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5. RBREHRUVE - EALOHREER

(1) RBKH
[ S ) A R R B A T E O L YN T A8, (11 6. RMPOMEEE | IE 2 )

(2) FE-ERALDFIREIE
A0




6. RMPDH#IE

= 3E 5 U A28 BRET ] (RMP) ORI EL

LAVERGH

[EE R ESNTZIAY] [EEREERYAY] (EEAR )|
<D R F SR 7S M EIERL
CEERMIE Y MEOK T BB EREATRARFIO 2y

YN N

SRR O BIE, MSTITEEA B3 B SRR A

AEIZB T Dkt
LA
| FRRICIE SR MR OO OiEE) | FRUCIEASV R R/ MED T2 DL )
[ S 22 A B A YA e/ IMEE
T O [ B 2 A B AT ) W OVARY e/ IMETEE)
<BIE ., SUER - 18 & O E & R CETISI LR OEE M EELTANICLDE
HEDWLE « RS - I ATICEE S L 2RER O AL
(KR OFEAT) BIMOVARY fe/ IMETE B
TR E R A (KU S0 S ISR D IF it
BN [ FE i 22 A B AT
- RE AR A (RS SN
AN B3 2 IR A - SRR O G|
LA

BRAR O I T IR TR~ — 2 THERR L TS0,




Il. 2FR(CE89 HIEHB
1. R4

(1) ¥4
EL—XRN®T7 2T aRT7 4T ® 560 A
EL—RRI®T 2T AT 4T ® 12000 A
EL—RRI® 1447 BAT 4T 560% A
L =R 1447027 4T 12000 A

(2) *4%
Breztri® 7.2 Aerosphere® 56 inhalations
Breztri® 7.2 Aerosphere® 120 inhalations
Breztri® 14.4 Aerosphere® 56 inhalations

Breztri® 14.4 Aerosphere® 120 inhalations

(3) BFFDHXE
Breztri: [ Breeze (i) | &I Breathe (") | D [ Brez) 33N 7 I LDIRE ThHHZEN G triple ) D
Mtri] & &> ClBreztri) L4 Bz,
Aerosphere : FEAIHE fi & LR THEEOBW KRN v T Lip > THFZ EZES AR W22 e
5. ZER DI Aero | EFEIROD [sphere | & &> C I Aerosphere | 44 1T H A7,

2. — R4

(1) #14 (dndi%)
77V =F (JAN) (H %)
7)arn=y LB Y (JAN)
RIVETB— /L7~ VIR KT (JAN) (H &)

(2) *4% (ARE)
Budesonide (JAN, INN) (H J/)
Glycopyrronium Bromide (JAN, INN)
Formoterol Fumarate Hydrate (JAN) ( H J7)) . Formoterol (INN)

(3) AT L
T/ Z— )VEEERD R AT B AR :-onide
AT =0 MEE W) -ium
7 2 X FVT I FHEROKUE YRR : -terol



3. BERNIFRMERX

TTYV=R: 7)arn=y LBLY:

-
Sid
RUEKEME

ARIVETO— LT~ LB K FnY
HHOH  H

N N~cHo

* HO,C Y COH .2H,0 RUBEEMME

2

4. R FRARUDFE
7 TR
77 V=K CpsH3405 430.53
ZVavu=y L5t C19H2sBrNO; 398.33
RIVET =)L = VIREEKFIY) | (CioH2aN204): » C4HaO4 « 2H,0 840.91

5. L4 (f&iE) XIEEKE
TTYV=R:
16a,17-[(1RS)-Butylidenebis(oxy)]-11p,21-dihydroxypregna-1,4-diene-3,20-dione

7)arn=y LR
(3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidinium bromide
RIVET — LT < VR KF
N-(2-Hydroxy-5-{(1RS)-1-hydroxy-2-[(2RS)-1-(4-methoxyphenyl)propan-2-
ylamino]ethyl} phenyl)formamide hemifumarate monohydrate

)

aufi

6. [EF4. Al4.BE.
TBERIET—R :PT010



. k5 ICBE9 518 H
1. PEILZE

(1) Sh&R- 1K

TTV=R:
7TV =RITAGAA~MEE B AOR XU EOM R Th b, 77 Y =RIFAZ ) — /LZRRET R
I, TER=RILV TS /=)L (99.5) 1200 T I, AKITIFEAETET 720,

