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WMAZRITT VI T I Rx— MEIZ

(S S, BRAFR AL BB TS 1 I & LT ICRI S LTV D

EEE i, PRFR 1AL BEREE 1 & LI ICA ST D

o

%2025 4 8 A ZZNBAA
Q) FlEE=E
Y LR
L) BHEOME
e
Ak RYZRFN/TFLY/TLTHL—h
T2Uun= R NIN/ TR/ AF L
RYXFTAF L
RY BIVRF—
R AF L
R Ly
ATV T | AT VA
Fyv7 RY HILRR— b
TITAF IR TITAF
ST OB Tq 2 )
TILITIn— MR RVZF LT L T7HL— N TN =g L/EHERIEREERY) =5 1L

362025 4F 8 H ZMNBRtE

PETEICPE L CHEE T~ & i i

7 BIBIRIC X0 TED BT IR S 2

1. BlERRHESNDIEME

LR

12. =0t

AR
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V. {BEICET 5EAE

V. aRICEY 5IER

1. ZEERI(THR
PRAE PSRRI 28,

3

g

fE)  OD5GUE PHEEMERE (2 2D < REAER OFRS

2

2. PMEEXIIHRICEET HER
b MR EHRICEET xR
AFNTABIEBA MR B OFR O RE BTN S = & AANIBIEPISEME B O BRI 31) 5
BPESIARE B L L THAT A TR,
]
AL, BRI IR T 5 = L0, BEPATENEITFRE (COPD) DIERO BHVEEIC AV, HIERFC
B DA AR L LR L7V 2 & HIERRCIE, AHIZ BT, SRR B » MRS 2 S
Lo, BELIRETHIL,

3. BERUAE
() EZERUVEHEDOMRER
W, RAFEIEIRA (727 V=028 e LT400ne) % 1 H 2EWRARLET 5,

(2 RERUVHAEDHRTERLE - 1B
AF 200 g (1R 400 g TRV EWENMEDSHIFCEDL LB ZALNDZ &, BREMIZOWTHAAK 4004 g 12
BT 200u g 2 ERIBZEEBEOBRSITRD BN TWRNI L4506, AEROHEICSWT, A#1400ug % 1 H
2 B AF G- L3 E LT,

4. RERVAEICEET HIE

BEIN TN
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V. {BEICET 5EAE

5.

1738

(BB T— /8y i —

E R (HANT — )

5k ksE SHEAT — )

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

TSRS & R & L - S iEaAsh

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

% Ot ORGP AR

TRt R o

PIEEEPEZ AN

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

‘ﬁhhﬁﬁﬁht

el el
(KRPAB1102-D301)

BEER (71 - ¥ 7 4 Rk
(M/34273/34)

BEER (71 - ¥ 7 4 Rk
(LAS-MD-33)

BREAE (T » 2 ¥ 7R
(LAS-MD-38 Part A)

I 5
(LAS-MD-35. fh2545#)

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

7 DAl OB IARA

1

AAEER

1 seuk

% COPD (Chronic obstructive pulmonary disease) : 2 EAZEM: iR £

BIRT — &3y r — Y ORI

AHN TS T OB MARRGERER 2 SME LA S iz, EN T oS MABKGERBIZEM L TR,

(2) B PREEHREA BR

1) BERSHE
gk L

2) REBSHER

FAERAF G- LTz,

BIVERNZ 200 u g BFEDIENR 1 411 1 1, 400 g FEDRNIMED F U 1 6] 1 AR ORFREEE 1 6] 1 7257223, Wih

HEIEETRE Th o, EERBERIIRD bR -72Y,

(Tvr. 1.

1) AFNOAGR S TWD EEOHER, T8
L H2RWAREST5,) THD,

(2) FERRBRCHR SN PIRE] OHEZZHR)

12

(KRPAB1102-D202)
18 PHIEVEZ 8 (COPD) /8 13 Bl &t & LT, 727 U P=7 LB{LH) 200 p g B Tr 400 g & 1 H 281 7 HIA

CBRAIZIEITRA (T2 VP20 b8t LT400ng) %




V. {BEICET 5EAE

3) Thorough QT/QTc 5XE& (M/34273/11)
R E GME ) 272 flA x5 e LTT 7 Y =7 AR O QT MRS xE 2 88 4 31l L 7=,
T2 U=y LB (200 XUE 800 ug). T EARIUTBMRIEO 1 B 118 3 AMKERSICXED Thorough
QT/QTe HRAZFEM L7z 2 A, WTNOT 7 V) U=y ARG TYH, BE5HA K OEFIRIET QT MRz
EE LW EARENT, 12 FBELEXE ALY —LEXAFTR TS, FHCRE L S B R EmITERD 5
nighoto, EERBERIIRD bhghrol?,

) AFOAGESNTOD EROHER, TEE, AT 1IELRA T2 =0 L8 E L T400ne) %
1 H 2[R AFES 5,1 THD,

QT (Time in milliseconds from start of the Q wave to end of the T wave) : Q WBRARDO T IR T £ TORF
Bl
QTc (QT interval corrected for heart rate) : D:AZLTHIIE L7- QT [MkE

Q) AZ RIGIEFRAER
ENG THAERERERY (7)) v V0 73R R (KRPAB1102-D201)
MEPEPHZEMEITEER (COPD) BEZMGRIZT 7V V=0 AR (100 n g, 200 g KT 400 g, 1 H 2[E) D 4
MKEHE BT AR LR R Ui, iR, FFRERERA, TDI #A =7 OV SGRQ A 2 7 EH D
FERD, BAANCOPD BEIZKIT 27 7 U V=7 AR ORRRHESEH &3 400 p gl H 2 [ ENEEITH 2
CHBT LTz, F, T U= U AR A00 g B 5 F TORBERHRB SN,

1EVEPAZEMENT R (COPD) JBHZRICT 7 ) V=7 LR (100 n g, 200 n g U400 g, 1 H

H Y
2 [8]) O 4 WA H G 2 AR O Z et 2 iR 5,

RRT VA v | EAERL T T 1A R T S R

PSES HARN., JRHIAS T #1726 M > COPD 4 384 13

ifiﬁﬁ%ﬁ 'H‘/Vj&%‘—/bﬁ‘nt[‘@iﬁ:? y\‘_‘/l/&)\ﬁé@ FEVI/FVC 75§ 70%5'%‘{%’6\ FEVl 7j§?’(ﬁu1ﬁ® BOOOHJ: 80%
RiiiTdH Y, 10 pack year L EOBYHEZ A%, 40 mkLL D HA AN COPD #H & L7,

cRASRE MBS T EEET D

- 7% 3 5 B LANIZ COPD 2RI H Z 1 % AR 2 #&5k L7-

i 6 BB UNICROERGYE (ERGER L& Te) Z#RE LT

- PR AT MR ERI B L CHRMICERREREZ AT 5

< AMEIREA, AR, BEREEEAZE, PAEMARNEO GO A A T 5 (MEFEME ORI EIEK
WEER<)

BRIP4 S

TV = AB (100 n g, 200 ug IX 400w g) XX 77 ®AR%E 1 B 20, 4 BBRARS L,

= (2:86) ] AR (4ERH)

s 's

FOUTZHLE(EY 400ug 1828 93%1

SR S POUIZHLE(EY 200ug 1H2E 9461

=10

FIUTZH LR 100ug 1828 9641

ISR 1828 10141

438
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V. {BEICET 5EAE

B

FEIMAER : 548D N 7 FEV, Gl) ORN—2F 14 UhbOELE
BIREHMIE R : #¢5- 4 WS 3 Bifil# FEV, (1) OX—Z T4 b0 ki

N=R T A v 0 EREHIE (77— KEOHEIE-2 #E)

BIREHIIE

T UY=0 LB 100 u g BE. 200 1 g BER TN 400 g FEDOHR G 4 IO E. 3 KF[## FEV, D~

—RATA UL OERIT, ST ERBELIKR L CTHERUGEE R LT,

#*  HBEH ABEORE 3K FEV,ORX—Z 7 A Vb DAL E

IR | DR - TO % =7 . SGRQ X =74
(Tt AEFS (AR - PR, BRmA, A 24 v 12 F50BENBRAE)
CEZHIE)
J R B
TV =0 AR 100 u g BE, 200 u g BEM TN 400 p g BEDOHE 43D ~ 7 7 FEV, D_X—R
AL OEbEIL, T ERBEL L CHERUEES TR LT, 200 g FER TN 400 n g FED T
TR L OREMZEIZZ I ER 0. 10871 KT 0. 1046L TH 0 . BRI ERZ N H D L S bk
(0. 100L BA F3E) 233 bivTe,
* BHEABEDO T T FEV,OR—2AF5 4 b OELE
100 1 g B¥ 200 11 g Bf 400 g B AN
PR L 94 91 93 99
& (L) 0. 0456 0. 0844 0. 0802 -0. 0243
(/N 3Ry +0.0166 +0.0168 +0.0166 +0.0161
T AEAERE LK)
TR EDOEMFE (L) 0. 0700 0.1087 0. 1046
(11 95% (5 e X F ™) (0. 0245, (0. 0629, (0. 0590
0. 1154) 0. 1546) 0. 1501)
p fig™ p<0.01 p<0.001 p<0.001
Gem ¥ WA EEE L LSS ET v

100 1 g BE 200 u g B 400 u g B 75 Rt
BB 95 93 93 101
g (L) 0. 1056 0. 1429 0. 1346 -0. 0165
(Fe/N 3Ry +0.0168 +0.0169 +0.0169 +0.0163
+ EUERR SEK)
TR EDOEME (L) 0. 1221 0. 1594 0.1512
(1] 95%13 #E X ™) (0.0762, (0.1133, (0. 1050
0. 1680) 0. 2056) 0.1973)
p fiE* p<0.001 p<0.001 p<0.001

X BERERREENR L LIy BT ET v
NRTA > 0 EGHEE (T2 KIADE A2 #HE)
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Z O OFHHE H

TV AR 400 u g BEDPEL- 4 WD DI AT, I B RBEL i L CTHE RN
BEIR LA, 100 4 g BFEL TN 200 p g #ETIXA B RIGEITFR O AL > T2,

400 u g FEDOF G 4 D SGRQMA I T DOR—RAT A PO OELEIZ, 77 BREEE iR L TH
BRWELR LN, 1000 g FEM TN 200 4 g BECITA B REITRD LR - 72,

