
b4 400 p g B 5HE L 7T B AR ERE L OERIZBW T, MEHFRICERRZENBO b, o, 727V V=0 A
A 400 u g B GRET T 7 B AR GREL el L€, EARERA 7 EEERIE QOL (St. George’ s Respiratory
Questionnaire TOFM) ., MK (Transitional Dyspnea Index TOEEAM) K& N COPD HATEAFE Aok L7~ ¥,
BITERRBBEE X, 727 VY= AR 400 u g - 5HET 4.5% (12/269 ). 77w R EHET 5.5% (15/273
B) Thotz, EREWERIZ., T2 U =1 AR 400 u g $-5-8ETEIHTES M OFEIR 0. 7% (2/269 i) T -
72
F B 248% O N 7 FEVICRIT BR—A T A b OZE bR (L)

TV = LB 400 g 7 7R
R—RFA{ 1.508+0. 525 (269) 1.5000. 489 (273)
5 24 14 1.573£0. 537 (269) 1.442+0.502 (273)
A& 0.066=0.274 (269) -0.058+0. 244 (273)
77 RERE 03 0.128 [0.085, 0.170]
[95%(Z HE X[ ' o
N p<0.0001
p &

PR A (B30

a) BEEHE, PRI, N—2 T A @ FEV, R O¥Eln 2 i & LT3t 7 v

2 BIRAERET 5,1 ThD,

25

(M/34273/34)

) AHIOER S TWD lER &R, TEE, AT LEILRA (77 ) P=v L8 e LT40ug) %1 H



V. GRICET 5 A

3) ENFENHERIREHER
TS PEFZEPEITE . (COPD) HE 146 Bl &5 Gic, 727 Vo= A 400 g 2 1A 1WA 1 H 2 [3] 52 R £
B L7, BEOMOMEEE THE FT T FEV,OR—Z2 5 A4 Vb OBLEIEFEO LB THB Y,
BIVEF S BIBEREE 1T 10. 3% (15/146 ) Th o7z, ERBWERIZFEMMED > 1.4% (2/146 i) TH -T2,

# FITFEVIIBITAR—ZAT 40 b0EE (L)

TR R—=25 4 b DE{E
#5512 #1% 0.015+0. 141 (146)
B 5 24 8% 0.031+0. 158 (146)
B 536 % 0.023+0. 165 (146)
B 5. 52 #1% 0.010+0.175 (146)

SEE R R S (1)
(KRPAB1102-D301)
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VI. SN B3 A EA

VI. EMEEICET HHE

1. REFHICEEH S LEMXITILEYE
Bim U o g RAH)
—iH AT T R RE Y LRKTI, A7 ) P2y AR, 7Y SRSy AR, FA bR EY
SN

R BEOD LAV OMREUIIRF L, BOBFRIEZEZRT D2 L,

2. EIBHER

(1) YEFRERGL - 1AM
1) femER

i+ AGE

2) {ERHRF
TV Y=0 ARt BRERERAEO LA D ) U REERIETH Y | KOEERHO LA D Y > MR
FEAETAHZ LIk TT®F L a Y I X AUHERD R 2 5,

3) LRAY URHIKRIZHT HEHMME
T U= LB, AAB Y M~ ZFEETRTUSH L CEWEftEEZE L. s o ftEEF4 +
oy AR ERBREChHoT=, $£72. 727V =0 MBI M S BED O OMBBEI SRR L0 i) -

7= 9 (in vitro),
4) KEUHEINS 1E A

TU Y= AEAE, AN — L TER LT-ELE Y FORHR AN LR ER AR LT Y

(in vitro),

AEZTHTER

LERR FEFILIVY

D . )
/o & ®
T TR L ’ v FOUIZOL
| 2




VI. N B 2 TH H

(2) B ZEEAT 1+ HABRIAE
1) ENARDY) VZBEESTAA TIZHT HEMME (in vitro)
T U= ABIE, B FAZRD Y M~ ZAETRTISH LCE W EE R L Y,

= SN HAMEDHEL -

0.1 0.2 03 04 (nmolsL)
1 1

B 77Uy o LB
FAOP2 LR

Wi
i
e

! !\!
N &

i
it
5

i
1
m

o
i
:

SOOAEICF ST R MERE

ERARTY R (M, Mo, My, My ROV M) 1% 2 BLFndk
[Fik]
t RARABY M~ ZREDOBIGF 2 BN/ BISE-F ¥ A =— AN LA X —JIHE-K1 R OBHEA % fy -
SH-NMS OFEALERERICL Y, 727V V=0 A8 (YR OT A by A& MO N AR Y 2 M~ Z BRI
K9 B BRNE ARG L7,