==y PNV (Y R
7V)ava=y AR LT A AORE R EOBR R TH D,

AVETO—)L T~ LRI KN -
RIVET B— /L7~ VBRI KR A -~ 5 A DGO R Th 2, BElE (100) IZHETRT
L AH )= TR RIRIT KL AR XT =X ) — )b (95) 12D TIRITIZKL, P2 F L —F | 2iFe
AETRT TN, KD AR ) — VIR (1—100) [TEEEZ RS20,

(2) AR
1) FIEBRICHITEA08E
TT=R:
TR
W 1| @B VAN T2 B AR R B A R Vs 250
(mL)
VA== /N 3.1 EASERR
AH ) =)L 29 RRTET TN
7Eh=RJ/L 66 T IZ<N
TH )—)L (95) 31 RRLEF I
7k 36 RRTET I
TH =)L (99.5) 41 ROEITIZWN
TITF ) T—T) 910 T IZ<W
7K 100004 | FEAEVET IR
7V)arn=u L 52{y:
eyl
W 1| gZ VBT T2 I S AR R H AT R OV 5
(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 | FEAETET 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?

sJava=y LBty

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) Z DD E 4R MEE
TTV=R:
FEFEIE [0]2:102~+109° (0.25 g, Zumzk/L A, 25 mL, 100 mm)
Javu=y LB
FEFEMEI T RS2,
AIVETa— L7 < VR KT -
ARERDAS ) —NARIE (1—100) 1THEEMEE RS20,

2. BN DEREHTICE TSR EMS
(1) FTV=F: REARHFERUIEHAR

. PRATSA: e .
AR o R ¥ PRIFIEHE PRATHIM ER
Wk FalER 25°C | 60%RH — N 2471 H HAE N
NN TINIRas
TR 40°C | 75%RH — 67 7 HIFEN
ERIE H AMEL, TR, & B AN RLEE AR | AR R R R R
(2) 72— LRILY: RERERUIEER
o PRAT SR ae }
AR B o ” RAFIETE PRATHI R TS
EMRFRE | 25°C | 60%RH — REERVETVRE | agnf | HEN
STV
NN ER 40°C | 75%RH — (EARHIAD) 67 H AN
PBRIE H MR, SR, AR ORI A IR AE IR EE R
(3) RILETE—ILIILEE KA : REIRER U MEGER
- PRAT R e .
AR B o ” RAFIETE PRATHI R TS
FEHRATHBR 25°C | 60%RH — BEERIZFL RS | 604 H JHFEN
TR 40°C | 75%RH — JMRBER) =T L A8 671 A HIFEN

AUBRIH E AMEL Koy R, B 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,
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IV. B¥I(ZR§9 SHIEH

1. HIfz

(1) FR DX A
MR EENZ LD — & B O IR PIEZESNOWATT Y — VAT,

(2) HENDHNER TR

724

EL—XN®T7 27 aRT7 4 T®

EL—XN® 14470 RT 4T ®

56U A

56U 120 A

S8

PEIR

AANDANEYL A BORETR Thd,

(3) #Aa—F

Y L7R

(4) BREIDME
BRIy (7T Y =R, ZVav e =0 AR K ORVET m— /L7~ VBRI K FN) &2 SLVERL 12K

ROWEF | h TIB S TS T INE SRS T,

(5) T Dt
LR

2. EFNDHERK
(1) B3AS (BHERS) DEER VT

. EL—AN® 72T BAT 4T EL—AN® 1447 0 RT 4T
ok 56T% A, 1200% A 56U% A, 1200% A
CE%s 1EInE 5 & (LIER) 1 FIVE B (R E)
7TV =R160 pg 7TV =KR160 pg
rVavn=0 LR5A9.0 ug ZVarn=0 LB 18.0 pg
(ZVatr=ULLLTT7.2 ug) V=t =0 LELTl4.4 pg)
RIVET O— )L 7 < VIR K F#5.0 ng RIVET O— /L7 < VR K FI)5.0 pg
(FRVETE—L T VRIS T4.8 ng) (RIVETE— /LT )UERHEE L T4.8 nug)
WA | ZFLMERL 7 (1,2-V AT T aA )b-sn-7 U a-3-RARaV g OMEAL v w 2ok Fndnsn
%) 1,1,1,2-7 v 7 vAnxzs
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() BREFORE
LR

