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T7UVua= R NI/ THEIE/AF L
RUFT AT L
RY HVRR— |
RV AFL >
R = Rl A

ATY T | AT UL R
Xy w7 RY BNARR— b
T T I R— ME RITFLUTLT7HL— /T =0 A /EHEREBRER) = F 1L v

11.

12.

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. DEXIIHRICEHET HERE

5. MRER T RICEET HEF
AN TN PHZEME R R OSER DRI IV D Z &, AR EMEPAZEME T B O BEERFIC I 1T 5
AR AR L LT3 28 AITid e,

(i ]
AFNE, REFFWERMERE SRR TH D Z L b ABPEPAZENMEHZK & (COPD) DFER O RIIEHT I, B
(ZRT DRMERRE B L LT L2 &, BEERHTIE, AR, BRI ERINE B o fIe S 2
ATsLs, BEEEESZ L,

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

(2) HERUVHEDHRERERE - IR
AH 200 g IZHAR 400pg TRV EWEIERHIHTE L LEZBXONDZ L, BRMIZOWVWTHAA 400 g
IZBWWT 200 g 7 BRI DHEOMAIIRD SN TWRWT E%EnS . L - RIS\ T, AAI400ug % 1
A 2 [k A5 E3RE LTz,

4. RERUVAEICEET HIE

BE ST

11



V. GRICET 5 A

5. BRERAHE

MERRT—21\v 75—
EIaER (HAA T — %) WESHARER SHELA 7 — )

COPDHEF % MR & L 7= SHnlyE rn s T
ekt hlobas o HEERES S A R R 2 L 2 R

% Thorough QT/QT A%
o (M/34273/11)

| Z O DB KL AR

TN wT T
FEREREE (7)) v ¥ v 7 3E) < - Btk (7 ) v 2 v 7 SEER)
(KRPAB1102-D201) (M/34273/34)

BRI (7) 5 ¥ > 7 3 Q)
(LAS-MD-33)

BRERE (7)) » 2 ¥ 7R
(LAS-MD-38 Part A)

R A R s
(KRPAB1102-D301) (LAS-MD-35. fth274%%)

TRt R o

G B
(M/34273/3974 54, 15454

£ O DR

it 1 z5%s

% COPD (Chronic obstructive pulmonary disease) : S ZEM: i B
BEIR T — % 2% o — 2 OREIEIX

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

(2) BRPR SRR
1) BERSHER
KRR L

2) RIEHREHER (KRPAB1102-D202)
12 FAZEME IR AR (COPD) BB 13 Bl 2k b LT .77 U= ARt 200 g e V400 u g 2 1 H 28] 7 A
ISR ARG LTz,

BIVER L 200 w g BEDOTESE 1 B 1 {:, 400 u g BEOMBNIMED F N 141 | R OWERREE 1 6] 1 R72 57203, Wi
NHLFEEETRECTH o7, BEERBIERAGED Oheholz b,
Dk & . ERRESK. 2015 531 :197-206]

(TVIL 1. (2) BRIRERBR CHERB S iR | DHASHR)

1E)  AFNOAGRS I TV HEROHEIL, TEE, RAIX IR IWRA (727 ) =7 A8 & LT 400 1 g)
%1 A 2EWAEZRET D, Thbd,

12



V. {BEICB4 5IHAE

3) Thorough QT/QTc 5XE& (M/34273/11)
TR E GFE ) 272 fl 2% E LTCT 7 U Y= A8 O QT BRI x4 5 B8 & 304 L 7=,
TV V=y AR (200 XX 800ug). 7T EARXIIMEMEXRO 1 A 1\ 3 AMXERE 12X 5 Thorough
QT/QTe RFAEFEM LTz Z A, WTNOT 7 ) V=g AR GHTH, B5 A K OERIRET QT Mk
EBIER LW LIRS, 12 BELEREORLZ —LENFTR T, FHCRIE & 4 & 2ol 133
D oMotz EERBFERIZRD b7,

[Lasseter, KC. et al. :J. Clin. Pharmacol. 2011 ;51(6) :923-932]

) AFIOABINTOAAELOHEIL, HEF., AT IEILRA (727 ) Y= 284 e LT 4001 g)
%1 A 2BWARET2%,] Thod,

QT (Time in milliseconds from start of the Q wave to end of the T wave) : Q JZBRGAS TR T £ TO

=3

QTc (QT interval corrected for heart rate) : DAL THIIE L7- QT &

Q) HERCIEFRAR
EINE A EZRERR Y (7Y v Vv 73R (KRPAB1102-D201)
T PEPAZEMENTYE R (COPD) BFEZXIGUZT 7V V=0 LR (100 g, 200 g KT 400 g, 1 H 2[E) D 4
RGBT DMK O Z S ARG LTz, fER. MR, TDI R A 27 K TONSGRQ M A 27
BEORFEND, HANCOPD BEICKIT ST 7 U V=0 AR bW ORRARHET A £ 400 1 gl H 2 [B5-2308)
ThoD LMLz, £/, 727U V=7 LR 400 u g 5 F TOREMENHER ST,

A 1S ZEME MR (COPD) BB ZMRICT 7 V= A8 (100 n g, 200 g MR 400 g, 1
A 2 [E) o 4 B EHEE BT AR e 2R 5,
MR A v | EEELT T 2R R T E SRR
P HAS A, 1725 T 12> & M > COPD i 384 {3
K TH O, 10 pack year LA LEOBREREEZH T 5, 40 Ll O AR AN COPD BF L LT,
CRARE I EOE I UIBEEE BT S
- J# 2= 3 & H LANIC COPD AWWERE I L 2 ABe & /%8 L7-
A o e <2 6 EBLINICKGERYE (ERER D ET) 2 RE L
o PRI SR T OB BR PRI B U CHRAIC R R R ER 2 AT 5
< SVERREE, BINZARIEK, BEMeREEEAZE . PAZEMBA RN O A 0F 2 A3 5 (IEREGEE O RN RIE K
3R <)
TV ARA (100 n g, 200 ug XiE 400 ug) X7 7R %E 1 H 218, 4 BEFEWARSE L,
EREE (25ER) J AR (458R)
FOUISHLEEY 400ug 1828 9361 |
BN e FIUIZOLRIEN 200ug 1628 946 |
FOUT=HLEEY 100ug 1828 9661 |
FStk 1828 1016 |
458

13




V. GRICET 5 A

CHZE)
TEGRHIEE 5 48O b7 7 FEV, () OR—=RT A 2inbOE{LE
BIUGHEEE : &5 4 WG 3 Bk FEV, (§]) OX—2 T 4 inb D2 ki

FTIE B - )
ZOMOFHIEE : TDI #8A 27, SGRQ f& A 2 774
(et AEFER (BRER - R, BRRAE, A 20812 12 FELERBRE)
R
EHRHIIE H
TV AR 100 1 g BEL 200 1 g BER TN 400 1 g BEDHRE 4 D k5 7 FEV, D_R— 2 5 A
UL OELEIE, TR MR L CHERUEE R LT, 200 g BEA TN 400 n g BED T T
TIAREE L OREBIZEIZZEN 0. 1087L KX 0.1046L TH Y . BERBICERND D & S HUE
(0. 100L PA Lik3®) R b,
#* BWEABEDRNT T FEV,OR—R 5 A b OB
100 1 g Bf 200 1 g 400 11 g BE 75 REE
BERE 94 91 93 99
bR (L) 0. 0456 0. 0844 0. 0802 -0. 0243
(/N TRy +0. 0166 +0. 0168 +0.0166 +0. 0161
T EHERR L)
77 R EDOREMZE (L) 0.0700 0. 1087 0.1046
(T 95% 13 48 X ) (0. 0245, (0. 0629, (0. 0590,
0.1154) 0. 1546) 0.1501)
p fiti* p<0.01 p<0.001 p<0.001
chm ¥ BERABTEDRLE LBt v

NR—=2 T A 0 EBERNE (F—% KEOEAIX-2 HE)

Bl R G IE B

T U= ARG 100 1 g BEL 200 1 g BEM TN 400 4 g BEDO L 4 B oS- 3 4% FEV, D~ —
ATA NS DEEIL, IR L THERWEL R L,

# B 4ABEOEE 3ERI% FEV, DR_X—2 5 1 b OE{bE

100 u g B 200 1 g B 400 1 g Bt 75 v REE
BER L 95 93 93 101
g (L) 0.1056 0. 1429 0. 1346 -0. 0165
(Fe/N 3By +0. 0168 +0. 0169 +0. 0169 +0. 0163
+EHERR L)
TIRREORMAE (L) 0. 1221 0. 1594 0.1512
(81 95% 15 4 X 1) (0. 0762, (0. 1133, (0. 1050,
0. 1680) 0. 2056) 0.1973)
p fE* p<0.001 p<0.001 p<0.001

X BEREAEENR E Lo Botre T v
N—Z2TA 0 lREHE (77— KEOHEIF-2 #E)
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V. GRICET 5 A

Z DOt O ZEAHIE B

T U= AR 400 p g BEDOEE- 4 WD DT A 27X, TR L THEERK
FARLIZA, 100 g BN N 200 p g BECITA ERUGEITRD LN o T,

400 g REDFE G- 4 D SGRQ AT T DR—RAF A b OB, I vRBEE B L TH
BEtEE R LA, 100 g BEA 200w g BECITA B RWEITRD AL -T2,

F EBEE 4O AT

100 12 g &% 200 u g B 400 u g Bf 75 Rk
BB EL 96 94 93 97
™I A= 7
(/N3 0.5%+0.2 0.6%+0.2 0.970. 2 0.3%0.2
+ REUERR )
75 &R & ORERZE 0.2 0.3 0.6
(I 95% 15 #E X [#17) (-0.3,0.7) (-0.2,0.9) (0.1,1.1)
p fifi* 0. 4823 0. 2438 p<0.05
¥ WG HEEREER L LSS TT v
# BHABEDSCRGBRA T DR—RZF A b D E
100 g B 200 11 g Bf 400 1 g B 75 Rk
BERAE L 96 93 93 95
(%i{f:tf;iﬁi@ -1.934 -2. 361 -3.732 -0. 635
i +0. 831 +0. 844 +0. 844 +0. 835
75 kR & OREE -1. 299 -1.726 -3.096
(Wi 95% 15 HE X [#17) (-3. 615, (-4. 061, (-5. 431,
1.018) 0.610) -0.761)
p it 0.2711 0. 1470 p<0.01

X WEMEEEDRE L oEoreT L
NR—=RF A 0D SGRQ AT

O

BEHORBRIL, I BREETI 9% (10/1014), 727 U= LAB(P100 4 gBETLL. 5%
(11/96f51) . 200 u gHET6. 4% (6/94%1) , 400 u ghfET5. 4% (5/93%1) ThH o7z,

EREWER QEELL) 137 Z BRBETRE26] (2.0%) 2k, 77 V=0 L8100 u ghET
A U o AEEm2eB (2.1%) 2ff, 200 u gt TILP 27 L7 F 2R AR —BHhmesl (2. 1%)
20, 400 p gBE TR 7 R UGB (2.2%) 2/ Th o7z,
EEZRWERIZT 7 B R TLEMBIBILETH - T,

[5% ¥&—BR fll. cEEPREZR. 2015 ;31 :207-220]

) AFNOAGRIN TV HEROCHEIL, EE, RAIKEIEIIWRA (T2 VY= A8 E L T400ug)
1 B 2R AERETS,] Thbd,

=)

=N

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

FVC (Forced vital capacity) : 25/ fiE &

TDI (Transition dyspnea index) : fRIEAFFIL KBS CEZE  PRLIREED AR FEAR)