SH-NMS : 1-[MMethyl—°H]-scopolamine methyl chloride : I-[MAF /N H]-AaRTF I AFLruaF4 K
2) LRAY OZREL L DOEBEFE (/n vitro)
-7 27 V=0 LB R OCH-F4 b v €0 ABALY O My 52 23D B O FFBEIRE I M 52 20> © O B 5
WEo LN,
W=7 2 U V=0 MBS OFRBEEEI O Ms/Mo 1T 6.2 TH Y | My FRA~ORIRMEZ R LT Y,

e i S SR

Fgp >4 Ik (hr)
=7
M 522 M 52 A

-7 27 Vv =7 LB 4,69+0. 29 29.24740. 61

H-FA br vy LB 15.11%=1.57 62.19+2.96
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VI. N B 2 TH H

Mz/Mizt

REBEII O Ms /My BE (in vitro)

[J7]
B RAADY My, s ZBFROIBIL T Z BN/ RS2 T v A =— AL A X —JIRK] HIFEOFEEAZ AT, -
77U =0 AR (2. bnmol /L) KOV H-FA b a B ABALH) (2. bnmol /L) D b AAH Y 2 Mo, My SZRIRIZKIT D
fRBEENEE 7 1 7 7 A LA SHE L 7=,

3) ANNa—LERMEKERMEI T HBEEER (/n vitro)

T U= ARALOERM G 0% E F TOMEMARIBRE (EHRBED t1,.) 1% 6.8 70, BAMEHFRELRHE
(tw) 13 35.9 3 ThH o722,

H

il 7S OB (=)
FAFOETLRER (n=5)

B .
= 50 P EHRERE
= R
e p0.001 (vs BEEEIRD
25

T T T
0.00 0.25 080 0.75

EEI AR
VS 3 — )V MRS IR B BEER (in vitro)

l_

[Hik]
TAEy MEHEEEHANT, 10umol/L OB NI — LHEREKENFICHTET 27U V= LB
(2nmol/L) KUOF A br by AR (6nmol/L) DOYERFEBLEE 2 IEHAIMNN G 50%FHE £ ToORefH (1EHFE
B t1)s) KOS KIERFEBURERH] () & LTI L 72,
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VI. SN CRE A IE A

4) 7EFL) UEREREIIMEICH T HRAEARERRE (EILEY )
77U Y= AR ORI AFEBIERIE 30 2y Th o7 Y,

AT ERELERE
0 20 40 £0 80 100 {min.)
FAUZFZLLRIEE
n=4~10) 30
FA RO LR
(n=5~6) 80

BRI T EVE Y b OT BT Y CERERUE SR X D AL B O R AR FE BRI

[J5ik]
BREETELE Y MZT 27 Y V=0 A8 EY (100~1000 w g/ml) . T4 b 'Y WEYLH) (30~300 u g/nl) 27T A
P—TRABGH, 5 53~120 538RICT EF /L2 Y > (10~60 1 g/ke) ZHIRAE G L, SRR SEBIRG ] 2 1 L 72,

5 FEFLI) UERUREIIMEIH T HEREGERME (ELEY )
727 ) Y=y ARA ORI FGEREH] (1 RR ORE R CTEIE L 72 R RMER Y 506K T4 2 OIS KERIFRH]) 13 29

HTho7 Y,
) == F T LR
100 == F O LR

=4 — 9, PEHBERE SHGHT
*: p<00E, ** 0 p<i0l, v p<0.001 (vs 195EE)
75
=
=1
E -
B
ﬂ -
#l
2
25
0 TT T T T T T T I I T 1
12 4 6 18 24 gL 48 73 96 (hr)
ol
R FELE Y hOTEF L a ) UEERMERE SUHEZ 6T 2 1 R RER
[J5i%E]

B FELE Y MCT 27 ) V= AR (100 g/nl), T4 Fr B A5 (10pg/ml) 231774 ¥ —T
WAL 5%, 1~96 RER&ICTEF 3V v (30ug/ke) EFARAIG L, 7 F /b2 ) BRI ST
% 1 R RE R 2 Wt L7z,
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VI. WS B3 A IEA

6) ZDithDHER
DEBEREEFEICRIZFITEE (in vitro)
T2 VY=Y AR R OF O EERH (73— AR R O VR EREM) O TERESRIE LS
HIEEM 2B LR, TR OBRICK LTHIEERN 2R SRt

QBBZERICHT 2EMME (/n vitro)
77U V= AEA RO OTERHY (73— U RE O VR CERE) OFFRZ FII 5 BN
MEBF Lic, 77U V=0 2RI o AR, HSBIR, NG SBR KON 5-HT B SABEIC KT L, R D
BUAME(IC 21 umol /L) 7R LT (DAY UZFEERLS), £, FEREMIILAD ) VB ELEDTOT
NDZRERIT LT HBEEZ RS 2o Tz,

ICso : 5O%PHE L

QFEREY (TILa—ILRBEMREUVHILKUEBREY) OEBEER
FERBEHOT L3 —VARF R OB R BRAEIT L A D) BRI L, 10 pmol /L THEAMLE/ER
RS (ETHIHIERIZ 10%LL ), 7T Fa ) UERIERE ZIEOMEER b /R S/ 7z,