* WHE4BEOTI pRar

100 g B 200 11 g B 400 1 g BE 75 v AREE
BRI 96 94 93 97
I 227
(/N33 0.5+0.2 0.6+0.2 0.9%0.2 0.34+0.2
B UERR )
7T RRE O 0.2 0.3 0.6
(0] 95%(5 i X [E17) (-0.3,0.7) (-0.2,0.9) (0.1,1.1)
p fE* 0. 4823 0.2438 p<0.05

X REREEEEMEL L Bh 70

# BEHEAEDOSCRUBA I T DR—RAF5 A Linh DB E

100 1 g BE 200 1 g B 400 u g 75 REE
WBREHL 96 93 93 95
AR B
(%‘jtt;ﬁiﬁ -1.934 -2. 361 -3.732 -0. 635
e +0.831 +0.844 +0. 844 +0. 835
+ JEHERR LK)
TIRR & DORERFE -1.299 -1.726 -3. 096
(TR 959/ i X R %) (-3.615, (-4. 061, (5. 431,
1.018) 0.610) -0.761)
p fil*™ 0.2711 0. 1470 p<0.01

X BEGHRABEEDRE LizaBofreT v
NR—=ZT A 0D SCGRQFEA 2T

(zz&it)

BIWEROFRBLERIL, 77 BAFETI. 9% (10/10141) , 77 U =7 AR{L#100 u gFET11. 5% (11/96
%) . 200 u gBET6. 4% (6/94451) . 400 1 ghET5. 4% (5/9345)) T -7,

FREIWER QUL X7 7 vARRECRB (2.0% 20, 77U Y=7 AR100 u gfETIL
Y o SN2 (2. 1%) 2. 200 p gBE T 7 L7 F ok AR —B 26 (2. 1%) 24k,
400 u gBE TR 7 R HERGE2H] (2.2%) 21 TH -T2,
EELFWERILY 7 R CLEMBNBItTH -7,

) ABNOAEGRE SN TWAAEROHEE, B, AT 1R TRA (727U V=0 584bhE LT40ug) %
1 H2EBAREST S, ] THD,

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

FVC (Forced vit
TDI (Transition

al capacity) : ZXVENTTE &
dyspnea index) : RGEAVMEL R EEEER (T MW IKREEO ST FE1E)

SGRQ (St. George’s Respiratory Questionnaire) : & b « ¥ a —UFRSFEME (FF : COPD O EKF A2

QOL FFMFEAE)

< 7 FEV, : #%5RiD 1 #& (FEV))
pack year : 1 H OBAL /20 A X BREALL

15




V. {BEICET 5EAE

(4) BREERIEABR
1) AHHHEREERR

OHNEFMETStARBIEERERR Y (TU v D0 IRRER) T 1
1@ MEPHIEMERT R (COPD) B3 GMELN) 258127 27 U =7 LBALM) (200 1 g F T 400 1 g,

(M/34273/34)
1 H 2\ % 24

WHEERE Uiz & S OFMER L eME2 7T B AR & iR Lz,

BT A v | BIEALT 7 b RAB - EEREEKRAR (3—a v X, 77U 5%)
PSS SAEN. EEA T H2> 5 M > COPD 4 819 4l
remepie | VYT ST VBRI T — MR O FEV,/FVC 23 TO%ASHC FEV, 23 TRIE D 30624 172> 80%
A TH Y, 10 pack year LA EDOBYEEE 2495 40 jLL D COPD BE
RE XM R OEUUIMED H 5 BE
‘ © B2 6 M AN KOERCYYIE % COPD OO B 218 Bk L 7= FR s
TeBRAMEEYE | .S 3 % A LAPNIC COPD BYHE|C - 5 AR ikBR L7 R
« COPD LIS DGR R IR E R B A2 A5 5 B
< 6 H NI ODHEEL SO R L ER OB RIER LT 5 BE
TV Y= LB (200 u g X1F 400u g) XIXF' ZEAR%Z 1 H 28], 24 @EW AL LT,
#REEA (2;8R) ] SEFRER (24i8R)
- POUYZOLRIEY 400ug 1828 26961 |
HE M| FIUITHLBREY 200ug 1828 2776
FStik 1828 2736
-2:8 03 248
CHZME)
TFEIMEER : %524 BD +F 7 FEVICBIT A= T A4 b0
B E R
B H 24O —7 FEVIZBIT D X—2F A4 Vb O b E
« Bt 24 O DT A A TIZBWTHKRNICERO S 5 UE (1 == MLLE) 2k L 72 #i5k
S TE B FOEIE (%)
a - B 5 24 D SGRQ DI A A TITHBNTR—R T A > & Ll L CHIRMICE#R DO b 5ok (4
= FLLE) Z3ERR LIRS D EES (%)
FOMOFMLIEE : TDI A =7, SCRQ KA =7, COPD HY#iss
(Z24=tk)
AEHRG (ARIER - R R, BRBRAE, A 20T A 2 12 FELEXBRE)
(HhE)
FEFHMEER
T VY= LB 200 p g BFER TN 400 p g BEDOFES- 24 T O N T 7 FEV, ORX—ZXF A VinbH D
BAbEIZ, 7T RBEL L CHERSEE R LI,
5 24 MO R T 7 FEV, ORX—RA T A UMb OB bRIL, 400 g FEE 2000 g BECAHBRZEIT /2
WHDOD, 400 g BEN 200 g BEL D L RE Mo T,
ghm F BE24D T 7 FEV,OR—A T 4 b OELE
i 200 11 g Bf 400 11 g ¥ 75 & REE
R 277 269 273
ke (L) 4 + _ +
(B T T ) 0.026+0. 016 0.055=+0. 016 0.073%0.016
TR EDOEEME (L) 0. 099 0.128
(AR 95%15 X [H1%) (0. 057, 0. 141) (0. 085, 0. 170)
p fE* p<0.001 p<0.001
X R OWERE EENE., N— R T A D FEV, K OERZ L5 & & L= ST L
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IR AT 5 H

T U= AR 200 u g BER TN 400 u g BEOFE. 24 DO E— 7 FEV, DR—Z 5 A )b D
A&, 77 R R L CTHEERUGEE R LT,

BH 24 OE—2 FEV, ON—Z T 4 UMb OELEIX, 400ug #EL 200 g HECHE R ZEIT
WHOD, 400 g FER 200 u g FEL W b RE oz,

#£ BE2UBEOE—Y FEV,OR—2 5 A L inh OV &

200 u g BE 400 1 g BE 75 R
R 277 269 273
(%/J\iigiﬁéﬁgﬁiﬁ) 0.206£0.017 0.231%0.017 0.022+0. 017
FIEREORRE (L) 0.185 0. 209
(TR 95%13 #E X [#1%) (0. 139, 0. 231) (0. 163, 0. 256)
p filf*® p<0.001 p<0.001

X BEFER O A BERF., ~—RA T A O FEV, KOl a B R L L aintres v

$e5. 24 O DI AT REROIZERDI S D & END 1 2=y M ERSE L 7#RE ofE
WZBWT, 77 BRBHCxT A4y X O5%EHEXEEDIET 7 U =7 L8 200 g FEH
1.47(1.034,2.091) . 400 2 g BEDY 1. 68(1.183,2.399) TH Y . L2 F TR L B L THEICE
Mo T (FNFH p<0.05, p<0.01),

s Fe 5 24 D SGRQ A 2 7 BEERMICER B H D L S d 4 2= N EYGE L #HBRE OFIS
WIZBWT, 7RI T 54y X O%WEEXEN LT 7 U V=0 5848 200 u g BEN
1.83(1. 295, 2.594) . 400 1 g BEAS 1. 87 (1. 320, 2. 600) TH V), L2 FFHRFEL B L THEICHE
Motz (O FHILh p<0.001),

Z DA OFFAME A

TV = LR 200 u g BER TN 400w g BEDOFEE 24 @D DI A a7, T BREEE
L CHRERIEZ R LI (FNEN p<0.05, p<0.001), FFZ, 400pugBEL 7T EAREEL O
7213 1.00 TH Y . BERMICEZRDH DWENRD BN,

200 g BER TN 400 g BEDOHR G 24 D SGRQ A 2T DOR—Z2F A inbDELEIX, 778K
BEL L L T B RS E LR LT (WO F b p<0.001), HiZ, 400 u g BEE 7T B AREE L ORFERZE
15-4.63 TH Y, BRMIZERO D HUENTRD bV,

200 g BEM TN 400 g BED T T B REECKTT D 1 AERICISIT D COPD HAFESR EL (95%(SHE X [E]) 132
NZFI0.72(0.59,0.99), 0.67(0.48,0.94) TH Y, WITNOEEY 7T BARREL il L THRI 30%F2
JE, AEI COPD # R MK T Lz (W p<0.05),

(zz&tt)

BIEHORBRIT, I BREETE % (15/273 ). 727 Vo= ABW200 u gFETT. 9%
(22/277 i), 400 u glETA. 5% (12/269 i) T 7=,

FREWER QUL L) 377 B RRECEmIG (1. 1%) 3, BIEPAZEMEMZEEIS (1. 1%) 3.
FRENE D 2 (0.7%) 24, TEMERIEELH] (0. 7%) 20, 77 U =17 ARALH200 1 gl CHEE
45 (1. 4%) 6, OPNELER2B (0. 7%) 34, THI2M (0. 7%) 2. 400 u gBETHERE261 (0. 7%) 44F,
BIHEES 20 (0. 7%) 21k, AT v 7 161 (0.4%) 2fECTH o7z,

EEZRIERITRS o7z,

TV =0 LB 200 g V400w g & 1 A 2 [H] 24 BB HE L7 FE5H. 200 u g V400 1 g
BEIIS SR Ll LT, MEREERE, DI A =7, SGRQ A =7, COPD HEEMEE 4 A
HICHE L, 400 g BETIX, 2O DFEEITHT 2RI 2000 g G5 LB LT, X
DIHE ChH T,

Fo, T2V =0 LB 200 g HTN400 u g EHITHIT HARMEIXRLGTHY , etk
17 7 A VL L Tz,

) AFNOAGRSNTWAEROHEIX, HEFE, BRAKIEIEITRA (727U Y=y 28 e LT400ug)
1B 2EBAERET S, THhd,

N7 7 FEV, : 85000 1 B8 (FEV,)
=7 FEV, @ $e5.4% 3 LN TR b vy 1 i & (FEV)
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V. {BEICET 5EAE