() &E
LR

3. RTBEMEDHRRUVES
BAAVAD

4. 1
AL

5. BEAT DRI D HHRHMY
BB LIRAT 2 AT REEOS SRR E K ORI DL B0 ThB,
77V = HRO T A

L EES
16a,17-[(1RS)-butylidenebis(oxy)]-21-hyd 1,4-diene-3,11,20-tri AL
a,17- -butylidenebis(oxy)]-21-hydroxypregna-1,4-diene-3,11,20-trione .

Y P SRR
11B-hydroxy-3,17-dioxoandrost-1,4-diene-16-yl butanoate 53 FRAE )
160,17a-[(1RS)-butylidenebis(oxy)]-11p-hydroxy-3-oxoandrosta-1,4-dien-17-carboxylic .

. [(1RS)-buty (oxy)]-11p-hydroxy y R
aci

7 Jaen=y ARALY RO Y

%25/\ EEI;'E\,

2-Cycl 1-2-hyd 2-phenylaceti id A

-Cyclopentyl-2-hydroxy-2-phenylacetic aci .
p X p 1 /\ﬁgiﬁk%

RIVETa— L7~ LR B S D AR5

G4k GES

1-(3-Amino-4-hydroxyphenyl)-2-[[2-(4-methoxyphenyl)-1-methylethyl]amino]ethanol éﬁkx?{@%

IR AN

N-[2-Hydroxy-5-[1-[[2-hydroxy-5-[ 1-hydroxy-2-[[2-(4-methoxyphenyl)-1-methylethyl] AR

amino|ethyl]phenyl]amino]-2-[[2-(4-methoxyphenyl)-1-methylethyl]amino]ethyl] SR R
phenyl]formamide

_ BRI

(2RS)-1-(4-Methoxyphenyl)propan-2-amine N

N-(5-Formyl-2-hydroxyphenyl)formamide PR @%

SRR

N-{3-bromo-2-hydroxy-5-[(1R)-1-hydroxy-2-{[(2R)-1-(4-methoxyphenyl)propan-2- R e

yl]amino} ethyl]phenyl} formamide (and enantiomer)

-12 -



6. HFIDFTREEHTICEITIREM

(1) EaETHRENM
[EL—XNT 2T BAT 4T

56 N :
) PRATSRA
Eﬁ"“ 2 .E‘ 73 ;,\n
Bk L - RAFIA PRAFHARH R
EHIR R 25°C | 60%RH S 3671 A HIAEN _
(EARFAD) 671 A S TV —
SR 40°C | 75%RH NS 64 H IV~ VBRI SR D53 i
PV R aE Tt
ARSI U=,
RERTEH MR 1TE S0 E &, ofRARY ., Koy, EEES—M, 2Rk
1200% A :
B} PRAFSAF
gﬁ:“* Zf_l“:: A f:n
Bk oy B PRAFIER PRATHIM P
FEHIRFRER | 25°C | 60%RH L 3671 A HIkEN -
(EARF D) 6 ARERCAVL £ T =
S ER 40°C | 75%RH NN 64 A IV VR R D53 iR
FVT R HE o
ARSI LU=,
RERIA B MR, 1S 7-00E &, fRAERY ., Koy, SEEY—M, 225157000
[EL—AN 44T AT 4T ]
56W N :
B} PRAFSRA
B JHe E i
BiR B B PRAIFIER PRATHAR S
R38R 25°C | 60%RH 247 H JHFEN
S = WA 11—
T A%k 6 AR ChRLVETO
(E’jﬁ%ﬁ”]\@) IV )Lt B S D45 iR
TN 40°C | 75%RH . 67 A | AERIASHI (HLRs A1)
2V R A& L
L. 1EYS 7008 &6
TLi=

FRBRIE H MRIR, 1R U720 D& &, R Ky, LR M 22K FRORLE

120W% A
o PRAT SR o .
AR B L o PRATIEHE PRATHIM At R
MRk 25°C | 60%RH TV 364 H IR
S . , (FLIHIAD)
NG ER 40°C | 75%RH ST R 67 H BN