SGRQ (St. George’ s Respiratory Questionnaire) : £/ bk « ¥ a —UMKAVEME (EF : COPD DR R R
)72 QOL REAMHEAR)

k7 7 FEV, : 500> 1 #& (FEV)

1 H OBEAREL /20 A X MLEEFHL

pack year :

15



V. GRICET 5 A

(4) 1REL AR ER

1) B PEREEER

ONEFMET St RARBEERERR Y (TU v DU THRER) 201

(M/34273/34)

12 PEBAZEMEZR B (COPD) HBE UELN) X RICT 7V V=0 A8 k(200 ug K O¥ 400 g, 1 H 2 [A) %
24 ARG Lz & & DFIMER O LZEME 7T 'R & et Lz,

BT A

IEAEZAL Y T B AR EEREAER (3—nvX BT 7 U 15

PSE

SEN. SR T 10> & T o> COPD #3819 4l

BV S 8

YL T B e VIR T ) — VW 1% 0D FEV,/FVC 23 70% A< T, FEV, 235 THE D 30%LL EAhvo
80% A T V. 10 pack year LA EOWBRIEREAZ A4 2 40 %Ll L COPD g

TR BRI

C REITEEOEIXIIEEOH B BE

<2 6 B LAMNICROBEIGYE X Id COPD D HEFE 2185k L 7= R

- 7% 3 fE A LAPNIZ COPD B8 HE|Z k. D ABe AR5k L7- B

+ COPD LIS D BRIRANC B R e M g B2 A 5 B

- 875 6 5 A I DI ZE 2 & O AR RE R OINE RIE R A H T 5 B

BRI 15

T U= LB (200 u g XiT 400 g) XiT 7 T ®AR%Z 1 H 20, 24 @B AFRE LT,

HEH (2:88) } aR (24:8/)

-

FOUIZULE{EY 400ug 1H2E 2694

.

FIOUIZI LR 200ug 1B2E 2774

FSti 1828 27361

-2 (1 2438

Bl

(B ZhHED
TERMBEE : 524 O T 7 FEVIICBIT A=A T 4 b OBV E
BIGHIEE -
P E 24D — 7 FEVIZBIT HR—Z T A U inb Db E
5 24O DI A TIZBWCHERMICEROH 5E (1 == v bLLE) 23k L 795k
FHOEE (%)
P 524 D SGRQ DI A A TIZEB W TR—R T A &l L CHRMNICEROH Hh#E (4 =
v NUAE) R LI B D EIE (%)
ZOMMOFHIEHE : TDI #8227, SGRQFAA =7, COPD H4HELE

(4a=t)
AEES (BRAER - MERTR, BRI, A 2P A > 12 8L E )

CHE)

T ERHm I A

TV Y= AEAY) 200 n g BEM N 400 g REDOFS- 24 D b T 7 FEV, DR_R—A T A b D
BbEIE, 7T BRREL R L THERSGEE R LT,

BeH 24D T 7 FEV,OX—A T A b O EIL, 400 p g BFEE 200 u g BECH B 22T 20
HLOD, 400 g BEN 200 g BEL D L RENST,

#£ PE2WEONT T FEV,OR—R T A vk O E

200 1 g #E

400 1 g #¥

7T AR

BB I

277

269

273

ZivE (L)

(f /N T by -+ 8 Y 5

0.026=%0.016

0.055%0.016

-0.073=%0.016

IR E OREME (L)
(AR 9590 {5 HE X FET)

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

0.128
(0. 085, 0. 170)

p fE*

p<0.001

p<0.001

¥ EEBER MR Z BEEMR. X—AT A O FEV, KOs LR L L atatres v
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V. GRICET 5 A

Bl YR B A 7 H

TV Y= AEAY) 200 0 g BER OV 400 g REDOFS- 24 DO B — 2 FEV, DR_R—A T A L inHD
FbEIE, 7T BRI L CTHERGELZ R LT,

BEH 24O —27 FEV,DR—Z2A T A UMb OB EIL. 400 u g BEL 200 p g BECTHERZEIZR WD
HOD, 400 g FEN 200 g FEL D HRE N -T2,

£ FBEHE2UBEOE—T FEV,OR_R—Z T A DO

200 u g # 400 u g # A Y 5
R EL 277 269 273
(%/J\:igii%ﬁ%ﬁ%% 0.206+0. 017 0.231%0.017 0.022+0. 017
7T ¥R EDOREMZE (L) 0.185 0. 209
(WA 95 %0 {5 HE X [ET) (0. 139, 0. 231) (0. 163, 0. 256)
p fE* p<0.001 p<0.001

EES

X B EGREKOMERZ BER, N—R T A O FEV, RO ER A& WA & & U2 o 7L

5 24 B DI AT RERMICERNH DL L&D 1 2=y ML ESE LS 0F4&
WZBWT, 7T ERBICXIT 54y X (5% FHEREIZT 7 U =0 ABbW 200 u g BEN
1.47(1.034,2.091) ., 400 1 g #EAS 1.68(1.183,2.399) TH VY | T F T REEL Ll L THEICE
Mo T (FFH p<0.05, p<0.01),

B 24 O SCRQ A a7 NEGRMICERN H D L END 4 2= v ML ESE LT HBRE OIS
WCBWT, 78RR T A4y X (5% EFEXM LT 7 U o=0 A8(W 200 ug FEH
1.83(1.295,2.594) . 400 1 g BEAS 1. 87(1. 320,2.600) THh VY | LT F T AREEL I L THEICE
o= (T RE p<0.001),

Z O fth O FIE H

T oY= MR 200 1 g BEM N 400 u g BEDOEE 24 D DI A 3 713, 7T B AREE L il
LCAHERKELZ R L (ENTN p<0.05, p<0.001), #Fl2, 400 gBEL 7T B REEL OFER
FEX1.00 THY ., HERNICEROS HLENBO LI,

200 g BESL TN 400 u g BEOT - 24 D SGRQ B A 2T DR—RAZ A4 b OEEIE, 78R
REE I LU THERBGEEZ R LT (03741 H p<0.001), FIZ, 400 u g BEE 77 B AR & ORERZE
13-4.63 TH Y, FRMIZERO D HLENRD b,

200 1 g REM N 400 p g BED 7T B ARERICE 5 1 ERNICIS 1T 5 COPD HEHER Y (95% (348 X ) 12 %
NZEH0.72(0.59,0.99), 0.67(0.48,0.94) TH Y, WTNOREL 7T BAREE L il LT 30%F2
FE. AEIT COPD BYERMNE T Lz (W d p<0. 05),

G

BIEHDORBRIL, I BRBETE 5% (15/273 i), 77 V=17 A BAb#200 u gETT7.9%
(22/277 ). 400 1 ghET4.5% (12/269 i) T 7=,

FEAFWER QL) 1377 B RRECHTRIA (1. 1%) 3, @AM R3S (1. 1%) 3%,
FEED E V28] (0.7%) 2fF, WAMERREUELH] (0.7%) 20F, 727 U T =0 A54{b#200 u gfET
SR ABT (1. 4%) 6, NEZER2M] (0. 7%) 3, T2 (0. 7%) 244, 400 u gk o205 (0. 7%)
M BIEEES2H] (0. 7%) 20, AEZ a v 7161 (0.4%) 2/ ThH -7z,

EELRRIERITRD Sipnotz,

TV LB 200ug O 400ug &2 1 B 28] 24 ABFE L72fE 8. 2001 g KON 400
pg THITT T uAREG L LT, FEARE. TDI #8227, SGRQ #& A =77, COPD H FEAF
EHBIZUGE LT, 400 g 5 TlE, 2o OEEICHT 28081 2000 g 5 & MR L T,
rXvEHECTH-TZ,

Flo, 77V V=0 LB AW 2000 g K400 g IR HREMEILRIFTHY . et
077 A VL T,

[Jones, P.W. et al. :Eur. Respir. J. 2012 ;40 :830-836]

1E)  AFIOARS N OB AEROHEIE, TEE, RAIZIE1TRA (T2 V=0 A8{HmE L T400ug)
%1 B 2EWAEZRET D, Thd,

k< 7 FRY, : %5810 1 & (FEV)
v — 7 FEV, : 5% 3 FEMLIN T b w1 B0 &  (FEV))
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V. GRICET 5 A

ONEFEME Tt AMB_EETEREEKRR Y (T v DU ITREHAR) TD 2 (LAS-MD-33)
IBPEPISEPERTZR (COPD) HFZRIRICT 7 ) V=0 LB (200 4 g KT 400w g, 1 A 2 E) % 12 HRH#H
B L& 2OFIER O LML T T 'R & e Uiz,

RRTIA v | BEALT T RSB _EEREEGER (T AV, BT H)
x5 SRELN. RIS L2 & T 0> COPD H 561 44
Jrershiate | VT F T VRIS T — VRO FEV,/EVC 7% T0%AM T, FEV, N IER FRIED 30% 2L L
D 80% At TH V. 10 pack year LA EDOMBUEREZ A9 2 40 mLL o> COPD R
C REITEEOEIXIIEEOH B BE
< iZE 6 B LANICROBEIGYE X Id COPD D HEFE 2185k L 7= R
EZRBRAMENE | . B2 3 65 LIPS COPD BAEEIC X B AR A %R L7 i
+ COPD A DEERINC B R 72 MR SR B A F T 5 B3
< 6 A LIS O E L2 S e R E R ODME RIKBE A9 5 BE
77UV = AR (200 g XX 400w g) XIT 77 8ARE 1 H 200, 12 BB AERE L7,
T (2:8R) J SAEER (12:8R)
—— _ FIUT=HLR{EY 400pg 1H28 19061
BHEENE FIUI TS LB 200ug 182E 18541
FStif 1828 1861
-2:38 08 128
CEpliy
FHEEHMIIEE : 5 1280 R 7 FEV, (f]) 2B A X=X T4 b OE{bE
ST B RIKEHMIIEE : %45 12 @O E—2 FEV, (B) 28T 5= T 1 b O &
T OMOFHHEE : TDI #A A 27, SGRQ ¥ A 2 7%
(et AEFR (ARER - PR, BIRERAE, A 2031 2 12 FEOENBRE)
CEpliy
R H
T VY= NEBA 200 n g BER TN 400 p g BEDO G- 12 D T 7 FEV,DRX—AF A b D
FACEIZT TR LR L THEREEZ R L (WTh p<0.001),
400 u g FEIT 200w g BEL HEBR L CHBERZEITRWVE DD 400 u g BEE 7T B ARRE L OFEMZE(95%
fEHEXET) 13 0. 124L (0.08,0.16), 200 g BEE 7T B AREE L OFEREIZE (95%(SHEX M) 13 0. 086L
(0.05,0.13) THY., 400y g BHEOFNKEMNoT=,
B R EFAm S
TNV = AEAY) 200 n g BEM N 400 g REDOF G- 12 DO — 27 FEV, D_X—A T A b D
EALBIXT TR L I L CAERSEEEZ R L2 (W3t p<0.001), 400 u g BEIX 200 1 g BE
L L TABEICKE < (p<0.05), 400 g BFEL TN 200 u g BECO T T2 AREE L OFEEZE (95%1F
FEIXED) 1 XFN4 0. 1920 (0.15,0.24) } U0, 146L (0. 10,0.19) TH-o7=,
R Z OO FHEE B
T U= LB 200 u g BERTNA00 p g BEDOFRE 12 D DI A TIE 7T B AREES R L
THEBERUEL2RLE (WY p<0.01),
200 g BER TN 400 u g BEDHEE 12 D SGRQBA AT DNR—AF A4 U NHOELEIF, TR
FEE I LU CHERBEEZ R L (031 p<0.05),
(ZahE)
BIWERORBERIL, 7T BREETILS8% (22/186() . 77 V) ¥ =7 LAEALY200 1 gfET10. 9%
(20/1841) . 400 11 gRET8. 9% (17/190%1]) T -7,
FRFNWEA QLR 1377 B AREC ERERGE3G] (1.6%) 3k, E=MEHRE (1. 1%) 21,
ANz (1.1%) 2k, 57261 (1.1%) 2fF, 8m 16 (0.5%) 2fh, 727 U v=v LR
200 p gfEC ARG (1. 6%) 3, AHE2H (1. 1%) 244, 400 u gfift TLERI 3 (1.6%)
3. REMEEEIR2G] (1.1%) 3. S92 (1.1%) 2fF. WREE2E (1.1%) 2fF, M
SMIGHELB (0.5%) 2, LEMSEIRIE] (0.5%) 20 THh o7z,
EERBWERIZ. 77 B RBEEOMMLERIELFETH - T,
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V. GRICET 5 A