ONEFELMETSERABZETREEREY (TYy DU IARERE) D2 (LAS-MD-33)
12 MEPAZEMENTE B (COPD) BEEXGIZT 7 V=0 A8t (200 n g LT 400n g, 1 H 2 [E) % 12 &G
L7= & & ORI W2 E 7T 'R L st LT,

BT A v | BEALT 7R _EHEREESERE (T AV b, S H)
POE SRELN. RS T2 & M o> COPD 4 561 15
reaggatie | VT ST VIR T T > — VA O FEV,/FVC 2% TO%A T, FEV, 23 IR TR D 30%2L LA
2 80%ATH TH V. 10 pack year LA ORI A 473 2 40 5ELL o> COPD
c RE B OAUUISEE O H B BE
+ % 6 38 LA KB REYAE ST COPD DHYE & #E5R L 7o /&
LAeBROMETE | 2k 3 (A LAPNIC COPD HEAEIC & 5 AR 4 KR L 7o i
« COPD LIS DEGIRINC BRI # R B A2 3 5 BH
B 6 H NI OB L2 G R E R OIS RIKBRE AT 5 BRE
T VY= AR (200 g XX 400 g) I 7 TR % 1 B 20, 12 BMERARS LT,
s (2:88) ] AT (1238R)
—— _ FOUT O LERIEY 400ug 1H2E 1906
HEEBE FOUITHLAR{EY 200ug 182E 1851
ISt 1828 186!
-2:8 12:8
CEZHIE)
FEEMEER : %5 12O b7 7 FEV, () ICBIJ5X—A T 1 inbOELE
= ATE B BIREHMIIEE : &5 12O —2 FEV, (8]) BT A X=X T4 b DB{LE
Z OMMOFHEIEE : TDI #a A 27, SGRQ & A =1 7 4%
(2t AEFESR (BRER - mEFTA, BERMRAE, A 20 A 2 12 FELERBR®)
CEZHIE)
F R B
TV =0 KB 200 p g BER TN 400 p g BEDEE 123D b T 7 FEV, DR—R T A B
LRI T T RBE L Wl L CHABERUELZ R L (T p<0.001),
400 g BEIZ 200w g BEL LB L TAHBERZEITR VB DD, 400 g BEL 7T B RRE L DEERFIZE (95%
1ZFEIX) 13 0. 124L (0.08,0.16), 200 g #EE 77 BAREE L OREMZE (95%FFEIX M) 1% 0. 086L
(0.05,0.13) THY, 400u g BFEOF MWK Z o1z,
BV S A
TV AEA 200 n g BER TN 400 g BEOHR G 12 O E—27 FEV, ORX—ZAF 4 U NHOD
BALBIT T 7R L B L CHERSEZ R LEZ (Wb p<0.001), 400 u g BEIE 200 1 g B
L L CTHEREICKE L (<0.05), 400 ug BER N 200 u g BECO T T EREE L ORERIZE (95%1F
FEHIXE) 1ZZFNER0.192L (0.15,0.24) K ON0. 146L (0.10,0.19) THo7z,
ik Z DA O FEAMIE H
TV Y= LAY 200 u g BER N 400 p g BEOIE G- 12 D DI A 2 7137 7 B REE L g
LCAERUELZ R LEZ(OTRY p<0.01),
200 g BER TN 400 u g BEOEEE- 12 D SGRQ A I T DR—RF A v inb DB, 7FER
BEL W L CAERGGEE R L (W Ty p<0.05),
(242
BIEAORBRIT, S EREETIL% (22/18641) . 77 U ¥ =17 AEALM200 u gBET10. 9%
(20/184451)) . 400 u ghET8. 9% (17/190%1) T 7=,
FRRIWER QCULLE) 1377 BAREC ERGERGE3G] (1.6%) 3. RStEmpReGl] (1.1%) 244,
A NRZER2B] (1. 1%) 20, 57240 (1. 1%) 20k, 8161 (0.5%) 2fk, 727 U =7 LA 5 k200 u g
FECOWNRLEE3E (1.6%) 37F, RERAE2(F] (1. 1%) 24, 400 p gFETOERKIEEF (1. 6%) 3fF, k=
SEPESEAR2B (1. 1%) 37F, 57261 (1. 1%) 27F, BRI 26 (1. 1%) 208, E=MESMGHE 1] (0. 5%)
204, DEMEAENRLE] (0.5%) 2 TH o7,
BEELBENIL., 77 RO BIELFIETH -1,

18




V. {BEICET 5EAE

TV =g ARG 200 g KTN400n g 2 1 H 2 [0 12 BREERS UFER, 200 g LTV400 g
BWHILT T RS Ll LT, FEIREERE, TDI A7, SCRQBA a7 A A EICUGELZ, &
BT, 400 g HEI1T 200 g G- LB LT, XV RERREXIEER2ET 5 Z LR EN
7o

Fie, TV T=U LB 200 ug KHTNA00 p g HH-DEFHEITRIFTHY , BRMETa 77 A0

IR Tz,

) AFNOAGRSN TV HEROHRERIL, IEE, AKX IEIRA (T2 V=28 L T400ug) %
1 H2FEWMAREST S, ] THD,

k< 7 FEV, : 5RiD 1 = (FEV))
v — 7 FEY, : 5.4 3 IFLIN TR b v 1 #b& (FEV)

QNEFEMETStARMNB_EETREEFARY (TU Y PO IRRHR) FD3 (LAS-MD-38 PartA)
1B PHZEME AR (COPD) B (UMEN) 2/RICT 7 ) V= A8 (200 g L TV400ug, 1 A 2[E) % 12
BEREBE Lz &2 0FMER O ZeM%E 7T R L iRat Lz,

AT A

AEZAL T 7 B AR EERILEGEAER (7 AV B, T H)

PSS

SAEN. EEA T H2> S M > COPD i 542 15l

7RI E

BT X — TR T Y — LW A% D FEV,/FVC 723 T0%ATE C. FEV, BN EH THIED 30%LL 1
70 80%AKTE TH Y . 10 pack year DL FOMYEERE A 35 . 40 mLL Fo> COPD B3

ERA A4S S

- RSN B OB OFEUIBED & 5 A

- 25 6 I LA SUEIRYUAE X I3 COPD HE 2 Rk L 7 B

- a2 3 A LANIC COPD M & 0 ABE & #5k L 7= 83

» COPD LIS DERIRANC B R 72 PR gk & A % 1

<% 6 EHUNIC UL SR LERDNLE REBEHT 5 8H

BRIT 1k

TV AR (200 g XX 400 ) XITT T ARE 1 B 2 [\, 12 ERIWARKSE Lz,

R (2:8R) J B (12,8m/)

FIUT o LR{LY 400pg 1H2E 1776

FIUI o LR{EY 200ug 1H2E 18341

ISR 1828 18241

J

128

-2:8

FEAITA

CHZME

EEHMBER : &5 120 b Z 7 FEV, () 2B X—R2F7 4 b 0B
BIREHIEERE : %5 12 @O E—72 FEV, (#) IZBIF 2= 74 VL0 LE
FOMOFMHER : TDI 82 =27, SGRQ R =1 7 4%

(&t AEFES (BRIER - TR, BRHRE, S 2 A > 12 FELERBA)
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V. {BEICET 5EAE

)

SR H

TV =0 ABAM) 200 p g BER TN 400 p g REDEE 128D kT 7 FEV, D_R—R T A B D

BAediE, 77 BRBEL R L TABERUGEE R LT (BNE1 p<0.05, p<0.01),

400 g BEIZ 200 u g REL LLIE L THERZEIZR VWS DD, 400w g #EE 7T B AREE L ORERIZE (95%

fEHEXE]) 13 0.072L (0.03,0.12), 200 g BE& 7T AR & OREMZE (95%FHHXM) 1% 0. 051L
(0.01,0.09) ThH. 400 g FEOFRKEDN ST,

B REEAIIE B

TV =0 ABAM) 200 p g FERTN 400 p g REDEE 12 DO E— 2 FEV, DR—R T A U HD

ZFAe&IE, 77 EARBEL R L CAEREGEEZ TR L (WTvd p<0.001),

400 g BEIZ 200 u g BEL LIS L THERZEIZR VWS DD, 400 u g #EE 7T B REE L ORELIZE (95%

fEHEXHA]) 13 0. 1250 (0.07,0.18), 200 u g BE& 7T BARRE & OFEMIZE (95%EHHXH) 1% 0. 115L
(0.07,0.16) ThHV. 400 g FEDOFRKE D77,

BR | oo
TV V=0 AEAW) 200 u g BER N 400 u g BEDOEE 12 D DI A a2 7137 7 B ARRE & ik
LCHEBEREELZ R L (ZNZ21 p<0.05, p<0.01),
200 g FER N 400 g BEDEEE- 12 D SCRQ A2 T DR—R T A b OB RIT T T B Rt
ORI THEZTIRDO BN o T,
(Ze2ik)
BUWEROFRBLERIL, 77 8RBT 7% (14/182) . 77 V =7 AR{L#200 p gfETT. 7% (14/183
). 400 p gBET10. 2% (18/177H) T - 7=,
FAEIER QUL E) 1377 B RRETELIF (1.6%) 3fF, SERE3F (1.6%) 3, 727 Vy=v
LEAL200 1 gBETERIR 3B (1. 6%) 3f4:. DENHSES 3B (1.6%) 3. DpvEzEes] (1.1%) 244,
ELE2E (1. 1%) 2/, 400 u gHECEEEAE] (2.3%) 5#F, WaErk2f (1. 1%) 2fF. wiukef] (1. 1%)
21, MAMEFRIBEELB] (0.6%) 2 CTh -7z,
BEERRIEFIE, 400 1 g DML ZEM: ik B (COPDEAE) 14111 CTH - 7=,
TV = AR 200 g e N400ppg & 1 H 28] 12 BRBE LR, 200 g RTUM400u g
e BHIXT FEAREE LI LT, MERERE, TDI MR a7 2 /A RICEE L,

T, TV V=T AR 200 p g KTON400 p g HEOBREMITIREFTHY, BetETe Ty AL
WELL L T,

) AFOAGES N T IEROHER, TRHE, AT 1B LRA T27 Y= LB E L T400ne) %
1 A 2FWAEGT 5,1 THD,

k< 7 FEV, : #&5miD 1 & (FEV,)
v —7 FEV, : #5.% 3 RN TR b &V 1 & (FEV)
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V. {BEICET 5EAE