(3) YEFFEIRBFME - FFihs

1) EHERAEMMESRESE WEAN) TOERARERER
BVERAZEMERR BB OMELN) 107 BT 27 ) =0 AR 200 p g 2 B[R ARG L7z & & | #5412 FEV, 23
R 2T A UH D 10%L FHEAN L 723 OB ()12 T, B4 10 4> (WIENIERR) 22585 3 B E©
DOFTRTOFHERFAIZIENT, 7T R EHE L THEICHWEIE 2R L (p<0.05%), (M/34273/24)

) AFIOAGE SN TWA AEROHEL. HEE, AT IEIIRA (77 )= L8 LT400ug) %
1 H2RBWARST 5, ThD,

2) 7EFILOY VERSEREOIMHER (EILEY )
T U= AEEIE. TAT Y MBI AT BT Y ERAENEAIE Ls, FOMEARBIZF A b
YU LARMEVELS, 477 he v AR ERBRE Ch o, o, TORFRMNMITITA ey A8
BQUETENIE G742 N =R =0y NN Y 7/ B QR 3/ Y
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VI. EMENREICEAT HIER

1

I AR BE D #ERS

(DamEBGMPIRE

BERSAR

(2) BRREABR CTHERR S =M IRE

1) BEERARE

[EMERRZEMEN R R 13 BIC T 7 U P =0 LBk 400 g 2 1 H 2[E] 7

BOT 7YY=y AR O MR R, BHOMNIC Cu lTIELZ Y,

.....

HHERAEE LT,

== 4008

n=13
THEHRERE

T .

12 )

M 727V Y=vrR{Me 1 B 287 ARRERARSREORER 5% 5
T2 Y=y DA O M R AR

R T77VV=0LRWE 1 B 2087 ARRERALR SR ORI G%IZBT 5
T Y= AR O ENRENT A —F

=, Cmax tmax AUCim" t]/2
RGE (pg/nL) (hr) (pg-hr/nL) (hr)
400 u g 144+=57.0 0. 340=%0. 395 330115 4.91%+4. 49

(n=13, PRl =R AE(R 2)
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VI HRpyEhielZ B4 55 A

2) RERAEE
TEVERAEMER BB 13T 7V V= A8k 400ug Z 1B 1WA 1 B 20 7 B ERSEG L-EX, 7
7V =y AR O MFERIREITRS 7T B BORKEEGEREFE CIOEFRBICE Lz, EFREIZBITS Cu kX
OAUC IZHLEIHE G IR, ZRER 1L TTETH o772 Y,

(pg/mi}
400
= 400ug
1 n=13
00 ] B RS
0T T T T T T .
o] 4 B 12 16 20 24i(hry

E5ft

B 1H2E7 BHREBRAKE LTz & & OREMKEG% 0 mAE PR EHE

# T HRKERARE LT EDEREEERDT 7 ) V=0 DB OFRYENRE T A — &

=, Cmax 1:max AUC T t1/2
RGR (pg/nl) (hr) (pg-hr/nl) (h)
400 g 2241+93. 6 0.212=£0. 267 482+121 13.69. 11

(n=13, “FHfE = FRYE(R 22)

T VY= LB 400ug O 1 B 218 7 HREIXEHERO N7 7#REZ, #5 7 HHETIC-EEERL,
EWINEBIZELZEEZ2 BN,

(pe/mL)
i
- == 1000g
n=13
THE+FERE
ko
=
7
%
B’ 1
B
4] - T T T T T T T T T T |
1] 24 48 72 96 120 144(hr)

B 1 H2M8E7 AMRKERS LR b T 7 miE R EHER

3) HhEE
R L

N BE - HREOEE
DRI L
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VI HRpyEhielZ B4 55 A

(1) iR A%
124 BAZEME IR R (n=13) | 7 A RMIREWR AR G5 O MR E R ER RS, PIERG% & k5% 0
WENRE T XA —F % ) A= KA FNEFIIC L VIR L= V.

(2) WIS BE E 38
gk L

Q) HREETEM
MBPER MR BBRE (n=13) 2R L LT, 727U P20 hB{tW400ug 2 1 H 20 7 HRIRE®REG L L &
OMEEEGH LT AREGHROT 7V V=0 AR R OERG (7 v a2 — V3 & O VR B AHH)
DOIERFETEL Ke) IZLLTFOLEEBY TH D,

K TI7VV=ULRMAWA00ug 2 1 A 207 B ESESGR O RS OB E

WA ES (1/hr)
HEIHE 5% 7 5%
77V T=0y LR 0.224+0. 121 0.08310. 0681
7L a3 —AREY) 0.121+0. 0394 0. 05590. 0189
F VAR R 0.153+0. 0376 # 0.0781==0. 0195

Y (t12) =1n2/Kel, FEMEEARYERZE  # @ n=12

Do)V TF7IUR
1B MERAZEMEIRBBE 25 R LT, 727UV =0 L8t 400ug % 1 H 2 [B] 7 HEIRER AL GREOF &
HBBIZBITAT 7 V=0 LB MO BNTOEE 7 VT T & (n=13, EHE RS 1L, 881+228L/hr T
Hol,

