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7TV =R A~ A AORESUIRE R IEOM K ThD, 7T V= RIEAX ) — VIR0 R0
I, TRR=RL TS ) — (99500t T 1T, AKITIEE A ETRIT 720,

7Varn=y A 5{y):
rVarn=y ARALIT A AOREREOBR K THD,

AVETO—)L T~ )VEREE KN -
RIVET B— /L7 = VRS KL B B~ 55 A O FSE mtEO B R Th 5, BEE(100)IZE1TR077<,
AR )= NZRRPRT 037K, K UT A ) — V(95D TEITIZLL, V2T )L —T LTI AL
720, REDAZ ) — VA= 100) A RS 720,

(2) AR
1) FIEBRICHITEA08E
TT=R:
TR
= 1 gZ RN T 120 IS DRI R H AR DVSIRE R
(mL) AL
VA=3=2 VN 3.1 RS

AH ) —)b 29 RRFET TN
7Eh=RJ/L 66 R IZWN

T X J)—)L (95) 31 RRVEIT 1T
7k 36 ROFETIZ<WN

TH =)L (99.5) 41 ROEITIZN

TITF ) T—T) 910 T2
7K 1000024 FEAETET RN
7V)arn=u L 52{y:
eyl
W 1 g2 &I ToOICET ORI R | HARIER T OB R
(mL)

7K 1024 _E30A7i ROETRT N

T ba—)L 1024 _E30Ai ROET R T N
VA=I=i VI WA 1000024 - FEAETET RN
T—7 )b 1000014 | (FEAEWET RN




RIVETT— L7~ )VERE KT -

i
W 1 gZ VRN T\ AR R AR O
(mL)
HERZ (100) 4 I RSERR
AH ) — )b 11 R0 T
7K 6000 D TEEITFIZ<WN
T /)—)L (95) 7000 RO TETF LT
VrF )T —T )b 1000024 1= FEAETET RN
2) BiEpHBIEICH T 5B MR E
YLD
(3) WiE
7T =R

AREIERHAI3% LA N DGAE N IR M2 RS20,
JVavr=y L2
WA RS2,
RILVETa— L7 VR KT -
DTPNIRIRIEERT,
@) ms (fER) . HR. BER
Y=
7TV =R :#K1240°C (5rfiF)
JVarvn=y L5Z1):193.2~194.5°C
RIVETB— L7 VIR KT : $9138°C (43 i)
(5) BRIBE BT
TFY=R:

pKa:b2ERE S EARBEIL N0 ET0, AKIIZEA L TRIT RN HITEL TR,

ZVarn=y LRBiY):

pKa (7RE2) :£911.53, pKa (FRHEZIL) 1£9-4.3
RILVET O—)L 7~ LR KT -

pKal:7.9, pKa2:9.2




(6) PECFRE

7T V=R
(n-A 75—V /KR)
= oy BRI
0.1 w/v% 5.4X%10%
1.0 w/v% 6.2 X 10?

J)avu=y LB{:

n-A 2% )—)v /K TOLEEE Log Pow:-0.99
AIVETa— L7 < VR KT -

n-A2 % )= /U BRFEETR (pHT.4) TOABARE (25°C) :2.6 (A 58£0.2)

(7) ZDHD E iR EE
TTV=R:
EJEHE [aly:102~+109° (0.25 g, Zmmsk/LA, 25 mL, 100 mm)
Javu=y LB
FEFEMEI T RS2,
AIVETa— L7 < VR KT -
ARERDAS ) —NARIE (1—100) 1THEEMEE RS20,

2. BB A DEZRERTICE TR ENM
(1) 7 TV=F: REARERUMEFE

. RS e .
R R B o " PR RE PRATHIM RS
F AR 25°C | 60%RH — - 1271 H HAEN
N T IVIR 4s
TR 40°C | 75%RH — 6771 7 JHFEN
PRERIE B AMEL, TR, &R AN ORI AT | AR PR R R R
(2) F)aEn=H LRILY: RERERUIEKER
. RIS e .
uitf\‘ﬁ {E']_ ; {fj:]';};*': % f%ﬁﬂ:/ ﬁ;ﬁ {%ﬁ/ﬂ;ﬁ FEﬁ =] %
EMMEFRER | 25°C | 60%RH — MEERVTT VRS | 4ghn ] | M
— ST IR
N ER 40°C 75%RH — (LRI AD) 67 A JRKE N
PRBRIE H MR, SR AR R A . ISR PR E AR
(3) RILETE—ILIILESE /KA REARER U MEGER
o RIS s .
uitf\‘ﬁ {E};ﬂ": {fj:]';};*': % f%ﬁﬂ:/ ﬁ;ﬁ {%ﬁ/ﬂ;ﬁ FEﬁ =] %
TR AT 7R 25°C | 60%RH — BBEERI=FL R | 604 H BN
R 40°C | 75%RH — JEBEER) mF L A8 67 H HIFEHN

AR H SMEL Koy, SR R E R




3. B DHERHAERE. EES
feRB Al BRE:
TTV=R:
HRIZ7T V=R L5,
sVare=y LhZ{bH:
IRIMBAL AT WVRITE T (ATRIE)
RIVETR— L7~ LI AT
H g RVETa— L7 < L igia K ) 12 k5,

JAES R L
TTV=R:
HRIZ7TY=Rcks,
sVaru=y LhBZ{tH:
Wik a~hr77 41—
RVETFO— VT VR AR -
H R IR VET a— L7 < LIt K i 1 12 L5,



Iv. ®#IcB3 5EE
1. i
(1) AR ORI

MR EENZ LD — & B O IR PIEZESNOWATT Y — VAT,

(2) HENDHNER TR

L — XN 7T 47

e

1200 A

S8

|

&

N
| A

PEIR

AFNONEYE A EORRETK Thd,

(3) #EAIa—F
LR

(4) HEDY1E

HhEoy (77 V=R, ZVav =0y A8bY) K O VET 0 — L7 <~ VIR K FnW)) & 2 LR 1 241%
RO A P CRAB S 7R E IS E TR S L TUD,

(5) T D1t
BALIYAND

2. BE| DAL

(1) B (BHERS) DEER VT

L — XN 7T 4 7®

W 7e 4

| 1200 A

R

1EIVE R & (EEE)
77V =F160 ug
JVavr=r LAEL#9.0 pg
ZVava=yLELTT.2 ug)

T )L T < VIR K FI5.0 pg
(RIVETE— /L7 < LS L T4.8 ng)

Al ZANERL T (1,2-F AT T aA )b-sp-27 Va3 R AR R O L LoD A
KFIBRED) | 1,1,1,2-T o7 v A no iy
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2 EREFORE
L7

(3) &=
ALV

3. RTBEMEDHRRUVES
BAAVAD

4. il
BAAVAD

5. BEAT DRI D HHRHMY
£ RBE LRAT S RO S DRI T L CARITR L) TS,
77 =R RO THY

AR EES
160,17-[(1RS)-butylidenebis(oxy)]-21-hydroxypregna-1,4-diene-3,11,20-trione é\ﬁkxﬁ%
53R E R
11B-hydroxy-3,17-dioxoandrost-1,4-diene-16-yl butanoate 53 FRAE )
211C6iotd,l7(>L—[(lRS)—butyhdenebls(oxy)]—1 1B-hydroxy-3-oxoandrosta-1,4-dien-17-carboxylic A
7zt n=0 LB Y RO
EALD GES
2-Cyclopentyl-2-hydroxy-2-phenylacetic acid éﬁkﬁ%@‘%
SRR

HRIVETT— L7 VBRSO AR i)

AR H ok
1-(3-Amino-4-hydroxyphenyl)-2-[[2-(4-methoxyphenyl)-1-methylethyl]amino]ethanol AR %%
o3 BRAE A
N-[2-Hydroxy-5-[1-[[2-hydroxy-5-[ 1-hydroxy-2-[[2-(4-methoxyphenyl)-1-methylethyl] A AR
aminoethyl]phenyl]amino]-2-[[2-(4-methoxyphenyl)-1-methylethyl]amino]ethyl] S RA R
phenyl]formamide
(2RS)-1-(4-Methoxyphenyl)propan-2-amine e % "
SRR
N-(5-Formyl-2-hydroxyphenyl)formamide P %%
oy FRAE R
N-{3-bromo-2-hydroxy-5-[(1R)-1-hydroxy-2-{[(2R)-1-(4-methoxyphenyl)propan-2- 5
yl]imino}ethyl];/henyl}; for[r(narr)lide (};nd eillanti{([)iner)) ( e IR
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6. HFIDFTREEHTICEITIREM

() EEETOREHE
56 N :

) PRAFSRA
K5 ZHE 4 W
Bk oy o RAFIEA PRAT IR RS
R38R 25°C | 60%RH LR 364 H JHFEN _
(BLIEFIAD) 61 AR TRV ET
TN ER 40°C | 75%RH o 67 A — L7 )Vt kD
IV R I e
ORI R DI I L7,
RERTEH MEIR 1B S0 E &, ofRARY . Koy, EiEES M, 2550 FHkLEE
1209% A :
3 PRAFSRA
2k ZHE E i
B i o PRAIFIER PRATHAR S
R 35R 25°C | 60%RH L s 364 H JHFEN _
(BLIEFIAD) 61 A TRV ET
TN ER 40°C | 75%RH o 67 A — L7 )Vt kD
FIVT R E N s
ORI R DI I L7,
RERTEH MR 1B S0 E &, AR, Koy, LiEES M, 25501 FHkLEE
QR EaEMRYHLIRETOREH
PRATSRAF e .
*ﬁﬁg {EE {E&F 1%@?1:/ e f%ﬁ/ﬂ;ﬁ fH) REES
560 A TIREIND 63 BN
25°C | 75%RH B L7k RE
120% A s & AL 3 H HikgM

FRBRIE H MEIR, 1 U720 D& &, SRR K Gy kR M 22K SRR

7. REERVBREDNR

BNV

1%

8. thFILDEE S XL (MEILFHEIL)

BNV

9. 5™
BAIPAND
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10. Bez- 8%

(1) FENRLELGRSF -AE. NENRRLGASR - SEICHAT HIER
Fefli HOW AL 2L U T T 5% 1%, W AMEFERIE (B2 228 H) & SO AT AFH T4,
1200 ABANIAFHC2ETIZ L,
T Faz—L—2 MBI AL,
W ANHEf AR, Peid 7RI TXIL 2. 2O B &k OIES IR,

(2) 8%
(EL—XRKJIF7RRT4T 560K A)
IAR 1A (7 V8 EEHIAD) x1]
(EL—XM)IF7ORT«7 120K A)
IA [IA (7R, HERAIAD) 1]

(3) e

LN
(4) BEROME
RIS i ME
HEAL T r—4— R)TaeLy RVTFLoTLTHL—h AT LA
iy TNAI=T A
TIF aT—H— R)7aeL
Fyv /S AN A=l P

B (RSB BB D4R 1%, [XIIL 2. ZOfh o B kL OIES R,
BEFEIZ DWW T, HIXZEIR2 > THEELZD  REBIT =0 ki Uianz b, 5 BIRIRIZIDED S
T BRIEALH IR I CHED 2 &

1. Bl SN SEMEE
HEFLCT LT D720 0MBhE I 7y a iR —4— 1 2 HEL TD,
HE: [T oy atR—— IIARKIEHTHY, EHELTITR,
ke MR

12. T Dth
M ER L
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V. aRICEISIRE

1. HEER [TEh R
BHEAEMMAER (BHEREX X, MSE OFEEKOERE (RAXTOCRE., REFFHEAERAR
) UFI R REFREERMERABRIHF DG AN RBELISE)

<fifan >
W SE NS i BIE O B A A L O E A D COPD B & %f S L L= AFK| O FE IR BER (PT010006 :
KRONOSFRER) (23T, AAIDCOPDIZK T DHERFEIEE L CORMEDFERS IV, B2 2R
i B THDHH 12~ 24 OF DO 5-RINF 7FEVIZ W T, RANIXTREECHLT 7V =K /FLE7 1
— VT = VIR KR DB AW AR (75 Y =K /AT 1—/LMDI) | W NV at’ n =7 A& b
[RNET = VT2 VIR T DB ERAH] (E_RAEPZ T m 27470 PUT | EARAE) SHLT
TNENMEHFIINCH B EL R U, ZOREEND KEIER 5L DMBEREOUEITIZT 7 V=R
L7 Vavu =y ARALMRENENTF G L CNDIEDIRENTZ, EHIT, ARIFEICIS T A 3 E
FEDOCOPDHE T, B A_RAEFEE s U TR, AAIDCOPDHE X D8 RICT 7V =R F 5L
TS ZED RSz,

2. MEE X IZHRICEET HFE
5 MEEXIIHRICEET IR
5.1 AREN T PAZEVE TR B OSER ORI B BRI WD &, AFNT P ZEME iR oD H R 2
BIFHR %ﬂ;ﬁ/’*fé%ﬁ FELTHE R 92341 Tl
5.2 AANTRE I B B L LT 3EAI Tl es | KU I BIEHE O H i3 fE A L2 0n
Zk,
<R >
5.1 AANZCOPDIZxI T2 EHIEHIKL L Tl H 32341 CThHY | BIERFIC BT A2 AR Z HrvEL
T T 2HANTIEA W2 e HaR E LT-, COPDIEER:Z I 122 HE R ICEAL Tk, HART
A HEESZ RO Z | BEOWRBIIS U@ YR Rm a2 8,
5.2 AENTRE M BIRFRIEE L RGBS QRN I EMBERE LTz, AR ORE X B BF Tk
AN « 2 BVEIZ O WD IR S IL TR,

3. RiZRUAE

(1) RERUVHAEDMFHR
WAL HERRA (77 Y =RELT320 pg, ZVatn=u L& L Tl44 pg, FLVETR—/LT <
JVEBHE L1 C9.6 ng) A1 H 2[RI A$E 5975,
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(2) RZERUVAEDHRERE RN

NITYFORAEHRTE
HHAEE D BLE (D COPD FRE Je ONBAE ) S H 45 JiE D FRfg s Bk N\ B &t S & LT iR R I5ABR 12
X0, BH B O T FY =R /HRLET a— L MDIOCOPD R H A % R L U= B IHRER THiar+ 575
V=RO A &, 320 pg 1 H2RID G CThHZEN RSN,
(TV.5.(3) ARSISRZERBR . [V. 5. (4) 1) A 2PERGERER | OIS IR)

2)7)aEA= D LRIEMRUVERREDHEHKTE
AHF|OCOPDIEHEICB T D7) at u=0y ARt O A &EIT, E XA OBKER 70750 —BL
LCaHiiL7z, ZVat =0 A8t o HEiX, RO E&REZFXR AR (ZVarn=0AMDI: A
Bk sy LTV at n =0 ARAL A L2 b2 RE RFIEFUALTT OW AT S A A% ) O
B RGZ T LT3R, I N R AL O H B RIS TEE R ET U723 BROFE RISV TR EL T,
7237 Varu =0 AMDIK ' N2 O H & SPEA T 28R I3 T U CRHE L OV L7z,
FRLEZVare=7 AMDIK ' RAE DB R OGO T — 2 & a3 58, ZVarn
=7 114.4 pg 1 A 2[A1H% 5-03ARE] o 8 RAE O FEIFHGER CSOICHat3 <& G- HELL Tl
EEZONT,
F/-, AETE—/LMDI, ZVat = AMDI NZE RAEDEZBHREBR DT — 252 R 5T 5E,
ERAE O FNHHRBR CREFTT REELA A EL CORE &I, 14.4/9.6 pg (ZVava=0L/x/L
BT a—/L 7V 1 2 G0 bt & 2 bz,
(Tv. 5. (3) HEBUGERZEHER | OIS M)

) RILVETA—ILITILERE KM D AEHE
COPDHE MG LLIZARNET 10—/ L7 < /LB K o & B HE X AR (RLETo—/L
MDI: B3Ik EL TRV ET B— L7 < VIRIEK i 2 L 7e 2 & & FrE | AFIERICAL ST OW A
T RA AL ) OB OFE R, AH L O _RAEOHNHRER CTHREHTHpH/vETa—17
~ VIR K Fn o i R, AT o — L7 < UERHE AL C9.6 pg 1 H2[EH% G- 03 it &5 2.6
7,
(Tv. 5. (3) HEPUSERZEHER | OIS )