TV = LBt 200 n g OV 400u g & 1 H 2 [0 12 BWRHEG U7-FER, 2000 g LTV 400 1 g
WHILT T ARG LB LT, MPIREERE, TDI AT, SCRQMAaT 2 FEICHE L, &
HIT, 400w g H 51X 200 p g B 5 L I LT, LV RERRENSRERZG T2 Z LR &EN Tz,
Fre, T2 UV V=U LR 200 n g KDN400 p g G- DEFMEIRIFTH Y, 2T 0T 7 A T
FEL LT,

)« AHIOHGE

[Kerwin, EM. et al. :COPD. 2012 ;9(2) :90-101]

ENTWAHRER ORI, BEFE. RAIKEIEILIBA (727 V2= 5534mE LT400ug)

1 H 2B AZRET D, Thbd,

< 7 FRY, : %5810 1 & (FEV)
' — 2 FEV, : #%5.4% 3 BRILIN Tl b 1 B (FEV)

QNEFENHETStARMBIEETREEARY (T v PO IRRHAR) Z0 3 (LAS-MD-38 PartA)
1P P ZEME AR 88 (COPD) BB (UMEAN) ZRBICT 7 U o= A8 M (200 g BTN 400 g, 1 H 2 [[])
2R E LT L 2 OFEROE2MEE 7T 2R L iRE LT,

BTV A v | EEALT TR T EEREEER (T AV, BT H)
P SRELA. A2 T 12 & M > COPD Hi 542 {3
A b BT HE— VTR T ) — VW A% D FEV,/FVC 2% T0% AT T, FEV; 2SIEH T HIE D 30%LL
230 80% K TH Y, 10 pack year LA FLOMREREZ A9 % | 40 HELL D COPD 3
CREIEBOAHEXIIMEREDH D BE
- 6 M LA KOB R GYIE X Id COPD HE M A 2Bk | 7= F g
FARBROMESE | - 3875 3 15 A LANIC COPD BEHEIZ L 0 AR A iR L7- B
+ COPD LIS D EERINZ B R 7 M IR R 2 B 5 B
B2 6 EH LNICODEZE A2 S R EROME RIER A AT 5 HBE
T2V LB Q00 eg XX 400ug) X7 Z7vAR%E 1 B 2 [\, 12 BERAHKRSE L,
IR (238R) ] AT (12:87)
N FOUT=H LB 400ug 1828 17761
HEEE FOUTZH LB 200ug 1828 18341
FSei 1828 1824
28 12:8
CEpl iy
EEEHMBIEE : 85 12O 7 7 FEV, () BT =2 T4 b OE{LE
ST B BIREHIEEE R : %5 12 BOE—27 FEV, (§]) IZB T2 X—AF A »inb 0L b
S ZOMOIAEEH : TDI A2 27, SCRQ I8 A =1 74
(Zatk) AEHES (ARER - IR, BERBRE, A X 0P A2 12 F8LERRE)
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V. GRICET 5 A

CEE)
FEFE A
T VY= LB 200 u g BER TN 400 u g BFEDOEE 12D N T 7 FEV,OR—R2F A B D
ElegElL, 77 R R L CTHERERUEEZ R L2 (FNE p<0. 05, p<0.01),
400 g BRI 200 p g FEL LHIR U CHERZEITRWVWH O D 400 p g FE &L 777 B RRE L OFERZE (95%
1EHEIXTE]) 13 0.072L (0.03,0.12), 200 u g BE & 77T B REE L OBEEZE (95%(EFEIXH) 1 0. 051L
(0.01,0.09) THY, 400y g FEOHNKEN-T=,
N G iTE!
T2 VY= ABAY 200 u g BEM TN 400 p g BEDOHRE 12 DY — 27 FEV,DOR—A T A b D
bR, 7 BARREL IR L THERSEEE R LIz (Wb p<0.001),
400 g BRI 200 p g FEL LHIR UL CHERZEITR WSO D 400 p g FE & 77 B ARRE L OFERIZE (95%
{EHEX D) 13 0.125L (0.07,0.18), 200 u g BEL 7T B ARBE L ORERIZE (95%15HEIX ) 13 0. 115L
(0.07,0.16) THY ., 400 u g FEOHNKENoT=,

L S vt
TN = AREAY 200 n g REKONA00 p g BEDOR G- 12D IDI A a2 7137 7 B REEL ik L
THEBERUEZ R LI (FNEN p<0.05, p<0.01),
200 g BER TN 400 u g BEDOIR G- 12 D SGRQ A T DR—RA T A b DLELEILT T T B REEL
O THEZIRD SN hotz,
(Zeht)
BIER ORBRIT, I BRBETL 7% Q4/18261) . 727V V=7 A EALW200 u gBETT. 7%
(14/183#1) . 400 u gBET10.2% (18/17745)) ThH - 7=,
FARWER L) 1377 B RBECELIF (1.6%) 3fF, §Em3H (1.6%) 3. 77U V=
7 LEAL200 u gBECERIB (1. 6%) 3. HPEMREERSH] (1.6%) 3. HNEE2A] (1. 1%)
oM, EiE2H] (1. 1%) 2, 400 u gBECHEERRAB] (2.3%) 5, g2l (1.1%) 2, mzmkaf
(1. 1%) 2ft, WEMERRELB] (0. 6%) 20 Tdh -7,
EERITERIZ, 400 u gBED MR PAZEME YR 8 (COPDESEE) 1611 CTH - 7=,
TI7IVY= LB 200 g V400 g 2 1 H 28] 12 BREE L7-fER, 200ug X TV400u g
e BHIXT T ARG L ER LT, MEERE. TDI MR a7 2 FEICSEE LT,

Flo, 77V V=0 LR 200 w g KTNA00 p g T E-DIFMHIRIFTHY . o7 v 7 7 A T
B LT,

[Rennard, SI. et al. :Clin. Drug Investig. 2013 ;33(12) :893-904]

) RRIOEGEEN T AEL AT, NEFE, AT 1IELIRA (77 =283 e LT400ug)
%1 A 2EWAEZRET D, Thd,

k< 7 FEV, : #5810 1 7 (FEV)
v —7 FEV, : #5.% 3 REBLIN TR bEW 1 BE (FEV)
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V. GRICET 5 A

G@NEEMb 4B " (F4 FAEHLEDHERER) (M/34273/39)
FEN T & MO RPERAJENEZ R (COPD) B (UMEA) 414 BlERICT 7 U V=7 A2 M (400 1 g,
IH2E), IR XITFA by A 18ug, 1 A 1E) % 6 HEHEE L& & ORI 224 T
R L7z,

CR 2D

FEEHHIER : 727 )V V=0 AR 400 p g BER DT A b e B U A 18 u g BEDOE G- 6 38 OFEUE(L FEV,AUC)-2
DR—=ATA PEOEET, 77 BREEE KL THEIZEM L (W d p<0.001).,

TN KRG 400 u g BETOBALED 7T B AREE L OREFIZE (95% 28X ) 1 0. 150L (0. 094, 0. 205)
THY, FA PR EY L 18ug BETIE0.140L (0.083,0.196) TH-7z,

BIREHEIER : 727 UV =7 A8t 400 u g R T A Fa B0 A 18 u g BED S 6 18 DO FEUE(L FEV,AUC, 50
DR—=ATA UPEOEET, 77 BREEE KL THEIZEM L7 (W d p<0.001).,

T oY= AR 400 u g BETOBALED 7T B AREE L OREFIZE (95%2 86X ) 1 0. 160L (0. 103, 0. 217)
ThHY, FA MY A 18 g BETIX0.123L (0.065,0.181) ThH-olz,

ZFOMOFRMEFEER -

T Y= AR 400 p g BFEO G- 6 O RGER O EREE (AR 27 RO, BUliv, Mg, %oOE
RBIA A TNET T v RBEL I L, AEREELZ /R L (FNEH p<0.001, p<0.05, p<0. 01, p<0. 05,
p<0.01),

T 7YY= LBAY 400 u g BEOFE: 6 W ORFER K OB HEPAZEMMIZE B (COPD) JEMRIC & HIEEh Dl
[RiZ7 7 BARFEL L, AERGEL R L (W TLh p<0.01), F72, 400ug FHET A br v A 18
pgfEE L, COPD SEIRIC X HIREIOHIR A A REICSKE L (p<0.05),

(ZOOFEEEH )

W A Zs DOFIMENEOFHM

6 WEOBGEHEICIB T, 80. 1% DEEZENY = X T WA E N T 4 ~TFT—W AL L0 HFIEMEN BN
LRIZ LTz, ¥V X T WAGROEERE O EAELE X a 7L L7 88.8 THY, "o T 4 ~TF—
W AZRD A 2T (45, 4) L HlE L CHEICKE Do 7= (p<0.001),

(et

BUERAORBREIX, 77 BREETO0.0% (0/85 fil), 727V V=0 AR 400 u g BET 2.9% (5/171 i),
FAIrEYLRET3.8% (6/158 fi) Th -7z, BHERE T OBEIEN &GS TRERIZANEE (02
YV =U LBt A0 u g BE LG, FA MR ET LR 2H]) THY, TOMOENWERITWTILNOREHT 1
FlFoThoTc, EELBEMIERD bR oT,

[Beier, J. et al. :COPD. 2013 ;10(4) :511-522]
FEV,AUCy—4 (FEV,AUC from time zero to 24 hours after administration)
C BB 0 BRI S 24 RIS F To FEV,AUC

FEV,AUC,554 (FEV,AUC from time 12 hours to 24 hours after administration)
C P56 12 BRI A 5 24 BEREI#% E T o FEV,AUC
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V. GRICET 5 A

2) REMHER

EANE DRRHRSHER (KRPAB1102-D301)
12 EPAZEMERTER . (COPD) BEFERRIZ, 727U P=U L5 (400 g, 1 H 2 [A) 2 EH) (52 B &5 L
To D& 2 G 2h i & Bt Uiz,

BT VA

FER IR E R

PSES

HAN. A2 1 #1205 MEI o COPD R 146 44l

TR BRI

YL T B E— LR 7 ) — LW A% O FEV,/FVC 28 T0% A3, 732 FEV, 28 FHIE D 30% LA I
TH Y, 10 pack year DL EOBUEEEHI 5, 40 5Ll Lo HAN COPD B & LT,

TR pRANEE

CRARE I EEAL TN D

* 372 4 JERILLNIZ COPD {RIREDNEN AT ST

« @25 3 1 H LLNIC COPD Atk kv ABEL7-

< 4 BB LNICKGERRGYE (ERGER © 5 Te) 2 fRE L7 XUT COPD HEEGR D Hivie
RSN L e DR g - D I - B MIRIREBEEAIFL TN D

< BMEIRBA. BINZARME R (BAE BRI O A SUTEMIRRIZ LV ER B =2 > b r— L STV A S
IR BEREEEEEAZE, PAIEBARNEEZ AL T D

AR TT 1k

TIUV= AR 400 g & 1 B 28], 52 EEWALL LT,
BT S8 (5280) |

-

HENE
HUEMEd A BT COPD
BEEOA - R
FECTICHAES. || BREICAIUYEEERL T CBAREREDLE.