) T BHE
e N GAEIN) 1o, 727V =0 AR kmE 200~400 u g FRIRNER G- L7z & & O RNT O AEFEIL 95~
302L Th-o7= 1,

(6) £ D fth
L LR

3. BEE(REaL—2 3 V)@

(1) 4 7%
gk L

Q)N A=A EHER
MU ER R L
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VI HRpyEhielZ B4 55 A

4. IRYY

1) R
PR L
%)
77U V=Y ARMEIRIE D BRI S RIS N AT VB Y M TH S P, E72, FERERIETN AR
T, AL SR B AN S A8, T IS & WL b ORI RS 72,

) RAATFRASEYT 4
BEHER A BMELN) 127 27 U D=7 WYL 200 1 g A BRI ASE B LTz & X ORI S A AT =1 T8V T 113
4.31%CTH 7=, UHERB AR

1) AFOAGR SN TODEROAREL, TEHE, AEZIEILRA (T2 ) P=y 28{hE L T40ug) %
1 H 2R AFRET 5,1 THD,

5. 9%

(1) 1t i —fisi B8 9 8 18 1
BRI L
(%)
[T v b OB B TERRR L7277 ) =0 ARALY) Ing/kg & HEIMARE S L7o & 25, PR AR
HERMENZ EDVREN, 727V Y=y AEYE RO O EEREIE, MR 0 i BV R0 L AR
mENT,

(2) M iR—ARa A2 BE P @B
MR L
(Z%E)
FER 17 A H OBEEES » b & FIOTC)-7 2 ) 9= BEE (Ing/ke) HEIEL BRI 22 500 WAt 2 7P L
T2e A, #h2BE% (MAEHIREE : 0.051 u g/mL, MEARIREE : 2. 18 u g/g wet weight tissue) (ZEEED
BSREARE S 4L, 727 U P =0 AR R ORI 208 U TR IR~BATT 2 WREMEDS /R S 4LTz,

Q) EiA~DBITHE
YR L
(%)
SRR 14 REROMENES » Mo, [MCl-7 2 ) =7 ARALY) (Img/ke) % HEIEFARNEG L7z & & RERLH
T RERR L 138 - 6 R S hemfi (161.3ng/g) 2R L, 727 U ¥=7 AR R ORED AT T ~BAT
T 5 ATREME SRR S A7z,

(4) R~ DBATIE
DRI L
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VI HRpyEhielZ B4 55 A

(5) Z D DFBIEA~DFEITHE
RN OMEAN) 127 27 U =0 AR b 200 u g # HEIRAKE LT & D7 7 ) =0 AR D 4K~
DIERIT 30. 1% Th-o7=, MBI BILEIL. MOPLE TR 9.9%) ThH . & HIMUNEK/ (2. 6%) T,
WA A LTz ¥, (OMERBREE)

1) AFOAGR SN TODEROAREIL, TEE, I IEILTRA (727 ) P=y 28 E L T400ug) %
1A 2R AERES 5,1 ThD,

(BE)

7y Mz, MCl-7 27V v=0 L84l (Img/kg) ZHIRNES LTc & 2 A 13 & A L OMBRIZ T RED 540
L. FRICEEDE, BE, B R ONHILE TRl 2R Lic, # 0 REGRHIBURE DRI ME S | 5% 2~6 FEfHIC
HILE CliEIRE 2B Lz, [ENEGHRORINKE OGS, FHRE% EHEEIL T,

HEOHET v MIFIRNE G LT OB A2 I Lz & 2 A, IR O G5 O BORE OB RERR IR < |
AT = AR & BFEAME W 2 L AR S Tz,

(6) MIREBFEEE
77U Y= AR CHCNITIKR SR EN D T2 REMAKE L TORABERITRE TE 0,
TS PERGR R & AW in vitro BBROFER . FEAH CTh 5 7 L 23— U K O VR R O g
EAMARIIZN TN 10K 8T% & HEE Sz,

6. {t

(1) B BRI B UM IR R
In vitro RERIZBWTC, 77 U V=0 ARG OERMAHIIL, 77 V=0 AB{EOLFEHEERICEEND
T AT IEEA DK R LT T v a— AR e O VR VRS T h o 72 1Y,
b RMAER O ERRHWIL, = AT VRS DMK IV AET D7V a—AREW ROV R BREY TH
ST, HEHI T RIS T L a— UGB KB L SR, DV R U EEREY OB TR E AR B
7219, (S EBER A

v Sl
9 _\—\)@ - o /_fL‘u_C;_OH
P-4V ‘ /

NILAC BRI

X 77U Y=0 AOHEERHHRE
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VI HRpyEhielZ B4 55 A