4) EL—XM)DAEREEE T H5RMHEBRDOERN
HEEE ) S H BRE O H AR K OSME A DOCOPD BB % % 5 & U7 AR HKI O S5 TR [E BR 3L RIRRBR & LT
KRONOSFER AN FE S 7, [FaBR ClIAA DO Mk HEE L T320/14.4/9.6 ug (77 Y =K/ J=r’
0= A/ RVETa— )L 7 < VRN 1 H 2B GBS T, SRS L T AR E RIS &
DEI B/ THT TV =R/FNVETR—/LMDIH O NIE SR % #5958, I ONZCOPD
DORBHBICT AL T — Y —EantT—"2 R 53O 2R E LT, &5 HRIT24 M ThoTz,
LRBRIZ BT DA MR OV BPEORE RIS E | AHA1320/14.4/9.6 pg 1 H2[EIF G- OERIRAA H
PEDSRENTZ,
5|2, KRONOSHER D fkfse sl ik & L C S 6 X A172PT01000754 5% & O'PTO10008 557 12 35U CTARK]
DR G REOLRVEDHER ST, ARMEFHIIC IV TH ARA D2 SR8 5 W [ 28 LTk
BT HZENHER I,
(TV.5.(4) 1) HRWERGERER | & NV, 5 (4) 2) Z2aMEakER ) 0TS HR)
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4. BERUVRAEICEET HEE

7. BERUVREICEEET HEE
AFNE1 2B, CELHEFRICRERRICRATHTE,

<SR >
AFZCOPDY ifﬁ“éﬁﬁ;ﬁ“gfii&bfﬁﬁﬁﬁ‘éiﬁlfﬁw COPDDIEAR DR + T 2 S NP A i

DHEFFZ D T20ITIE, FER DR EETH A A BANELE 322N EE THLIENLRELT,

Fio, KAl Ff@fﬁﬁﬁ 28D REIRSCE AL TR (RICE D7 E O EERRIER N BT 5
fERRIEN DD, Z DT | BFITHTED AL HE&EZ B PS50 IR E LT,
(TVIIL 5. EERFEARMERLZ OB 8.6 KON VIIL 10. i & 5| DTEZR )

5. BRER AR

(1) BRERT—%/8\vr—o
B — XN IR 7 — 2 o e —

COPDEEZ s —
g ELt= BGF (BD/GP/FF) RN ERELEAER 24;BEM#% 558k PT010006
EAlLEERE
BGFR A5 HER S2;EM %5 HER: S2ERIE S HER:
PT010008 (PT010006M PT010007 (PT010006®
HEBRYPHEET) HBREMESD)
[* Grr (ar/er) BMILIAER SR 208 5B !
1 PT003006* . PT003007* 1
1 1
] | 20:BRA 5 B - PT003014" /
e g S g e g g g s’
ﬂcﬁolfbﬁj% . (eommmeEg T BFF (BD/FF) FAS &% EHER )
SE1/IFEEAER \
(crrmEmEsten
PT0031002 | | PT003003 | | PT003004 | | PTO03005
Gpﬁﬁljﬁﬁggﬁﬁéitﬁﬁ| PT0010801| | PT001002 | | PT001003 |
FRESHIFIEAREER | PTo0s0s01 | | PTO0S003
I
HRELE: ~  S=S===========S=S==S==S===ST=S========= 3
SFIEER I BGF&R £ 14/PKEHER 1

1
: | PT010001*** | | PT010002 *** | PT010011*** | PT010018 | 1
\ 4

————————————————————————————————————————————————————————

BD: 7 FY=K,BFF: I TY=F/RILETA—IILIZILEHE. BGF: DTV =F/J)aEQ=" L/RILVETA—ILITILERIE. COPD: {@MEAZE MK E.
FF RILETFA—ILIILERE. GFF: 4 )aEA=ry L//RILVETO—)LITILESE. GP: FaEn=ry 4 PK. EWEIHE

*:GFF MDI [FBATIEREARTHDI LMD, PT010006 iXEE THEBEFEL TR E LI-GFF MDI BN % L 1E# 5Tl 9% B #TPT003006 $X5&. PT003007
HERRUPT003014 SKERESE B ML=,
> ImREEFERMREL
o REREAERRELE,

-16 -




1 & 44

waEs | mrrr | o
A ] FEED | BT A PSES FE - R, 5 IR
BEEERR A2 G E LT 56 1TAHRER
%148 | PT010003 et | B AAAN BGF MDI 160/14.4/9.6 pg BID
bS EERE f&EER% A | BGF MDI 320/14.4/9.6 ug BID
“HEM 20 151 7Z+ 7R MDI BID
A=)y ol | 7H:®
AL —N—
7Varn=0.. MDI O &EEIRO7-H D 1/11 #H7ER
% 1/ |PT0010801 | A#hE | ZhaxdeE | #ENS | GPMDI 18 pg
GUE pNES EERE HEED | GP MDI 36 pg
%5 14H “HEHEM COPD ## | GP MDI 72 ug
TRk | 334 GP MDI 144 pg
ES ol 777K MDI
I AL —N— FA et 2 DPI 18 pgb
a5
% PT001002 B | S ek LA HAEE7 S | GP MDI 4.6 pug BID
BIAE | OKE HEAE AL FRED GP MDI 9 pg BID
“HEM COPD 3 | GP MDI 18 pg BID
T TRARR | 103 41 GP MDI 36 ug BID
LA ~7'Z%&7R MDI BID
JBAF—/N— A7 7 ae’ A MDI 34 ug QID®
7 H
#%H | PT001003 BoE | 2 sk L HAEAS | GP MDI 0.6 pg BID
BILFR | kE EE2E HRED GP MDI 1.2 pg BID
“HEMR COPD ## | GP MDI 2.4 ug BID
TR | 140 4 GP MDI 4.6 pg BID
ES ol GP MDI 9 ug BID
JRAG— GP MDI 18 pg BID
~7'Z-+t%7R MDI BID
FA a7 DPI 18 pg QDY
14 H
#%H | PT001004 BoE | S sk AL HEEE)SD | GP MDI 7.2 pg BID
FIAH | AR EERE HERED GP MDI 14.4 ug BID
_HEMR HAA GP MDI 28.8 ug BID
7T/ AR%E | COPD 3 | 7*7 &7 MDI BID
JaAF—— | 66 il 7 H
R/VET E—/L MDI O H E3R O O /11 FH R
% 1/ |PT0050801 | HzhiE | ZhEsk L HEEED D | FF MDI 2.4 pg
GIE: F—ARTZVT EERb FEIED FF MDI 4.8 pg
FIMH | KM P=a— “HER COPD % | FF MDI 9.6 pg
—JUK TRk | 34 1 7' 7&K MDI
ESE SO FF DPI 12 pg®
JUaAA—/3— Ha$ 5
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B E R (L)

| T | xmAw | smr | A it i 55000
R/VET E—/L MDI O &IEIRO7=H DO VIR
% PT005003 BoE | Z sk ILlE HEESEND | FF MDI 7.2 pg
B | KE HEAE AL FEIED FF MDI 9.6 pg
“HEM COPD 3 | FF MDI 19.2 pg
TR |50 7&K MDI
FEHE R FF DPI 12 pg®
IR — /R — FF DPI 24 pgP
a5
77 =K MDI O ] EEIRDTH DH 11 AR
% | PT008001 B | ZhEskEER | #YEND | BD MDI 40 pg BID
HILFR | KkE AR 2L HERED | BD MDI 80 ug BID
_HEM Fefgeiing | BD MDI 160 pg BID
TR | BEE BD MDI 320 pgBID
JuAA—N— | 147 ~'Z%7R MDI BID
4 3

77V =R/3)VET 1—/L MDI O BEIRO7-0 05 1ATRER

% H PT009001 B | Zhaak LA H&E5E7) 5 | BFF MDI 80/9.6 pg BID
IR | KkE /R FAED BFF MDI 160/9.6 ug BID
“HER COPD ## | BFF MDI 320/9.6 ug BID
JaAg—s3— | 180 4 BD MDI 320 pg BID
FF MDI 9.6 ug BID
28 H
ZVarn =L/ LETa— L MDI O &EIRIRO =008 11 AHRR
% PT0031002¢ | Azhi: | ZhEaxILIE HEEE S | GFF MDI 36/9.6 pug BID
B |4 — AT HE/E2b X EAED | GFF MDI 72/9.6 pg BID
T ma— CHEM COPD % | FF MDI 7.2 pg BID
—F R KW TT7eR% | | ,S—=h A | FF MDI 9.6 ug BID
KE FEH R A7t 681 | GP MDI 36 pg BID
JaArA—/N— | )S—hB | 7*Z&AR MDI BID
4%t 5041 | FF DPI 12 pg BIDP
FA a7 DPI 18 pug QDY
7 H
% PT003003 TN | S sk L HIZESE) D | GFF MDI 36/9.6 ug BID
B |4 — AT AR 2L FHIED FF MDI 9.6 ug BID
T ma— _HEM COPD #4% | GP MDI 36 pg BID
—F R KO E Soicy 237 5l FF DPI 12 pg BID®
KIE AT HER 14 H
% PT003004 Bt | ek LA HEE5E D | GFF MDI 9/9.6 ug BID
%A | KE HEERE HIED GFF MDI 18/9.6 pg BID
—HEHEM COPD ## | GFF MDI 36/7.2 ug BID
JaAG—3— | 185 {4 GFF MDI 36/9.6 ug BID
FF MDI 9.6 ug BID
GP MDI 36 pg BID
7 H
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B E R (L)

A& &, 350

GFF MDI 1.2/9.6 pg BID
GFF MDI 2.4/9.6 pg BID
GFF MDI 4.6/9.6 pg BID
GFF MDI 9/9.6 pug BID

e @ifﬁ T | ’BE | W
ZVara=rL/3/LET—/L MDI O H EEZIRDO 729 D% 11 AHRER
% PT003005 Ao | S sk LA HEERED D
BILFE | KE HEAE AL FIED

—HEM COPD ¥
E Sodic 159 131
THAAF —/N—

GFF MDI 18/9.6 ug BID

FF MDI 9.6 pg BID

GP MDI 18 pg BID

F-Z# e’ 2 DPI 18 pg QDP
7H

EL — XN DA B K O 2% il 5720 O 5 TR
%5 111 8 | PT010006 BoE | sk AL HEEE) S | BGF MDI 320/14.4/9.6 ug BID
(KRONOS A AL R&HEIED | GFF MDI 14.4/9.6 ug BID
) “HEM COPD % | BFF MDI 320/9.6 ug BID
HAZE T ES Sayit 1899 1] (A | A =2—h ¢ TBH 400/12 pg® BID®
4% A ATHER] ANBE (2438
416 Bl &
r)
%5 11148 | PT010007 FH#I 5 | Z sk IL[E H&ESE S | BGF MDI 320/14.4/9.6 pg BID
A A R D% 4 | IEAE AL X EJED | GFF MDI 14.4/9.6 pug BID
P EHEM HAN BFF MDI 320/9.6 pg BID
FEFE T R COPD 3 | & AE'=—} 4 TBH 400/12 pg® BIDP
A ATHER] 416 31 52 i
(PT010006 DA ER I ] &5 1)
%5 11145 | PT010008 FH#I 5 | Z sk IL[E H&ESE S | BGF MDI 320/14.4/9.6 pg BID
P NES| R D2 4 | IEAE AL X EJED | GFF MDI 14.4/9.6 pug BID
e “EEM COPD f£% | BFF MDI 320/9.6 ug BID
A ATHERH] 456 52 i

(PT010006 D FRERIAR 2 & 1)

BD: 75 V=N, FE:ARLET 0 — /L7~ LERE KR, GP: 7Vt n= AL

BFF: 75 V=R /HR)VET0— L7 < VR K . GFF: 7V ar u=r LBkl /75)VET 10— L7~ )Ll K
BGF: 7 7V =R/ZVavu=y A&/ FVETa— V7~ VIR K FI

BFF MDI, GFF MDI, BGF MDI, GP MDI, FF MDI, /77 a7 MDI, v At=—h, 774K MDI X 1 [HH720 2 R ATT, Liz
MRoTHERBRIZBITS 1 | ABHTVOT ARIT,

BID:1 H 2[m#%5, QD:1 B 1 [H#% 45, QID:1 H 4 [A[# 5

MDI: & R 20 K, DPI: RLE KW A, TBH: Turbuhaler

COPD : 181 PR ZE M it S5
a5 1 B AOHEBEHR L b: EER, c:7Vae =0 AR UHR/VET B—/L ORI OV TO R E DT Ol
d: 7TV =R/BNETa— LT VR KO, e: delivered dose (W AZRD L HH S LD AN ) D 320/9 pg (2H4 775,

PT0010801 7&B&. PT001002 7%, PT001003 #&B#. PT0031002 3%k, PT003003
vr=y AR OB BICE S AEREAHV LN (ZVata=r A8 0.6, 1.2, 2.4, 4.6,9, 18,36, 72 KN 144 pg

SR RN L7220,

R, PT003004 557 & OY PT003005 iR ik, V=

EENERYIE = A0 048, 0.96, 1.92, 3.68. 7.2, 14.4, 28.8. 57.6 L O} 115.2 pg 1Y),
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SEEH

| T mae | wREA | e R AR, B 0T
EL— XN A ST TR
% 148 | PT010011 FEENRE | Bl f@EER . | BGF MDI 320/28.8/9.6 pg
KIEH /R L 56 13l EAGIES So3
HEEMH
IR —N—
%148 | PT010001 SEENRE | BftRR R A\ | BGF MDI 80/14.4/9.6 ug
KE A AL 84 14 BGF MDI 160/14.4/9.6 pg
HEEM BGF MDI 320/14.4/9.6 pg
ES Sais GFF MDI 14.4/9.6 ug
IR R v AE=m—h 2 MDI 160/9 pgb
A= —] @ MDI 320/9 pgb
HRIE G
%148 | PT010002 FEMENRE | BLJER fdHeR A | BGF MDI 320/14.4/9.6 pg
KE BEER AL 72 151 BFF MDI 320/9.6 pug
“HEHEM v AE=—h @ TBH 400/12 pgh ©
eSSt EAIER o3
JUAT—R—
%148 | PT010018 SEENRE | B ftRR HEESE) 5 | BGF MDI 320/14.4/9.6 pg BID
KIE HEM FRED 7HA4
COPD 4
30 1
EANAEZ G e TR
%148 | PT003009 etk | BiEak fEE A\ | GFF MDI 14.4/9.6 ug
KE (QT/QTc | fEEz 1k 69 il GFF MDI 115.2/38.4 ug
FHE | CEER GP MDI 115.2 pg
5 TR 7Z+%7R MDI
JOAF—/N— X 7aFY 400 mg> e
HE#E G
%148 | PT003010 SEENRE | BftRR HAAN GFF MDI 14.4/9.6 ug
K[ A AL fdEER A | GFF MDI 28.8/9.6 ug
“HEM 24 451 GP MDI 14.4 pg
JBATF R — GP MDI 28.8 g
HE& G
ENRAE OGN VL ENEE TG 572D O 1 FHRER
%5 111 /8 | PT003006 B | sk LA HEE5E D | GFF MDI 14.4/9.6 ug BID
(PINNACLE1 HEAEA AL X HEJED | FF MDI 9.6 pg BID
) _HEMR COPD ## | GP MDI 14.4 ug BID
F—=ArFY T 7RARRR | 2103 4 777K MDI BID
T, =ma—Y FEH R F4 ka7 A DPI 18 ug QDP
— TR R A ATHER] 24 i
KIE
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SEEH (i)

| T mae | wREA | e R R $ 5
EANRAE OGN OV ENEE R 572D O T FHRER
%5 11148 | PT003007 B | sk ILlE HR&ESE S | GFF MDI 14.4/9.6 pug BID
(PINNACLE2 EAEAAL IXHEJED | FF MDI 9.6 pg BID
HER) _HEM COPD ## | GP MDI 14.4 ug BID
KE TTRRRE | 1615 5 777" MDI BID
A ATHER] 24 i
%5 1118 | PT003014 B | SRk LA FRAESE S | GFF MDI 14.4/9.6 ug BID
(PINNACLE4 HEAEAAL X ESED | FF MDI 9.6 pg BID
) THEM COPD ## | GP MDI 14.4 ug BID
AARZETe T TR 1756 65l (H | 7774 MDI BID
117 A ATHERH] ANEE |24
150 515
r)

FF:ARVET m— VT < )VBRME KT GP: 7 ) At n =0 LZ&AtY)

BFF: 77 YV =K/H/NVET 00— L7~ UBHKfY ., GFF: 7 Vav =y AR LY/ FRVET a— L7~ Vg K

BGF:7 7Y =R/7Vava=y A8 M)/ mVETm— L7 < VIR KT

BFF MDI, GFF MDI, BGF MDI. GP MDI, FF MDI, At =—h, 7 Z48 MDLIE 1 [Bl5H720 2 R AITH, LIc3> CTHERBRIZEITS
1 M ABHTD DR A GIL, SR EDOF55 L5,

BID:1 A 2 [E#%5-, QD:1 H 1 [E[#& 5

MDI: & #ME Z AR AF, TBH: Turbuhaler

COPD : 184 P ZE M it i

a: 7T Y =R/ BT T B LT VR KFI) . b FEE R, c:deliverd dose (AR HSILAIEAFIE) D 320/9 pg (HM T2,
d: %5 1 HAORHEE G e: BGExt