@NEFMbARER " (F4 FOEYLEDLBEER) (M/34273/39)
AN L EAD S M OB PEPAZEME NGRS (COPD) BE UMNEN) 414 FlaxBIcT 7V V=g AR (400 u g, 1
H2m), 7ZEARXIFA ey A18ug, 1 A 1R Z 6 BEHE L & & DA RO M2 i
a7,

20

FEFMEL . 727 V=T LB 400 n g BEROT A Fa By A 18 ug HEO#EL 6 WOMEHE(L FEV,AUC, 2
DR—=AFTA U NEOECEIEL, 78R L THREICHEM L7 (T s p<0.001),

TN Y= AEALY 400 p g RECOEALED 7T B AREE L ORERIZE (95%FFEIX ) 1% 0. 150L (0. 094, 0. 205)
THY, FA P E T A 18 g BETIL0.140L (0.083,0.196) ThH -7,

BIKEHEEE : 727 U V=7 A5 400 u g BEL T A b BT A 18 u g BEOHS 6 W OIEAE(L FEV,AUC 52
DR—=AFTA NEOECEIEL, 7R L THERICHEM L7 (T s p<0.001),

T U= LB 400 p g BECOE(LED T T B AREEL OREMZE (95%E#E X R) 13 0. 160L (0. 103, 0. 217)
Tho, FA YL 18, g BETIF0.123L (0.065,0.181) ThH-olz,

Z OO NETHGEE -

T Y= AR 400 p g BEO G- 6 1 O FHER O EREE (AR 27 ROV, BUiL, W, KoMK
BMAITNIT TR L, AEAEELRLE (FhZh p<0.001, p<0.05, p<0.01, p<0.05, p
<0.01),

T VY= LB 400 g FEOEE: 6 ORI K OM@HEPAZEMEMIRE R (COPD) SEIRIC K 2 IEB) IR
7R L, AERKEL R L (Wb p<0.01), 72, 400u g FHITF A hr BT L 18y g B
L HE L COPDIEMRIZ L DTERIOMIR A AEIZSE L. (p<0.05),

(Z DMOFHEE H )

WA OFIEE DR -

6 HEEOEEGHFEIZIH T, 80. IhDEENY = X T WAGEZ N T 4 ~T —WAZ LD bFMEMED B &
MIE LIz, V=X T7WAGOWPIRE OfkE N EE 2 2 a7 L L2 EiL88.8 THY ., ~NT 4 ~TF—RA
ZEDA AT (45, 4) L HHE L THEICKE 2o 7= (p<0.001),

(g apE)

BIEAORRRIL, 7T BREETO0.0% (0/85 #i), 77 U= LE{tH 400 u g BT 2.9% (5/171 ), F4
he e AT 3.8% (6/158 fil) Tholo, BHRHA TR OLBBIENEmI o LEWERIZONEE (T Y=
AR 400 ug BE LB, FA R ARE24]) THO ., TOMOBERAIZOTRAOEEEET 1 H19o
Thole, EELRRBEMTERO bheh o7,

FEV,AUCyo4 (FEV,AUC from time zero to 24 hours after administration)

B4 0 BRI D 24 BERHIT4 £ T FEV,AUC
FEV,AUC 504 (FEV,AUC from time 12 hours to 24 hours after administration)

: Pe btk 12 B O 24 BEEI# & T FEV,AUC
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V. {BEICET 5EAE

2) REMHER

ENFEIRAEHRSHERY
1B MFHZEME T (COPD) B A xI2Ic,

(KRPAB1102-D301)
TV = AR (400 g, 1 A 21[E]) 2R H (52 WE) BE LT

R DL eV O L2 BT LT,

REBRT A v

FExS HESE B Bl

PSES

BAN, BN T #2225 MO COPD 23 146 4

F R R GRHLE

PV T X — VR 7 — LWL AF% 0D FEV,/FVC 23 T0%A5E . 7> FEV, 23 THIE D 30%LL EC
»HY ., 10 pack year LA LOBYEREZAGT 5, 40 Ll O AN COPD B¥F & LT,

e bRob I UE

cRAREEZmEEA LTS

<875 4 BRLANIZ COPD JEHEEEDONAENE T S 7z

< @25 3 % 0 LIS COPD APk EE Z X v ABE L7z

iR 4 EBALUNICREIRYHE (ERGER b &) 2 FRE L7 XUE COPD HEE 378D B iz

< RERB I RE & 72 DIEREE - D - I - B - MRRBREE AL TV D

< BWEIRBE ., BZARIE R (BE B O A SUTEPTRIIC L W ER R 2> br— L STV A GE
WEBR<) . BEBREETREAZE, PAEMARNEZ S0 T3

BT 15

TNV =g LB 4A00ug & 1 H 2[E], 52 BERAERS LT,
[ HR=p (238) ]

SAREE (5238R) * ]

HENE
BB ANAIDCOPD
EERORE ARE
FECTICHAES. || BRECAIUVERERLCBAEEREDL.

238 0:E 528
* B T IRRINBATREA . LEREICH L, 77 ) V=0 AR e 400 p g B4 G LT,

FIUTZOLR{EY 400ug 1826 14641

BAGEE

(REME)

HEHG (ARER - R R, BERBRAE, A 20012 12 FE8LEXKRAE)

Gl

ML RSHERR A (N5 7 FEV)) . TDI A2 =7, SGRQ A =7, SABA {55 JH[E1% (W ABRSE . RFEHH
) . COPD SR R =1 7 %

B S

(242

BIVEH OFBIZRIT 10. 3% (15/146 ) TH -7z,

ERBER QUMELIE) a2 6 (1.4%) 2 Th o7z,
HERBIERIIME 18 L Th Tz,

EIVER OFRBUIRFHIZ —EOBIAIEERD bz oiz,

EEARMRAL, A X AP A 2 12 FELERFT AL ODER ST A —2 Tk, BRRICK X 2208
LR LRI LR o T,

CHZNE)

T VY= 500 ugm 1 B2, 52 MG LI-RER, 1EBMIMZ#E L C N T VFEV,OR—2 T 1
B OEALENE-0. 006~0. 031 LTHERER L, FHIERFATO b T TFEVIFR—A T A > L[REET
BT,

EB2HDOTDIM A 2 7%, 0.611.9 CEMELEMERFZ) EARBICHEMLZ (p<0.001), #5
52 DSGRAFEA AT DR—=A T A NS DBV EIE-0.17529.894TH VD . X—R T A » LA
EOMEEMERF LTz, 72, DI A 2 7B L USRI A 2 7 DEERMNCERDO H HLEN A LI
BB OEIG TN 3% (45/1440) 15034, 3% (49/143f) ThH-7=,

B 5525 D1 H &7 0 OSABAEREEDON—RA T A )b O LEIT-0.12+0.97HITH Y . A&
W2 Lz (p<0.05), BEH2HDOSABARMBEHHBEHDOEIGDOX—RXF A4 b OEALEIX
6.31£31.53%TH Y., AREICHMLZ (p<0.05), %552 DOCOPDIER A T D=2 F A L)
5O EIF-0.55+2.25CTH V., AEILHEHAD Lz (p<0.001),

TV AR 400 g 7 1 A 2108 52 BMEL LR, 77V V=0 20 EHEEIC
XV, BEMIZBE L TRICKRE 2B L 25 HH IR Do Tz, AWEICEAL T, FRRFE
Be (RS 7 FEV)). SGRQ#A = 73 LN TDI #A A = 713 52 [ 2 L CHERErF S 4L, SABA ffi
BELOCOPD JEWRIE, _R—R T A LWL CHBREFEL R LT,

(5) B%& - RAERIFER

DRI L
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V. {BEICET 5EAE

(6) JamEIE A

1) ERABERE (—REARERE. FEERARERE. SARBLERRE) . RERTRT —IN—RE. RE
R RBRABRORE

- FrEE I ARERE (RMIEAICRE T 23E) (%T)
Ao B | EUEREH OB ERTIZRW T, AR ORI EGIT I 1T 5 %222 & OF 20 % it
ARG | AR OZREUIZNR Th D 1B MR E (COPD) BED O b EMARIOEK G AL L f|
Wr U 7o AR A 2 B ilic e 55 5 A
REFK | Te AT T 4 TR AR
FHAHIRS | FIEHIM ;- 20165 4F 11 A 25 2018 4E 10 A
BERIIE - 2015 4E 11 5 2017 4E 7 H
B - RRIB GG D 14 (52 ) DLk, BERIN T RN G 2 ik L7 ERIZ D0
TiE, BEPIEAECEBIEHME L=,
EEPAN [ etEmst9iE]
FEMEE | EAFRAESE  LMAER - IMIAE R RO Y ARHICEE T 2B EFLORERN
(B2 PEam A ]
SEFIEL TEERS] - 143641
A EEEAEF] © 141501 (280 7%
RN R GUEG] « A ZREERN O BRERSAFLN OFE GBI, FIEIAL 5 RKEE DS 72\ ViE
82, AHNZ A WA L TWARVWEFILTH], 8 BIZAK QW AREERAD & 5 EH 15 K O F 5
LOF O Z2NEFLFIOEFF1046] BRANEBOEEH V) 2RV 2131141
B ENHERRAT X GUERF] « LAEMEMAT X BIEF 2D . ERUEEE OFMEN vy CHIERREZ &)
JEBI152051 % R\ N 72 115945
EEPAN [ tEms9imE]
B R | BEMMITEREE L, BIORERTH HCOPDOESR A L, 65l Lo (79.71%) °F

PR (81.62%) ML HHTEY, FAMMEODH D EE (79.79%) POHIEAIOH 5 B
# (80.93%) M&h otz FHHIRMIAE2ELL EOEME G OERF]IF46. 53% TH > 7=,

LENEFRAT R SIEBI LB 31T 2 BIME M ZE BRI G136, 48% (85/131141) TH V| /A&GRIFE
TOERABRORIEFARBREA9. 05% (40/442()) L VKo7, RERESOEOEWERIZ, %
PR, 46% (61F) . Wi B KOV N NELRA0. 38% (BfF) | WEMK R UVUE 328450, 31% (4fF) |
FEREIEAN, PEIR IR K OVRPHAS0. 23% (3fF) TH Y . WMAHIRH= U AEAIC B % Fl
TERDRE M oiz, REIBGEGOBIEMFREBEIEGE3.77% (236]) Th v, EHEGOEOEIE
FIE, SR B O 2450, 49%  (31F) mﬁ&mr\Tﬁr\vaﬁ—ﬁ%%\*%r
A I EREE N K OS> LA 450, 33% (21F) T& 0 AAN ORG-S BRR B
ORI,