ABRIEH MR, 1 S720OE &, SRR, Koy, SRk, 22500
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2) EEEMIYELI-KETOREN
[EL—XNT7 2T BRAT 47

. TRAF5M e .
(LN s i A7 HE PRI R
564 A TIRARD 638 P
25°C | 75%RH B L7k RE
120% A s & A 3 H HikgMH
HERIEH MR 1E Y7200 E &, DAY . Koy, g, 2Rk
[EL—ARN 44T BAT 4T]
TRAF5ME e .
N oy B A7 RE PRAT- 11 (RES
S6T% A TR 63 R
25°C | 75%RH B H L7 fRRE
1200 A s & AL 3 A pik!

FRBRIE H MR, 1R U720 D& &, R Ky, bR M 22K FRORLE

7. REERVERRORENE
LR

8. hF|ILDELEEIL (MEILFERIZEL)
BAELVAA

0. Bt
LR

10. %%

(1) ABELNRELGRSF - BE. BN RRLEASR - BEICHATHER
HeAf FHOW AL ZL U TR 35L& 1%, W AMEFERE (B2 -2 %) & SO ARANTAFH T4,
1200 ABAN I A FHCUEITIZ L,
T F a2 —F—Z BRI T 5L,
W AN MEf R, Peid 11 TXUL 2. Z Do BEE B | DIEZ M,
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(2) 8%
(EL—XRJ72T70ORT4T56kA)
LA [IAR (7R, R AD) x1]
(EL—XRMY7.2Z70RT4T7 1200k A)
IAR IR (7L HIEAIAD) x1]
(EL—XFJ14.4T70OR T4 7560k A)
1A IR (T VL, HEEAIAD) x1]
(EL—XRMJ14.4T7AR T4 T 1200k A)
IAR [IAR (7R, F2RAIAD) x1]

(3) FHER

YLD
(4) BRHEBDOME
RIS i ME
HEA T r—H— AT aeL s RITFLoT LI H—R RIAFUATFL Y AT LA
iy TNI= b
TIF ot —H— AN =l P
Xy AN M=l N

B AR (RSB D4 FR) 1T, TXIIL 2. Z OB E k| DIES M,
BEFEIZ DWW TUE, HIEZET 72> THEEL 72D, RA BT 20 kTNl #i5F BIRIRICEDED D
NI BEFEALFREICED 2 L

1. BlRRE SN SEMEE
HEMLLT LT 20O AT vy 2 R—2— | 2 HEL TV,
EE: [ FyvatR—a— IIAREHTHY, EIEHTIE,
7t ok e WeAEMR

12. Z Ot
L
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V. aRICEISIRE

1. HEER [TEh R
EL—XRMJ72TF7ARTAT
BIHEFAEMMER (BEREX XK. MKE) OFEKOERE (BAXTOCHE, REFEERERAR
) U R R REE A MERARRIHF DG ANRBELISE)

< it >
HEERED DI EIE D H AN K O E A DO COPD B & %4 & LT B IITAHFER (PT010006: KRONOSF
BR) 1BV T, AH (EL—XRN® 7270 A7 47 LI EL—X K 7.2) OCOPDIZXEd H#ERRE
ELTCOHEBMED MRS, A ME R B CTHHH 12~ 24 OO E H-RIN 7FEV TN T,
AFNIRBEETH DT TV =R /RIVET 0— L7 < VBB KT O A W AHK [7F Y =R/ FLET
m—/LE SRR Al (MDI) | | i NCZVave=0 AR L)/ FVET v— L7 < VK Fn) O
AW AF (ENRAECT T a7 470 LU BERAY) L L CENE NS Rl B R 4R
LTme ZOFE RS | RANIBE G LA RE D EIIL T 7Y =RV at u = A B LR FNE N E
HBLTWAZEN RS, SHIT, RFIFEICIS 1T A T EE OCOPDHE R X, B XA REL T
1 L CTEL, AFNOCOPDHEEE | 256t F- DN FAZ T TV =R E 5L COD I EMDERS T,

EL—XKJ144TF7ORITAT
[E XS (RARTOARE, REFFEEAERA D) D F RO R EE R ERARREHF O G A
NILEIGE)