28 08 5278
*  BIEMIE TR IRRINBATIEE AR LB IS L, 77 ) V= AR 400 p g 45 LT,

FIUTZH LRI 400ug 1828 1464

BREEE

(Z2 4=k

HEFES (ARER - MRITR., BRRE, A ZL0¥A 2, 12 FELERKRE)

CEZE)

IR FSRERAS (2 77 FEV,), TDI #8 A =27, SGRQ 8 A =7 SABA i Flm %k (W ABEE, RfEFAH
0. COPD fiEdk 2 =1 7 %%

(HES

(ZZeht)

BIVEFR ORI 10. 3% (15/146 fl) TH-7=.

EEIER @ MLil) EEsittdE v 26 (1.4%) 2 CTH-o7=,
EERBIER MR 1B LI TH T,

BIVER O F BRI —E OO bz d o T2,

BRARRRAT, SA 2P A v 12 FEOERFTREOOER T A —2 Tk, BRI RKE 223
LR B EHIIRD b o T,

CEME)

T VY= 8400 g1 A2lal, 5B L7 AE R, TEBREIM A @ L T N T JFEV,ON—R T A
DB D2 EIE-0. 006~0. 031 LTHEE L, SRERERTO b T ZFEVIEN—R T A » L RIFRE T
b7,

2D A 2 7%, 0.621.9 CEXEERERZE) AR MLTE (p<0.001), &5
523 DSGRAFEA 2T D=2 F A 2D DEALEIE-0.175+9.894ThH W  N—RA T A > L [
OEZHERF L=, F72. IDIRA 2 73 L OSGRAFE A = 7 DIERANCEZD H HREN A LT
WS OFEIGIET TN 3% (45/14401) B L U84.3% (49/143%1) TH o7,

Be 552 D18 &7 0 OSABMEREIE D N—RAF A 5 OE{LEIT-0.1220.97TFTH Y . HE
W2 L2 (p<0.05), #5528 OSABARSGEH B OEIGDN—RF 4 b OB &6, 31+
31.53% CTH VY, AEZITHNN L7 (p<0.05), L5208 DCOPDEEIR A 2 7 D_—R T A L) DI
{bE(¥-0.55+2.25CThH V. FREICHED L (p<0.001),

T7IVP=0 LBt 400 g 2 1 A 20, 52 BEERE LR, 727V =y 2A0E&REIC
IV, ZEMICE L TRHICKE2MEE R HIH IR N hotz, AMEICEL T, MR
e (M7 7 FEV). SGRQFMA 7RI ONTDL #a A 2 71 52 MM 28 L CHERF S U, SABA OfF
BELOCOPD JERIT, _R—=RAT A LWL CTHERGELZ R L,

FENEE ENSIFER R 535 (2015 4 3 H 26 H7&ZR, CTD2.7.6.2.31)]

(5) B - RAERIFER

R L
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V. GRICET 5 A

(6) jafR A A
1) ERRERAE (—REARKRE. SEERARERAE. ERARBELERE) . RERT®RT 2 A—RAE.

HERTREBRABROAR

* FEER ARG A (RIS 2ME) (1)
RUERTETR ORI ZERE T2 W T, BYERAZEMEITZ AR (COPD) M & R RICAHI O R EF 1T 5%

R ORI Z BRETT 5,

2) RRBEMHELTERFPEONBRXEER L-AE - SBROBE
BERSAR

(7) £ D

1) BNE IHEAEREAR
TR PEPAZEMENTZE B (COPD) FBFE 384 & kt4c, MAERERR L L CIRIEA(LY 7 & R 5T 8 B MR EG5R
FEREEL, 72U YV=0 AR 100, 200 XiL400ugx LB 1WA LA 2E4BEEE L, 7270 V=0
LR 400 u g B HREE 7T B AR GHOEE 4 %D N T 7 FEViORX—R T A4 U OERITLL T OFR
DEBYVTHY, 727V V=0 LB 400 u g B GREL 7 T ERBERE L OIIRIZIB W T, MEHFNICHER
FENBO BT Y,
BIVERFEBBEE X, 727 U P=7 A8 400 u g e 58T 5. 4% (5/93 ), 77 & REH5#T 9. 9% (10/101
) Thotz, EREWERIE, 727V = AR M 400 u g B G5RETRN 7 R 7B 2. 2% (2/93 fiil) Th

277,

# BWEHEABBONT T FEVICBITEZR—2T A 608 kE (L)

TV =0 LB 400 g AV AN

R— 25 A 1.3070.422 (93) 1.31320.453 (101)
P54 % 1.387%0.431 (93) 1.296+0.461 (99)

A& 0.080=0. 158 (93) -0.0240. 143 (99)
TR REEL D=

~ ) 0.105 [0.059, 0.150]
[95% 5 HE X [H]] ©

Y p<0.0001
p fiE

T AR (B0
a) WEHEZHALERL Lieyloatres v

(KRPAB1102-D201)

) ABNOEGEEIN TS AERORET, HEF, RAIZE1IE1TERA (727 Y=y L5048 E LT400 4 g)
%1 A 2EWAEZRET D, Thd,
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V. GRICET 5 A

2) NEFEIHE TS RHBETREERE

& PEPAZEMETIZ R (CoPD) B3 (UMELA) 819 BlARIRIZ, MEALT T & A Xt IR I H ik bhlskh & i L,
TIUY= AR 200 MiF 400ug & LBl TR A L H 2B 24 BEES Lz, 727V Y=0 L84t 400 g
BEREE ST RBEROES 24 BHBEO N5 7 FEV,OXR—2A5 4 b OEVEIZED LBV THY, 77
V= MR 400 u g e HREE 7T B RBERE L OIRIZEB N T, SEHFICERRENRD O, £, T
7Ty AR 400 g BRI T T BN GRE L ik U CL RO @EERIE QOL (St. George’ s
Respiratory Questionnaire TOFFAf), FPEIREE (Transitional Dyspnea Index TOFHM) KUY COPD HEFEARE
reELEY,

BITERRBBEE X, 77 V¥ =7 5B 400 u g FH5HET 4. 5% (12/269 1) , 77 & R E 58 C 5. 5% (15/273
F) Tholz, EREWERIZ, 727U P =7 AR 400 u g 5B TERURTES K OFERE 0. 7% (2/269 ) T

HoT,
F BEHE2UBEEORNT ZFEVICBITAR—X5 4 b8 bE (L)
TV U= AR 400 g AN
R— 2T A 1.508%0. 525 (269) 1.5000. 489 (273)
B5 24 8% 1.573£0. 537 (269) 1.442+0.502 (273)
A& 0.066+0.274 (269) -0.058£0. 244 (273)
TR AREELDE
. 0.128 [0.085, 0.170]
[95% {5 X ]
N p<0. 0001
p fE

TEMEERRE R (B15K)
a) BHHE MBI N— AT A O FEV, R ORI &2 AL & LBt e 7 v
(M/34273/34)

) RRIOAGE SN T AELOHEIT, NEFE, AT 1IELIRA (77 =y 2L5830e LT400ug)
%1 B 2EMAEZRET D, Thd,

3) ERNFEIHERIEEHER
12 MEFAZEME IR R (COPD) HRAE 146 Bl 26 BRic, 727 VY= AR 400 g % 18] 1WA 1 H 2[5 52 #[H
B L, AMEOFMEEE CHD b T 7 FEV,OR—2 T4 Linb OELRIZED LBV THDH Y,
BIWEFAFSBIAERE 13 10. 3% (15/146 f5l) Th o7z, FEARFRWERITFEED 1 1.4% (2/146 ) THh o7,

# FITFEVIZBITFAR—2RS A4 b0 {bE (L)

TR NR—=2 5 A IO E
5 12 B 0.015+0. 141 (146)
5. 24 W 0.031£0. 158 (146)
#h5 36 W% 0.023+0.165 (146)
5 52 W% 0.010£0. 175 (146)

PEE AR (B
(KRPAB1102-D301)
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VI. SN B3 A EA

VI. EMEEICET HHE

1. REFHICEEH S LEMXITILEYE

=RINE S/ PN -))
— & AT hr Y AR FIY ., A U = AR . AT hrE T AR, VY avra
—ULARBLY, FA hue vy ARk, 7Y avao v ARk, A0 ) U= ABLY

EE  BEO D LAV OMREUIRF L, BOBNLELZRT L2 L,

2. EIBHER

(1) YEFRERGL - 1AM
1) femER

i+ AGE

2) fERtF
77U Y= AEEE, REFEERMEO L2AD Y U ZBERETETH Y | KGEFRH O L AT Y 2 My AR
WEET D2 LR TTEF va ) A KD IHEN R E T 5,

3) LRANY) RBKITHT HEMME
T VY= ABMAMNE, DAY MM A RS STISH L TRmWEItEZ A L, Zh b 0BT 4
FrE Y LR EFRRE CTh T, 7o, 727 ) P=0 LR O My Z B0 b OfRBEI M AR LD b2

Mot (in vitro) 9,

4) K[EUSEHE A
T U= ARAIE, IANa— L THERE LIEEAE Y FOREREIGE IS L TEEER 2R L

(in vitro) 9,

SETREEE

FeFILIUY

»i
©
°

Q@ 9990 ¢
; Q@ oo
$ o oo &
smee® . . @
\\\\\‘{ ¢ oL BN,
SEZRETH R :
. ' FIUIZOL
MSF G | )
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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,

= L HHMEDEL -

0.1 02 0.3 0.4 (nmolLl)
1 1

B 77Uy oL R
FAFOE2 LRI

i
i
F

! !\!
N 2

i
i
o

i
i
-

i
i
E

SEOAEIC ST EEIRERE

b RAAT Y R (M, My, Ms, My BRONMs) 12kET 2 BN
[5i%]
E R ART Y M~ RO EN/ ST v A =— AN DA X —PIHEK] fEOEREA % A=
H-NMS DfEARHERERICL Y, 727 V=0 ABME DT A ha BT ABOE R ART Y o Mi~Ms S8R
(ZRES 2 BRI 2 34 L 7=,

SH-NMS : 1-[MMethyl—"H]-scopolamine methyl chloride : I-[MAF /N H]-AaRTF I AFLruaF4 K
2) LRAY OZREL L DOEBEFE (/n vitro)
-7 27V V=0 AR R OVCH-FA b va BT ABALE D Ma 5 RAR D B O fRBEFIE X My 52 0> & O R
B L0 L BN,
W=7 2 U V=0 MBS OFRBEEEI O Ms/Mo 1T 6.2 TH Y | My FRA~ORIRMEZ R LT Y,

*PRBERON

Fgp >4 Ik (hr)
=7
M 522 My B2

-7 27 Vv =7 LB 4.69=+0. 29 29.24+0. 61

H-FA br vy LB 15.11%=1.57 62.19+2.96




VI. N B 2 TH H

Mz/MzH

FRBEI O Mo/ Mo S (in vitro)

[F7iE]
AR TY UMy, My BRDBIEF BN/ IS T T ¥ A =— AN L2 Z —PIE-K] M ORRAEAZ VT,

W77V V=0 KR (2. 5nmol /L) KO H-F A4 ~m &0 ARAEH) (2. 5omol /L) D& E WAA Y 2 Moy My SEAKIC
X9 D fREEBIRE 7 v 7 7 A L ARl L7,