1E) RANDENTORBAR

THRE S I3 2h e IR PEPASEME IR B (IBIERVE X4, HEIE) OFEIER O (MAAT A RAl, EREERER A=
Vo5l B ON R R VR TR A BRI 00 (A 728 4 3272355

FER OB G@EE . AT, HERBA (75 Y=FELT320 ug, 7Vt o= AL LCl4.4 ng, RLETR—/LT <)L
FRHEELC9.6 ng) &1 H 2[Rk A$ 532,

#) 77 V=K MDI, ZVYare=y2. MDI, &/VET7TE—/L MDI, 77 YV=K/7Vavu=yL/kLETr—/L MDI
80/14.4/9.6 KO 160/14.4/9.6 g, 77 Y =K /HNETm—/L MDI, ZVare=yL/R/LETE—/L MDI 1.2/9.6 ug.
2.4/9.6 pg. 9/9.6 pg. 28.8/9.6 ug. 36/9.6 pg ¥ 72/9.6 png, > A’ —hk MDIIEEN AR AT,

1) AR T STV AL ET —/L DPLIZE R AR,
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(2) BRIR A BR
1) EL—XMY: SEIfHE A - RE1% 55488 (PTO10003548%) 72"

A A NERER N 20011256t G & LT BB 2 (b BB M7 1A FRUH Sl 29 7 o 24— N — 3l
TOAK, 7FV=R/7)ara=rh/FRETa—/LMDI 160/14.4/9.6 pg X% 75 RMDI4 Hi[H]
5} O B 2007 B B RAEHR G- LT & 0@ Mk R B A RE LTz,

TRBRIE L B S LI ST A T, RAIE2/1561] (13.3%) (IRAVY AMSE) | 77 Y =R/Z7)
A m=rL/3/LET 1—/LMDI 160/14.4/9.6 pghf1/164 (6.3%) (77 # M ANRK) k77 ARMDI
FEL/8H1 (12.5%) (S IRIE . BiYR) Cdholz, JEL | EERAEFLOME TR WITho 5HEIC
BOTH, R, OB L OASA A A TR EERME R D B -~T,

) 77V =R/Z)atn=ry A /RVET 1—/LMDI 160/14.4/9.6 gl [E AR &R,

2) ERXE B\ FIHE AR 5 QT/QTca M5 (PT003009:458) (MMEADT—%5)8)-52
R AR 696512 % G2 L UT- AR A A BB M7 7 Rk RS 7 o A4 — R —3 B¢, B2y, 7Y
ar’'r=yLA/FRVETE—/LMDI 115.2/38.4 pg, ZVar'a=7AMDI 115.2 pghk 77 &RMDI% B
[EI#E WA G LT L& DD MLE RO B RF LT, ek BHEREL THFEEROEFT 7R
FH 400 mgZ AR O 5 LT,
ERZEHE K NV at n =0 AMDIFECIL, 5% 2D AAQTCl (H8RE A IEL7QT IR
(QTcl) DR—=RFTA L EDFEDT T HREDFE) DI0%FHE X D L [RIT A CTORE TS msec A T
HY, ZOMITIELME~—T 2 ELT210 msec Kb ThoTz, ZVavrn=yL/K/LET 2 —/LMDI
115.2/38.4 pghETl, —HBOSHEEMAS msecE X Tz, LdL, 90%[FHE X O EIRIZWT 1
10 msec ATl THV, QT/QTeatliakER Dk RIL etk Th -7z,
TRBRER LR SR B D LRI S - E R I1T, E_AERE3/66H (4.5%) . ZVat o= L/ FRLVET
T —/LMDI 115.2/38.4 pght4/66%1 (6.1%) . 7' V=t n=r7 AMDIEE2/66%1 (3.0%) . 77 &ARMDIRE
4/63151] (6.3%) K ONVEFT 7Y U REA6TH (6.0%) (BT, W OTRERIEEE G-RF 238\ T
b TR OEERAEEZORE T, BIRBRAM L O ASA 2N AN AR EZEII A
Nighhot=,

) ZVava=y AMDIK N Var o=y A/FR/E7a—/LMDI 115.2/38.4 pglEEN A A,

-22-



(3) HERIRRAR
1) TFY=KR:EB5 R EAFE B ER (PTO08001:ER) (SMEADT—4)9) %)

HE S H S E O Rifse il i B EE 147612 3t B L L= S LR AL B M7 7 2R XS
FAI R 227 ay s raAt — R —i Bk T, 77 Y =RKMDI 320, 160, 80 % U0 ugs 1 H2[A, 41
B G- LT 2O HIE R NV RVECOWT, 7 F1ARMDI 1 H 281 G- LUz,
FEFIHE B THHEE529 0 BIZBIT W OELHION ZFEV DX =27 A )nbD B &I, W
FTHOMHEDT T Y =FMDIFIZB W TH 7 I ERMDIRE L LB L T, A E R INRRD b
[320 pght: 114 mL (p<0.0001) . 160 pughf: 115 mL (p<0.0001) . 80 ught:83 mL (p=0.0039) . 40 pught:
85 mL (p=0.0029) ],
BB LB S S W SN - FEF LT, 77 Y =FMDI 320 pghf. 160 pught, 80 ught. 40 pght &
O 7B RMDIEE CEIZH3/12481] (2.4%) . 3/13261] (2.3%) . 0/6441, 0/6341] 2 1%4/127451 (3.1%) (2
BT, SECHIOWE L/ o7, EERAFHGILT 7Y =FMDI 80 ngfflZ KX 161 (1.6%)
DFEBLUT228  TRBRFE L B L LIS AL, BRIRIR A, /S A2 P A2 DR K OB KT LI
IR S0 &R T O TR D o7z,

1) 7' 7Y =R MDILE N ARG,
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2) J)aEn=r) LB EAEIHEER (PT0010025E58) (SAEIADT—4) 1034
HEERED D HE D COPDIEE 1031 2 G & U 7= % ik 3 [ MEAE 2 (b B B 77 & J QN2 3E5%t
ORI ERT ay s /aAA — =3 ERC, ZVatn=7 AR{LYMDI 4.6, 9, 18 XiX36 ng#1
H2lal, 7H M5 U= L&D INE K N2 EMEIZHOWT, 7T 8ARMDI 1 H2E# 5 XIESEHROA
TZhae Ty AW AHI34 pg 1 H 4[E %G L iRET L=,
THERHIIE H THHR—AT A Ll L= 857 H HDOFEV,; AUConlE, WThoHEDZ7Vat'n
=0 ARALHMDIFEIZ B\ TH T B ARMDIREE LB L T, SEFHFEIIICAE B T, o, BRIICE %
DIHHFEV) AUCoaDH MG HivTz, mITTAEMIZIIF HFEV AUCo.2D 77 ZARMDIREE DFF
ML, ZVavn= AR LHMDI 36 pght. 18 pght. 9 pght K& V4.6 pgltOZ M2 T155 mL,
174 mL, 121 mL&X TM91 mLTHY | A7 T habe' LR AFIFEE 77 2ARMDIREE OFER 7212142 mL
ThHo7 (Wb p<0.0001)
WO EOZVar =y ARALYMDIFHIB W ThA 7 T hae s A AFIBEE LB L C, #6557
H BICBITORE SILRERIIH R ERINCIEL ETHDHZ LN fERSIZ, FEV) AUCo.120 477
2’y AR AFIFELEORERZE (95%FHEIX M) (X, ZVar =0 AR LYIMDI 36 pght. 18 pght, 9 ug
BN 4.6 ught CENZ4113 mL (-42,67 mL) | 32 mL (-23,87 mL) , -21 mL (-77, 34 mL) & 0’50 mL
(-7,106 mL) ThH-o7=, 728, IELERAEIZBITHIEL M~ — 13100 mLELTZ,
TRBRIR L BB SEI S A E LI, 2 YA e =0 AE{LYIMDI 36 ughf, 18 ught, 9 nghf,
4.6 pghf, 77 BARMDIHE &K OA 7 Z e’y LR AFIEETEALEN3/4961 (6.1%) | 4/49%1 (8.2%)
7/49%1 (14.3%) . 6/45151] (13.3%) . 3/48f51 (6.3%) K T7/481 (14.6%) \ZFEBIL T, HLHAYFEBLAH L 7
ST IRBREEL B DY S S EF UL, AN [ZE 6] (2.0%) | 261 (4.1%) . 4
B (8.2%) . 4% (8.9%) . 16 (2.1%) L U341 (6.3%) | L OMZWK [Z 24161 (2.0%) | 261 (4.1%) . 1
B (2.0%) . 051, Of3l Je UR2431] (4.2%) | TdhoTo, DNFLRAFRE, WT MO A EFZRORBLUZONT
b, BRI E 2D IR O ZITBO DN d o T, ST HFOHREIZ 2T, BRI EES
IZ7 V=7 A8(LYIMDI 4.6 pghtl 18 M PASEMERTE B 1E] (2.2%) LM 7 Z by A AFI#E
(ZREBER AR MARSE 161 (2.1%) 23RBLLTZ2N e L BE N H L EBE LA FRFRITROON T
RIRAAE ., NAZN AL R OLERDOR—RATA U NEDOEAIZ DT, TR I CE B 1358
HHINIRoT,

1) 7V=tm =0 AR LMD E N AR KGR,

_24 -



3) RILETE—)L B EIFE/RTEASEIFE A ER (PT005080154E8) (SAEADT—5) 1039
HEESED D HAE DCOPDIEE 3451 2 5t G L LT= 2 itk Je R MEVE 2 (b —H E M7 18 K OIS IR
52— R —FBR T, 3HEDR/LET T —/LMDI 2.4 pg. 4.8 ug M 1089.6 ngZ Hila# 5. L7-Lx
DRE ZIERER 2772 AMDIX I FEE R OFB/VET2—/LDPI 12 ug a5 7 2L O Hifa# 5
LR LT,
A3 D EEZHMIE H THHFEV) AUCo.120%, 77 B ARMDIFEE Lhi L C, #EH ZZ08 RV ETr—/L
MDI 2.4 pgffT81.5 mL, 4.8 pgffT103.4 mL}&% 109.6 pghfT175.9 mLTHY, WD H &EDOFR/LE
T 11— /LMDIFHIZ BV THRRH IS BRI RO b (W 1bp<0.001) , A/VETE—/L
MDI 9.6 pg#tid, /VE7T 11—/ /LDPIFEE HLEZL T, FEV| DR —Z7A U NHOEEIZB VT, Wi
DOFAM R S CHFRANRR T LIS M~ — 0100 mLIZHEE SO TRRHEMICIEL M TH DT LR
Ehic, EBRDIRNTIG, L~ —V U B3 H945 mL TH-7-L L THIEL M THDHZEN RSN, BV
E71—/)LMDI 9.6 pghfidAR /L7 10— LDPIRESIRIZ RO A MEE T HZ LRSI, 7253,
FLETE—/LMDI 2.4 pght & 4.8 pght Tl 1T X CORME I AU BV TR /LET 12— /L DPI
PRI DR R Th o7,
TREBRIE LB S0 LHIT SN - A EFELRIT . ALETa—/LMDI 2.4 ught /3445, 4.8 nghe1/324,
9.6 nghE2/29%1 . 77 RMDIEE4/33 6 2 O /18T 10— L DPIREL /3223 FR L 7=, ARBR THEIC
HH T REFEFLLUIERIE, ALETE—/LMDI 9.6 pgBEC IR E SHL. IRBRIEE B2 5<
HH LW STz, FETHIORE LR o7, EERAEFESRIT., 261 (MEPAZE &K 'COPDHE )
THESID, WFHREBIRERIEL DR E2 L Wi STz, B E, OB AL OV 2L
P AN, RNVETE— /LMD E 77 EAMDIRE XA /VE 72—/ LDPIFE CEHERZEITRDO LI
2o,

1) AVET m— /L MDIZE N AR KR,
) AT CHE I SN TV B L ET L DPLEE N AERR,
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(4) BRI AIELER
1) AR TSR
@ Jyaea=r L w5 &% I4EHER (PT0010035HER) HEADT—45) 121

H 28]

FEHD:

HAERENGEAEDOCOPDERE X R, 6 HED 72t n=7 ARAtMDIDO A $hi4E 772 RAMDI& b
B2,

EINESIEESE

7V)ara=y ARHMDIO A BEMIGHREZREIL ., B B2 RE 15,

T

6 ED 7 at n =7 ARLHMDID L4 EA 7 B RMDLY EB M OF A b’ ADPIE FLl it
T2,

Ll dEIF, MR L, “HER, 7T R R ORI, SR E 2T vy TaAd— SR

FRAESE DS BE O COPD AR 140151

+ Uy
R

— AJV) == B S OEREDN05% LL_ SO UL T ThHRE
—SERIZEIE T B EN WK FAZEEH § HCOPDEERIIC WS - B
—10 pack-yearsLh b OWUEEZ G 3 HEUIEE I 3ocBREE
— LU N O H A 7= 9 s
— APV ==V T B DA T T e A AR 544 OFEVI/FVCN0.70F: 5 ThH L
— APV == TR ROA T Z ey A AKI$ 5% OFEVINTE & T HIED30%LL 1-80% A CTh
v, ERMEA750 mLLA ETHAHZE
—R—=2F AR R DA T Z e’y AR AR G-FIOFEV IS IE R T HIED80% A ChHHI &

+ %
B o) 2 e

— b B EBWI STV A ERE

—COPDORA THDal FLh) 7> o RBJED BE

—TIEE I OZ OMONTZE R EEIMEREEL. M, [ESHRRE, VLA R — A IHERE . AR
P IS, VR MR R R ONRAR R SRR, (7L LB — MR B ARIIBRIM L7200 | B

— 27V —= 7 DRHI3H H LIRICar he— LR BOCOPD T AR L= B #

— A7V —=2 7 DFI6E R LN XIIAZ)— = FHI I, 2 b — LR R DOCOPD TR A AT HAR
I AEDE LD IR ML LT- B

B8R 7 ik

BEZ LT OSHEDOIRRIED) LAFR A & 53 2% HIEF ICBIE LA 2B, S iaE oI
V. AR LA 338 B AN ORIEIIR 2 3% 72,

—ZVarn=u AB{L#MDI 0.6 nghf: 1VE#£0.3 pgz 1[E20 A 1 H2EI# 5
—7Varn=y AR{LYMDI 1.2 ught: 1HEF£0.6 pgZ 1[ER20 A 1 H2[E# 5
—7Varn=y ARLYIMDI 2.4 ught: 1HEFE1.2 pgZ 1[ER2W A 1 H2[E#H 5
— 7 Varn=r AR LYIMDI 4.6 nghf: 1FE2.3 ngZ 1E20 A 1 H2[E#%5-
—7Var’ n=r ARALHMDI 9 nght: 12545 ngZ 1 [E2W A, 1 H2[E$#5
—ZVavu=0 AR(LYMDI 18 ught: 1"EEE9 nga 12 A, 1 H 2B 5
— 772 ARMDIFE: 12 A, 1 H 2[5

—F A Frt'w ADPI 18 ught GEEM) : 1EI1A7 &1, 1 H1ERS

BRI 14 B [

¥ i 2 A

FUFHMIE H : _X— AT A L U7z 14 A B3 55T B . OFEVI AUCo.12
BIRBIEEIE A (351, 7. 14H B O —ZJFEViDRX—RF7 A NHDE L E, #5140 B OO0 S
BIDRTZFEVIDOR—ATA L InbDE B 4

Pt
FREELATESR ¥

I
g

f

iy
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RN J7 35 | EEFHEE B OfENTIX, FEVI AUC2%2 KRR, X— AT A DFEV), A7) —= 7 RO E 7l
PRI R OVEREZEREL , BEEEBNREL TEDIMBIR G IR ET VER W,
b B BAEEER

BH OELJFENT6 1% (HiPFHA3~T85%) THY, B L DOEIGIEFNESL%, I 46% ThoTo, BEDI2%
XA ATHY, BMIO 1328 kg/m? (il 18~46 kg/m?) Th-7=, A7Y—=2FHHIFHIIL 72COPD
OFNEEE I ImITTE M DI BH63%M 1 EEIE, 38% N EAE Th-o7-, mITTEMDEEEIBITHAI)—=
VU REOFEVIEEMEIL, A7 T hrt'y AR AR GRITIEL4A L (FRIED45.9%) . A7 Thre'y AR A
F$ 5% TiL1.6 L (THHED53.6%) ThoT,

Aot

FEFHmEAR :