< i >
T bw— )V AR R 722N T B E K OV 125 BA b oo v I W BB A e G2 & L7 5 TIHAH RRBR
(D5982C00007 : KALOSHEER & TND5982C00008 : LOGOSHRER) 128\ T, AK| (EL—AR® 14,47 124
T4TO LT, EL— XN 14.4) O SN ENIKE T A SN RS Tz, A b R EEHEE E ThD
F12~ 24 DOFA DO 5HINZ Z7FEVIZ W T, KANIXHRBEECHLHT 7V =R /FRVE7m—/LMDI& b
1L C, KALOSEBR CIIFFH A0 A B2 /R L, LOGOSEER* Tld4 B A Btk a2 R LIz,
*is B O PHA AT & BRELOGOSHIRD A AT 70 —F | ZIGBR i # 1 & CHLE S A IER A SMERFARIE B TR,

2. MEE R IZHRICEET H IR
5 MBEX IS RICEET HFE
(EMRAEMME R (IBMEKE XK. MKE) OFEKRDERE)
5.1 AH LR B ZENE R BB SR DR 138 BRI NS Z & AHN 38 M B ZE M Bt £ oD 1Y TR | 2
B HAMEHARE B LU Tl 3 23Tz,
(REXWE)
5.2 AANTEE T B OMER O REBE FICHAWDZE, AFNTI B U2 F B2 0 T D 3K
FITIERWOT, AVEERISR U I L2 d,
< i >
(EMEAEMMER (IBEKE X%, MK OFEKRDERR)
5.1 AH| (EL—XR7.2) IZCOPDIZx T HEHIEBLHE L LTl F 3234 ThY | BYIERH 1T 20k
R A BE LU T AT 238 ClI WV e bk E L7z, COPDHYERFIZIIT 52 iR
AL Tk, HARTALFEEB IO %, BEOREBITIGUIlE U e iGma1To2 L,
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(REXWR)
5.2 AH| (E'1—ATV14.4) 13558 30 BT T DR G BLERL U TR 4 28A THY | &8 30 B0
SRS 912 B AL L TR 4 2381 TN 2 Lnb i Lz, KUE 30 8 DR
(T DIGRICBAL T HARTALFELZ OO 2 BEORBIISCTEYRRR 21728,

3. RZRUAE

(1) BERUAEDHESR
(BMERAZEMERMKE (BEREX K. MKE) OFEEIRDER)
WHE L AT, EL—ANT7227 027 4T 1ERBA (7 7Y =RELT320 pg, ZVabtr=0uAstLT
14.4 pg, FIVETR— /LT VR L T9.6 ng) 21 H2[EIR A 532,
(REXMmHE)
W AN, EO/NRIZIE, BEL— AR 1447 BAT 4T 1EREA (77 =RELT320 pg.
ZVarn=r7 hELT28.8 pg, R/LVETI—/L 7 < LEEHEE L T9.6 ug) %1 A2[EI A 5425,

(2) ABZERUVAEDHRERE - RN

(EMAEMMESR (BHEIEX L. MKE) OREEROERE

NITTYRORAERTE
HRAEIE D BE DO COPD RS Mo ONRAED D 1 A9 O FRfge Bl Bk N\ B E & 5t S L LT R R I3k 12
X, AH (B —XM7.2) ROT TV =R /R/VET 01— /LMDIOCOPD R % 5t G2 & UT- S I A ER
THRHT27 7Y =RO Rk FAEIT, 320 pg 1 H2RINK#E THHI LIV RSN,
(TV. 5. (3) FHEPUSEESRRBR . TV. 5. (4) 1) BWERGERER DESHR)