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

TV Y= AR OUINN S 50%BAE E TOEABTRE (TERREBO ti,.) 136.8 4y, HAIEARBIRE
R (twa) 15 35.9 43 T o 72 2,

X

= FUTLEER N=7)
FAFOEDTLEE® (N=5)

HIHE

PLECRAERE
i
L p<00001 (vs TR0

T T T
0.00 025 050 075 1.00 (hr)

ﬁﬁ‘j;a%ﬂﬂ?&ﬂ%ﬂﬂ
S a— ) VEFE M RE IR IR 2 LEER (in vitro)
[ 7]

Ty MEHREZ MO T, 10pnol/L DI AN — VEERIERENEICT 27 7 ) V=0 AR

(2nmol/L) KOFA bra vy A8 LY (6nmol/L) DOVEHFEBUEEE % AR H 5 50% A5 F CorEE (TEH
LD t12) K OEKRIEAFEBIREM] (th) & U TR 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,

A TEREERR
0 20 40 €0 B0 100 {min.}

FOUS L8
(n=4~-10)

FAROE S LB
=

BRI T E/VE y b DT BT = U RS E SONE L  2 AL B O i KA JE B

[77i£]
BTV E Y MZT 27 U =0 A8 (100~1000 u g/nl), T4 e B0 A8 (30~300 ug/ml) %377
A P—TRALE, 553~120 3ZIZT BT /L2 > (10~60pu g/ke) ZHMRNERG L, EINER R A Mt
L7z,

) ZEFILaY UERERKREIIMEICINT 2/ERFGRRE (BEILEY R)
TV Y=g ARALOVE A ERGRER (1 RE O RS CRIE L 72\ RIER DY 50% 1K T3 2 DIZ LB 72 lEf#]) 13X
29 I TH -7,

(5} == T LR
== FA O LR

n=4 - 9, TEEEERE. LT
* 1 p<005. D p<001. 1 p<0.001 (vs 185EE)
75 4
=
B
i -
g 507 w—w
dl
il
=
25
3 TT T T T T T U I I T 1
12 4 & 8 24 38 a8 72 & (hr)
| FR D] Ee R
BRI T E Ve b DT BT L= ) IR SO SR D 1E R i E]
[77i%]

BRI FELE Y MCT 7Y V=0 2846 (100 g/nl), F4 bu ey 2808 (10ug/nl) X7 7 A H—
TRAEGH, 1~96 BEB%ICT EF ol v (30ug/ke) ZEMIRNEEG L, 72T 2l ifdstkas 30
Rk 2 VR FHOCE I 2 B L7,
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VI. WS B3 A IEA

6) ZDHhDEHER
OFBERZFUICRIZTEE (in vitro)
TV =y AR R OF O FENREY (T2 — AR R O VR R EY) D RS MRSk
TAHREEMAEZRS LR, WP oBEEICH L THEER 2R S Ao Tz,

QFBZEKICHT 2|MME (/in vitro)
T UV AR VD TEREY (7L 3 — U AREM R O VIR TR DR FESZ AR
FeaBEt Lz, 727V V=0 A RMIT o SERR, SRR, NK SRR KON 5-HT BV SAZERALITE L, e
JEDBFNME (IC 21 pmol/L) 7R LTe (AAB U U BIEERRS ), Flo, FEMRBMILL AN U VSR ELED
TOTNOZEMRITH L CHBREZRE 2o,

ICso : 50% PHEJRE

QEBRHM (7L A—LRBMRUA LK BREN) ORE(ER
EBRHIO T L3 — RIS R BB L AT U SR L, 10 0mol /L CHEATLE(E
PR S BT 10%EAF) . 72 Fb 3 U o iR A SO ORI &7 o 72,

(3) YEFFEIRBFME - FFihs

1) EHERAEMMESRESE WEAN) TOERARERER
BVERAZEMERR B GMEAN) 107 FlicT 7 Y = L84k 200 1 g & BAEIR ARG Uiz & & #5412 FEV
R—2 T A s 10%EL_ BN U 7= 3BRE DEIE ) IOV T, #5514 10 45 (FIERERR) 76 8%5 3 IR
FTOT_TOFEFAICBWT, IR EHE L TERICEWEAEZRLE (p<0.05%), (M/34273/24)

W) - RBNOEBENTOD HER AT, HEFE, RAIZE1IELRA (T2 Y=0 L83 E LT400ug)
%1 B 2R AEZRET D, Thd,

2) 7EFILOY OFRTEWEOMHEER (ELEY M)
T YTy AL, EAE Y MIBITD T ETF ) UIEREEGENGE A B Le, £ OERRBBULT Ak
BETLREMEVES, 47T brE v AR EFARE ThH o7, iz, TORRHIZTF A hr ey AR
L VELS, 477 hrEy LRI RinoT?,
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VIL.

FEEhReIZB 4 55 H

VI

1

. EYBEEICEEI HIEH

I AR BE D #ERS

(D aR LA G MPRE
BERSAR

Q) ERRABR CHE SN -OPRE

1) BERAKRSE
12 PASEME IR BB 13T 27 VY= A8 k400 g 2 1 B 281 7 HMREBR AL LI-, ZOW)E#H
E#%oOT 7Y V=0 AR O MERREIL, EOMNIC CulTEL Y,

fpgsmL)
250
== 400ug
200 4 n=13
T FERE
i 150
-3
th
.4
B o0
«.. T T T T T —.
: ! 4 & B 10 12 ()
St

M 727U v=ysB ez 1 A 2T ARRKIERARGREOMERG%ICBT S
77U Y=y AR O R HER

K 77V V=v LR {We 1 B 2087 ARRERARGROYERGRZIZBT 5
TN =0 AR O ENE T A =X

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

(n=13, PRl =R AE(R 2)

30



VI HRpyEhielZ B4 55 A

2) RERAEE
TR ZEMEIR BB 13 BIC T 7 VP = A8k 400 g Z 1 E 1WA 1 H 2[E 7 HREIRKERSG Lz &,
T UY=0 AR O MR REIIERE T H B ORGSR E TICEFREICE L, EFIRIEBIZHEIT 5 Cu
B OVAUC IFEEHE GBI, ThER LT Th o7 Y,

i 4000

4 n=13
0 TiEHFREE

EhE-RE

o T T T T T .
0 4 ] 12 16 20 24ihr)
i)

B 1H2MHE7 BRRERARE L & & OREMEE G5O MR EHERE

F T HHREBRAKEG Lc & EORKEEG®ROT 7 ) V=0 LR ORY TR T X —7

=, Cmax tmax AUC: t1/2
RGR (pg/nL) (hr) (pg-hr/nL) (hr)
400 pu g 224+93.6 0.212=+0. 267 482+121 13.6£9. 11

(n=13, “FHfE = FRYE(R 22)

TV LB A0ueg 1 B 2E 7T BRIKERSHEO T 7RER, 5 THBETIC—EMERL,
ERREEBICE L= ZEZ b T,

(3) HhEEk
R L

(pe/mL)
257

BB R

= A00ug

n=13
FioE-FEREE

) BEE - tRAROZE

R L
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TS PEZEMEITE R E (n=13) |2 7 H ISR AR 514 o M s B S SR & . WIE 514 & ki 5%
DEMENRERT A —F % ) a = F A T ML ORI LI Y,

(2) WIS BE E 38
gk L

(3) H KRB TE
BVEPAZEVERGR BB (n=13) ZRfHRE LT, 727V V= 208 400pg % 1 B 21[81 7 ARMKERE L- &
EONEHEGZKOT HE&EGHROT 7 ) V=0 LR R OEREY (70 23— ARG L O LR gk
#) OWMEEEEH Ke) IZLLTFO LB TH 5D,

£ TIIVP=TLARAM A0 g & 1 B 210 7 BREREGR O S O I E T

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. 0559-0. 0189
F VAR R 0.153+0. 0376 # 0.07810.0195

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

Do)V TF7IUR
1B MERAZEMEIR BB E 2R RE LT 727V =T AR 400 u g % 1 H 2 [B] 7 A BIER AR 5RO & B
HBBIZBITAT 7 V=0 LB MO BT OEE 7 VT T % (n=13, FEHE MRS 1X, 881 +228L/hr
ThH-oT,

) T BHE
e N OVEN) 12, T 7 U= AR A 200~400 p g FARFTE G- L7 & & O RIT OS5I EFEIL 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

32



VI HRpyEhielZ B4 55 A

4. RN

1) RiRE
R E R L
(BE)
T Y= ARAIIIEEE L BRI S W AR T VBT AETH D 1Y, Ein, JERRRIEEIRER
BRICHWN T, ARG DRI S L7223, TS & DI 5 ORI IR - 72,

2) NAFTFRLSEY T+«
RN GMEN) 12727V V=0 A8 200 u g ZHEIR ARG LTz & X O A T A7) T ¢
124.37% Th o=V, OEHEREE)

1) AFIOAGRS N TV HEE - A&, TEE, AT IEIIRA (T2 Y V=0 R LT400png) %
1A 2R AERES 5,1 ThD,

5. 9%

(1) 1t i —fixi B Y 8 18 1
BRI L
(%)
[T v b OB BITERRR L7277 ) O =0 ABYLY) Ing/kg & HIRIERIREE G LTz & 25, P e
WEMMENZ LAVREN, 77U V=T AR RO O EERHPIT, RN o8 &3 i &
PRI S LTz,

(2) M i%—RaEEEAFT @B
MM ERR L
(%)
IR 17 B H O Z » MERWTMC]-T 27 U Y= 284t (Img/ke) HEIFERAN G- fnigmiE 4 3
Lzt 2 A, #h 2 B5E#% (MAEFIREE : 0.051 ug/mL, MAMEIRFE : 2. 18 u g/g wet weight tissue) (&
OB S, 727 U Y= AR OGP A N6 248 U CTIRIL~BATT 2 "Rttt Re S h
77

@

N

Fit~DBITHE

MR L

(%)

Oyl 14 A OMENET v Mz, [MC]-7 27 Y V=0 A8{LY) (Ing/kg) % HEIFIRNES Lo & &, RAL
PHOHREIREL I G 6 BRI/ (161.3ng/g) 2R L. 77 U ¥ =0 AR R OB AL~
BATY % ATHEMEAS IR STz,

(4) R~ DT
AR L
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(5) Z D DFBIEA~DFEITHE
RN GAEN) 7 7 U V=0 LB 200 p g ZHEIRAK G L7 &7 7 ) V=0 AR ONFAEE
~DOWLHEHIL 30. 1% Th o 7o, MPIZIIT HULE I OO THRK (9. 9%) TH Y | Fie b IMUl D /) (2. 6%)
T, WiOFERC oA L Y, (OMERBRAER)

1) AFIOAGRSNTWD HEE - A&, TEE, AT IEIIRA (T2 Y V=7 081 LT400ng) %
1A 2R AERES 5,1 ThD,

(BE)

7y bz, [MCl-7 7V v=0 L8 (Img/kg) ZFARNELS Lo & 25, 13E AL OMRBRICHERED 7
L. BRCBEe, e BROHEE CEREZ R Lz, RO R GRS RO RENMELS | &5% 2~6
RS THAL S ClRmiREE 2 B LTz, [ENE SR OB KL O, fA#&b#% P L Tuhe,
HEDHET v MTHIRNI G L% OB 2380 L2 & 25, IR O G55 O B2 J& O HUH RElR 134
<L AT =B M EBRPEDMEV 2 & AR S vz,

(6) MIREBFEEE
77U Y= AR TECMITIIK SR S D 7o R EIR E L TOREAMBERITRE TE 0,
T PERS SRR 2 AN in vitro WIROFER . EEMHW TH 57V =2 — /W@ K O VR RS o i
EAMBARITIFNETN 15% LN 87% & HiE S,