QKRB ETIBEHE(CYPH) DL FIE, F5E
770 U=0 AR O AT REE DMK FRITEER B K OFEEER ST T L, BERAII I RIS A7
THTFI N AT T —EREETH I EAURE S Y, £, HEEEFEANCIE 50mmol/L ) o ERAETENR
o (pH 7.4, 37°C) TP 1. 2 BERE THNZK A RITHEST L7 19,
In vitro BT HEMHEMERRBRCIL. 727V V=07 ARMYR LD FENFHY TH 5 7 v 2 — L AGHY
KOV CERCHIE. EER CYP T4 VWA DKL T, 727U =7 LB CYP2D6 (1Cs fiff : 2.4 u
mol/L) KON CYP3A4/5 (ICsofE : %9 90 pmol/L) . 7 /L= — LA A CYP2D6 (1Cs, fiE : 20. 6 umol/L) TPHEZ R L 7=
LIAh, 100 umol/L £ CORERE CIHELZ R Lh o7, b MEFRFMIREZ AW CYP FEOMGFCIX, 72V
U= LB IO O FENREMIEZNZER 2,30, 3.80 KON 172nmol /L F TOJRET CYP 1A2, 2B6, 2C8,
209, 2C19 J N 3A4/5 125 L CREEER 2 R S o2 17,
TV V=g AR T FILa) v AT TR Ix L CHEE /R L Ki 5 2. 7pmol/L) 1,

Q) MEEEMNRDEERVZDEE
gk L

) REMDOEFEDEERVEEL, FHELE
MAEH O FERHYTH D B VR VRS R OT V2 — ARG, SEERPHICRERETH S 19,

7. BEt

fERERR A OMELN) 12 B MC TERR L7277 U =0 LB 400 4 g 2 HARTERARINIR G- L7 & & BG83 65%

DRI S, 33 FEFICHR S e, 72 U Y= v AR L U TR I RIS OB PR S Fu, 7R 0 130K

SO LR & LTt S 7=, 77 U =0 AR O BEAEIL 4 5% 96 IER E L2 93. 3% I S 4tz 1,
(O ERRBR )

R GOMEAN) (2727 ) =7 AR 400 g ZHEIR ARG LIz & & RPICIERZE A E LT 0. 09%,

7= R@E L LT 6.81%, ML EERH L LT 1T 3T R S A7 P, (SNERRBRA)

8. FZIURKR—F—ICEHAT S1ER

Caco—2 Mz T, 727 U= L8, T a—nREk O VR A RREW D P s 78 (P-gp)
\C X DA R Lz, AT OBREEL T, 727V P=0 L8248 0.34, 2.97 BTV 32.23 ug/ml. TENEN
2.28740.43,1. 77%0. 57 KR 2. 4240. 70, 7 /L2 —/LARH 0. 18, 1. 96 TN 18. 82 u g/ul. TEAEH 0. 73£0. 13,
2.64%0.76 K N3, 811,14, H/VAREAH 1.32 KON 13. 19 u g/ml TENLEIT 1.14£0. 43 KTV 0. 94+0. 22
ThoT, P-gp HEMEMEZET B 27 2 ARY v (25umol/L) FAE FTIET 27 V=0 AR R OT L a—L AR
O RNT OBMREITHR 1 THoT=Z D, 77 U V=0 AR R OT )V a— U AE3HIL P-gp DEEE T
D ENRBINT,

T, T2V Y= AR Y, T a— A AREE O VR IR X D Caco—2 AIBICEI B PH]-Y I % v
CERREICKI T B BEER AR LA, 2 2h 26,96, 18.82 KON 13. 19 p g/ml (47. 8, 55. 0 & T8 50. 3 pmol/L)
F T BEERITGED Do 19,

% :apical ] (A : BB M) H 5 basolateral Ml (B : Al (Mf4E) M) ~ BT DZiEtaE (PappA—B) & B
NE A D ENT OFEIRZEE (PappB—A) & D (PappB—A, PappA—B).,

9. BREIZLDBER

MU BRI L
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BERZAIHESE

10. BREDER

77U V=0 AR EIAL TR GERERE) R OLETh D= 27 T —BIZ LY ERICR# SN D720

1) HEEEE
EH 7 VT 7 AT LR OFEIHFIT/DE N, 207, HEEZAHT 5 EE THEMNE OLEIT 2

WEEBZ LI, IR S BE 23R L LI BRRBRIIAT > Th 2w,

BB 2 AT D HE (EHERRN) 6 B & B, PR ITHEOEKERESE 186 (FHn = 6) %

pop-JteR

0. 09%, H55FE B R REREE

A 1 0. 06%, & B Rk RE R

FRE 0 0.02%) . fERRERRA & B EERERR

WZB B e 72 o 72 (p=0. 05, Wilcoxon DNEMFIkEE) 19,

BREREIE R & R B EERERE ICR T 27 7 ) V=v A B %

FBFE T Cuax SOV AUC

2) BHReEEERE
TN =0 AR ORI T 2 BIREOZBEERF L GMEN) ., 77 Y Y =0 A1 Y
400 g HEIRARR G L7z L&, BHREREICLIV T 7 U =0 AR ORPHMEFITUR T L2y (R -