WO RO Var o= A B YMDIEHC B ThH 75 RMDIREE el LT, #8514 H Bz W
THREFFEMICAE BERFEV, AUC,..DHEINNRZRD BT, FEV, AUC,.,»7 72 RMDIEEE ORI, 7
Vav o=y AR YMDI 18 ught, 9 ught, 4.6 ught, 2.4 pght, 1.2 uglt K 000.6 pgftOZFhEn T
158 mL, 126 mL, 141 mL, 126 mL, 95 mL &% 1863 mLCHY, F4 a7 ADPIFEE 7T £ ARAMDIREE D
REM 2213224 mLTH -7 (Wb p<0.0160)
WFROHEDOZVat o= AR(EHMDIEEIC BV TE, FA M ADPIREL L T, % 514H B
(\ZEIFBFEVI AUCo-120Z%F - Bt et 72 IS PEILHERR T&E 72/ 572, FEVI AUCo.2D T A b A
DPIEE DORERIZE (95%E X M) X, Z7Varn=0 A5 {b¥MDI 18 pghf, 9 ught, 4.6 pght, 2.4 pghf,
1.2 pght M 000.6 nght TZAE41-66 mL (-116,-17 mL) | -98 mL (-148,-48 mL) ., -83 mL (-132,-34 mL) ,
-98 mL (-147, -50 mL) , -129 mL (-179, -78 mL) & T*-161 mL (-212, -110 mL) TH-o7z, 7233, FEL D
RECBITDIELE~— 13100 mLELTZ,

RIRH R A

5.1, 7, 148 HOE—ZJFEV,OX—AF7A L DEDOEALEIZONWT, ZVare=y ABLHMDI 18 pg
FEX, 77 B RMDIREE OREF D FTE DO BB THA100 mLEE 2 Tz, ZVare=y AR LPMDI
18 pgfE X VN9 pught O 5.1 H H O —JFEV, DX —2T7 A LD AL ETIL, F4 ey ADPIHEIC
RIUTHLHEER LN, #57, 148 BITIIRS 207,

H5 140 B OHOESRIORNT ZFEVIOR—AT AL INLOELEICONWT, ZVatn=0 A8t
MDI 18 pg#t M U9 pght TIETF A e’ ADPIHEIC XL CHEL MR R LT (FEHPE~— 1100 mL) o

ek

BB EBELY LTSN AERFLRIL, ZVate=y LB LHMDI 18 ught, 9 nght. 4.6 ught,
2.4 pghf, 1.2 ught. 0.6 ught, 77 EAHRMDIRE K NF A4 hae' 7 ADPIFEIC, Z1VE4L5/64451 (7.8%) . 4/64
B (6.3%) . /624511 (6.5%) . 6/64%51 (9.4%) | 4/57451 (7.0%) . 2/59%1 (3.4%) . 5/62451 (8.1%) J U'3/6214
(4.8%) FBLLZ, ZOHB IR BB N @72 AN T, ZhE 26l 3.1%) . 341
(4.7%) . 161 (1.6%) . 56511 (7.8%) . 361 (5.3%) . 1451 (1.7%) . 361] (4.8%) B O3 (4.8%) ([ZHH LT, 5L
TR LNen o7, BERAERZII/Var o=y ARILYMDI 9 ught, 2.4 ught, 0.6 ught, 77
EAMDIEE K NF A ha e’y ADPIFEOF1FIZFEHL L7223, Wb IRBRIEL O BT E STz, R
WA, SAZN AL T DB R DR—RTA L INED AT ONW T, TR CHEZREMITED 5N
IRtz

) ZVar e =v ARALHMDI R E N AKGE,
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@ Y)aEn=r L EREHHFEIHEFER (PT0010045158) 14 - 2°
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EINESIEESE
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SHEOZVar n=7 AMDIDZ 2% 7 72 HRMDIE lhlia -5,
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58 BICKBIT 2 OBERIDONF ZFEVIIOWT, ZVat n=r7 AMDI 28.8 nghf. 14.4 pghf Jz ¥
7.2 nghflCBIT 567 7 BAMDIEEE DRERI 22T, £ 1131 mL, 129 mL& M08 mLTHY , W T hm
AEOZ7YVar = AMDIFHZRB W TH T 7 RAMDIREL LB L T, HaH A Bt EN R bh
72 (W Tbp<0.0001) , V=t =17 AMDI 28.8 pghf, 14.4 ught K UN7.2 ught il B S5O G-HTO R
FIFEVION—AFA L INHONEEEIN &L, 424101 mL, 98 mL&X V77 mL T, ZVarr=y X
MDID H &M D ZEITFRD BT,

RIRAYFTAMIE H

ZVatn=y AMDIFFOWTFhoOHE&IZE W TH, 77 EAMDIFF LB L TR EG8H HIZKITD
FEVI AUCo2 IZHERH ERICH BREESRO LN (ZVat’a=7 LAMDI 28.8 ught, 14.4 pghf &k O
7.2 nglt D772 ARMDIBEE DR 721, ZTZE 1175 mL, 181 mLE& TUNMS1 mL, Wi 411d,p<0.0001) , =
7o 51 A BIZBWTH, 77 2ARMDIBEL LB L CHEEHEMNCA BB bz (JVate=y
LMDI 28.8 pghf, 14.4 pught o OV7.2 nglE 07 2 RMDIEE DRI ZE1T, ZNF 133 mL, 97 mLE Y
84 mL, W\ 9 41$,p<0.0001) .

A

TR BLED Y MBI SN A FFEIE, mAV Y AMAE [ZVare=7 AMDI 14.4 pg#f1/63 4
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WESRHEIN (LA L, WP b 7T RMDIEED 1/6561 (1.5%) DF] TdHo7z, ZVat’' =7 AMDI 28.8 nghf
TITRRIR L BE S LMW ST HEFERII AL ol SECITRO LI o7, BEELAES
LOWEILIH] (7T EHRMDIEE) THY, TONRITINL K OMBIEAZEM KA Th- 7z, ZhboH4
ENTNH IR L BEEH D LR S, TR 5 LI B o7 BRRMR A, (LB R OV A4
NP AL DR=ZFA L PEDEIE, DTN THOIERRFEE Th-o7,

R
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1) 7 V=’ e = AMDIZE N ARKR,
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*f ES

H S E )5 BRE O COPD AR #5011

B 2
R Y

— A== TR OEE D40 L, _E-ORR L T ThHHRE
—COPDLIGRR ISR W s - 8
— 10 pack-yearsLh - DOWRIEE A4y 3~ 5 BB X 1L om M
— L TR A B
— A7V == 7R R ORE SRR 5% OFEVI/FVCA0. 70Kl Th o2 L
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— A== 7 OREI6E B LANIC T RGEE CHIA M E I L DIREE LB U B

— AV == 7 DR H H UNIZa har— LR BOCOPD T AL B

— 27V == T ORI6E B LA T AT — =0 TR R — 2T VB ORIz a s b — LR B o
COPDCHIAME TR O AT AN SRIC L DIG R L EE LT R

B8R 07 ik

BEZLLUT O DOIRBRIEE B 57236V O FIEF OO H D 1 DI HEIE AT, £B50
MCiE, 38 LA E10 B AN ORI 2 5% 1) 7=,
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— VT E—/LMDI 9.6 pght: 1"E54.8 ng 1[m120% A, Bila]# 5.

—AETE—/LMDI 19.2 ught: 11929.6 pgZ 1[H120% A | Hi[al# 5
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TRPEHAR] -7 B 1

¥ {2 A

Hzhk

FEFEHIE H - _N— 2T AL L7ZFEV) AUCo-12

BIRIFIE B - B —2FEVIO X —2AT7 A b O 2L i, #5120 DN 7FEVIOX—2F A7)
LOELE %

e

AHEFG EERAEFSR &

R
v

i

-30 -




fi A 07 1k

FHMEO EEMENT T, FEFHE B ThEN—RAT A LB LTZFEVI AUCo.2oD{E M L% H 1) &
LI BRI RET M ESWTEE L, ZDOFET /ML, FEVI AUCo & SUSZEREL, XR—2F5 A
VOFEV) (548 E) | B (BEIEF) (EEZE) | 1B (BESR) | 1559 (BE2R) KO EIEF
(BEEZER) #ENELTE DT,

BETE R

B O Y EERT63.05% (FiFH46~T775%) THY, B OEIA 1T BIES2.0%. ﬁms 0% ChH-o7-, BED
96.0%IL A N TH -T2, EEFIZBITHAZ)—=0 FEEOFEV I EHME I, K& ZILERE 5 /1T
1.26 L, K& SCPRBRIRE 514 TlX1.54 LThH -T2,

Azt

FEFHHE A -

NR—2F A LWEELTZFEV) AUCo.2Ti, WO A EDOFRLVETE—/VMDIEEZB W TH, 77'R
MDIFEE FLEE L CH BB BTz (W ubp<0.0001) , A/LET 12— /L MDID % i &FMIZIEH
BSHED B, 772 ARMDIFE & LB U 7o BE R 22134 LB 7 12—/ LMDI 19.2 pghfT211 mL, 9.6 pg
FEC169mL, 7.2 ughf T164 mLCTohH -7z, FEVI AUCo.20Z BT, F/LET 2 —/LMDI 9.6 pght & O
7.2 ngBE B /VE T —/LDPI 12 pghfL thig LT, B ZE (95%EEX M) BNEnE -39 mL (-72, -
5mL) & U-44 mL (-77, -11 mL) THY, FRNTEDTIELPE~—0 (100 mL) ([ZEESEHFHFEMICIE
HHETHDHZEIRENTZ, BNVETE—/LMDI 19.2 pghfidA/L &7 71— /LDPI 24 pghf & gL <, B
7% (95%{SHEIX[E]) 73-48 mL (-81, -15 mL) THY, FEHFNIIELMETHAZ LD IRENT,

BRI B -

‘B —ZJFEVID_X—A7A U NEO AL BT A7/ E7 0 —/LMDIRE LAV ET 12—/ LDPI 12 pghtd
HEMZE (95% (X)) 1E, A/ ET12—/LMDI 9.6 pghf i O/LE782—/LMDI 7.2 pglt TENEN
-16 mL (-54,21 mL) & U829 mL (-66, 8 mL) THY, FRIIEDIHEL M~ —2 (100 mL) IZFEIEHE
FHEEMICIESLETH -T2, BLETE—/LMDI 19.2 nghfidds /L7 12— LDPI 24 pgftd bz L <, B
72 (95%F HE X)) 3-31 mL (-67, 6 mL) THY, A FRICIEL I THHI LA RINT, IFRIER G-
HON—AZ A L LI-E—JFEVIOZE L EIZB W T, 2 EOFRLVETe—/LMDIEE LK U2 2
DFNET 01—/ VDPIHEIL T T B ARMDIBE I 6 L TR 2R L 72 (p<0.0001) , 7235, B —ZFEVIDZ
(L ERIZIB VT ET 1 —/LMDIEEA H SR I H B RS ERFRD BT,

B2 B ORI TFEVIO R —AF AL D DAL BICEIT 5B/ 71— LMD LRV ET o—
JUDPI 12 pgBEDRERIZE (95%E I X ) 1%, A/LET 11—/ /LMDI 9.6 pght & U8R /L& 5 11— /LMDI
72 ugfE TENEN-34 mL (<73, 6 mL) K TA-29 mL (-68, 10 mL) THY, FRNZED L E~—0
(100 mL) IZFESEHF NS M TH 7=, AT TE—/LMDI 19.2 pght i3/ £7 11—/ /L DPI
24 pghELHeHR LT, BERIZE (95% E HE X)) 3-56 mL (-95, -16 mL) THY, MatHEIIIELETHHIE
RSNz, F 5120 #% O NI 7FEVIOZL BB W T, £HEDORLVETa— L MDIEE K U2 H &
DOFRNVET B— LDPIEHT T 7 2 ARMDIRE & U CEIME A 7R L7z (p<0.0001) ,

Ak

TRBRIR LB L0 L H W S T- A EFERIT, AAVETa—/LDPI 12 pglf OIREL2/46/1 (4.3%) DI THY,
ZOMOEFEFGIINTNHIRRIE LB/ L LWL, L, EERAEFFZUIRDOLNT ., BR
FRAAE, /ALY AL Je O BT O ZEAIZ DOV T, IR CEERERITRO b oT,

1) ALET m— /LMD [E R AR,
1) ARRER T SN TV BRLET 11— LDPIEE N R &R,
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e 180/9.6 uga-1 A 2[a], 28 A [ # 5-L7c & DOH 0 K OVZ M%7 7Y =RFMDI 320 pg 1 A 2[E & O
JVETH—/LMDI 9.6 pg 1 H 2[RI 5 & LLig 42,

FEHY:

75V =R /ALET /L MDI 320/9.6 pg Dl AEI %t 2N HiA 7 5 Y = NMDI 320 pg A 5
(SRt o3y ey

BIVRAY H A

77V =R/AVET H—/LMDI 320/9.6 pgDMHEAELT XT84 AR L E T m—/LMDI 9.6 pg Hl
B G-RpE LR T,

7Y =R/AET m—/LMDI (320/9.6 pg. 160/9.6 pgf 1U80/9.6 pg) Z Hivy, A/LE7 m— L 23 [E iE
& (9.6 pg) DHZEDOT T Y =FO R EXKSEFHT 5,

rge X

7TV =R/ ETE—/LMDI, 7 7Y = RMDIK O3 /VET 11— /L MDID % &4 7l 55,
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—Visit 2 (BEAEZENHTRER) ISR DIRBRIER 5-6047 81305 AT ICHIE L7-FEVI O SE-EEAN IEH
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—Visit la (A7) —=27'W8) ORI6IE R LLN X Visit 1a2>HVisit 2F T (A7) —= 7 #if ) (2 hid:
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— LD O BREEPBOONIEE
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B
—Visit la (A7) —=2 7B ) ORI3A A LN UL Visit 1a2>5HVisit 2F T (A7) —=0 7 #iR ) 2z b
m—/L7R EOCOPD T AR L= B
—Visit la (AZY—= 7 TR ORI6E LN XL Visit 1a2>HVisit 2F T (AZ7V—=0F#ifi o) (23
ra—/LREOCOPD (f& AT BARHEIIHAEME IZL DGR EZ B LT HCOPDD Ak L &
2%) WEUBE
B8 5L | BEEZLL T OSHEEOIRRIEDI HATEE L ¢ 59 5% GIA I IEVE A BT 7, SR oIz

14 B R OIRIEIIM A7 1T 72,

— 7TV =R /BN TE—/LMDI 320/9.6 nght : 1M 57%5160/4.8 ngz 1[E120 A 1 H2[E# 5
— 7' F V=R /T a—/LMDI 160/9.6 nght: 1M857£80/4.8 pgZ 120 A, 1 H2[E&% 5
— 7T =R/ ETE—/LMDI 80/9.6 nght : IM5740/4.8 ugZ 1120 A 1 B 2[0# 5
— 77 =RMDI 320 pght: I"EFH 160 pez 1EI20 A 1 B 2[00 5

—ARLETT—/LMDI 9.6 pght: 11574.8 pgZ 1[A120% A, 1 A 20H# 5.
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TEFMIE A %529 H BIZHIFHFEV) AUC.12
B R IREAIE B - 4228 B MIZ B 28l 5RO NI 7FEVIOR—AT7 A b bR %
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AEFL HELATESR ¥

I

fi A 05 1k

HhEOEEFANTE B THDHFEV) AUC.2DfENTIL, 15, X—ATA4 IR K PRI — = T
BRI DRBE R IEEORE (%) 2B ELTHNEREREGDIRET VEANTERL, /-, [T
TINIEBNRELEL THREZIMADZEICIY, BEERNMEREES B LI ET VEBELT,

BT R

ITTEMIC BT 5 ERRIT62.25% THY, LU LD BH1T65m% AR (56.7%) Th-oTe, BLOEIEIL
TEEET o (B1E46.7%. tc‘riszs%) THY, ARICBELTUTIZ<BA AN (90 0%) TPH>7=, BMID T
¥IfE1328.3 kg/m> TH -7z, mITTEMIZEB TS A AFE AT —Z ORPE, ITTEHLIFIERETH

277,

At

FEFHHE A -

Be529H HIZHIFBFEVI AUC20Z BT, 7T V=R /F/LE71—/LMDI 320/9.6 ught. 160/9.6 pgh
K 180/9.6 g BECTIET T = RMDIBEE LB L C, Wb RIS Z MR B (W
Hp<0.0001) , 77/ =RMDIRf & L LU7=FEV) AUCo.D¥EMH 1L, 77 Y =K /H/VET 12— /LMDI
320/9.6 pghtT221 mL, 160/9.6 ught <186 mL & 1880/9.6 nght T194 mL Th-7-,

FEVi AUCo.2DX—ATA U NHOHEINEIL, 77 YV =R/F/E7a—/LMDI 320/9.6 pghf¢231 mL,
160/9.6 pght T197 mLK& U80/9.6 pght T205 mLCTh -7z,

AVET B — /LMDIFEL LR L TREGHFIICH BRIEINARBD NI DX T 7Y =R /FAVETFr—)L
MDI 320/9.6 gt DA TH-7= (56 mL, p:0.0013) o

RIH R A

228 H RNZ BT A OE G-HIOR T 7FEVIOR—ATA U DHO AL EIZBW T, 77 Y =R/FVET R
—/LMDI 320/9.6 pg#f & 18160/9.6 pghf TidA/LE7 m—/LMDIFEL LG L T, BN XERZNER
55 mLE& UB8 mLTHY, MFHFHNCH BB INARD LI (ZE p=0.0004 % U'p=0.0332) ,