LM GIERN BV CRIER BB 2 KETER ORI 21T > iRk, A OIHEDA
M, BHEREOAEE, GRREA O L OARILEGHF THEENRD bivic, JILIZAIE
I OFEEARCFE A7) CRRIR LRI & 72 5 F IR b e o 72,

- HAPASIE

DIEAEFSE RMPOZEMRFIFIE)

DA ROAEEFEZORBEIGILL. 22% (16/131141]) TH v . ENHIHEEGHGERRICRH T
52.74% (4/1466) L VKD o7z, BUEHFEBLEIGIL0.46% (66) TH V. NERILE MO, 15%
Q) | LEME, LEME, BEUVay s, BREEET v, BiER0.08% (1) Tho
7o RE R ORBUIZRO bR oTz,

i i % A R
i R DA ERES L BIERORBEI G T ZEh0.23% (3fF) | 0.15% 2fF) ThoT,
OIAE - B E SR A RO FEBLRIL TR LR & 72 2 FHITEED b o7z,
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V. {BEICET 5EAE

L=V ARG D A HER

=V AEAICEET 2 A EHRORBEEIS T ENE2.90% (38/131141]) TH Y | 7KGEIF &
TORRFRER (ENHIHEERR 5 RBRORREIE16/14661) % LED 6O TIXRNo7,
BIEF OFBEIGITL1. 68% (2261) TH Y., EABIEMIZ, FEHERE0. 46% (61F) . 0N
0.38% (5F) . HEIRREER ORPAA0. 23% (31F) | ALK& OV H EEMHERNR 0. 16% (21F) Toh -
7o BLa U AEICBET ARWEM 0L IIHEETH Y . T HITBRGARRMIZE < 5B
L., HBLHHMOLERIZENEAD LTR Y | BBURIL TR EREITRS b o,

[BhPEFmE A ]

BN RRAT R GBI 11596112 331 2 A ZhRIZT9. 47% (921/11594]) Th-o7=, F7-. HEZNEH
238D H B, BALIZISHITIH o 7=, COPDIEIR X = 71T, W%, B8, DR & OBKERIC
BT oEKE, #l, A, BATOAZTOWTNG, #HBBRHIHRT, #535 A%, &
Hen Ath, B UVEH THRBRRUEENRD bz, F7SABAOMEHOF L W ARSIL, #5
BIAARFIC LT, BB IER THERUENRBD LN, A0 8 A b Y —%& FO 7= IERSEED
PR OAE R, B G-BRAARE & LR CAREGRER (e 53y At 560 Atk. &G 14EH4) OFEV,,
FVC. FEV%. %FEVITHEEICHIN L., MERAEREOWENR D bil. AFIOZER VERERT 5 =
PRI N,

AIVERRAT R GHEGZ BT, ARIEIC B 2 JIE T ZR OB 21T > 72, PR, BMI, APt -
ShK. COPDESERE, PFAIIEDAMEE, AHEERLHIHE THARIIENRBD SN2, BETORKS
R BR BRI L 722 2 FHITRRD e o T,

L
ARHE DRI TAF OL e, A B2 RREAITR D bR o7,

FEV, (Forced

Expiratory Volume in one second) : 1 F&

FVC (Forced Vital Capacity) : ZZ/fiiE &
%FEV, (Percent Forced Expiratory Volume in 1 second) : X[1E%E | &

2) ARBEHELTERTENDAERIIRM LI-AZE - HBROBE

LR
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V. {BEICET 5EAE

(7 =Dt

1) BRNE IHEAZEHRERAR
T PEPAZEMENTZE A (COPD) FAFE 384 il x5, AERERR E U THIELLLY 7 &A% IR H MR 4
FEhiL, 727 ) V=0 LB 100, 200 XL 400ug % 1E1EHAL R 2[E4BHEEL Lz, 77V V=0 AR
b 400 u g B EREL 7T B REESROE L 4 BED b T 7 FEV, OR—2 5 A4 VIS OB BIIUTOEDO LB
DTHY, 727V LB 400 p g TR GREL 7T AR ERE L OLERICB W T, HEHERICAE R ZENED
Lz,
BWERFBUBEEIL, 77 U =0 L5046 400 1 g 5T 5. 4% (5/93 fl) . 7" 7 B ARFEGHET 9. 9% (10/101 )
Tholz, EREWERIZ. 727U Y=7 LBt 400 p g B EFETR BT B opim: 2. 2% (2/936) ThH-7=,

#£ HEHEABEBOFNT T FEVICBITDR—=2T A o608 bE (L)

TIVT= ABAL 400 u g 77K
NR—=RT A 1.3070.422 (93) 1.313%0.453 (101)
5 4581 1.387=+0. 431 (93) 1.296+0. 461 (99)
& 0.080=0. 158 (93) -0.024=0. 143 (99)
TR RBEE D=
N ) 0.105 [0.059, 0.150]
[95%IFHE X [H]] =
o p<0.0001
p i *

SERE R RS (10

a) WEMEMHALEE Lo otres v (KRPAB1102-D201)

1E)  AFNOAGREN TV AEROHRIL, HEE, AT 1IE1IRA (727 V=0 L8mE L T40ug) %
1 H2 ARG T 5,1 Thd,

2) NEFEIH TSt RB - ETREEHER
MEPEPAZEMETZEE (COPD) BE (FRELN) 819 il Xt5IC, EAFER LT 7 B A _EH e A FEwm L, 77
Vo= ARk 200 (X400 ug & 1B 1R L A 2 E 24 @G Lic, 727V =7 AR 400 u g TR 51 &
T v REEREOHRE 24 WHED 8T 7 FEV, OX—A T A UipbOEERIEFRO LBV THY, 77V V=DV LR
b4 400 p g e GREL 77T B ARG & OEIZIBW T, MEHFHICEBRRENRO bz, £/2, 727U V=0U A
BA 400 u g WERITT T B ARBGREE il U ¢, AR R/ EEERE QOL (St. George’ s Respiratory
Questionnaire TOFHM) . MR K% (Transitional Dyspnea Index TOEEAMN) K& (N COPD HEEEAAE Atk LT~ Y,
BUWERFBBEE X, 727 VY =0 A8 ) 400 u g $5-HET 4. 5% (12/269 §) . 77 AR GHET 5. 5% (15/273
Bl) CThote, EREWERIE. 7727V =0 ALY 400 u g 5 5-7ECENHTAR X OVEESE 0. 7% (2/269 ) TH -
7
F G 24B%BONT T FEVIICBIT A=A T4 b OZ LR (L)

TIUD= NEAL 400 1 g 7R
NR—2F A 1.508+0. 525 (269) 1.500+0. 489 (273)
¥ 5 24 J# 1.573£0. 537 (269) 1.442+0.502 (273)
A& 0.066+0.274 (269) -0.058+0. 244 (273)
TITRREEL DE
_ N 0.128 [0.085, 0.170]
[95%{E#E X [#] *
N p<0.0001
p fiE

PR RS (B2
a) #ERE, MR, N—2F A 2O FEY, RUMER A L Lzt nioires v
(M/34273/34)

1) AFNOARENTWARENOHEIL, T, AT IELRA (727 V=088 e LT400ug) 1 H
2 RG-S 5, THD,
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V. {BEICET 5EAE

3) ERNFIHERIHREGHER
M PEBFEPERTE R (COPD) HRE 146 Bl &Iz, 727 VY= AR 400 u g 2 1B 1WA 1 H 2 [3] 52 38 4%
B L7, BHMEOFEEE ChoD T 7 FEV, OR—RA T4 Uinb OELBRIZFEDO LB THD Y,
BV RSB 1 10. 3% (15/146 f5) Tdh o7z, EREIERITEREINED £ 1. 4% (2/146 ) TH-o7=,

# FITZFEVICBIFAR—ZRS5 4 b0 {LE (L)

TR HEH R—2 54 IS OEE
Beh 12 0.015+0. 141 (146)
B 5 24 B 0.031%£0. 158 (146)
5 36 % 0.023+0. 165 (146)
5. 52 1% 0.010%0. 175 (146)

PRfE R (150
(KRPAB1102-D301)
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VI. HHRhSEEICBE 4 HIEH

i

VI. EB3hEFE(ICBEHI HIER

1. EEPHICEEHSLEYMRITEEME
DS WU IN)

—f4h AT T by LARMKI, VATV V=T LR, ) avtu=y ARk, FA Yy
LB KT

EE  BEEO D DM OMEUTREF L, RIOEFRLeERT 52 &,

2. EIBHER

() VEFRERLL - /ERF
1) {ERERGL

Jifi -+ 5E

2) {ERHRF
TV Y=y ARAE, BEREREO LA R ) U REFETEETH Y . KOETEH O LA D) o My ZHERIC
BAETAHZEICLoTTEF LY T X AUHERN R A H 3 5,

3) LR UZEKICHT HEMM
TUU D= AREMIE. AAH Y 2 MM SRR T R TISH L CEVERIE A A L. 2 b oBFItEE T4 b
Ry AR ERRE Ch Tz, £, T2 U V=0 AR M Z /KD D OB M ZFIR LY B>

79 (in vitro),
4) SKEIHEINS /e

TV Y=g ARAMIE, AT L THRE LIZEAE Y ORI KUE I L CsifER 2R LTz

(in vitro),

SEZTRTHER

= FEFLIUY

B, &

/g @ ®E

A 3 . FIUI=OL
®

|
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VI IR 2 HH

(2) B FZET 1T BHRERARIE
1) ERLRDY UBRBAEYTEA TIZTZEME (/n vitro)
TNV ARBAMIE. B FARD Y M~ ZBERTNTISH L TEWERIMEEZ R L2 Y,

= SN HAMEDHEL -

0.1 0.2 03 04 (nmolsL)
1 1

B 77Uy o LB
FAOP2 LR

Wi
i
e

! !\!
]

i
it
5

i
1
m

i
i
o

SOOAEICLSTHEMERE

B R LAY AR M Ma, Ms, My RO Ms) (563 2 8 FnE
[J7ik]
EFAARTY Y M~Ms ZRIEDEIRF 2 BN/ FBSETF v A =— AN L 22 —PIE-K] ffaOREARZ V-
H-NMS OFEEERBC LY, 727V V=0 AR BT A bu 'y ARMAHOE F LAY > M~Ms ZAEEIS
9 2 BRI 2 5 A L 7=,