=l
400 u g B ARG DT 7 ) =7 A BAL O EhRe T A — X
. R E B
fEHERA (n=6) o —
R (n=6) R RE (n=6) i (n=6)
) ) >50— <80 >30— =50 .
= >80 ml <30mL
IJVTF= VT T A nl./min ml/min mlL/min nl./min
JRPHEEE (%) 0.090=0.045 | 0.097+0.068 | 0.062%0.044 0.023%+0. 032
AUC, (pg+hr/mL) 124.2+93.6 388.3+417.0 | 414.5%522.2 388. 74268. 4
Cuax (pg/mL) 113.9+92.8 116.5%+92. 8 106. 3+38. 8 98.5+68.0

CEHE S AR =)
3) EhNE

12 FAZENENE BB UMEIN) Th DIEEEE (40~595%) 12 il & @l (10U L) 12 e 7 U o= L B

b4 400 u g Z HEIR A LIZREOT 7 ) =0 LR D Coox KON AUC OEEMEIC K 2 Filnd /I End X

TN 86. 49K N 88.5% T v, mlin# L IEEEMBE T CH LM RZEITRO LR 72 (p=0.05, Wilcoxon M

JEREFiRE) 20,
) AFIOEREN TS REROHREIL, DEFE, RAKIZIELIRA (727 )= 0Bk e LT 400ug) %
1 H2FERAEREST S, Thb,
F IEEm N OEROEBMEFAENMIRBREICBIT T 7 VY= AR M E 400 g

HEIW AR GHZOT 7 U =0 AR o M Eyihig 7 A —4
SR EREE )5 2 FEMn R = e
HRIMBNRE R T A —H (40~59 %) (70 201 )
AUC. (pg+hr/mL) 193.5(51. 4) 171.3(56. 7)
Crax (pg/mL) 82.3(32.0) 71.1(58. 2)

R fE (R %))

1. Z0ih

M L
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VII.

Lt (A EoEES) (CET2HA

VI. Z2tt (ERLOIESF) ICEI HIEE

EERAREEDER

BEIN TN

BERABEEETDER

222 (ROBHEICEEBELLEZWIE)
2.1 PAZEMARNIEO RS Hi= ) ALY | IRED EF UIERDE LT 28 2h 3 H 5, ]
2.2 AIIRIE RIS L 2 EREENRH L EE (Fia V AEMICE Y, REAZFRTL BN HD.] [9.1.2

2]
2.3 AHN DRI L CRBUEOBALIRED & 5 BF
(it ]

2.1 Fia U AERIC L VIRESL ER S, PAEMARNEREOIEREZBLESEI2 BTN L2 b, M
EMAENEOBH IR G E2ER L Lz,

2.2 ANEIRIE RS X 2 HERIEE 2 AT 2 BE AR Z B G LI2GA. fia ) ERIC & 0 SRR ES 2 B L S
HIRABEZEZTBENWNH DL Z &0, REEEZAT2RE LIRS EZERLE L,

2.3 XAy RS E L CRiHE LT,
AEIORRSy (727 VY= A8ely, JFEKFY) (x5t L CGRBUEOCBAEROH 28E X, 7F 747 %

VEOEEBBIEAR I TREENRDH D Z D, ARIOBESICK U GRIBUEDBEEED B 5 BEIC
TG AT L Lz,

MERTHRICEET SFE LT DER
V. ORRICET A 23R LI L,

RZERUVRAEICEHEY 5FE L TDER

BE ST

EEGERNWIE LT DER

8. EELEKRHIE

8.1 WAKDGE | EHROWAIZ &) KRESILEPFRE SN EMEENTBENN D D, KESTLRENGED 5
NIEEHEE, EbickEa2 ik L, WO EEZITS 2 &,

8.2 M- HELBVELHEMALTHLHRNBOSNRWEEITIE, AFDPEY TEIRNWEZZLND
DT, BRE G EkE T IS &,

(gt ]

8.1 MAKDIZE | HAIOWAIZ L) KESTRPFHIE SN DRSS H Y . BRI LG E, EERERE

EL2LbHD T LbRE L, [ESTEREN I LIZGEIZIE, ARORGEZPIET 5 & & bITHEY)
TRALIEAETT O Z &,

8.2 AANIRMEHIETH v | BEHIERHT AWV 2 FEAITIER W, 1B HEAEMME B DIEIR AL ES D7D,
WL LT G R NETH LI b, AREZRE - HEEB VISR L TRAT 2 L 5 BE~OFI AT
D&, HIE - HEEB VMR L THREAIT->ThH., WENRD DNV, AAlZHL, hois
BV XD L,
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VII.