Fio. 7T Y =RMDIFED Tl IR D 2L T 7Y =R /F/VE7 17— /LMDI 320/9.6 pgif T
115 mL, 160/9.6 ughtT99 mL &% 1'80/9.6 ught T8 mLTHY, WITHDHEDT TV =F/F/LET0a—
JVMDIFRIZ 3\ T H SR A7 A TG P A BRSO iz (W3 b p<0.0001) o

et

TRERIKEBEHY LW a2 A BEREROBBEIL, 7TV =K/FK/VETT—/LMDI 320/9.6 nghf,
160/9.6 pghf. 80/9.6 pght, 77 Y = KMDIFf & OVR/VE 7 12— )LMDIFE T ZE45/15561] (3.2%)
3/106f (2.8%) . 4/103%1] (3.9%) . 6/108451 (5.6%) K U3/157#1 (1.9%) Th o7z, ARBIZITIRBREE
BEHRITHRE SN EFNT R ~T, BERAZFRIL. 2NEN206] (1.3%) . 0, 341 (2.9%) . 3/
(2.8%) O 141 (0.6%) HESI, ZHHEDHI BT TV =R /HR/E72—/LMDI 80/9.6 ughto24 (1.9%) T
WS SN BRI ZE I OV OE I W T Vb TR BR IR L B E b0 ST Sz,

7TV =R/HRVETE—/LVMDI 80/9.6 uglElZ8\ T, QTcF23477 mseck 7l | ~— AT A 73540 msec
DIERDFRD LN BE P IFIHRE ST, Y FERITTIRRIER 5 1IE#3 H AN R LT, AEG:
PSR SAZ YA ORI AT IR RAIZIE S 220 2338 b Tz,

) 77V =RMDI, F/VET2—/LMDIL YT 7Y =R /7/VE7 02— /L MDUZE N ARKGR,
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—#% 578 B ¥l ERIONI ZFEVION—ATA U InbDOE B %

e

HEES, 2BEOBER 5

R
v

i

-34 -




AT 53R | EERHMEE B OfRATIE. BIBIRAZVEET LV CTIToT2, ZOFT /VIZFEV) AUCo 0% FUGEEEL, N
—AZ AV DFEV|, A7V —= T RO KGE Al OE S B GIER, 16E R ONEEEERELTED
Tmo 2. BELVEERLL TET MG DT,

s | BEER

BEOLJFHn1L62.875% (HMiFH42~805%) THY, B DOEIGILINES2.2%, Zih47.8% Th o7z, BED
95.6%LH N To -7z, BMIO VY ]328.4 kg/m? (#ifH17.0~51.9 kg/m?) Th-7z, mITTEMAIZHITD
AP) == T WEIZFEAM L 72 COPD D EHE [ 1, I IED356.8% T HEIEANE2.4% ThoTe, RBEITIIT
BAY) — = JHEOFEVIOSEEIT YL 7 F T — VB AFIEERTCTIE1.446 L (FHMED49.6%) T, W
NT BB — L AFIB G4 TIEL.602 L (T-HIfE054.9%) Tih-o7=,

FEFAGE A -

570 HIZBIFDFEV) AUCe12l2 2\, ZVatu=y A8 (k¥ /€7 e—/LMDI 18/9.6 ught.
9/9.6 pght. 4.6/9.6 pght J 12.4/9.6 pgt L7 Var’u =1y LB ALY)MDIEE OB M 2213139 mL, 95 mL,
87 mL} 87 mLTHY | #EFHFHNTAH B REMATO B (W Hbp<0.0001) , £72, A/LETH—
JUMDIEEE Hele LT, BRI ZEDSENE 124 mL, 79 mL. 71 mL} (V71 mLTHY . FEEF LA H ek
MRFRD BT (p<0.0011) ,

1.2/9.6 pgZ <o HEO 7 Var o=y A8 /FRVET 0 —/LMDIFHIZE N T, F4 ety
LDPIFEELEEL T4 B EOFBZENPED LI (p<0.05) 23, 100 mLE# X AFEV) AUCo.2OHEN23FE
DOENT=DIEZ VAt a= AR/ FRAETa—/LMDI 18/9.6 pght DI Th -7,

BIRAIRHmE B

—¥&51HH:
B H22EFLUNOE —ZFEV I DR—ZT7 A LD AL &L, Z)at’ n=y AR /7R BT a— b
MDIFED A BIRFE T, WO AREICE VL TH300 mLEL EHENLEZ, ZVatn=0 A8{bd/k
JVETE—/LMDIFEOWT O H EIZBWTH, ZVat a=y ARA(LYMDIFE i VT4 he e’ ADPI
REL LB L, BEEHRACH BARBCENRO DA (W bp<0.001) | A/LET 01—/ LMDI#EE Db
B CIIAEETRDLN o7,

— & 57HH:
FOEERIONI ZFEVION—ATA U NHOZALEIL, W o 535100 mLEL EOHMZRL .
7Varu=u A8t/ RETa—/LMDI 18/9.6 pghtlZ B\ Tieh B W MARD e (Bfb&:
183 mL, 95%{E#X[#]: 151, 216 mL) , ZVar' r=0 AR tH/F/VE7T 2 —/LMDI 18/9.6 % (12.4/9.6
ughEDHM, ZVarn =0 AR LYMDIFE K NF A ety ADPIFEE L L CH B R ENRO LI
(DT Hbp<0.05) | 1.2/9.6 nglf &< 7Y atn=0 AR /F/VET 72— /LMDIEEO W10 i
BT, A/VETH—/VMDIFHIC AN THERBESZ O B2 (p<0.05Xi3p<0.001) ,

rac o

TR L EE B LW S A EF LI, ZVav ey AR LY/ BT — L MDI 18/9.6 nght.
9/9.6 pghf, 4.6/9.6 nghf. 2.4/9.6 nght. 1.2/9.6 ught, 4/LE7 12— /LMDIEE, 7Yzt n=y AR{HMDI
REN O F A ey ADPIEE CTENENS/T1H (11.3%) . 13/7041 (18.6%) . 7/6711 (10.4%) . 10/7115
(14.1%) . 5/68%1] (7.4%) . 7/73%1 (9.6%) . 11/6645] (16.7%) & O7/71151 (9.9%) (ZFEFLT=, LLERIFE HAE
FEDFE Do T IRERER B H Y S H M S AV B SRR T O NRLER (2N E 2B (2.8%) | 361 (4.3%) . 34
(4.5%) . 4% (5.6%) . 15 (1.5%) . 4651] (5.5%) , 6651 (9.1%) K VB (5.6%) | M OHEEE [Z 10051, 5451
(7.1%) | 141 (1.5%) . 4451 (5.6%) . 16 (1.5%) . 2451 (2.7%) . OfFl K NOff] Tho7z, ARRBRITIBNTHT
BlixZVar =y A2/ T7 0 —/LMDI 1.2/9.6 pghf & OV /L8 7 o — LMD 151 CTdh 72,
FECHILSNNOBEERAFERZ T Var =y LB /FRNE7Tm—/LMDI 1.2/9.6 ught. 2.4/9.6 pg
BEL 18/9.6 pglE K OV Varn =0 AR LYMDIFED & 1§ Th oz, IRERIELBTEHY L H WS 7B
B} CEERA FEFEZIIHBLRD o0, BRMRAE, SAZ LA R OB RON—RF 1
DHDEACIZOWT, IREM CEEREANIERD LR -1,

) ZVart o= AB{LHMDI, RLETo—/LMDI, Z)avu= A8 /RN ET0—/LMDI 1.2/9.6 pg.
2.4/9.6 pg. 4.6/9.6 ug} 189/9.6 pglENAFEKFE,
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® EXRERUVEL—XM) : EIEERE £ EELER (PT010006: KRONOSEHER)
PEADT—5EEE) D2

H £

FEH:

HSEE DO i EEIE O COPD R A5t BUT, MR IZ 3t T A4, E_AE | 77 V=R /FVET7a—/L

MDIK Oy BE S — I —E and T— (75 Y =R /AET0—/b | LLF Y AL a—RTBH) DA i %

i35,

B B

— JiHRE . PR IR . QOL, COPDDIEIRIZHI T DA, B _RAL | 75 Y =R /AL ET 1—/LMDIK (}
¥ AE T —TBHO A &R 95,

— KA ERRE | 7TV =R/FETR— /LMD N AL 2 — MTBHO B R 3 B E COR M ZHEE T
B,

fé‘@:

AH|, BN 7TV =R /AT E— /LMD, N AL a2 — RN TBHOZE 2 4 FH 5,

Eﬁ . % %k L E, MR L, ZHEEMR. FEE IR AT HaR
VaRAR VY
xt G| EEDD B BEOCOPDAEA 189941 (H AN HEF 416612 & Tr)
Es B | —Fn23405% LA E80mELL T D B
BN JLUE | — COPDOBEEREMEIRMICHEB SN B
—Visit 1 (RZU—=227F) OFEVI/FVCH0.70K THY, 7>, FEVISIEH THRIED80% A D B
— 10 pack-yearsLA - DML R 474~ 2B W |3 om MU
— 2L O AHERH L TR EREER N A HILD (CAT>10) B
Es 2| iRl QOB EE
BrAbEHE | — IR Cal PLN 7 KE S O RN g8 A T L QA EBE
—COPD= hr— /LR RO B
— PR BHR AR, IR WO WIEBSUTBE ~DYAZ K SE D ATREMEN B DE DK B
ICRBLTWSEE
BB T IE | BELEL T O GREZ2:2:1: 1O R CTEE/EL BT 7=,
— ZARHIFE: 1M FE160/7.2/4.8 pgZ 1ER2WL A 1 H2[EF 5
—ERAY 14.4/9.6 nght: 1ME7%7.2/4.8 ngZ 1m0 A 1 H 2[5
— 7TV =R /HNVETE—/LMDI 320/9.6 pnght: 1087 160/4.8 ugZ 1[H120% A, 1 B 2[E#5-
— A =—hTBH 400/12 pghf FEER) : 1% A200/6 pg (delivered dose®160/4.5 uglZAH2) % 1[a120%
AL 1H2[A# 5.
TRHRI - 240 4]
FEAIE B | Aok

FHEIME R : 5512~ 24 OO E 5-HNT TFEVID R — 25 AL b DL &

BIRFEME H : 224 B O OB 5 RN F 7FEVIO R —=2F7 A NH OB B, HF12~24- D
FEV1 AUCo.4, #12~243 D 544 4RI AN DO —FZFEV DR — 2T A NSO ZAV B, H12~243D
TDI focal A7 | H512~24THDSGRQMWATT DR—RTA L HDEA VR, #5180 HIZBIT A% R
FTOREH (FEVIDOR—ZFA LU NHDELENFEZ YO TI00 mLAHE X 2R £ TORH) %
ZOMOFHGIE B 55 X O COPDEY IR

YT TN =TT L U CRE IO A R K OV — 2T A L D L A B BR A X 5 1 50 40 5 S A A
FEHiL T,

P
FR12FBELER %

R
>

A

T4}
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fi A 07 1k

FEHEFNE B L, Fred3>0Oxf bhlks EZhe L7z,

TAE i 7TV =R /R T E—/LMDL L ONAR f BSAE | () o gk
[TFY=R/ANVETE—/LMDI Xt A2 —RTBH] (JE 1) O

IEBMEDHFEIZIB VT, 77 Y =R/AFVET v —/LMDIDOF WM BT 218K 72D 95%15 HE X [
D T BRAEDIEL M~ — 0 THDH50 mLa EE>TWBEAIT, FELEDRGESNIZE AR LT,
AN E B 4% 5-8E ., FEMR R R G- REE R R DS EAE R A7) — = Z R OICSE FH O
R—=ATAUE, R—=RATA ORISR R SCILIRIEIR 5% OFEVIE R A LA R L L | A
Sy Sy BAT B2 E U KA E R T V5 O TRFT L 72,

BEE

mITTAEH O KE O BFIZBHETHY (71.2%) . Tz, A= I XITT VRN TH 72 (97.6%) .
AREFIZB WO TAANIZS0.1%, 7U7 ANF44.9% Tho7-, N OREHFERRER, BIL TaToR 5T
FETHoTz, BEDOKEIIE., TTHEE (60.4%) XITBBEE (39.6%) THY., FHIWEEELI51.7
pack-years Cdh o7z, ZEFITBITHRN—ATA U EEOCATRAT OFEYEIT18.3THY, WThoks
HECTHIZIERBE TH o7, KE DBFE OCOPDEAERE (X, FEHIE (49.1%) XILESE (42.9%) THY,
COPDHEIEDIFE DR EBE N L -T2 (14.4%) , 7. GOLDEE TIX, BEDOKEB B A7) —B
ThH-o7~ (87.8%) o

Atk
FEEEMIE H
ARE
KFNBED 12~ 24 O DB LR 7FEVIDOR— AT A hbD (L EIF135 mLTHY | E AR
KOT 7Y =R/FNVETR—/LMDIBEE L U CREGHEIICH BRWE L R Uiz (B2 B AR
20 mL (p=0.0424) | 77 V=R /F/NVETE—/LMDIEE77 mL (p<0.0001) ], £z, 77 V=R/F/LET0
— /LMD LY A2 — NTBHARIZ X L CTHEL A R T 2 MR SN Tz [FERTZE:-11 mL (95%f5 X
fM:-39, 17 mL) | FEHME~—T:-50 mL] ,
AFN A1 E20 A1 H 2[E12438 [ # 5- L 7= D 5512~ 248 DO 0 #5577 FEVIE (mL) 1T FEDO LY
TH-o7,

% 12~24 BOFAOE H-HiNF7 FEVIE (mL) (18 1E ITT 4£[H)

TTV=R/

B AFIRE ERAERE | AreTR—L | Tl b
MDI &
N—RTA b 1,183+451 (638) | 1,167+434 (625) | 1,174+£428 (314) | 1,195+454 (318)
5 12~2431H ¢ 1,319+474 (593) | 1,285+455 (561) | 1,226+444 (278) | 1,259+456 (289)

N—RTALPHD

SV E 135£175 (592) | 113175 (561) 57+174 (278) 724150 (289)
AAITE S B D 72 ¢ 20 77

[95%15 48 X [#]] — [1,39] [53, 100] —

piE e 0.0424 <0.0001
TTFYV=R/RET R

— Ly AEa—] 11 f
TBH 07 ¢ o - - [-39, 17] £
[95%(Z HE X ]

SERMEAAT AR 2 (B350

a 12 PAZEME IR IS BT 2K R A A& (7 7Y =R160 pg/ V70— L7 < )VEREE K 4.5 ngd 11512
WL A1 H 2[8]) Z 85

b #[a1H% 560453711 & ON3053 1110 Il E fE 0> -2 fiE

¢ H12, 16, 20 U243 DIl

d BEGHE, A S B G EE SN S O AR BAE M . A2V — =0 FHEDICSH DA M _R—2F Al _R— R
TAVREDUFEREREL, K LR IES 5% OFEV YUGE R A IS R L U | SR 0 U o WA T 2 E LT X
BHERGET IV

e FRAKMEILHHISY%, #7E DL EMHITEKIIRE FIEICLVREIN (REIREET 7Y =R /FVETR—)L
MDIEED Hli > AR BELE N A BED Ll — 7 5 Y =R /AL EF 1 — /L MDIRBEL & A 21— NTBHEED EL#E)

75V =R /3RVET 10— /L MDIEE LS L 20— NTBHEE D ELi I3 Per ProtocolZE 1A% & IC S iz

g LM~ — U 13-50 mLEFE ESNT-
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(e )

H AN £ H]

ARBNFEDR—=RFT AL LD L EIT123 mLTHY | B SRR (FEZ2:37 mL, p=0.0337) K7 7Y
=R/FNETe—/LMDIFE (BEf7:67 mL, p=0.0020) Lt T4 B LA ERUGEEZRLTZ, 7T V=
R/FBNET 2 — VMDD Y A 2 —NTBHEEZ %A IER /e FEL EOBREEXFH R S T VRn ol

BIRAYFHIE A

AR

< RFNBED 2248 O D G-RiT T TFEVIOD R — 25 A 6DV L 147 mL ChoT-, 7F =R/
AT T0— LMDIREL O LTl BERIZE0374 mL CHERHEIIICE B THY (p<0.0001) | B ALRE
LOETIE, BEBIZE)322 mL (p=0.0139) T4 H LA E TH-T-,