SH-NMS : 1-[MMethyl—"H]-scopolamine methyl chloride : I-[WAXAF I H]-ZAaRTF I AFNLraTFA K
2) LRAY OZERELLDOBEBERI (/n vitro)
-7 7 V=0 AR R OVCH-F A4 b a v ARBAL O My B & O FRBE-IEE T My 52 BAR D & O B0k
WEo HEN-72Y,
W=7 7 VY= NRAC ORI O Mo/ My H 1T 6.2 TH D | My ZFEEA~OBRMEZ R LT,

*RHEER

Fgp > Jek ] (hr)
o=x?]
M 52 2 M 52 A

-7 7V v=0 LB 4,69+0. 29 29.247+0. 61

H-FA br vy A& 15.11*1. 57 62.19+2.96
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VI IR 2 HH

Mz/Mizt

FRBEEIE O Mo/ My bt (in vitro)

[F7i£]

b RAATY My, My BIRDBIAF HEA/ RIS TF v A =— AN DA X —FIRK] fOFEAZ VLT, *H-
77U Y= A5 (2. 5nmol /L) KOV H-F A Fr Y AR LS (2. 5nmol /L) DB N AR A Y 2 My, My SZFIRICHT D
figBfEERE > 0 7 7 A LA RHE LTz,

3) ANa—LERMREREICH S HBEEER (/n vitro)

T VY =0 AR OEINN G S0%ME E TOEMIBBIRFE (TEABIO t,.) 1 6.8 4. FARIEMAFEIGRH
(twx) 12 35.9 3 ThH o727,

H

il 770 LB (N=7)
FAFOE LR (N=5)

B .
= 50 FioE RS
x TR
= p0.007 (vs BEERIRD
25

T T T T T
0.00 0.25 0580 0.75 1.00 {hrk

EEThD R
H VoS a— VR RS WG k4 B EER (in vitro)

[F7i£]

EFAEY MEHSEZA T, 10umol/L OO — LERMEKENEICRTET 20 o= ABirl
(2nmol/L) KOFA br v v A8 (6nmol/L) DIEMFEHEE &2 LA 5 50%8AE £ TOREM (TEHF
B t1) ROBKRIEARBREE (th) & L TRl L7,
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VI. HHRhSEEICBE 4 HIEH

4) TEFLI) UFEREREEICH T SRAERRERRE (ELEY H)
TNV =y AR O ERIEARBIREREIL 30 > Th o727,

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

BRIE N EVE » b DT BTV ) KA SO 5 2 FAE B D I R SE BLREH]

[Fik]
W TE/ALE Y MZT 27 U =0 558408 (100~1000 1 g/ml) . FA FrED AR (30~300pu g/mL) &2RT T4
P—TRAE G, 5 53~120 &ICT BT U o (10~60 1 g/kg) ZFNRNEL S L, BRIERRERE 25 L7,

5 7EFLa) UERMKEXIMEIC T HERAGRRRE (ELEY )
727 ) Y=y LARA ORI FGEREH] (1 K] O Rl CEIE L 72 R RMEM Y 50ME T3 2 OISR BR ) 13 29

HrTho72 9,
) == F T LR
100 == F O LR

n=4 ~— 9. PESEHFIERE. RO
* 1 p<00B, ** 0 p=0.01. 0 p=0.001 (vs 105EE)
75
=
B
E -
E 50 T T
1l
&l
=
25 4
0 TT T T T T T T I I T 1
12 4 & 18 24 38 48 72 6 (hr)
HEI TR
X FREEFELE Y hOT BT a ) R MERE X6 5 MR R R
[7iE]

BRI FEAEY MCT 27 V=0 AR (100pe/ml), FA MR ETARMAY (10pg/ml) 217 T A F—T
WAL, 1~96 RFRIRICT B F =) (B0ug/ke) ZEIRNES L. 7 F /b= U ik SO
X372 1E I Refgeir ] & ey L7z,
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VI IR 2 HH

6) ZDthDRER
DORBERFMICRIZTEE (/n vitro)
T U= AR OF OB (7 V3 — A ARE R O LR CERREY) ORFERESETIEMEIC T
HIEEMZREFT LR, WINoOBERICH L THEEBERZ RS 0oz,

QFBZERICHT B2|MME (in vitro)
77U V=g AR RO OEER#MY (T2 —AREI R OV R R OFFES AR 5 B
MEEET LI, 727V =0 ARAWDIT o ) SRR, H AR, NK SRR K OV 5-HT BUD SAZERALT S L, AR D
BUAME(ICo 21 pmol /L) 7R LT (AAD Y U2 BE 2 R<) . £, FEREMIIL AT ) USFELEOTHT
NOZFEITT L CTHEFMEE R S 2otz

1Cso @ HO%RH 2 & i

QEERBEY (TILa—ILREMRVALREBERBEY) OXEER
FEAFHIOT V3 — NI R O VR CEREE L AT Y ZERITH L, 10 pmol/L T & L&
ZR ST (ETEHIRIT 100 T) . 7' F = U iR SO OMEIER bR S e o7,

(3) YERRIRRFMA - Frihsha

1) EHAEURHEREESE WEA) TOERRIERRE
TEMEPAZEVERT BARE GMEN) 107 BT 27 U V= A5 200 u g & BEIR ARG L7z & & | #5412 FEV, 28
N—2 T A U 10%EL_ N U748 OEIE W) 12OV T, #5% 10 2y WIEBERR) 22685 3 ET
DT RCOFHERESIZBNT, 7R L CHRICEWEIEZR LTE (p<0.05%), (M/34273/24)

1) AFOFGREN TWAER O EIL, EE, BRAKIZIELIRA (FZ7 Y= ke LT400ug) %
1 H2EBAREST S, ] THD,

2) 7TEFILO) OFHESENEBOIMHER (BILEY )
TIU = AREAIE. EAEyY NMIBIFATEFL Y VEERAENEEIE L, FOERKBRIZT A M r
LRI VELS, 47T by AR ERIRE CTh o, £2. TORHEIEITIT A b vy AR LY
FVEL, AT T FrE Y AR NIV ENP-TZY,
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VI ZEy@hielZ B9 5 HE

VI

1

EMEREICRET H1ER

1 HR E D HF

(DaRER M PRE

M L

Q) ERRFEBR CTHR SN IFRE

1) BEERAKRS

TEPEPAZEME TR EBE 13BINCT 7 U V=0 2B 400 pg & 1 A 2181 7

BOT 7YY=y LR O MBETPREE L, ERLDINE Coan (TE LT Y,

.....

HHERASS LT,

== 4008

n=13
THESFERE

T .

12 )

T2V Y=y LB A 1A 2E T BEKERAREGROERGZIZBT D
77T =0 AR O R AR

xR T7T27IVV=0LRBAME 1B 20T HERERARSREORER RIS
TV T=0 AR DI ENE T A =X

= Cmax Linax AUCinf t1/2
BoR (pg/mL) (hr) (pg-hr/nL) (hr)
400 g 144=£57.0 0. 3402%0. 395 330115 4.91£4.49

(n=13, “FHfE = FRYE(R 22)
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VI ZEy@hielZ B9 5 HE

2) RIERAES
[BPERAZEMENR BB 13 HICT 7 ) = A8 b 400ug Z 1M 1A 1 B 207 A EREG LEx, 7
7)==y AR O MBERIREITEE 7 H B ORKE G E TICEFIREIZE L, EFREBIZBIT D Cu X
OVAUC I HEIHE 5T, ThER LTT R Th-12 Y,

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

Exft

1 H 217 AMRKERARE LTz & & ORf&aR5-5% 0 miE iR EEHER

# T HEMERARE L2 & DREEEGEHROT 7 ) V=0 LB DOIEWERE T A — &

=R Cmax 1:max AUC T t1/2
B (pg/mL) (hr) (pg-hr/mL) (hr)
400u g 224+93.6 0.212=£0. 267 4821121 13.6£9. 11

(n=13, VMl AR )

T7VY=0 LB 400ug O 1 R 2\ 7 ARREREGRO b T 7RER, 5T RAETICEMEERL,
EFIRRBICE L EEZ B,

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

1 H 207 ABRERSE LR b T 7 Eh iR EHER

Q) hEE
DRI L

) BRE - fHREOEE
AR L
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VI ZEy@hielZ B9 5 HE

2. EMEERI/NSA—F

(1) @ A%
1B PREEE A BB (n=13) 12 7 B IR AR 5-9% o0 S rP e e E RS SR 6 . WIlElE 5% & ek 5% 0
BN T A =B % ) ar = R AV RET I b Lz Y,

(2) W IR E 7E 38
gk L

Q) HERRETEM
1B EAZEMIR BB (n=13) 2XHRE LT, 727V P=0 08400 g % 1 A 20 7 ARMERELZ L&
OEFELEHE T AM#EE%ROT 7 ) V=0 ARIH R OENRGBY (72— RG3H & O VR ERAEH)
DOHREETEH KeD I TOEEBY TH D,

® TI7VV=0 LR A00 g 2 1 A 207 HEAESGR OB O R E 5K

WA ES (1/hr)
HElIHE 5% 7 HR#R 5%
77 VY= LR8I 0.224+0. 121 0.0831£0. 0681
T bz — AR 0.121£0. 0394 0.0559+0. 0189
H VIR T 0.153£0. 0376 * 0.0781£0. 0195

A (t12) =1n2/Kel, FIMHEARMERE  H# : n=12

DOIVTFTSIUR
BYERREMMEREE ZX R E LT, 727UV V=U LBt 400ug 2 1 H 2 B 7 B EKEW AL 5RO &5
SRBIIBFDET V=0 LBAMDORNTOEE T VT 7 A (n=13, EHIME EEUERZ) 13, 881+£228L/hr T
HoT,

(6) T B
e GHEN) (20 77 U V=0 A5t E 200~400 n g BRIRNER S LT2 & & O RT O AiARIE 95~
302L T -7 'Y,

(6) ZDth
LR

3. BEMA(REaL—aY) @

() B A%
U ER R L

QNS A= EHER
AR L
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VIL.

Y EhREICB T 5 E

4.

5.