6. {t

(1) X B ER AL B X BHRRE
Invitro BEBRIZBWT, 727 UV P=v AB{LHOERRBHWIZ. 77V V=7 LB OILFEEFICE T
DT AT IAER IR LT=T L3 — R R O LR BARE Th -7 1Y,
b MSEFROERREIIT, = AT AEE DONKRSRIC L VAT 57 Va3 — R & O VR iR T
boT, YT T Va3 — ARG DKL SN TR0, IR IR OIE TR e R
i P, OHMEREBREGE)

v O
? _\—\,@ - & /_’\_\u—<:>—ou
P-4 ‘ /

HILACEELIN

77U Y =0 LOHETEHHRE
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QKRB ETIBEHE(CYPH) DL FIE, F5E
T U )T =0 MBI O AT NAEG ORI RIIEER N L OFERERICHEIT L, BERIICIE R g o7
HETDLT7FINa) AT T—EREE 952 LR s W, £/, FERERNICIT 50mmol /L VU o ERkR
B (pH 7.4, 37°C) TR 1. 2 BER IR fRITHEST L7z 19,
Invitro BT HEWHEERRBRTIZ, 727V V=0 AR MHYROZDFEERHY CTh 57 V2 — LY
KOV CBAREIE, B CYP 7 A VA DI LT, 727 U= LR CYP2D6 (ICsfl @ 2. 41
mol/L) B O CYP3A4/5 (1Cs fiE : %9 90 pmol/L) . 7 /b = — LA A% CYP2D6 (IC5 fH : 20. 6 umol/L) CRHZE A7 L
7204k, 100 pmol/L £ CORERE CHEA RS 2D o7, b MERIFHIREZ AWz CYP BB OB Tk, 7
7 V=0 ABEAL ROV O EEAHIT N 2,30, 3,80 BTN 172nmol /L F£ TOHEFE T CYP 1A2, 2B6,
208, 29, 2C19 KN 3A4/5 125 L CRBEIER 2R & R)o 7217,
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 ERHY T D VR R R OT V2 — ARG, SEERPHICRIEN CTH 5 19,

7. BEt

fERER A (FMNEN) 12 BN MC THER L7272 U =0 ARALY) 400 1 g & HEIEFARNEE S Liz & & #5580 65%
DRI HRE S, 33%NETICHRt STz, 727 U V= AR e LT 1% RPIC oL S, Y
VAR L7 ARE & L CHElt SNz, T2 U =0 AR SRR, B 5% 96 RERTE TLT 93, 3% 23 A
RENn7= 1, GHERBREGE)

fERERR AN NNEICT 7 ) U= KB 400 u g Z BRI AREE U7 & & JRPICIIRZE bR & LT0.09%,
Toa— @ E LT6.81%, IR UEEREY E LT 17.37%0 kit &= P, (UHERBRAR)

8. FZIURKR—F—ICEHAT S1ER
Caco—2 Mz VT, 727 U = AR5 kM. 72— AREW R O VR R o P o4 o 7327 8 (P-gp)
I L AEEZ MG Lz, AT OBRMREINE, 727 U =7 A8 0.34, 2.97 RTN32. 23 ug/nl. TENZL
U 2.2840.43, 1.77%0.57 KTN2.4240.70, 7/ =—/ A3 0.18. 1.96 KN 18.82 u g/ml. TEIFI 0. 73
£0.13, 2.64£0.76 KT 3.81%1. 14, IR BT 1.32 KON 13.19 pg/ml TENZEIUT 1. 1440, 43 K
0.94+0.22 ThoT-, P-gp HEEHEZATHL 27 xRY o Q5umol/L) FAEFTIET 27 UV PV=v LBk ik
T L a— LR O BT OFEREIIH 1 THoZZ b, 727 VP =0 AR R O T L 2 — ARG
WL P-gp DIETHDHZ EVRBI NI,
T, T2V V=AY, T a—AARE R O VR R XD Caco-2 #ICEI) B PH]-Y I
3RS KT BB EMER A RS L2 fE R, T Eh 26.96, 18.82 TN 13. 19w g/mL (47.8, 55.0 2 Tr 50. 3 u
mol/L) £, HEEAITEED bNahoTz 9,

% :apical il (A : &M A>5 basolateral ffil (B : fUE (%) M) ~0BiFOFEEFEE (PappA—B) &
B A ~DRNTOFE BRI (PappB—A) & DL (PappB—A, PappA—B).

9. BREIZLDBER

MU BRI L
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10 HEDEREFIT HEE
1) FEEEE

77U V=0 AR LR GEREREY) LR T O 27 T —RIZ L BRI S D 70,
2H 7 VT T ACKT HHRBMOFESIHEFTINEN, 2ok, HEEEZHT 2 8E5 THERMGOLET
RNEEZ DL, IFEREREEBE 20 R & LRI T > Ty,

2) BHREESES

IEH 72 ERE 2T T 205 (R N) 6 il &, BRE SRR I EE O BREIEEAE 18 H (K n = 6)
XU, T U V=0 AR OIEYENEIC KT DR IEEORBERT LIZGNEN), T2V V=0 ARk
Y400 u g R AT G- L7 & & BHRERSEIC L W 7 7 Y V=0 AR O R P HEIRIZART L72y (fdEeRk
A 00.09%, HEEEEEREEE :0.06%, mEEHEREES :0.02%), @F#HERA - BHEREERET
Coax OV AUC |2 B 372 7513 72 03> 7= (p=0. 05, Wilcoxon DIERIFIREE) ',

F EHEERETROBHERERERICRBT L7 7 ) V=r AR k%
400 p g HEIR AR GHR DT 7 ) V=0 AR DOIEY)TRE T A — &

= ﬁ%—-‘%
EFERE . (n=6) ﬁ/i‘%iﬂéﬁ::l‘ﬁ & _
RS (n=6) HPAEFE (n=6) = (n=6)
#ebRE D . >50— <80 >30— =50 .
_ >80 mL =<30mL
JLVTF= VT TR ml./min ml/min ml/min mlL./min
SRFHEEEE (%) 0.090+0.045 | 0.097=0.068 | 0.062=0.044 0. 0230. 032
AUC, (pg+hr/mL) 124.2+93.6 388.3%417.0 | 414.5%522.2 388. 7+268. 4
Cuax (pg/mL) 113.94+92. 8 116.5+92.8 106. 3+38. 8 98.5+68.0
CE¥fE A A 722)
3) EEAE

IRPEPATEME IR B ARG (SMEN) T 5 IEEEE (40~59 #%) 12 il & S T0 UL ) 12 flic T 7 V) o= A
AL 400 p g Z HEIR ARG LIcRDT 7 ) V=0 KB D Coux KO AUC DOIFEEEIZ X 5 mlkhE /FEmnr
IEZ4 270 86. 4% KN 88.5% Th V|, Eiind & FEREF M CTH LM REITRD LR o7 (p=0.05,
Wilcoxon DJEFFIHE) 20,

) ARBIOAGRENTWAHE - AT, HEE, RACIE1IEILRA T2V =B e LT40ug) %
1 A 2EWABS 35, ThHD,
# EEm L OEE OB EMEMREBRFICRBIT AT 7V Vo AR E 400 u g
HEWAZGHOT 7 U Y=y ARt O MEFIERYEE T A — X
S S5 4 MR ik R
HRIMBNRE R T A —H (40~50 2%) (70 55 1)
AUC . (pg+hr/mL) 193.5(51. 4) 171.3(56.7)
Crax (pg/mL) 82.3(32.0) 71.1(58.2)
(CES)E (B RED )
1. Zdih

AR
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222 (ROBHICEFBELEZWLWIE)
2.1 PAZEMARNEOERE (Hia ) ALY IREDNLF VERDPELT 28 EN0H D, ]

2.2 HISEIERFIC K D ERIEFE D S 28 [Hi=a U AT LY . REAZFERT BTN rH5,] [9.1.2
Z ]

2.3 AANDRHTHR L CORBUEDBALRED & 5 BF

[z ]

2.1 912V UAERICK VIRER LR S8, PAERARNEEREZ OEREZELIEIBEZNRNH DL L6,
PRIEMR MRk NBE D BE X 5 2 285 L LTz,

2.2 AINHRBREFIC K A HERIEEA AT 2 BH ICARRZ G LG, fia ) UAERIC XL 0 RES % B b
SERMAEARZTEBENR DD 00, PREELETHREF TR EELRT L L,

2.3 XAy RS E L CRiHE LT,
AHEIORKY (72 VD=7 A8y, FLEKFI) 26 L CORBIEOBAEEOH 5BEL. 7747
FU—EOEERMBBUEZEZTRENNRDH D Z LD, RAIDORSIITH U CREUE OBEFERED & 5 &
FITIFHEGEERE L,

3. EEXIIHRICEET SFELEZTNDIER
(V. WRICETAEE ] 280+ 52 L,

4. RERVRAEICEET IELEDEH

BE ST

5. EEGERIIE L TNDER

8. EELEARHIE

8.1 MAKDLE | HHIDOWAIT L0 G STERENFHIE SN EMEENTBENNDH D, KESLENGRD D
NIEHEEE, EbickEGE2PIE L, MURLEZITH Z &,

8.2 Mit - HELEBYV ELMHEH L THRIRBRBD SNRWVGEITIE, FHREY TIIRVWEBZ LD
DT, BTG 2T HIET DT &

(gt ]
8.1 WAL A, FADOWAZ LY RE SR PFISND RS Y | RILL TS, ERLBRZ

EDLZELHDH I ENOBE LIz, [ESEENER LIEEIE, AFOREGZHIET D L &b
YR EZTT O Z L,

D Rk LI B RUIETH D 2 LD AHIE I - AR L B0 ISRk L CORAT 5 & 5 lBE~0B
AT S 2 L. ik A EH 0 M LTI AT > C b SRR HARVE A, ARE DL,
OIETIECY D BEX D Z &

8.2 AANIRMEIHK TH Y | SPEHEERIZ 2 341 T, BYEFAZEMEITRBOIEIR 2 L E S 572
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Lt (A EoEES) (CET2HA

6. BENDERERILBEICHT IR

(M E6HE - BERFEODHLEE
9.1 &HtiE - BMERZEDHLEE
9.1.1 A2, LEMHE. BNREOERE. RIFTNLOBREROHLEE
DARAE, DEME, BIAMHER RS2 2 LD D, [11. 1.1 B[]
9.1.2 BIZARIER (BEREELHEEHEEEHRL) OHLEHE
i) AERIC K D PEREER BT 22 0355, [2.2 58]
[fiAEas ]
9. 1.1 5t= U AEHIE, DfEE, D EOHENE 726 L, DIRICEARZ 2T dBENRH D, 1
SMEARFRER IC BV CHEZR.OEME), A RIEERHSEORIANEO b TWD, o, KRFFETO
[E N ORI BV T HIFEE D LEME), LEEHSMGEEDSBO N TND Z Eb, OAE, b
sy, WSRO BE UTEN B OBHIEEDO H 5 BF I3 LT, EEICRETHZ L,
* o ENHFEREO 1 A 2 [B5- 28 MEORA AT SRR & OV M/34273/39 3Bk
9. L2 8=V AERICEY . AZIEREE ICHEREERFERT L8200 H 5, AR REE T3 LT
FEEBEICKRS T2 L,

2) BEAEIEERA
BE STV

Q) FFiRelEEE2E
BE STV

4) 4EReEHI BF
RES TV

(5) bEb7

9.5 BE4F
PRI SATIEIR L TN D FIREMED & 5 LetEicid, 1B LOF RN fERtEE LR 2 LI SN D 5B DA

BHETHZ L, BWER (T b)) TREEZBITTSZEARBOLA TN D,

[t ]
TSR a6 G & LT BRIRARBR I 520 L T b T L EMEITMENL S TWRY, BIICR T 2 EBRTIE, EIRT »
M d 2 RN G- (Img/kg) THREEBATR D LIV TN D, G XITEER LT 2 WTREMED & 2 eI,
B EoAREBfEREZ RS LY SN DGR ICoREET52 L,