AREIBEDE 12~24 DFEV AUC04/13301 mLCHY, 75 Y =K /FLE7a— L MDIFEE fhik L ¢, B
75132117 mL (p<0.0001) CHEFHFHNZHZITIIMNL T,

REIBEDE 12~ 24T D 514 AR AN DO — I FEVIDR— A7 A L HDO I BIF377 mLTHY, 7
TV =R /FNETa— L MDIFEE FEBE L C, BERH] 2213120 mL (p<0.0001) CHEFHEMIICA B THoT2,

ARFIFEDF12~24IDTDI focal A2 711,206 THY, ERALFE K N T 7V =R /F/VETH—/LMDI
e LT, B 22D NZ710.074 % D0.151 Th o7,

ARFIFEDF12~24IDSGRQIE AT DR—AF AL DHEOEAL EIZ-T.9THY, EXALHE R VT T/
=R/ANVETr—/VMDIFEE ELEEL T, BERIZEDZ AL E-1.10 % -0.52 Th -7z,

51 A HICBIIDERBETORMIZ, WTFhOBRERHCBWTH ) ThoTe, BE55 %I
BFEVIDON—ATA U NODOTALEIT, AFIFETL75 mL, E_RAERETI8O mL, 77 Y =K/HR/LET 1
— LMDIFET160 mL & N A 2—RTBHEET164 mLTh o7,

CBIRAFEMMIE B (224 O OB G/ T 7FEVIOR—ZAT A IO LB, H12~24H D
FEV1 AUCo.4 2 V12~ 24 D% 5 A% 4RI LIN O — I FEV I DR — AT A b DR L&, H512~24
THDOSGRQFWATT DR—RFA L NEDEEAL 8 L O 12~241 DTDI focal A2 7)) ORFHIISWNT, 7
TV =R /RN ETE—/VMDIEEL, A2 —FTBHEHZI X L CIEL LR /R LT, 725, L E~— v
. FOE G-RINF Z7FEVIOR— 25 A Db D 4L %50 mL, FEVI AUCo4%-75 mL, E"—Z2FEV 10D
R—=2F A NEDIEAEE-75 mL, SGRQEAT T D_R—AF AL b0 ZEAV 8% 3, TDI focal A2 7 %
-0.75&L7=,

H AN £ 5

< KHIBE D24 OB D EEE-FTNF 7 FEVIO N — 25 A L inb DL EI1E130 mLThY | BN AR
(BERI7%:34 mL, p=0.0368) K T F V=R /A/LET 11—/ /LMDIEE (BERI7%:62 mL, p=0.0020) &Ikl
T4 HEFETHo,

ARHIFEDEE12~24DFEV1 AUCo4, H512~24 DOF 514 AR LIN O —ZFEV 1 D_— 2T A L5
OB R O E1H BB 2R R RETORFICE 57T — 23 &5 Cuviauy,

ARFNBEDHE 12~24 DOTDI focal A2 7 (30416 THY, B _RALEE KL VT 5V =R /H/ET 12—V MDI
BEELEREL T, BERI ZEA N 10.165 % 10.223 Th-o 7z,

ARBIBED F12~24IHDSGRQIE AT D_R—=AF A DHEDO AL BIZ-41THY, ERALCH R NT T/
=R/BNVETR—/LMDIFEE IR L T, BERIZEDSENEN-1.52 K 1V0.20TH o7,

ZOMOFHHIEE :

AL

HAEE T B E OCOPDIIER I FED LB ThHo7=, 7235, COPDEY D HIE K 1, COPDHYHEC X
DRHMAT AR FIHEEZI AL LR B LG G2 EE ABUIR LG A EELERL
77
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(e )

40430 BN F3 1) B WA B 3 EE OCOPDIEE (& IEITTAERH)

AR B RALHE 777=F/ o nEa—|
(639f31) (625) AET R p e (318f)
MDIE£(3144)
B 22 e
(A5 272.16 256.08 129.45 133.57
WS 108 157 65 61
7% 70 e
BRI 132 228 74 77
(I=1)
R
0.49 0.89 0.57 0.58
B/ N 4F)
SHER L7ty e
EJ% /}Lj; " 0.46 0.95 0.56 0.55
(059 5B X ] [0.37,0.57] [0.79, 1.14] [0.42, 0.74] [0.41,0.73]
AFHIEED K 2K B
ééﬂc:ﬁ e . 0.48 0.82 0.83
- 0.37,0.64 0.58, 1.1 0.59, 1.18
[95%1E FIX[H] (037, 0.64] [0.58, 1.17] [0.59, 1.18]
a 1BV ZEE I BRI BT DA B (77 Y =R 160 pg/d5 /LT 10— L7 ~ LR AF4.5 ngdd 152
WAL B 2[8]) &8 5.

b S EL T OB K& O R 4T B R, BB ORI E DR o7

c EDMEDE R ANDT B UL ERRIAL TOOIROBENRHL-5E, MBERENFEREALR LT

d BEORFHEE MR E % - 2 RE TO L FHEE AL, BER I o WM & O ER %7 B W
13 BEMIR OF I E O en T

e RE SILRIRW AL OFEV, O Tk 2814, iR ERE . COPDHYTEE (O - 1[8]-2[FLL |) | E A
ICSE DA WA ZEEE L Bl A4 7 2y MESE LTZAD ZHFFET L

BT T N—T T >

SH AT oD A SIS 53 SR AT

REAMGTE B & OBk
TFI=R e
S AT AR R ﬂ?/v%?ulzv waE=—h
MDIE TBHE

12~ 24 DT DOF BT TFEVID_N— 2T A L 75D ZE L & (H15)

ik 277 245 119 127
piia 315 314 159 161

Fp A RE 3 B O COPDHEHE R (f511%5)

e 286 266 130 140
4HEb 353 357 184 177

a VLT FE— LI BN U Al wibE 2 R Uz R
[ R A i 2 N -1 [ S BT ULl 2 oa N YA/ Ny el &3

ARHFIBZ BT DE12~24B OO B H-HiNT ZFEV I D_R—ATA L InLO AL BT, T ZE—
AFNZHR L AT 2R U7 BB CIR189 mL, Al WA RE 72 -T2 RE TIX97 mL ThH-o7o, AAIREE
TFV=R/ R ETE— LMDIEEE D E L, LT ZE— L AFNT 6 LA Aok LT BB A
81 mL, FIWiMEZRIZRD T2 BEDT2 mL T, W iLthb4 B EAE ThH-72 (W 11dHp<0.0001) o AHAl
BELERZAEBELDOEICB W TIE, AT FE— LW AFN LA Wi 2 R L7 R 2342 mL
(p=0.0065) T4 B EAETHY, R 272 BF D3 mLTho7e,
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(e )

RFIBE 1 D H 58 B 3 B O COPDE HE SR 132 N2 100.44[0]/4F K TR0 47101 /4ECTHY , B AL RE
(FALEA0.96[B1/4E J TR0.91El/4E) &Ll L THRER LR ZNE 045K V0.52THY . 4 B EFHEIC
&Dso72 (Db p=0.0003) , £/, 7 F Y =R /RN ET 10—/ /LMDIFE TIL, £HE10.58E/4F K
0.53E/AE T, KRBT T 7Y =R /AR VET o —/LMDIEES Hlls U CHY SR B 32 02 410,75 K. 100.89

Th-oT,
N2 A L D P AT FREREL X 55 51 53 48 FA AT
FEAMEE B M O3
TTV=R/ AT
I i ERER 3K AHIEE B2 RLETFT—)L .
MDIEf TBHE
12~ 240 DOFH D FHINT 7 FEVIDR— 2T AL nbO AL B (FI14K)
300/mm> A il 524 458 242 255
300/mm3L) kb 68 74 36 33
rfr & i 3 FR R O COPDHY LR (1511%0)
300/mm> Al 567 540 274 280
300/mm3LA kP 72 85 40 38

a N—2ATA L O L F IR EREL A3300/mm3 A5l 0 F g
b N— 2T A DL AR ER I AN300/mmP Ll oo

12~ 24 DD EFHI T TFEVIO R —RATA U NHDEALEDARFIFELE RAEREE DL, RX—
AZA O I F R ER B AI300/mm A5 00 B E TIES mL (p=0.6446) THY, 300/mm3LL_ Lo B Tl
123 mL (p=0.0006) T4 H EHE ThoTz, £, KAIREE T 7V =R /387 1—/ /LMD O HHIZ
BUWTILL 300/mm3Adi 0 BE TIE78 mL (p<0.0001) T4 H A EIZIEL, 300/mm3LL -0 B Tl
68 mL CThH -7,
< R—RZ AL O A FEEEREH3300/mm3 AT O B 12351 2AKN % 5-Rp o0 W & 8 L E % O COPDY
HRIT045EI/ETHY | ENALHE (0.80E/4F) LHEGL THIER L 230.55T4 B LA BITIES
(p<0.0001) , 75 =K /7R/LET 10—/ LMDIEE (0.58[0]/4F) &l U CHAMESR L A30.77 CTh o1z, ~_—A
T A2 O I FIFBRERER A3300/mm?3 LA _E 0 BB (2 51T D AHI B G-I 0> FR 5 FE S ER FE O COPDHE I R
(0.53[E/4F) 1%, B RAERE (2.35[E/4F) Ll U CTHEESR 630,23 T4 B A BICEL (p=0.0021) . 77
V=R/AETH—/LMDIEE (0.34[81/4F) &R CHEEER .53 Th o7,

g

AREH

TR L B E S LB ST ERHRIT, AFIRE, ©_AEEE, 77 Y =N/FVE7 12— /LMD KO
¥ AE I —RTBHEE CEILEIL12/63961 (17.5%) | 91/62561] (14.6%) . 48/31441 (15.3%) K 1M40/318%
(12.6%) IZFBAL T, HLESFE BUBEEE O o o 7o ia R L BE b0 S SV Io A F i g0, B EE
[EHZEAL1961 (3.0%) . 361 (0.5%) . 1361 (4.1%) & OSH1 (1.6%) ]« BiEEHE [ZH 296 (1.4%) | 241
(0.3%) . 51 (1.6%) K OBH (0.9%) 1. BIED P HNE [ZEN8H1 (1.3%) . 451 (0.6%) . 4651 (1.3%) K
UBHI (0.9%) | ThoTz, IRBRIEE 5RO CHIX12B]THY, ORI, T 64 (0.9%) | 34
(0.5%) . 2681 (0.6%) K ONHI (0.3%) ThoT, ZNHDHH | 3FNIFFEEFRDOFERNZL DT (B RAY
B2 R O A r—RTBHEE L) | 3BINTO M R OIRRIZEDIE T (RFIRR26] K O <~ AR 14]) T
ool FELHID 1261055  IRERETE M LVIRBRIEL BIEH Y L H T ST F G e AR F 2451 02
HTHY, DT LR ZR ORI LD Thote, HERAEERIL, ZNEN5561 (8.6%) . 684
(10.9%) . 2161 (6.7%) K UR29%1 (9.1%) ([ZHAE STz, ZOHBIRBRIREBIEHY SIS - B E A E
FLUL, AT 1261, 3B R ReHBNTIEBILT-, gk &S -3z 26l (1.9%) | 10
B (1.6%) . 661 (1.9%) B VGBI (1.3%) IZRBLLTZ, ZOIBAAIRELE RAEREO L 141X, 1RBRIKE DR
HRHDEPL LN WEHIBS T, WTNOBEERICBW T, lBEREME, A XA R OLE
KT RAZ, BRI E RO HMEINITRO BTz,

R
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(e )

AHKNZ 1RV AL 2[E0240 [H % 5- LR O RIE AR BUEE X O g ERIZ T RO LBV Th o7z,
AFIBEZRBIT D LRFIER » (2R mER)

TTV=R .
AFIRE coxe | Anera—n | TDEET
MDI #f

Bl 639 625 314 318
iggrﬁ 112 (17.5%) 91 (14.6%) 48 (15.3%) 40 (12.6%)
FE R 19 (3.0%) 3 (0.5%) 13 (4.1%) 5 (1.6%)
RER T 9 (1.4%) 2 (0.3%) 5 (1.6%) 3 (0.9%)
C s 2 50 8 (1.3%) 4 (0.6%) 4(1.3%) 3 (0.9%)
R E R 8 (1.3%) 2 (0.3%) 3 (1.0%) 3 (0.9%)
I8 ) 5 (0.8%) 3 (0.5%) 2 (0.6%) 2 (0.6%)
ﬁgi’g%@ 4 (0.6%) 7 (1.1%) 3 (1.0%) 4(1.3%)
=SS 4 (0.6%) 3(0.5%) 2 (0.6%) 1 (0.3%)
H PR 4 (0.6%) 5 (0.8%) 1 (0.3%) 0 (0.0%)
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B 2 | KRONOSEBERIZZ ML, 9!%@%@% PR HEA 729 Z L VR S L, 22D, PTO10007:8 88 TEDHA
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TR B )7 1% | SeAT 3 AKRONOSHER THIDHTF DI IR A ki L7z,
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— B RAE14.4/9.6 pght: 1M FE7.2/4.8 pgZ 1[E2% A 1 H 2[5
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N AL R O ERIPT RAZB WD T, WO 53 TR E BRI ADNRD T,
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HAEREN D EAE O COPDEEH 2% 12, 252 MICBITAAA, XA LT TV =R/FE7m
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F Al 22 H

Fre s
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FHFAMIE A 55528 DIEHEBMD DR — 2T A L BN LR

AR DOFEAM

FEFIMIE A : 2E52I231F HLOCS 112 T AW (P) A7 DO_R—RT7 A NHOE L
S e ug

HEHEL %

Atk

FRARE S 3 EE S OCOPDHY HE SR [ OVER JEE O COPDHE R 4

ek

BMDzTfi

FEFHmEAR :

F 5208 DIEHEBMD DR — 25 A L DB DAL ERITAFIFE-0.1%, E_ALH04% K T 7Y =R/FRLE
T 11— /L MDIEE-0. 1% T o7, F52HDIEHEBMD DR — 2T A L BN ZEALRIZHOWT, AFIFER T
TV =R/FVETE— L MDIFEHIN T IO ESRAEFEC R U TIES M A R I R Ihie [ARFIREE
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HEOT 7Y =R/FNVETT— VMDIEHI W T I E R AR RT L CHES AR T e R &SN
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< 52N I D P A BE YT H E O COPDH EDAE R R HLRIL, AFIBE, E AR OT TV =R/
A/VETB—/LMDIFE T, 2 10.6[81/4, 0.8[81/4F K& ON0.7I8l/4-Ch -1z,

) 77 Y =R/ ETe—/L MDLIZENAER.,

(5) BE - HAEAIHER
BRI L

(6) AERIE
1) ERABERE (—RERARERE. BEERARERE. FRARELRRE) HERTET—IN
—RE. HERFTRERABROAR
BLEIRER T —F N — A A DO A R 4 ) & i
B ITARAN ET21 3D ICS/LABA/LAMA L5 OFL 2 G oH (B E 7213 B H A &) 2Bi44 1L 72COPD
BB W, B DR B DS, REEAR., Dl 228850 K OV AR A R 15 B 5 O s
DREGMIE R FEROV AR % i+ 5,
2) RREHELELTERFENOARXTERL-AE -HBROBME
MU ER L
(7) Ttk
ST [ B 2 [F5ABR (PT010005 : ETHOS#ER) 21
AR R A A 3 2 A SED D B LE O COPD B 85091 2 % G2, AFIEARANZ G ENDLT TV =R
P LT T Y =R ava = AR/LETFE—/LMDI, ERAY | 75 Y =R /ARVETE— L MDI
DOWT I Z 12U A1 H 2[815258 [E £ 5-L . COPDHE M 2h 28 2OV TRET L=,
AHIBEIE RAERE R O T T Y =R/ ET 10—/ /LMDIEES FLlge U T, HVAS WL B Oy R (J28
FHBIE R ) OFERIE T RRDLIE (FE R R 24%1K T - E60.76 ;95%15 18 X [#10.69-0.83 ;
p<0.001, ¥f7 7Y =R/FH/VET2—/LMDIEE: 13%IK T : 3£ 110.87;95%(5 #E X [#]0.79- 0.95;p=0.003) .
) AFNCEENAET TV =R RIC L2 7 T Y =R/ Varn=r A/F/ET 10—/ LMD (i AR H) LOT TV =F/
ANETF—/LMDIZENA AR,
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s)arn=y LB
=D 3
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7 4 Tonax” Cinax AUCo.12 tiz
(h) (pg/mL) (pg*h/mL) (h)
B[] 0.33 640 2166 4.55
. [0.03-1.00] (34) 29) (13)
5 10 0.33 833 3198 NC®
[0.10-1.00] 24) 23)
| 0.10 11.2 29.5 8.41
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I [0.10-0.67] (32) (26) (45)
7 4" 0.10 26.3 98.0 NCE
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TTY=R, ZVarn=y AR ORVET — L OWRITGEE E (ka) 1%, Z40E42.91 b, 38.7 k! KR
9.71 hiEHEES N