IR 4R

1) R
DR L
&)
70U O= Y AREIEHILE D DRI S U < 0 AT VR =Y METH 5 Y, E 72, SRR BIERR
BT, BB BRI S TS, BETIC B IILE b B ORIRIHE - 72,

2) NAATFTRLSEYT«
A GEAN) 12727V V= A8#) 200 u g ZHEIE AL LTz & X OIS AT XA 787 11k
4.31% TH 7= 1V, UHERERAR)

1) AFOHGR SN TW D ELOHERL, EFE, AR IEIBA (FT7Y V=08 E L T400ug) %
1 B2 AEET D, ThD,

oKl
(1) i % —fii BE P s 1
LR L
B%)

BT > hOMEICHIRMARR L7277 U =0 A8t Img/kg ZHEIFARKR S Lzt 2 A, MAKGTRER
EMENZ EREN., T2 U D=0 AR RO O EERHIL. Mgk @@ D2 T L AR
X,

(2) M i%x—RR A2 AP B @
MR L
(%)
TR 17 B HOMEEES v R &2 AWTMC]-7 27 U =7 A28 (Ing/kg) BIRIFIRITE 5 0 IR E 10 2 35410 L
el A, Hh 2% (MBEFIRE  0.051 ug/mL, NREIRIE : 2. 18 u g/g wet weight tissue) IZHMfED
BERER R S, T2 U Y=y AR E ORI IGE %2 8 U CIRIRA~BATT 2 FIReES R S iz,

Q) EA~DFITHE
MEMBERR L
(%)
SRR 14 R OMENET » Mo, [MCl-T 27 U V=0 2B (Img/kg) & HIEFIRNE S Lz L &, L
T eI 13 5 6 BRI ISR IE (161, 3ng/g) 7R L, 727 U ¥ =7 AR R ORED ST T ~BAT
T2 AREME N R S T,

@) FER~DFATHE
MU ER e L

35



VI ZEy@hielZ B9 5 HE

(5) Z Dt DFRIBEA~ DFEITHE
RN GMEN) 12727V =0 AR 200 u g ZHEIRAZ G LIz & DT 7 U V=0 AR ORI 2E~
DIWFERIT 30. 1% ThH o7, FWPICEIT DAL, OO TRA0.9%) TH Y . & HIMUD R/ (2. 6%) T,
WO FREII A LTz 2, (OMERRBR )

1) AFOHGRSN TV D ELOHERL, EE, AR IEIBA (7Y P28 E L T400ueg) %
1 H2EERAZREGT5,] ThHb,

(B5)
7w M, [MCl-T7 27 ) =0 AR e (Img/ke) ZFFARNEREG L7c & 25, 13 & AL OMBRIZ S RED /34
L. BRCREDE, e, B R ONHILE TRl 2R L, RS RIS REOWIRAME < | He5-4% 2~6 IS
HILE ClREmIRE 28I Lz, KENREHORINFEOSAIE, FARE% EFEEIL T,
HEDOHET v MIFRRNE G LT OB M 270 Lz & 2 A, IR O G5y O B OB RER L 134K < |
AT = R L BRIPENMERN T & AR ST,

(6) MITFERHEEE
77U V=T AR TN SRS BT KA E L TOEARMARITMETE 20,
BB AR & T2 in vitro SROFER, EBERHW TH 5 7 b = — ARSI F O VR BEAH O e
BABARIITNLN ISRR O SThEHEE Shi,

6. s

(1) X SHER AL B X B RE
In vitro WRIZBWT, 77 V=7 LABAMOERGEHWT, 77 ) V=0 AR O FAEERICE D
T AT NAEA DMK DIR LT T 32— A R OB LR B Th 7= 1Y,
b MEROELRRBEIL. AT AREEONKGRIZEVEC DT Va2 — A REE O LR BRI TH
ST, BRI FIZIITIZT v a— A REW KR L S TR, VR UM OB ITLELR ERTEH LR
7219, (O ERER D)

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

NILAC BRI

77U Y= LOHETERHHREE
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VI ZEy@hielZ B9 5 HE

QKRBEAETIBEHE(CYPH) DL FE, FE5XE
TV Y =0 AR O T AT NAEE ORI IR RN R OFERESR ST L, BERAICIE R
T57FI a7 T—ERBEET5 2 EARE SR W, Ee, FEREENICIE 50mmol /L U L ERRRTETIR
o (pH 7.4, 37°C) THIEH 1. 2 BeR TR FRITHEST L7 19,
In vitro B 52EWHEEARBRTIE, 727U P=0 A8 ML OZOEERFHEY CTH 5 7L a2 — A
ROH AR CBREIE., TR CYP 74 YA 2 LT, 727U o= AR CYP2D6 (1Cs 8 : 2.4 1
mol/L) J2 TR CYP3A4/5 (ICs fifi : 990 umol/L) . 7 /b =— AR A CYP2D6 (ICs fH : 20. 6 wmol/L) THHEZ R LT
DIk, 100 pmol/L £ COREIRE CIEZ RS 2otz b MERITFHIINZ AV CYP B8 oM Ccik, 727V
U= LB IO O FENREITZENZER 2,30, 3.80 KON 172nmol /L F TOJERET CYP 1A2, 2B6, 2C8,
2C9, 2C19 JON3A4/5 2% L CREBIER 2 R S o 72 17,
TV Y= ARMETFY L) 2 AT T =R LCHEEZ R Lz (Ki 5 2. Tumol/L) ™,

Q) MEEENROARLVZDEE
DRI L

@) REYMOEFEDFRRUVEMEL, FHELE
MUSER D Td % A AR BB R OT L2 —AARE@E, I RIEETH 5 19,

7 . HEitt

BERERAN OMELA) 12 Bl M TIERR L7277 U =0 L BAL#) 400 1 g & HEIFIRNIR G L7z & & &5-80D 65%
DIRHICHRME S AL, 333 FEIcHRtt S, T2 ) Y= AR E LTI 19RO BRI S FL, 55D 13K
iR LRt & U CHRt Sz, 7 7 ) Y= ARAL O FATREIL, Be -4 96 FE E TLZ 93, 3% 3 EIR S 47z
(O ERRBR KA

RN OMEN) 12727 ) =0 LBAb) 400 u g ZHEIR AL Uiz & & RPIIEREE L LT 0. 09%,
T a— AR & LT 6.81%, MR UERNEM & LT 17, 3TN S e 1, (SMERBR D)

8. FIURKR—F—IZEAT H1EHR

Caco—2 MifazFWT, 77 VY= L8, T a— @R OTNLVR BRSO P FEZ /378 (P-gp)
IZ X DA R L, AT o@mBRE X, 72 U V=0 AR 0.34, 2.97 K R32.23 ug/ml TENEN
2.2840.43,1. 77%0.57 LTV 2.42%0. 70, 7 /L =2 —/LAGEH 0.18,1.96 TN 18.82 u g/mL TEAILEFL 0. 7310. 13,
2.64%0.76 N3, 81£1. 14, DR EERHE 1.32 ROV 13. 19 u g/mL TENREILT 1. 1420. 43 JL V0. 9420, 22
Thotl-, Pgp MEEREZET B 7 ARY v (25umol/L) FFEFTIET 27 U = AR KR OT L a3 — A%
B O RINT OFTRREEILITHK 1 THAT=Z D, 727 U V=7 AR R OT )V a2 — UL P-gp DFE T
BB ENRBENT,

Fio, T VU= 2B, T a— A REE O VAR BRI K D Caco-2 FHfEIZISIT B PH]-T T %
VRIS A BEVER 2 Bt L7 R, 2T 26. 96, 18.82 K TN 13,19 1 g/mL (47. 8, 55.0 J2 OV 50. 3 umol/L)
FC, BEERITRD SR NoT 1Y,

3 :apical fil (A: BEM) 25 basolateral fAl (B : MIE (M%) M) ~0 R T 0OFEEEEE (PappA—B) & B
NS A~DRNTOFEEFES (PappB—A) & D (PappB—A, PappA—B),

9. BMFICLDBRER
Rk L
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VI ZEy@hielZ B9 5 HE

10. RENDERERILEE

1) HEEEE
7)Y =0 AR IR GEREER) KO O 2T T —RIC LY BEEICRH S D 20,
BH 7 VT T AT DI OF S I/ N SV, Zo7ed, FEE A 588 THERE 0L
WEEBZ LI, IR S BH 23R & LI BRRBRIIIT > Th 2w,

2) BREEEERE
ER BT 2 05E (BEFERRA) 6 Bl & R, B IIEE OB GERERE 186 (Fi#n = 6) %
KA, T2V =0 AR LY OEY TR T DERBOREL R LIZGEN), 727UV V=0 LBy
400 g IR ARG LTz b & BRERERRZEICL Y 77 U V=7 AR O R FHEMSR IR T L7 As (R -
0.09%, 5 RERHRERE R ¢ 0. 06%, LB RERE T R ¢ 0. 02%) . fEHERK A & BRRRERR A T Cox KTV AUC
ICHA B 383 e h o7~ (p=0. 05, Wilcoxon DJEMFIME) 9,

* EHREEEREHEROBERERTES CBT27 7 ) V=0 A&
400 u g HEIR AR 5% DT 7 ) V=0 LR OFEMEE T A — 42

BEHERR A (n6) B REREE R _
12T (n=6) FHEE T (n=6) e B (n=6)
=) . >50— <80 >30— <50 .
SLTF LI )T TR >80 nl/min nl./min nl./min =30nL/min
RAPPEE (%) 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. 7+268. 4
Cuax (pg/mL) 113.9+92.8 116.5+92.8 106.3+38.8 98.5+68. 0

CEEIE + AR R 22)

3) BEE
B EAZEM IR B AE GHEN) Th D IEEImE (40~59 1%) 12 il & milE (10 Ll B 12 6lic T 7 )V V=0 AR
b4 400 u g Z HEIR A LIZREOT 7 V) =0 LRAEP D Coax KON AUC ONEBIMEIC X 2 Filind /FEminE bk
T 86. %K TN 88. 5% TH V. @Eling & IEEIRE T CTH L RETBO bR -7 (p=0.05, Wilcoxon D
BN FifRE) 27,

) AFIDOAGR SN TWD ER O EIL, Tl
1 H 2R AEGT%,] THD,

BNZIZ TR LA (T2 Y V=0 LBk LT400ng) %

F FEmiEn L O OB IEPAEM MR EEE BT 5T 7 ) V=T AR E 400 1 g
HEWAEGHOT 7 ) =7 KA O fE R ERE T A — 2

o se oS 4 EIE e Bl Ea
IRYENRE /N T A —H (40~59 %) (70 2551 F)
AUC . (pg*hr/mL) 193.5(51. 4) 171.3(56.7)
Crax (pg/mL) 82.3(32.0) 71.1(58.2)

CREE (ZEERE0))

1. 20t

AR
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VII.