(6) {=FLIm
9.6 =3LIF
189 ORI R O RFLRBO A SMEE B R L, RHLOMKTUI P IEZ R T2 2 &0 BFER (7> 1)
THHFICBATT D5 ZEBRBOHN TN D,
(it
Blim e st g & U BRARBR T L TR O PREMEIIH L STy, BB 5 RBTiE, L7
v MR 2 FRIRN G- (Img/kg) THHBATRRD DAL T N D, BRI ~OEEGITRET 5 Z L BEFE LA,
KRBT RET 250 R AR ST 2 L,
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NS (ERHARER, AR, LI, SR 1S 2 BRRBRITE L TR 6922 I LTy
ZEMLRRE LT,

(8) mnE

9.8 ShE
BEOREZBRLPOEEBEICRS T L, —RICAEHEKENMET LTS, [16.6.2 2]

(it ]
R, AN AERERREDM T LRIWER ORESEECRWER OMER S EIE L D AIREMED D D Z & D, Hilli
FADO—RRYLIEEFHE UTRIE LTS, Ml 2R G 25618, BB OREBLBIE L2 bIEICRET 25 2

L,
7. HE%ER
(D HBERETDER
BHEIR TN

Q) BEEFE L ZTDER
BREZINTWRN

8. EIFHA

1. 8lEM
WORWERDRH BN ZENHDHDOT, BREHHITITV, BEIED LA KkE2TIET 5
7R EEYREET O T &,

() EXLEIMER L MHER

1.1 EXLEIER
11.1.1 DEME) GEEARH)
[9.1.1 Z1R]

[fiAEa ]
KRR E TOENBREBRICB W TERZEWEMICZY T2 LOBEME) I3RS TWRY, £, KA
D EU R OSKERA SCEAIC BN T, DIEEFEROBWEM ORI 2, Lo, J8A Bi=a Y o R/FEAD) T
DREANBBOONTNDZ b, L# L GKRE), BENROSNLHEITEREL I L, @7
WEEITD Z &,
% @ 2014 4F 12 HHIE
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(2) Z DD EIEF
11.2 ZDtt0EIEH
2%LA A
WHEHZE . RlSPEDR, Sgt, FEFREE,
= e
S PRI RO BERGE, CK 88N, sk U o S5
T B A AEIR
Heas TR B, MR, BERR, PPN
B BB, L O PEIE
Z DAty HE AL, RE, RPA, WECE, MmAEEE, S
(a3t ]

T VEPAIEVEIGYR AR 2 k4 & L= ENEE AR I 5308 (D301) T, 2 BIBL ERE L= FE v (ElEEMED
FW 1B FEIED FE 241 1 3/146 B 1 2.1%) . 2%LL EORICEIEL Lo, F£7o. B PEPAZEENTR B
BRI E UTKGRREE CICSEM L 7= EWNERRER (D201, D202, D301) DOEFHIFIBWT, 2 FILLEFBLL
TRIER (DFVEERL) ROSEGMACE* (U LUSKE) (SRS RIER® S b, MR *
THBL U720 & FE R OMIZ T Lz,

% 12014 4E 12 A BI(E

sk CHESMIRIR AR © [EPHEERFO 1 A 2 MG e rERE AR M U M/34273/39 RBR

SEIFRERBE—RR
* T AR B Rk O R R AR 5

ESLa - RIEiE e e s -
i aEsm | S PIIREER BB S| s comm
KRPAB1102-D201 S D d
1 B 55 1008, 200ue | oo 074004 g 400 1 g it
400 g

R 3K 283 13 146 442

FEELYEERE U 22 3 15 40

FEBUE 26 3 19 48

FEBLE (%) 7.8 23.1 10.3 9.0

X Fofr 1 2)
B FR o R SETBRE A ”%gfﬁ;fif)

N 3 0 2 5(1. 1)
LA A 1 0 0 1(0.2)
HM7a v 0 0 1 1(0.2)
TRPESERR 1 0 0 1(0.2)
R EEVEHISMNE 0 0 1 1(0.2)
1L E PSR 1 0 0 1(0.2)
FB L ORkEK R E 0 0 2 2(0.5)
B 0 0 1 1(0.2)
[EERETEIR 0 0 1 1(0.2)
JEFE IR 0 0 1 1(0.2)
RS 3 0 3 6(1.4)
NG N i 1 0 0 1(0.2)
(EA 1 0 1 2(0.5)
PN REISE 0 0 1 1(0.2)
B RIE R R 0 0 1 1(0.2)
RIS 1 0 0 1(0.2)

40




VI 224t (A EorEss) B+ 5HEA

RIfER DR P e o

5% R (EEE%)

JRYMER X OV A HUE 2 0 3 5(1.1)
oK 1 0 0 1(0.2)
afeEd o 2 hE 0 0 1 1(0.2)
EIEES 0 0 1 1(0.2)
fifi g% 0 0 1 1(0.2)
IR 1 0 0 1(0.2)
IR R A 11 0 1 12(2.7)
iji;g;/$1$ 2 0 ! 3(0.7)
i LB A K SR SR EE 1 0 0 1(0.2)
M U o N 2 0 0 2(0.5)
if H R R 0 1 0 0 1(0.2)
R R o B 3 0 0 3(0.7)
DERE T 1 0 0 1(0.7)
LFRRER & 43 SR80 1 0 0 1(0.7)
B R B KOS SRRk 0 0 2 2(0. 5)
il AR T 0 0 1 1(0.2)
Ry v~ 0 0 1 1(0.2)
TR E 0 2 2 4(0. 9)
FREhE D F 0 0 2 2(0.5)
RGPS F 0 1 0 1(0.2)
BIEpL] 0 1 0 1(0.2)
JE SRR 0 0 1 1(0.2)
FEAPRE S 1 0 0 1(0.2)
MR 7 1 0 0 1(0.2)
PR, TERES & OER R 4 1 2 7(1.6)
18 1 PR ZE M i £R 1 0 0 1(0.2)
T EE 1 0 1 2(0. 5)
I ) 0 1 0 1(0.2)
1 PZEMRBEAS [ 1 0 1 2(0.5)
1 ENFBE R 1 0 0 1(0.2)
F2 kS OV T Ak R 2 0 0 2(0.5)
& O PEIE 1 0 0 1(0.2)
R 1 0 0 1(0.2)
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F 1) EPNE A ERERR (KRPAB1102-D201) . EWNIEWENRERER (KRPAB1102-D202) K OEWNEHI#K 5
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2) F—EFCTEERORIERNEE L TWD
MedDRA/J verl5. 1
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(2) RANL, WAZROREENEHE /2T, WARABIZTBNEREL 52720, S LaVnE 212835
e,
(MVv. 10. (DD Y =XxZT (WAL OfE] DIESMR)

12. Z0HOEE
(M EREREAIZE D FHH

15.1 BREREAIZE D <15k
AFN LA D= V) AEFAMEE TIEER & OO 2 MR RBR AR 3 7 < . B e OVZe A e ST
LTCWRNZ Enn, ISR S,

(gt ]
AAN LD Y AFBYERE SCHRRA & OO 2 BRI I L TR o' AL, KatkidnE
S L TR,

(2) EERRERER CE D < 1FHR
BE Z LTV
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IX. FERRARTAER R4 5 IH A

X. JFERPREERICREY S HE

1. ZEIBHAER
(1) ENFEEHER
IVI. SEZh3EHZ B3 2THE ) OEBR
(2) B EEEHER
1= IS =1
. , o { U e e
PERTE H B (n) B 5 58 i ERlES
T LD G
e AE
Irwin {BIC X 5 — | HEET 30, 100, 300
B 0 (HA) PR b7 L | 300mg/kg* | >76 5%
i |tk ~u26) | ng/kg = e
% A 30, 100, 300 ‘
Ti\ H 3 EE) B HEET B0 (Ha) WL 300mg/kg* | >76 f*
<7 A(9) mg/kg
i 0.1,0.3,1, |. )
hERG T % % /L2 |HEK - 293 Hifa ) R A A BT BT .
) In vitro 3, 10, 30 0.3umol/L| 760
aEE A (5) 1Cs0 : 19.7 pmol/L
nmol/L
73 A | SE i 3 /L Ll kT
TEENVE AT RS f¥ i %%E {E(iﬁ\ﬁﬁfg 0.1,0.31 |°FmlLH i B
e L7 x| 30 45 fElfE T 3,10 g mol/L MRD.10 zmol/L A E| 1 pmol/L 2500 £
'*/E' 44t (6) | T AMP, APDgo 28IV
N ER RIE T | R FEAE
T i " & 1000 12 g/k A L 1000 1 g/kg|  >170 f%
| 5 - (10) RN (B [E]) wg/kg ST wg/kg %
S
DEXICRIET —_— D oI
2 e (@) FRURN (B {100 2 g/kg | QT FEIRE~DFEEIL| 100 u g/kg*| >67 {5
(T ABRY—) ¢ & 584k
. R (15 45 .
fi JE B O 9 B | SRR T ;EJELT@;& 110,100 |100pg/ke TR
CRETHE | E—sARG) ;)m TR L e/ke D8 SR IS

=7 L BALY O fie e ML PR BE (Cra, ss) * 224pg/mL (0. 397nmol/L) & o kb (KRPAB1102-D202 F45#k)

#H e

hERG : Human ether-a-go—go related gene

MRD : B 53 M O TE B BN IR KL D A 0
AMP : VEE) AL IR
APDso : 60 % F- 53 M IRF 0D 15 Bh A v =g I ]
ICso : 50%BHE Y EE

Cuax, s © JE HRIBIZ IS T 2 B 4 i

b
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IX. FEERREERICBE 4 5 IH A

MR |
=4 % = . = [} ifgg
HsE F B (n) 5K 5 i £7-03 -

| ED G b

e 2

R X T A — H | R T . *
B AT k6) W A (EA[E]) | 1000 1 g/mL 22 1000 1 g/mlL —
iy 100, 300, 1000
'ﬂ% F7 2 R In vitro T 22 1000 umol/L*| >2500 fi%
| A 3 umol/L
CRIET B i o
i’f;;y L ) ﬁrg 1000 1 g/kg 22D 1000 u g/kg* | >170 f5*
RO S OUR KARM 7 v b 10, 100, 1000
BTN RIET " BFGEE) | WAL | 10000 g/ket | >290 {5
B | (10) 1 g/kg
A =
W | e e i = s
e | BEPY IS KT R T KB |3, 10,30, 100 e L 100 1 a/ke? s
oo " ne = u g/ Kg 45{
% |pe ELE Y | (6) (HE) | e/ke i :
B RE 1T MT T | BRI RN
%gf% B R TE zﬁ_*;bﬁ W ig;) 1000 12 g/kg WAL | 10004 g/kg® | >83 55
e oy e 10~3000
MR 5 VNS BAE T | R 2 (8) | WA (HAIED) ECso : 711 1 g/nl - -
e ng/nl
(R INVECFE %R FES o b s (D 0.1,1,10,100, | JHEAKAFHIZHD B _
- FEMEHCIL) (6~14) 1000 1 g/kg |l EDso: 38 1 g/kg
ik .
e K IBE TN KIE | FREE RV E v 10, 100, 1000 s
ST L 1000 kg* —
A b (3~6) REED | e " s/l
. 24 W R &
PRI RIE T = 10,100, 1000 | __ -
s . SEETZ v b (5) | BT (HifE) ” % 100 1 g/kg 29 5
o Herss EDso : 501 1t g/ke
H:T727V =08 400ueg = 1 H 207 HERKERARGREOEFIRE (B&&E5%) BT T7 27 v=
7 I BAV) D e i M P BE (Coag, ) £ 224pg/mL (0. 397nmo1/L) & o Hrilgs (KRPAB1102-D202 #5R)
tH o HEE
ECs : Effective concentration at 50% : 50% & Wi
EDso : Effective dose at 50% : 50% A %hi
(3) Z D ith D FEE G ER