(3) HEERE R
L

@H2IVT7IUR
7,71y:]\\ 7“9:11:"1:1:'7.A&U“7k/l/%?13‘—/1/@ﬁ#”@/}:EWUT?/X (CL/F) = FIEI22 L/h.
166 L/h% TN24 LhEHEE ST,

(5) P B
7TV =R, Z)atnog AR OVRVET B— L O E KRBT D BT DA EFE (Vss/F) 1%, £
Z#1200 L. 5500 L& U400 LEHEESNT)

(6) 201t
BB RL

3. B&EM (REa1L—ay) @

(1) BT A
MRS I RET L
TTVEROERMEET T, —IRBIE D 3-T3 R—= A MNET ABRIRENT-, ZVave=r Lk
ORVET =V D FAEET IR, — RN EEI2-3 L 7 S— R A MET L RRIRS 72

(2) INSA—AEHER

PPKENTICAE L7277V =R, ZVarn=u bk ONELETa—/LDT —Z MM, PT0010801 A5,
PT00310025 5%, PT0030067 5%, PT003013 75, PT0050801 5 5%, PT005003 7% . PT009001 75 |
PT010006545% K& TPT01001 85 ER N SIERL L 7=, PPKFEHTICEY, 7' F Y =R OIYBIREIZ ST, (A
N ORI R DD RS, Z)atn=0 AOZEYEEEIC- OV TIE, ARE, BEEEE (TVIL 10. (1)
B EORE | OIS R) | BEIZ LD ENREINT, AVETR—/LOIEYEIREIZ OV T,
REE, BJE ) O'COPD D FESE I KA BN/ RBE SV, ZNHDOE B ERNZ LD BIRE~ DR BT,
Wb ERRNCEZROSHHLO TR,
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4. IR

TTV=R:
MDIEL TR A$E G4, 77 Y = RIFECONC R HIGER ISR S H, FRER O 3 A fE 2 o T R AH
2R A AN EN AT D, BREHELE B (320 pg) % B A M OV IE % 5 L72BRONCAEIZFE<
7TV =R O RINT ORI, B ORER ] THRELL Tz (2.9~6.2F /) V),

Z)ar’a=r7:
MDIEL TR A BG4, 7V at n=0 ATECICEHIGER (CWR IS, R O A f 2 1> T,
KR X—=b A SASEGHT D, BERHESEH & (14.4 pg) 2 WA & O E & 5 LIZBEONCA LI
AZVAVE=Y LD BANT ORI OB THEIL Tz (2.5~8.5K¢ 1) ¥,

NILVETHE—)L
MDIEL TR AR 544 AT B— /WTECIC R E BRI S AL, AR O Al 2 £
KL =R A ANEGATT D, BEARHESEH & (9.6 ug) & HA M O E B G- LTI OBV ETr—
SV BDNT OV I A ORI THREIL Tz (4.5~6.81RFfH]) ¥,

vk 2 TVIL 5. (5) Z D ORRE~DBATIE DIES R

HaRTH A F T _ATEVT ¢ 554 G R L

5 5nf
(1) I & — fixi BE P @ i@ 1
TR

HEZ o M3 H-7 7V =R 100 nghkga KB N G- LT | AR R CO R REIR IR, #1530
53 1% D IR H K O O JUR RE IR FE 1 X2 2 419.8 ng eq./mL, 3.6 ng eq./g T o7,
JVarvn=ri:
HEZ > MZMC-7 U at =0 A me/kgah FRN G- LTo L& AR CO BURREIR B XKD o 72,
51555 % DI H K OBEN O B B FE 1 X% 112 41853 ng eq./g. 169 ng eq./g TH-7=%),
e TE—/L:
HEZ v MH-FRVET 1 — /150 pg/kgh BRI RUE NG LTz & | AR R TO RS REIR B 13K
o7, #5553 % DMK H M OGN O B BEIR FE 1322 436.7 ng eq./mL, 4.3 ng eq./g. $%5-15%7
HTIIENEN35.5ng eq/mL, 3.1 ng eq./g TH o724,

(2) Mm% — R BERAFT @A T

TTV=R:
HIRZ Y M H-7 7 Y =R 100 pg/kgz B TG L7zE& HHR10H B OB BIZIT R MIE D2~61%.
EAR17 B B O RISIERHAR IS SIRIE R E OB ENFRD LY,

ZVar'a=r7A:
bh () (27 Vat u=g A& AR AN G- LR T, ZYat =0 A0 TR K ~O
BATORHESN TN

ALETH—)L!:
RIS B B OF > MPH-H/VET 1—/L50 png/kga Hlal#E OG- Uiz & & IE IR R O T O 6E
IR I BE %6 K ORI S i @fE A 7R L, 24V AUVRHAE A i U R FE D 35%., 38% CTh o724,
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(3) Fit~DFITH

7T =R
AR SEIRABR CIIM A G- LT 7 7Y =R BT T 228 RS T0D, 77 Y =R200 ug
K T400 pga 1 H2lEl, 34 H LL Bk A U= 2L o B RS 81 (26~345%) (IZBW T, 7TV =
RIE A, Hit o7 7Y =RREZRIELT-E2A, I HAUCI I R AUCOZ N2 4110.4315% &
VN0.50f5 T o7z, F2, i ThJE B 2 I EP/»;%I“%%T[EIOKO HLIROMmEHIZT 7 =R i3
S otz BRE T A= HESE IWRICB T 27 7V =R O M i B IR o M
HR BE D0. 1 7% AT EHEE S LD, LTeDi> T &%Ltbmﬁrbx(é{éﬁia)t L —XN O GE5ZTT
WHSGE ., EOARICT T Y =NCERT2EENECLZ LT RN E TSNS,

ZVUar'a=r7:
0 (IEEEXTR) | 0.1, 120 mg/kg/ HOHET, F7y MIIEYR6 H 22500 i % T L OBEFL (47421
AB) FcoRAMMEZEL L FEFCIDE G277,
RHARIMAE R O 7V ae o= ARIERERIL, 8 5%0. 5K CTna& R L K, H & OVE FH EAED Crnax
ITENE AL, 11.3, 158 U610 ng/mL Thro7z, —J7, FrE bRz ik o 7 v (RER O
FAERNDSEDOT — N LTV T ) 1ICBIT D Tmaxd T AR BB OV &R CIL R, P HERET
1X0.5IECHY | Conax FME, F R OEHERETENZE AL, 2.5, 12.1 % 1%96.0 ng/mL ThH -7, FrA: L
MR o7 Vat e =y MR, RHEAOREIOHIZDNITRNZ LG A It 2L
ISR ChHHILERIBL TS, ZVata=y Az 5L AR OB AR OWTIcE
WTh, ZVabt e =0 AO L RTEEZ O &AM R I AR THLNIARWIREE &1
it A LIzl RE L7 #2) D,

ALETE—)L
FIVETH—/L%E0.2, 3.0 %X TS5 mg/kg/ B DO & TR ARG L, RIS EEEL T, 0.5%
(W/w) ERBEF U7 ae L AT L va—2Z 0.08% (W/iw) 7 =28 & T0.2% (wiw) U fg/KSE R
LEMRE T DR A B 5T D REA R T, HED > NI ASEL A9 A Je O AR B R v L EZ o M AZ L
AT23E ] K O R BL I e 5- LT, Dtk MEZ Y MIEIR19 B £CHR 52 LItk iE4R20 B 122248
%é@%a WNRZ P NDHEL, AR RS AR EEAL T2 TR G2k D aix i) 7o, e

L R R O = IR &mzﬁﬁmm% LTz B LSMC B 53 L e o Tz,

ﬁ}ﬁ)&ﬂfﬂ&@&%ﬂ;ﬁﬁaﬁﬂlﬂ 1T D Conax 2 CAUCTEN I AZEE BT DZ AU D K i& V(AR
JE Tz, R (0.2 mg/kg/ H) KO HERE (3 mg/kg/ H) OIMER X, HEmES o B
ANZHEIN L7225, W H &ERE (15 mg/kg/ H) TR T HEEDO3I~8EF ThH -7, ?L{ﬂ“%ﬁbﬁﬂj{fc ARANVAR
INET OV DD T PRBITN ALY,

(4) BERA~ DRFTHE
BB RL
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(5) Z Dt DB~ DFEITIE
ik g =
AFNERICENT SARE N, B BPE (1061) IZHTRE " Te) TR L 7= v/ )L (e
LT T V=320 pg/ZVav =y hl4.4 ng/ 07 0—)L 7 < )UREER9.6 ng) A HEW ARG LI-L
x| BB REDRIZT T%MEPNIZIEE LIz OANE A DT —42) 3
(%]
AFNERIC AT SA 2%, BEEEAA B (1061) IZHERE " Te) THER L7 v/ )L (EHE L
LCZVat =0 Ahl14.4 ug/R/VET0—/)L 7 < VEEH9.6 ng) ZHLEIWN A G- LI-L& | &5 HSEED
FI38% DM PNICILE LTz GHE A DT —2)3

7T V=R
HEZ Yy MIH-7 7Y =R R NG LT & | & G-EL Th 258 B ORI R e A T\ i e 2y
MR OIVI, BETREREEITE  IHE . FARIR, N PR, 81 Bl & OBt Tl m <,
HRAR IR R TR o 724

J)ar'a=rA;
BEZyNIHC-rVavu=y AR BE G- Lo & & | B REIT R 7y O TR 5% 405 £ T/
HATRETHY | B 5% 168 I LANIZ 7 RO, 48 E g M O ligiA < ik CE & T FRAST 3%
A BRETe o To, KBS ORBRRI T 5120 25K i i i REIR B2 2~ L, IR, Bk, /NG DI
(Z@m Tz, 7RO, JFIE R OV @B TRV Z R U7z, IREKD N RBIR I A BTy o
FRAEZ7y D EL REFTIEHLD, AT7=0FH RO BIREORE & B RENTZY

RIVETHE—)L
HEZ > M H-RVE T 1—)L50 pg/kga BRI RUE N 514550 Tl & 55807 Th 2 it i OVRUE 12
b = OB RETR FE D3RR O B AL, B RETR EE I HUIRE D, T AKX OB <, A EIEN kO
R CIRD o7z, B H% 155 Tl B, O, T EAE R ORI ICE W ERE DR D T,
B HAL T o DMl M OVRAE T OHUN el B IR ORI & LB IR T L, #5142 161K T, fitiT
D FHREVE FE 13 IR E D 1% AT (B 5 0D0.3%) L7poTz, FGTREN R BRI T 5557041
MRITFRD DI o729

(6) MEFERMFER
77V =R O MBER ARG E FRITKI0% Th-Tz (in vitroakliR) 9 , 7V n=0 LK OFR/VETH—/L D
MAEE AR AR T HLIIS0% TH 7= (in vitroaklik) 5957,
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6. {5t

(1) FRBERL R ML SBIHE B
TTV=R:

7T =R CO IR ME@EEB S R L 160-ERuF s 7L R =Y ar K 6p-ERufs 75
=R~ EREENLDY,
f R A3 H-7 7Y =R 100 pga § kN 5- L 7= L& o i ) OUR B o E B IT, 160-ER %
L R=y Ry HR6B-ERuaX T FY =R THY | TROITR ISP S GE DO B | & &
24%E5%% STz SMEANDT —2) 3,
7B, Tyh, U A EMTFIRIZ BT DREHREE (in vitroakBR) 13, IROFRITHEESILTND0

CH OH
({.H 20H 0\ H
¢-0 \ -0~ %5 ChaCH:CHo CHeOH
HO O H
-0~ CHeCH:CHa /x
b
' C‘H)OH
21 frofalmE <A He et
2 I -~ -0 7™ CH:CHzCHs
s () qreon
RMH c=0
o ~ HO 0~ H
T = O/C\CHCHzCH
CH.OH FLMH - & &
> O H lmm o MII
A . P 1SS e
"0 TR CHGHCH, MI :160-EREFI 7L R=yrr
GH:OH NN .
J:I;/ io MII :6B-ERE¥o 7 7Y =R

- ;J>:::g>cc‘::HicH:GH; Sy h MIIL: 23-ER > 75V =R
= . A
0P : A

75 =R OHERE B

)

SRR
NI

RS
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JVyara=r7A:

He-ZVavn=0 A MFMAEEA L F 2 —ME2400 1B DREALIERFRIFHRIT, 94.3% THY, 7
Vate=u AOHKIZEDLRHOFE XD T THD, Fo, ZVatn=0 20 EREIE, —K
B AR O KR LR, 3 DN AR BRI b2 S — KB (LR T o7 (in vitroalBi) oV,

723%5 . Ty NRH B OVIAE FR ARG KO HE E L7 REFRES (in vitroRkBR) 13, IROFRIZHEES LTV D

61)
M20 - Unknown metabolite
only detected in RAD

o
M16 - Unknown metabolite
only detected in RAD M15 - Hydrolysis

|

OH o
OH o V4
/ ]
— O, — e
N—CH, HO CHs
CHy

M18, M19 - Dioxygenation and two times desaturation

M21, M22 - Hydrolysis followed by glucuronidation

Glycopyrronium M1, M2, M3 - Monooxygenation

e \ —~

OH o
OH o y
/ o@ "
@ o@ . HO// e
RCH3 // N\--CH3 CH,
T HO \7“"[_2] CHj HO
HO

M11, M13 - Menooxygenation and desaturation M4, M6 - Dioxygenation
M5, M7, M8, M12, M17 - Dioxygenation and desaturation

ZVar =0 LAOHEE LR

n
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AIVETE—)L
TR NN H-R VBT 1 — /137 peZik 1 & G4 B HICH-R/VET m— /016 pgZ RN FifEEA
(304y) Lize& | MR VRTP O FERHITFLET 0= LD L ra i a s Th o1z, RPIC
XO-BAF AR DT Vo BRI SRR DTz (%IJ\@7~§?) 2,
RE, Ty FUR UHF | AR EMNIBT AR (FIRN K ORAE N G- in vitrodlBR) 13, X
DIDNHEEZINTNDD

IQ <A
HC-HN 7 b
(I)H s
He CH—CHZ-NH—(IJH—CHZ O-CHy —> 7'V 7 u VAR
fors 4%

th

FNAET T—L

TR A X
5”1“ PN
[e) A f > -
HE-HN 7 ARE
o 1RE#H
HO bH—CHTNH—ICH—CHZ—O—OH
CH;
Metl HZN
P Metl : O-Bi AT NMAbLARALET B—)L
[ HO Lh—chy NH—CH—CHZ—O—O—CH3 i R B
Sor | u, Met2: iRV IV bA V- ETr—)L

Met2

vy a B A

FRVETT— L OHEEHHR K

(2) RBIRE5 9 58% (CYPE) DL FiE. 5 E
TTV=R:
FITCYP3A4D 535 (in vitroikBR) 0, EMIII1T 5 EE/2CYPS T (CYP1A2, 2B6, 2C8. 2C9,
2C19, 2D6 % UBA) ZFHE® T, CYP1A2, 2B6 2 UBA4EFHEE L2 (in vitroakR) Y,
JVarm=rAh;

FIZCYP2D63EE -9 (in vitroskBiR) © , EMZEBITHEE/2CYPS1-Ff (CYP1A2, 2A6, 2B6, 2C8,
2C9, 2C19, 2D6, 2E1 & TN3A4/5) AR ER T, EiK CTOWgEE & OHFIPHIZIB UV TCYPIA2, 2B6 Y
SA4ZEFHEE LR (in vitrosiBR) 0

NLETH—)L:
O-AF AL FOITIZ FEE L TCYP2D6 K ONCYP2CH FHEMN I 545 (in vitroakBR) ©7 , iR TR
TEOFHIZB W TCYPY TFRZFLELR (in vitroskBR) ),
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Q) MEEEMNRDAEERVZDEE

7T =R
PN EIRGNEESI E Sl
& O GREDONATT ATV T 1135913% SHEA DT —2) )

JUar'a=r7A:
P EIRGNAESI E Sl
Ty MIMC-ZVat r=y A& HEIR N5 Lo 2 & iR BURREIREIC SO 2R EEOEIA 1T
3.6% CTHY ., EITHLE K OO BB BRI LD LRIz,

AVETE—)L
wlel@EE I A
Fo M OARIH-FRVET o— /L& AR OG- Lo b & g U IR IS S o 2 R B bR D
FNEIET YN TI~3%FEETHY | @i R E REZ T DHIENRIBENTZ, A XTIL, BN HER
FENZ 5D DREACIRDEIA 138 5441557 T64%, 0.5~ 12FF[T29~21%E, Ty NIl @n-729

@) REYDOEEDEBERVEML. FELE

7T =R
Ty HOTZREHZEB W T, EMIB T2 FEBE R ThHH160-ER X LN =y Kk R6p-ERH
X7 TVERE WIS HIRIEEN (BVHIEIHIER) kOVESER (WIRZEREEN) 212l l
IRSTRI DT (REIBIRD1%LLT) 3,