Lt (A EoEES) (CET2HA

6. BENDERERILBEICHT IR

(M E6HE - BERFEODHLEE
9.1 B6HE - MEEZEOHLEE
9.1.1 A2, LEME. HINREOERE. RIFZTNSOBREREOHLEE
DARR, LEME, BSAGER BT 2 2 E03H 5, [11. 1.1 B/
9.1.2 FIMZARIEXR (BIREENHDHEEHRL) ODHLIEE
P U AERIC R VHEREENRERT 22 03 b 5, [2.2 5H]
[fiAEas ]

9. 1.1 Jra U AERIE, g, LHEHEOEMEZ 726 L, DRIGRARENT2B8ZnnNd 5, o+
BRI IC B W TEE R OHEME), WA SDEEREOBBENRTED N TS, Fo, KRRFE TOEN
DEFRFBRIZIB W T HIFEED.LEME), OEEISMGEENED O TND Z b, LAE, LEME),
HISMHED A T2 b OPHERED & 2 BEICR LT, EEICERETH 2L,

* o ENHFEREO 1 A 2 [B5- 28 MEORA AT SRR & OV M/34273/39 3Bk

9. 1.2 Y AEAICK Y | AN IRIE R BE ICHRFEEN R T 28001 D 5, AIZIRIERKEE IR L TiX

HEICERGTDHZ L,

2) BEAEIEERA
BE STV

Q) FFiRelEEE2E
BE STV

4) 4EReEHI BF
RES TV

(5) 1Eb%

9.5 #EiE
TESG ITHEIR L TV 2 FIREME D & 2 AMEIIE, TRIR LOFRIER AR Z L2 L HET SN D 5HEI DA

BHETHZ L, BFER (T v ) TRIEZBITTSZEBRBOLATND,

[t ]

U 2 kG & LT BRARRRBR I3 M L T b L MR SN TW 2RV, EMck S 2 FZBRTiE, MIRT > b
W2 2 FRIRIN IS (Img/kg) THREEATIZRD BV TV D, IEIE XTI L TV 5 ATREMED & 5 e MEIiE, 1R
W EOFFMENEREZ LR LS HHIcoREGT 52 L,

(6) 2%
9.6 3B
1R EOF MR OCRILRBO AL B L, RALORGUI NI EREAT 5 2 L. BMER (T v )
TIIHPICBATT 2 2 LBROLR TS,
[t
BRI ARG & L BRRBIE M L TR b PRI SN TV, BRI 5 ERTIR, BT >
MR 5 BRI 5 (Ing/ke) TRIFBATARD BN TV S, RILB~ORGITHT 5 2 EPEE LA,
DEGTHRGT R GRLEMT SEH L,
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(MR
9.7 INRE
INRAE ARG & LT BRI S i LT,
[z ]
AR RHAREIR, HrER, SR, $hIR) (o3 2 BB S L TR b T2 L T
EMBERE LT,

(8) mnE
9.8 mfnE
BEOREBLBRE LN OHEICREGT 22 L, —RICERBRENMKT LTS, [16.6.2 2]
(it ]
rln AR, RN AEEEEE DMK T LRIWER ORBBHEECRIER OIERS BA L 2 WIREMED B D Z L D willin g
~ORNRERFEHE L TRIE LT, MlinE G 25813, BEOREZBE LA bHEIRET 52 L,

7. HHEEA
(D BERES L TNER
BEIN TR

Q) BtRFE L ZNDER
BHEIR TN

8. BI{EE

11. BIYE
WORWERNRSH bbb s Z ENH 50T, BEr ity BERROONTHAICTEEEPIET S
Te MU MEEITH Z L,

(M BEXRGZEMER & MEARER

1.1 EXAENMER

11,11 DEMS) GHETRHD)
[9.1. 1 &H4]

N=
KRR E TOENBRAEBRICB W TERREWEMICZY T2 LOEME)) 13RI THh 2wy, £72, KAl
EU K OCKERF SCE* 2B W T, DIEEERORBWEH ORHEH I 22V, L L, FH Btz ) UREA) TOHR
BRBOLINTWNDZ &b, fLillL7e GRRR), BEPEO ONZBE IR G2 FIE L, @O7R0E 21T
9T &,
% 1 2014 4F 12 A BUE
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VI 224t (A EorEss) B+ 5HEA

(2) Z DO EEFH
1.2 200 EIER
2%LL HEE AP
— BIASESS . RIENeg. B, RAHEE,
a ORISR R, Wk
g B R R R CK RO, MR h U v A
s IR
Wb T, M. UEL. (R 1SR
e RIB. % 5 IR
Z ol HEN B, b, RER. EEUE. MAEIE, TR
(3]

1B IEPAZEMENT R BB 2 x5 & LI EPNB IR B G-ER (D301) T, 2 BILL LRI L7z E v (HHRMED E
LB FRERED E U 2 6 - 3/146 1] - 2.1%) A& 2%LA EOMNZECHE L7z, E7o, 1BYEPASEMEMZR BB 2t
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inhalation powder indicated as a dose is one
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Genuair 322 to relieve symptoms in aclidinium
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inhalation powder chronic obstructive
pulmonary disease (COPD).
KE TUDORZA PRESSAIR Astra 2012 4 7 TUDORZA PRESSAIR 1is The 2019 4
Zeneca H 23 H indicated for the long-— recommended 3 H
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XI. ZE&E

(TUDORZA® PRESSAIR® : 2019 4 3 H&&3])
8.1 Pregnancy

Risk Summary

There are no adequate and well controlled studies of TUDORZA PRESSAIR in pregnant women to inform
drug associated risks.