DRI L
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IX. FEREGKRERICES4 5EE
2. 54HAER
(1) e 5 H R
B Be5-RR Be 5 Be 5B (mg/kg) LDso (mg/kg)
~ A B H[A] 500, 1000, 2000 >2000
W A H[A] 3.7 (), 3.8 >3.7 (), >3.8(H)
7w b B H[A] 500, 1000, 2000 >2000
R Hi[m] 0.3, 0.6, 1.2 >1.2
(2) RiIEHREHMHER
Beh B b & MR A b NREEE _
il 7
D PR Fes i (mg/kg/day) (mg/kg/day) | & o> AUC LHEF PR
. . # I e =R
wwx | ma | 1zmp | O 06 061 B N RIS N RN PO ¥
2.5 N
Y GRS 5 A A N Y o e 1 [0}
I T = DNETY
A, BEORKEO e 7Y v
. 0.010, 0.035, o
Ty b | WA | 26 0,082 0.90 0. 035 7% FAR, N— RO T ¢
T VI AERORER, B FIROMR
TR R B R OVIE A, M
SHORT R
T, RRRREE, FEEH R,
. 0. 031, 0. 225, » - o o
S X A | 39 ML 0.225 7.9 1% REWD . RIRPEAE 2D
1. 662/0. 810% N
L EE AN

B:7700=0L58{400ug % 1 H 28] 7 HEERARGREORERE 55412
D AUC. :482pg-hr/mL % 1 H¥&5-& (800 g/mL)
T # %543 HED 0.810mg/kg/day I8

BT 27U V=0 LR
(CHAFE (KRPAB1102-D202 #45R)

AUC. o 1 TEFIREBIZ IS T B 544 0 Wi 2> & B G- R R IE R 3 0 o A5 rb i B e Rl R T i Ak

@) BizEMHRER
BREERER & LT, invitro DRIE % W 2B OEIFZEIRE BBk (Ames RBR) . HEO~ T A 7 54—
~ B, ~ U A NMZEER (R 0 #5500, 1000, 2000mg/kg) B ONT v N ATIRASER] DNA &R (2 T 5- 8
KO 20mg/kg) & i L7z,
ZOFER, invitro R RER TIZGMER ROV R SN2 BRI D S0, FERIC BN 72, BB T X
Nz in vivoRBRIIBMEORER ChH ol Z &b, T2 U Y=y AR{LOREEMSE AN 7= 0 BEHEICRD
B DR IT 720 &Il L7,
REB. = U AEH/IMERBR O RV RT 2000mg/kg/day, b MEREER L D AUC Hhid 1843 £,
DNA & AR DO METEME BT 20mg/ke/day, b MERFER & O Cou HLIZ 18715 TH o 72,

7 v b ITHEASE

(4) A TRIEEER
~ 7 A120.29, 0.79, 2.4mg/kg/day, £7-7 v T 0.019, 0.069, 0. 20mg/kg/day DT VYT LR E 104
RIS LTl (R F R QMR BB DD 28 i BT 8, B8 AVJRPEIZRR S Do o, MEREHER IS
~ U AT 2. 4mg/kg/day, T v kT 0.20mg/kg/day THY, b MEgERLE O AUC Hi, ~ 7 A T5LfE, T v b
T8 THo T,

45



IX. FEERIR

ABRICBE9 S IHH

(5) EEFEFEAR
) SHERUERE CONERECET SRR (45 [ AR
. e B (mg/kg/[A])
LR g | BTROCED T AR
| L 2R (b RIREEE & D AUC K]
—rr ﬁ%(@ﬁmTif
I & AT 0.39, 0.99, 3.1 o . OO, Zhx
e E%ﬁ@ﬁ§%% [T, SRS,
R 0.99 [76 f] PRAAIEERAN, A7
s | 0.40, 0.96, 2.4 FOR OWEEED) 1Rt
Rl =
5 TEEERRD SR
i P AHL 14 BT =
N 0.39, 0.99, 3.1 R~ . B\ &R
7RI . 5 PR BT R O PR A4
" EREOMBIER | oy ey
SE 2 099 Lo HE~ OB RO
KLU 6 B 040, 0.96, 2.4 P L T PR
S RER D . RSO

H: 770V V=0 L7400 g %z 1 B 21[8] 7 B EKER AR SREO & 5412
.ss:482pg-hr/mL % 1 H#H & (800 1 g/mL)

@ AUC .

2) & - BIR

FEIZEY HHER (B MEER)

BIF27 27U v=0 LB

[ZH#a% (KRPAB1102-D202 75%)

MEFE B (mg/ke/[A])
£ B Kk e
) i; 15 41 &?jggggm 1A 2 [EEs e
| rh (b MREERL O AC K] *
RN - (A% R
2.51% [73 %] )Lﬁa:ﬁ sy A
g
5 RrE TR L OMA
v | BN | fFEE6 H~17 H 0. 39, 0. 88, 2. 51 g . — IR O B FR
k b5
Bl & 3R B8 0D G VR AR T DK
e . EALIEAE
RN - AT T %78
L 79% [11 5] Hif&lﬁ TETT M 2588
.ﬁ‘
%
Yo WA | MEME6 H~19 H | 0.20,0.57,1.79 S HEWY - R EERS LU
* ) RO WD
JEE - 1.79 MBI s L

B: 770V =08 400u g 2 1 H 28] 7 HBRERAFRERE O REE %I
|2 HaE (KRPAB1102-D202 3X5R)

o AUC.

- EHEMEERETET

s 482pg-hr/mL % 1 Hf¢ 5. & (800 u g/mL)
tHEFEEEFZELVWHE
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3) HAMRUHAROREEL NI-BBMOMKAEICEY 558 (£ IR

B 3 WFNER - RSV B
# Eg 115 111 (éiziw (mg/kg/day) FARFR
il [b MERFEEE L D AUC LhF]
FO RFEh4 - B - ARV, K
R IEVER £ 0. 018 R
B [1.7 1]
Z oA %ﬁfENWH 0.018,0.20. 1.9 | F1HIZEN : HIE IR - PRSI
h Stk 1 A~20 B S KA ik 0. 018
[1.7 fi%]
F1 AR D AETHRE -
HEFEEMER 1.9 [59 %]

# o AMEIEIC K D HEEE

TV A0 g % 1 H 2B 7 HEKERAKGROEKEGEZICBITA7 7Y V=0 L8t
D AUC. «:482pg-hr/mL % 1 A58 (800 g/mL) 2% (KRPAB1102-D202 2R5ER)

(6) A A 1A BR
VY RORIGCT 7 Y V=Y AR 0.5¢ (1%KIEIK) & HERAT L7-RER, BRI 2 BIMTEIRER0 &
nhhofz, e, VHEXORICT 7 ) V=g AREW 0. 1g (FHREEL) % IR L7Z#R, FMIRTEERR Hh
o TS, R PR D AT ORI AR 2SR b,

(1) £ DD EE
PURMERER (B R EIERR)

U RAIZRE 2.5, 5 XV 10%DT 7V V= BmE 1 B 1E3 A, Brgsicem LerER, FEK
VMR &Il L 7=,
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XI. ZE&E

XI. 3EEH

1. ELGHETORFTRER

RIBIZBT DEENTNF., HIELROCHBEIZLTO LB THY | SETOAGRRI TR 5, ENOAR
NEOHIFH CARREZEHAT 22 &,
4. R IThR
1B PAZEMERTR R (IBPERE Sk, ISR O RGEPAZEMEREE IS < BEIEIR O R
6. HEMUOHE
WE, KA IETRA (T2 Y=y A28t E LT400ug) % 1 H 2 EIERAZELET S,
LT OAFRIL (2021 4 11 H 11 AR
Hhlak W5es ey AR H Zhhe - ZhE FEAR O H & UET
EU @Fklira Genuair Astra 201247 A | Fklira Genuair or Bretaris | The recommended | 2018 4&
322 micrograms Zeneca 20 H Genuair is indicated as a dose is one 6 H
inhalation powder maintenance bronchodilator | inhalation of
treatment to relieve 322 ug
@Bretaris Genuair symptoms in adult patients | aclidinium
322 micrograms with chronic obstructive twice daily.
inhalation powder pulmonary disease (COPD).
K [E TUDORZA PRESSAIR Astra 20124 7 H | TUDORZA PRESSAIR is The recommended | 2019 4
Zeneca 23 H indicated for the dose of TUDORZA | 3 A

long—term, maintenance
treatment of bronchospasm
associated with chronic
obstructive pulmonary
disease (COPD), including
chronic bronchitis and
emphysema.

PRESSAIR is one
oral inhalation
of 400 u g,
twice daily.

EU O B1ER OV 1T delivered dose & LC, KEDHEK O AL netered dose & L Titi,

ERLEEA, 201847 A 20 HBIFE, KE., KE, A1 % WSS 88 5 ETK

BEINTNWD,

AL COHRFEL : EKLIRA GENUATR, BRETARTS GENUATR, TUDORZA PRESSAIR, TUDORZA GENUAIR, IMILIRA ZOLOPRESS

52
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2. BHIBITAEBERZIEER
1) YERICBET ZiEsMEER (FDA, A—R 51 7H5E)
HAROYA SCED 19.5 iiF), 19.6 ZHIF] OHORTHFIILLTOLEBY TH Y, FDA CRERME), 4—
AT YT HREEIRR S,

9. FFEDERAZATHBEICHTIER

9.5 il

T AR LT 5 Al REME D 3 5 othiid, 1R EoF RN Emtt %2 Eal s L SN2 BA I B EE
THZ L, BMER (T b)) TRIZIZBITTSZZEARDLN TN S,

9.6 FHhbm
BREOFRMEROBILRBOARMNEZEBE L, FALOMKE U ILE2RHT 528, BFER (T k) T
HHHFIIRATT A Z ERROHLNTVD,

FDA - CRERAT SCE OFLH)
(TUDORZA® PRESSAIR®)

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 preghant
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 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
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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)J. The maximum concentration of radioactivity
[MCaclidinium] in milk was measured at 6 hours post—dose and was found to be 10-14 times higher than

in plasma

(2021 &= 11 H 11 HFFS)

A —ANT U T DO45%E : An Australian categorisation of risk of drug use in pregnancy

B3 (2021 4E 3 A 31 AKET)

(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

(2021 3 11 A 11 HEEH)

2) MNREFICEY HEEH

AARDIRMLEDOLBIILL T DO LEBY THY | KEOTLEHEKX O EU OILBETLE L ITRRD,

9. BEOHREZATLEEICHTIER

9.7 /NEEE

INRREZE TR L LT BRARBRIT I L TV 7y,

HH

LS

KIE DA SCHE
@TUDORZA PRESSAIR

Pediatric Use

TUDORZA PRESSAIR is approved for use in the maintenance treatment

of bronchospasm associated with COPD. COPD does not normally occur

@Cklira Genuair 322
micrograms inhalation powder
@Bretaris Genuair 322

micrograms inhalation powder

(2018 -6 H)

(201943 H) in children. The safety and effectiveness of TUDORZA PRESSAIR in
pediatric patients have not been established
EU im0 i fE & 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

(2021 4E 11 A 11 HEEH)
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