et (M EoEES) (2B 5HEA

I. &4 (FEALOIES) ICET HIER

ZERNBTEFOER

BEIN TV

BEERABEEZTDHER

225 (ROBEICEEBESELEVNIE)
2.1 PIZEMARANEORE Hia ) AFMICK Y. IREDSLEF VERDPEILT 282001 H 5, ]
2.2 AIIRIER IS L D2 HEREE R H 2 EE (iU ARk, RAZFRT I B8E00H 5.1 [9.1.2

Z ]
2.3 AFNDHAx U TRBUE DBLERE D & % BE
(gt ]

2.1 iV UAERIC K VIREZ ER S8, PHEMARNEERE OERZEBLSEI2BENMRH DL 206,
FERBAFENED BE IR EE DL LT,

2.2 ANTRRIE RS L B HRREE 2 H T 2 BFICAAE &L LI2GA, Jia U ERIIC L 0 gEREE 2Bl X
HRAGSZEZTHEENRD D Z b, PREFEZATHEF TR 2R L L,

2.3 — YRR EHE LCRHE LT,
KRIDORS (727 U= A2k, ABKF) (o5t L CORBUEDBEROH 5 BEIX, 7F 74 5%
U—EOEEMBEIEZE ZTRBENNH D Z EnD ., AAIOKSICH L GREVE DBEERED & % BFIC
G EET e LT,

DRER I RICEET HFE L ZTDERA
V. JBIRICETHHEE] 223WBT5Z L,

RZERUVRAEICEHEY 2R L EDER

BRE I TV

EEGERIE L ENER

8. EERQAXRKIERE

8.1 MARKDE A HAIOWAIZ LY RESTERENHIE SNEMEENTBENDNH D, KESILREDFRD B
NHEE, EbicREGE2RIE L, WERLEZITO Z L,

8.2 ML - HELBVELLHEMALTHLHIRNBO SNRWEEITIE, AFADPEY TEIRNVEZZLND
DT, BARLEGEMGETHIEST D Z L,

(]

8.1 MARKDOLE . FAOWANZ LY [ESTEREPFFE SN D REESADH Y, BELIEE, EERERE

(=}

EDTEbHDH T LINOBIE LT, [ESERENRI LIS EITIE, ARORG 2 PIET 5 & L bITEY)
IRAVEZTT D Z L,

8.2 AANIRMEHITH YV | SVEHERHZ W 2 341 Tl 1@VEPAZEMEIR B OIER 2 L E S D720,
ke LI G RMETH D 2 Linh . AFIEZ ML - RSBV ISk L TRAT S X O BHE~DBMH Z2AT
9Tk, Mk HEEB VMG L TREZIT> Th, dEENRO DNRWERIT, AFlZzTIk L, ok
WIEZOIDFEZ D 2 L,
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VII.

et (M EoEES) (2B 5HEA

6. REDEREFHI HEBHICHT IR

(1) BHHE - MERZEDHLEE
9.1 &HHE - MERZEDHLEHE
9.1.1 DF2, DEMS. BNIEOEE. RIZFThODOBREEOHLEE
DA%, DEME), HSMGERRBLT 5 Z 0ndh 5, [11.1.1 5]
9.1.2 RILARIBR (HEREENHIHEZERL) OHIESE
i) AAERIC X DHRREENRIT 22 B H 5, [2.2 58]
(]

9. 1.1 HL=a U AEMIE, DA, DAMEOEMNE L7256 L, DIRICEAN ZDT 2 BEANH 5, s+
BB B W T EE D LDEME, AR SEFEHEORBENED b T3, £, KRIKFE TOEN
DERREBIZIB W THIEEEO.LEME), OEMEEMEEENED LN TNDL Z L0 b DARE, DEME,
HSMHE D BE UTEN & OBHERO & 5 BF I LT, EEICRET 528,

* o [ENHFERFO 1 H 2 [\ 52 2O SMET 8 B OV M/34273/39 35k

9. 1.2 Him U AERIC L b, RINZARIEREE ICHIRFEEENRE T 2821035 5, ANZEIERBF IR LT

HEEICEETH I L,

(2) BeEfEE RS
BRE I TWHRN

Q) frHkaelzERE
BRE I TV

(4) £hEREZHT 2F
ROE ST

(5) 1E b5

9.5 iR
I dm AR LT D AIREME D & D otk Iicid, 18R LB MR fERMEL LR 5 &l S D58 1Ic D
BETLHZ L, BER (v ) TRECBITTLZLPRRBDOHNTND,

[fii ]
KRETIZ, IR 2R L LZBRRRBITER L Th 72y, 8iclT 52 E R TIE, IRT v MO 5 ik
W% G- (Img/ke) THRAEBATHARO BN TWD, I IR L TV 2 FIREMED & 2 L MEIiE, 1R LoA 4
wEttE e EE D LSS BRICOREETH L,

(6) =247

PR LOFRIERORBILREOFEMEEZBE L, ZILOMG TP REFTT 22 &, BFER (5> 1)
THAFICBATT D Z L BRO LN TN D,
[Agwn]

(RE T, BARE S E LBRHRBRIZER L TRy, BIickiT 2EBRTIE, 1L v Mot 58
RS- (Img/kg) THHBATRRO LN TND Z &b, B EOFRER ORAXEOH L BB L, 2
FLOMR TP I 2R 52 L,
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VI ZzetE (R EoiEESs) (CE+ 5HA

(N IMR
9.7 NR%E

NS A R & LT BRI I L TRy,
[fizaH ]

ARBETIZ, NRE (RHAKER, HrAaR, 2R, 910 10T 2BREBITEMR L TN Z &M BRE
L7z,

8) Bk
9.8 B#E
BEOREZBLE LN OHBEICREGTHZ L, —BRICAEEKEMET L TW5, [16.6.2 ZM]
[ ]
L, — B AEBRERE MR T LRIWER OFSTUERCRINER OIEIR N BT 2 FTREMEDN H 2 Z L b, EilinE
OB IIHLE UCRE LT, Rl oS53 25413, BEROREZBIZE LN bIERICRE T2 L,

7. MMEER
(D HBEREZTDER
BREZ LTV

Q) BtREE L ZNDEAR
BEIN TV

8. Bl{eH

11. 519 B
WORWERNS bbb d ZENHDHDOT, BEELZHSITITY, BESRO NGB E2FIET 5
7o ) EEITO 2 L,

(M EXGEMER & DHIERK

1.1 EXLEMER

1.1 DEME GEEEA)
[9.1. 1 BR]

[fRn]
KRR E COENBARRRICB W CERZAERICZ Y32 LLEMBE) 1XMER I TW RN, £72, KEl0O
EU M OCKERAT SCE IR W T, DIBEE ROBWEH ORI 2, L, FAl (Fi= U o RIEH) TOHR
BEAROOLNTND T EMnG, RBH L7z GRFERE), REXRRD bNICHEIT S 2Pk L, @017
9T ¢,
% 12014 4F 12 A BUE
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VI ZzetE (R EoiEESs) (CE+ 5HA

2) znHthDEIER
11.2 ZOtDOEI{ER
2%LL k. el N
g BIHERS, Bk, &k, FEEREE,
RN AN PRI, Ik
fifs PR AR AT R R oBERs e, CK 9N, fh b U o A0
TEBR 2 TEENR
HibZR TR, SR, WM, R, ORI
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X
1
% B 30, 100, 300
%\: H 7 B w5 2%1(9) 0 (H[E]) I 22 300mg/kg* | >76 f5#
mg/Kg
. 0.1,0.3,1, |.
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| A 3 pmol/L
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o Harke EDso : 501 1 g/kg

H: 77V 0=08{H400ug % 1 A 207 HENERAZEEREOTEEIRIE (BEK&EEGH) CBT5T727 V=g
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AENZ BT DRREXITZNR, MERCHEIUTO LB THY | SETOEARBRIN L 1TRR D, ERNOKRAN
BORPATAANZHHT D &,

4. e IIhE
18 MERAZEMER R (IBMERAE 28, AR &GEPAZEMERTE IS < FEEIR OFE %

6. AIENROHAE
WE. RAE IR ITRA (727 V=028 e L T400ne) % 1 H 2FEHRAELET 5,

WEoh T ORI (2025 4E 5 H 22 HE )

ik e4 St | KREEH BIEERAESIIES JHVE K OV & WET
EU @Fklira Astra 20124 7 | Eklira Genuair or The 2017 %4 A
Genuair 322 Zeneca H20H Bretaris Genuair is recommended
micrograms indicated as a dose is one
inhalation maintenance inhalation of
powder bronchodilator 322 ug
treatment to relieve aclidinium
@Bretaris symptoms in adult twice daily.
Genuair 322 patients with chronic
micrograms obstructive pulmonary
inhalation disease (COPD).
powder
K[E | TUDORZA Astra 2012 # 7 | TUDORZA PRESSAIR is The 20194 3 H
PRESSAIR Zeneca | H 23 H indicated for the recommended
long—term, maintenance dose of
treatment of TUDORZA
bronchospasm PRESSAIR 1is
associated with one oral
chronic obstructive inhalation of
pulmonary disease 400 n g, twice
(COPD), including daily.
chronic bronchitis and
emphysema.

EU O ¥EKL OV &I delivered dose & LT, KEDHEE O EIL metered dose & L TRtk

EREEEA, 2022 7 A 20 HBWE, KE, KE, X1 0%, #4563 4 ETERBEINTWS

WS COIRFES - EKLIRA GENUATR, BRETARIS GENUAIR, TUDORZA PRESSAIR, TUDORZA GENUAIR, IMILIRA ZOLOPRESS

2. BINEIT DERRRIEIFR

1) IERICBET BiBoEER (FDA, A—RX 5 U 7248
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N U T AL TR D,
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FDA CREAAT SCEH D)

(TUDORZA® PRESSAIR® : 2019 4= 3 A &zT)

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 Data).
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 pregnant 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
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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)J. The maximum concentration of
radioactivity ["Caclidinium] in milk was measured at 6 hours post—dose and was found to be 10-14

times higher than in plasma.

(2025 45 H 22 AW

A —ANZ U T D55 An Australian categorisation of risk of drug use in pregnancy
B3 (2023 &9 A 13 H&RT)
(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.
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@TUDORZA PRESSAIR
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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 330 DR S0
@Lklira Genuair 322
micrograms inhalation
powder

@Bretaris Genuair 322
micrograms inhalation
powder

(2017454 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.

(2025 45 H 22 HEfA)
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