JUar'a=oA:
M E R L

AILETIa—)L
ERILE T OB ERBIDO-BATF LR (Metl) 1E, /LTy MEHRE DAV 82— /LB R IR I L
T, AVETE—/L (R R) -R*E[RIFEE OMFIERZ R LT,
(RNVETE— )L OKE IHERAEMIZEIZ (RR) AKICEDH DT, FAVETH—/LD (S,S) -KIZITK
BALIRERNZEALE T2

7. e

TTV =R
T REAERR L= 7Y =R 100 pg#z HEIF RN G- L7c L& B G HETREDST% 0 R 12, 34% 3 3
iz PRSI, SR ISR BRI R B S >T- GFEAD T —4) 39,

Jar’u=r7 A:
BN RBIERR LT 7V 2 n =0 40.2 mgZ HEF RN 5-L7c & & 5 REDR0% A DN AR (k&
U TR OREH AU HEIES AU, 5%~ 15%237 )V I UMED K G5 iR & LTl S ivTz, F2, # i
RED85% 3 5% 48 TR FICHRit S vz GME A DT —2) 7D

RIVETEH—) )L
S REARRR L T2 AR L7 10— )L 37 pge it N R G4 B B I U Re ik L 7oA V£ 7 1 — /L 16 pga i
IRINFRBEIEA (3047) LT=EX, #5-1% 168 £ TITH& G- EE D 62% 23R I HEIE S AU, 24% 7033
izt Sz GMNE A DT —4) 2
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8. Mo RAR—4A—IZBH 9 B 1E R

TTV=R:
77V =RIIP-FEE EHE (P-gp) DIE THDHM, P-gplZxt T2 EERIZRD LN -T2, DT
VAR —%— (BCRP, OATI, OAT3, OCT2, OATP1B1 X% T*OATPIB3) DIEE TiE7el, Zhbh T
AR = =3 T D EMERA L RBD DI T2 (in vitroikiR) 9,

Jyara=rA:
BHENT AR —F =3B Z WV, ZVata =0 AO N7 AR —2—[EEH R OEE THhH AT

REMEZRFTLZFE R, Z7Vae e=7 A1X0CT1, OCT2, OATPI1B1, MATE1 & "'MATE2-K% [HEL 7=

D, TR VAR —2—1ZxF T D50%BHE L (1Cs0) & iR (2 381) 2 M iR E o Lhig g |
MEAERIFAECRNEE X LILZ (IC50>100 pMmiiﬁlJﬁéKﬁE) o ZVarm=v LADP-gp, BCRP,
OATI1, OAT3 }x *OATPIB3IZx T 2P EERHITERO biLieh o7z, £/, ZVarr=7 A[FOCTI1,
OCT2. MATE1, MATE2-K, OATPlBl&UOATP1B3®%ET“Z§)07’:7§\ OATI1, OAT3, P-gp X I}
BCRPODFEE Tl 7en -7z (in vitroaklik) 7

AILETEa—)L
U ERRL

9. BEMFIZLDBRER
B R L

10. RENDERZHIVEE

(1) BHREETDEE
PPKET /WMZEDI 32l —arDfiE R eGFR2363.7 mL/min® BEF 12 BIT 57 )3t 0 =17 AD Chpayx.
Cuin 2 QCAUCH, fi#HT 6 B2 5[ 0 eGFR O H H:4590.0 mL/minZ A 35 B H LT, TNE12%,
41% % U29% N2 EN TSIz, E512, eGFRA345.0 mL/min® EF IOV TPPKE T /L2 HE -S54+
FREAT S T2/E R TIEL eGFRAY90 mL/min® FF & H T Craxs Conin X CAUCHZ L2 H128% . 95% K%
V68% <72 HZEN TS, E"i‘%ﬂ% {EET D7 Varn=0 AOWREE RO NP REIN, 7T
=R R OFIVET 10—V O FE 812 K IT T B RERE S OB IRRO bR -7,

(2) FripElEE D EE
A RERE E R FE A5G L LT3 BRITEML TRV, Z Yot a = AT B HEHC Lo TR BT
KT 27280 FFHERERE R LK ELZ TN EZEZBIND, 7T V=R K OFRVETm— /W EINF
RN Lo THERDBIE R T 5720, EENFHERERFA A 7585 Tk, BEROHMA TRISNL?

1. 204
AL
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Vill. 2% (FERLOIES) (BT HIEH

1. BERNBEZFNDER
BRIEIN TR

2. BERARETNDIER
2. BR(ROBEICIE/ELLZNIE)
2.1 PAZERRA RN RO B
(Hia U AERICEY, IRERS LR UEREZEEIE 8210155, ]
2.2 AN IRIE RIS R D HE R EE NS DB
[V ARFIC LD RZFH T DBENBHD, ]
2.3 HE R PUEAIDIFAE L7V ERYYE | TRIEME B E O B
(AT BEARDEANZIVIERZ T 2B 201395, |
2.4 RHFNO AR LI BUE OB RO H 5 B
<R >

2.1 AFIOEA D ThHZVat n= AOFIa) AEAICEY, IRENS ERL., AR FERE L%
THAREMED B DD T, FAZEMRARENED BF ITIIAF 2 & G L2 E,

2.2 KENOEA Y ThH7Var a=0 AOFaYAEFICEY . BRI OUUHE S HEIR 5 A3tz L
PREAZFHEFE T D RIRENEN B2 DT, BINZIRAE KR EIC LD BRI E 03 & 5B E IIAA A 5 L7
zE,

2.3 FAIDOB G THDHT TV =RIFATRARAITHY , 7V az/vFaxTaA RGOz e
R &> T RO RGPS RE 2 HNHI L B Fn LG E D RMEZ 5 L7120 | FLREERIZE -
TR OIEFAMAL 20 E | RYYEDE(LE KL TLEIBZNLHD,

JEYSE DO HIZIX, OGN A & TR A2 7= 858 Db %<, ZO X7 R YE
BEIZT NVaanFazxTuf RN ek b5 L6 KA BT ESEERERH LT LD Y
JiE O FAE FE « BB IS U7 B AL E L QD SRR O IE O BF x5
EEFHIZOWTL, TVIL 6. (1) A OHE - BHEREEOH LB 9.1. 1 OHEZRT 5L,
> AR PEBIOFELIRWEYYE : MRSA (AF UM TE S 7 R ERE) S50 LR OHTE A
el TR b I VAT e
> REMEEREIE : T ALV RIE* | B DA E (G U FIE, NN O IERERS) |
VT Ry I ASE, La—/VIE &
FT UL E WS KT AL H L AR TIEAT BA RIE I R TR ,
Jifi e OV By D BSE G DR DB LN DD IAODEYUE Tl KAl 7 vaza)Fazxsa
ARERIZEV BB ZT-E DB EZNNH LD T, KFZEG L2,
2.4 EFMLO—REEFHEL TRIELTWD,
RN AT R IR BUE OBEE D& 5 BE ITA K Z & 5- L2 56 | EEZBBUEN BT 57 THE
PERFE 2 HND, AANZITLL T O N E FNTWDDO T, AFN O GIZEEL T, MIR2E21T0,
ZIDHD RIS TR BUE O BEEIE D5 FBE 1 TId, AR H G- L2 e,
FRGy: 7T YR VA ey AR Y ARVET m— LT < VIR K T
WINF: 2 ALVERL T (1,2-0 AT 7 1A asn-2 Va3 kAR w R QAL 2L o SRR S5) | 1,1,1,2-Th
F7)NAaxH
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CHIRE IS RICEAET S EE LT DIER
(V. 2. ZhRE XUFZZN RACE T A1 E | 25T 52k,

RAERUVAZEICEET HEEETDER
V.4 HIEAR O EICEET DER 22T D2L,

CBELGEARMTIEELTOER
8. EELERNEER
8.1 AHN OB HHAR BT 218 M PHZE M I B O RIS I3 Uik, eI EPE R By
FIRA DAL O BN 20 BAN 2 T2 I BE ICERE 52528, Fio, ZOIEAI O B3
IMUTZ0 . DTN R A4 Tl iz o CELG AT EEOE N4 TRWVWIENEZ Z b
DT, A LRSI EFRE 22 2 LEMOIBEE RODIDBEIERE 52528,
8.2 EHVEAT uARAIL L L CRIEEMEIFIR S, MAAT A R BRI 532581003, &
HVER (o o TIRMERE, 7o v 7 RIEIR . BB BB R RB T B L O, FNRE, kN
A Ede) BT HZENH LD T, EMIHINTREZITIZENEEL, Fo, BEVNROLNT
BAEICE, BREOIEREBIE LD YL EEITIZ L,
8.3 KB NGO LN L AL, BEHICARF OB AL L WY@ a o8, ok
AR EARR, RAI O AR IZRE SIRENFRSNDIBZNDH D,
8.4 AHK| O EH IIZIVIERDEAL T 2B ENNHHO T, B HH O CAFIOME A4 ik
THIERRNIOIEETHI L, Fo, FHE2F IETH5A T, BlEE +IATH28,
8.5 HE-HELEBVIELEHL THORRDBBD LI WNGEIZIL, AFIDE Y Tl eEE 2o
HOT GIREE H Ak T Ik T 528,
8.6 WMEIZAKIDE At 1o 6 . RER, HE Il ME LA EZ T BERHL0 T, Hik-H
BEBZTEELRWIOEETHIE, £, BE KL, RFIOEEOME I fEtEizoun
THfESE, HiE-HEZEA THERL2WOTEEE 52528, [13.25]
<SR >
8.1 COPDDHERFZIX, S0 2 B IE P HIWT & Z AR U T e S L B L 72 5 ARANTREICHBLL C
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EL—XR =T AT 4T 132024566 H BifE ., KE., EUGEE K OV H A2 E 78 EIZ B W TGRS T

W5,
KEIZHITEHEBIRRT
ey AstraZeneca
iongd BREZTRI AEROSPHERE® (budesonide, glycopyrrolate, and formoterol fumarate)
inhalation aerosol, for oral inhalation use
FITE - itk (1) 120 A : 1% A & 7=V budesonide 160 ng. glycopyrrolate 9 ug* . formoterol

fumarate 4.8 pgz & ¢
(2) 282 N : 1% A & 72V budesonide 160 pg . glycopyrrolate 9 pg* . formoterol
fumarate 4.8 pg%x &1

BIRE I3 R

12 EPHZEM YR B (COPD) DEBE IR HHERRE
f55 F VB 972 HE B 7 ) PR F 1A AN 2 MR AU S D F <o B D YRR I A
AL Tl e b7any,

MELROHE | 2% A1 H2[EZ R ARG
AFNTF Y D1A2[EHG-LU, 1EIOB G SE2WAZAT, 1 H2ED2RALYE
Z<MEALTUTRER,
*glycopyrrolate 9 uglglycopyrronium 7.2 pglZfH*4 4%,
KEOWATCE (20224E1H)
BROMISE 1T HEEBAKR
etk AstraZeneca UK Limited,
1 Francis Crick Avenue,
Cambridge,
CB2 0AA,
UK.
W4 Trixeo Aerosphere 5 micrograms/7.2 micrograms/160 micrograms pressurised
inhalation, suspension (2020412 H 7&G¥)
Riltrava Aerosphere 5 micrograms/7.2 micrograms/160 micrograms pressurised
inhalation, suspension (20224F1 H 758
FIE « ik 1202 A : 1% A& 7=V formoterol fumarate dihydrate 5 ug. glycopyrronium bromide
9 ng*. budesonide 160 pgz & ie
BRI | ICSKOLABAD G, UFLABA K NLAMAD{f I k- Tl iEm ST
IR FEDNDEE D N2 PEPAZENEIFE B (COPD) D H I 1T DR A
MiER O E | 2B AL H 22 AES (F2EI%A 4 2[E% )

*glycopyrronium bromide 9 pgldglycopyrronium 7.2 puglZFH4 9%,
KN DSmMPC (2023412 )
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0. WENERERAITIBEICHIDIIR

9.5 1143
T8 SUTAFIRL TS AT REME D3 D e M IT TR LA MG A2 LRI S HBr S D 8E1c D
HEEFHL,

EMIRT 2B AR SRR T, ZVat n=0 A0S TRV EIE N H S S TS | o
YR/ Vart n =7 510 mg/kg/ H &K TG LIZEE JRIBEREORD RHHD | 1 mg/keg/ H %K
TG Uz EXBEFLATET A R O R E B ININSI R AN Fio, Ty e W88 B AU R R
Tl 77 V=R ARNVET R LT VR KR &L T12/0.66 pg/kgbh EERRAFE G- LIZEEIZ, &
IR MR ISR O, K OMEFEE RO HALTND™

9.6 ZELIF

16 EOR MR ORARBOA A B EL , IO UL L E2REFT 528, 77 Y =RidEh
FLHCRAT 208, R OME P3SN 2 ERHESNTND0 | Zat a=y Ak OVRLE
Tr—/LOERAIF~DOBATII R TH L0, B FEER (T h) THIT R A~DOBITHRHRESN TN,

i RLAN AR

KEOHFCE | 8.1 Pregnancy

(2022 4F 1 A) Risk Summary (— #BHH4)
There are no adequate and well-controlled studies with BREZTRI AEROSPHERE or
with two of its individual components, glycopyrrolate or formoterol fumarate, in
pregnant women to inform a drug-associated risk; however, studies are available for the
other component, budesonide.

Clinical Considerations

Labor or Delivery: There are no well-controlled human trials that have investigated the
effects of BREZTRI AEROSPHERE on preterm labor or labor at term. Because of the
potential for beta-agonist interference with uterine contractility, use of BREZTRI
AEROSPHERE during labor should be restricted to those patients in whom the benefits
clearly outweigh the risks.

8.2 Lactation

Risk Summary (—#B#k#Y)

There are no available data on the effects of BREZTRI AEROSPHERE, budesonide,
glycopyrrolate, or formoterol fumarate on the breastfed child or on milk production.
Budesonide, like other ICS, is present in human milk. There are no available data on
the presence of glycopyrrolate or formoterol fumarate in human milk. Formoterol
fumarate and glycopyrrolate have been detected in the plasma of undosed rat pups
suckling from exposed dams. The developmental and health benefits of breastfeeding
should be considered along with the mother's clinical need for BREZTRI
AEROSPHERE and any potential adverse effects on the breast-fed child from
BREZTRI AEROSPHERE or from the underlying maternal condition.
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BRI > SmPC
(2023 12 A)

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of budesonide, glycopyrronium
and formoterol in pregnant women.

Data on the use of inhaled budesonide in more than 2,500 exposed pregnancies indicate
no increased teratogenic risk associated with budesonide. Single-dose studies in
humans found that very small amounts of glycopyrronium passed the placental barrier.
There is no experience with or evidence of safety issues on the use of the propellant
norflurane (HFA134a) during human pregnancy or lactation. However, studies on the
effect of HFA134a on the reproductive function and embryofoetal development in
animals revealed no clinically relevant adverse effects.

No animal reproductive toxicology studies have been conducted with this medicinal
product. Budesonide has been shown to induce embryofoetal toxicity in rats and rabbits,
a class effect of glucocorticoids. At very high doses/systemic exposure levels,
formoterol caused implantation losses as well as decreases in birth weight and early
postnatal survival, whereas glycopyrronium had no significant effects on reproduction.
Administration of this medicinal product to pregnant women should only be considered
if the expected benefit to the mother justifies the potential risk to the foetus.
Breast-feeding

A clinical pharmacology study has shown that inhaled budesonide is excreted in breast
milk. However, budesonide was not detected in nursing infant blood samples. Based on
pharmacokinetic parameters, the plasma concentration in the child is estimated to be
less than 0.17% of the mother’s plasma concentration. Consequently, no effects due to
budesonide are anticipated in breast-fed children whose mothers are receiving
therapeutic doses of this medicinal product. It is not known whether glycopyrronium or
formoterol are excreted in human milk. Evidence of transfer of glycopyrronium and
formoterol into maternal milk in rats has been reported.

Administration of this medicinal product to women who are breast-feeding should only
be considered if the expected benefit to the mother is greater than any possible risk to
the child.

Fertility

Studies in rats have shown adverse effects on fertility only at dose levels higher than
the maximum human exposure to formoterol. Budesonide and glycopyrronium
individually, did not cause any adverse effects on fertility in rats. It is unlikely that this
medicinal product administered at the recommended dose will affect fertility in humans.

ek RLEIPNE (S7H)

F—A NZ VT O CE (2024 -3 H) Use in pregnancy — Category B3

*74—ANZUT D434 The Australian categorisation system for prescribing medicines in pregnancy

Category 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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Ak RLEPA

KEOHRSTCE | 8.4 Pediatric Use

(2022 4 1 H) BREZTRI AEROSPHERE is not indicated for use in children. The safety and
effectiveness of BREZTRI AEROSPHERE have not been established in pediatric
patients.

MM > SmPC 4.2 Posology and method of administration

(20234 12 ) Paediatric population
There is no relevant use of this medicinal product in children and adolescents (under

18 years of age) for the indication of COPD.
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