2)J7)IEAZ D LRIEMRUVERREDHEFRTE
AFIOCOPDIEH KT A7 Vartu=y AR O A &L, E_XAEOEKRRRE T vs 750 —8L
L CRHiiL 7z, ZVatu=0 A5 OH &lX, FFIOMDI (ZVat'a=7 AMDIL: A3 &L T
Vavn=y AR W EHE LI A2 BRE  AFIERICALTT OWNT A R%AE ) O &0 E
L7=ikBR, W ONZE RAE O H &SRR L 72 B OfE RIHESW TR ELT, a7 Vatn=
7 AMDLK e RAE O B OGHEZ2 B 28R 34T L CRFE R OVE ML 7=, ERtl/=27Yar
=77 AMDIK NERAE DERRIREBE DR T — 2R ET 5L, ZVaru=U 144 ug 1 H
2R BE G- DIAH) S N RAE O SBIHHFER CSIOITRET T & k- HEE L Tl & B 2 b,
/-, FVETE—/LMDI, ZVat rn=r AMDI NZE RAEDEZHRAEBR O T — X5 E6 35L&,
ERAE O FNHHRBR CREFT T REELA A EL CORE A&, 14.4/9.6 pg (ZVava=uL/xL
BT R—/L 7)) 1 A 2RI G R ETIEE 2 b,
(M. 5. (3) HEPUGERZEHER | OIS )

3) RILETR—ILIIVERE KN D HERTE
COPDHEE Z R B L LTV T o—/ L7 ~ VR K Fn#) OMDI (/L€ 7 12—/ /LMDI: &Iy &L
THRNET = VT < VBB KT 2 UT= 2 b brE | ABILRICALS DWW AT /SA Z%&FH) O
PRSRIFRBR DR | AH K O RAE O BINHHRBR CHRa§ 55R/L 7 u— L7~ LB K fidh o
k- A& AVETr— L7 < L EEIE L T9.6 pg 1 H2[EIE G2 i &5 2 b,
(TV. 5. (3) MRS ERARABR ) OHZ )
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4) EL—XM)7 20 HEXRELTE T HBRIIMHBRDER
HREEDN G EAED H RN K OFME A OCOPD R % %t 5t & L= AR F O S IITHE E BRI R E LT,
KRONOSFRER N IS A7z, [RIRER ClIAA O Mk HEE L T320/14.4/9.6 ug (77 Y =K/ )=y’
=0 L/ RVET BV T < VR 1A 2018 50NB RSN, Fooa L L T AAIERIC G- &
DENESZH GG THT TV =R /FVETT—/LMDIHAWIE RAE 2 #5458 I (NZCOPD
DOARBHBEIZ T AT — Y —EantT—2 R 53D 2R E L0, &5 R34 Ch o7z,
WRER BT DA M e V2 VORI IS & | AAI320/14.4/9.6 pg 1 H 201 5 OGR4 H
PER RSN,
5|2, KRONOSFER D fkfse sl B & L C S 6 XA 72PT01000754 5% & O'PTO10008 557 12 38U CTAK]
DRI G REOL VD HERSIVTIY, ARMEFHIIC I TH ARA DO 2h 5138 G- W [ 28 LTk
TS RNy [ X<V A Wi
(I'V. 5. (@) 1) BHRERFERER | L NV, 5 (4) 2) Mkl | OTEZ )

(REXWE)

NJ)aER=H LRILYMDORERTE
Mg BB F 2t G UTe BRERARIRIC LD | Wi BB At R ELT B IR T gt 27 Vavn=y
LRAORE HEIT, 14.4 pgk U28.8 pg (ZVar’m=u L) 1 H2EIDB & CThHZ DRI,
(T'v. 5. 3) HEBUSTRZR B | OISR

2) T TYZRRURILETO—ILIRIVEEIE KNI D AERTE
COPDEFZ Z R RIEL — XN T2 T TV =R /7R/VET 12—/ /LMDIZ 5 L7 BT RER TH U
127 T Y =R R OARIVET v— /L7~ VIR K ) O H1E - 8T 2£320/9.6 pg (77 Y =R/
Tr—/)L 7<) ViEE) 1 B 2B E LT,
(TV.5.(4) 1) AEERGERER ) DIES )

3) EL—XM 144D HEREL R T HRIMAEBRDELR
A hr— VAR B2 AN S O 25 BL B oo /N i BB A5t G & U7 BB TR RABR & LT KALOSEUER
& ONLOGOSHFER 3 Fhiti S417=, [FlFRERTI%320/28.8/9.6 pgle 18320/14.4/9.6 ug (77 V=K /72’
B0 L/TRVETR— /LT VT | FloREEE LT AH] (B —XRN14.4) LRICERGEOA
Sy E T HT T Y =R/ ET a—/LMDIH S T A —hpMDIZ R E LT, M ikBRiC
BUIDIAMER R EMEOREFICHE-SE | AHK1320/28.8/9.6 ng 1 A 2[81# 5-OEGR A AEN RS
niz,
(TV.5. (@) 1) AhEmGERER DES )