No adverse developmental effects were seen with inhalation administration of aclidinium bromide
to pregnant rats and rabbits during organogenesis at 15 or 20 times, respectively, the maximum
recommended human daily inhaled dose (MRHDID). However, reduced pup weights were seen when
pregnant rats continued inhalation administration through lactation at 5 times the MRHDID of
aclidinium bromide. Adverse developmental effects occurred when rabbits were orally dosed with
aclidinium bromide at approximately 1,400 times the MRHDID [see Datal.

The estimated background risk of major birth defects and miscarriage of the indicated populations
is unknown. In the U.S. general population, the estimated background 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 embryo—fetal development study in pregnant rats dosed during the period of organogenesis
from gestation days 6-17, no evidence of structural alterations was observed at approximately 15
times the MRHDID [based on summed AUCs of aclidinium bromide and its metabolites at inhaled doses
less than or equal to 5.0 mg/kg/day]. However, in a pre— and post—natal development study,
decreased pup weights were observed when pregnant rats were exposed from gestation day 6 and
continuing during the lactation period at approximately 5 times the MRHDID [based on summed AUCs
of aclidinium bromide and its metabolites at inhaled doses greater than or equal to 0.2
mg/kg/day]. Maternal toxicity was also observed at inhaled doses greater than or equal to 0.2
mg/kg/day.

In an embryo—fetal development study in pregnhant Himalayan rabbits administered inhaled doses of
aclidinium bromide during the period of organogenesis from gestation days 6-19, no evidence of
structural alterations was observed at approximately 20 times the MRHDID [based on summed AUCs of
aclidinium bromide and its metabolites at inhaled doses less than or equal to 3.6 mg/kg/day].
However, in another embryo-fetal development study in pregnant Himalayan rabbits dosed orally
from gestation days 6-19, increased incidences of additional liver lobes (3-5%), as compared to
0% in the control group, were observed at approximately 1,400 times the MRHDID [based on summed
AUCs of aclidinium bromide and its metabolites at oral doses greater than or equal to 150
mg/kg/day], and decreased fetal body weights were observed at approximately 2, 300 times the
MRHDID [based on summed AUCs of aclidinium bromide and its metabolites at oral doses greater than
or equal to 300 mg/kg/day]. These fetal findings were observed in the presence of maternal
toxicity.

8.2 Lactation

Risk Summary

There are no available data on the effects of TUDORZA PRESSAIR or aclidinium bromide on the
breastfed child or on milk production or presence in human milk. Aclidinium bromide is present in
milk of lactating female rats /[see Data/. When a drug is present in animal milk, it is likely
that the drug will be present in human milk. The developmental and health benefits of
breastfeeding should be considered along with the mother’ s clinical need for TUDORZA PRESSAIR
and any potential adverse effects on the breastfed child from TUDORZA PRESSAIR or from the
underlying maternal condition

Data

In a pharmacokinetic study, levels of radioactivity in milk and plasma in rats were measured
after a single intravenous dose of 1 mg/kg of radiolabeled aclidinium bromide on approximately

post-natal day 14 [see Use in Specific Populations (8. 1)]. The maximum concentration of
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radioactivity [“Caclidinium] in milk was measured at 6 hours post—dose and was found to be 10-14

times higher than in plasma

(2024 6 H 6 HHFM)

HA—ANZ VT D5%E . An Australian categorisation of risk of drug use in pregnancy
B3 (202349 A 13 HIET)
(BRIMICA® GENUAIR® 340/12 : aclidinium bromide and formoterol (eformoterol) fumarate dihydrate Powder

for Inhalation)

B3 : 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.

2) NREICET HEEHE

(2024 H 6 H 6 HEf)
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@TUDORZA PRESSAIR

(201943 A)

Pediatric Use
TUDORZA PRESSAIR 1is approved for use in the maintenance treatment of

bronchospasm associated with COPD. COPD does not normally occur in children
The safety and effectiveness of TUDORZA PRESSAIR in pediatric patients have

not been established

EU L3 O Wi 30E
@Lklira Genuair 322
micrograms inhalation
powder

@Bretaris Genuair 322
micrograms inhalation

powder

(2017 %4 H)

4.2 Posology and method of administration

Posology

The recommended dose is one inhalation of 322 micrograms aclidinium twice
daily.

If a dose is missed the next dose should be taken as soon as possible.
However, if it is nearly time for the next dose, the missed dose should be
skipped.

(2024 4£ 6 7 6 HFFR)
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