4. FERUVHAEICEET SEE

7. ABERVA=CEET SR
AFNT1H2[E], CEAEFRICKERHICW AT HZ L,

< i >

(ZheekdE)
AH (B —ARNT72 K e L —XR14.4) [ZCOPD X X5 S Bk 2 R IE B L CEA 3%
FEHITHY, COPD T KUE 3 i B DIEIR DR - 15 2 B WA RE DHERF 2 X D721, SER D7
WEETH HBAIELE AT AN EE THHLIENLRE LT, T2, AFIOWE O FICL),
BRI Ko TTF LRI E DR E D EEREWER RN DR H D, £ D7D BEITHT
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EORE HEEZETFIELTDITRELT,
(TVIIL 5. EEEAR AR EE LT O 8.6 X ONVIIL 10. B &#% 5 | DES )

5. BRI
(1) BaERT—R/ 8w —

(IRAEREMERME SR (BEREX X, MKE) OFERDRER
EL— XN 2HREERFRIR T — 2\ r—

COPDEEZE e N —
wZ et BGF (BD/GP/FF) BN ERFEEAER 2458 A1% 5 38R : PT010006
FEIFAEEER
BGFREAIR 5 i8R 52:EM 5 ER: 525 HER:
PT010008 (PTO10006 D PT010007 (PTO100060)
HERBMEZEED) HERHMEED)
[ Gr (Gp/rr) A spteiREE B 2EMESHE: I
I PT003006* . PTO03007* I
I 1
{ | 24iBM#% 5548% : PT003014* }
D e e T T T T T Ve e e e e e e e e T T T T e T e P T T T e T P T Y ’
was . [eosmmeness BFF (BD/FF) FIE BRI )
FI/IFEEER e
GFFREEFEHER
PT0031002 | | PT003003 | | PT003004 | | PT003005 |
Gp$ﬁljﬁﬁ§§§i§z\i5§| PT0010801| | PT001002 | | PT001003 |
FF;%ﬁIJFﬁEEQEé;‘sﬂ PT0050801 | | PT005003 |
2
o el p—
HELELE [====================================== —
FIFRRER I BGFR £ 1%/PKELER :
l PT010001*** PT010002 *** | PT010011*** | PT010018 | ]
r:::::::::::::::::::::::::::::::::::::: __________________ \
cL L L LT L o T T T T T T T O T T T T Y T YY"’ """ " ""Y>o, 4

BD:7TFY=K.BFF: I FY=F/HRILETA—ILIZIILEEE, BGF: DTV =K/J)aEQ=") L/RILETA—LIZ/LEE COPD: 1@MERAZEM Mk E.
FF/RILETO—LITILEEE. GFF: /' )aE0=) L//RILETA—)LIILEEE. GP: F')aEn=ry L, PK: E¥BIAE

*:GFF MDI [FBARTIERKRTHHIEN D, PT010006 HEETHEBE L L TERE LI-GFF MDI B0 % 4144 51fi 3% B #9TPT003006 :XE. PT003007
HERRUPT003014 HExESEEHELI,

> HREEERREL,

= RBERAAERRELT,
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1 & 44

waEs | s | o
H 41 FEAM | BT VA PIES Mk & G-
BEEERR A2 G E LT 56 1TAHRER
%148 | PT010003 et | B AAAN BGF MDI 160/14.4/9.6 pg BID
bS EERE 5PN BGF MDI 320/14.4/9.6 ug BID
“HEM 20 451 ~7'Z+ 7R MDI BID
A=)y ol | 7H:
AL —N—
7Varn=0.. MDI O &EEIRO7-H D 1/11 #H7ER
%5 1R/ |PT0010801 | AzhtE | ZhasktLFE | EAEDD GP MDI 18 ug
A | OKE EERE HEESED GP MDI 36 ug
%5 14H “HEHEM COPD 2% | GP MDI 72 pg
TR |33 4 GP MDI 144 pg
ES ol 777K MDI
I AL —N— FA et A DPI 18 pgb
a5
#%H | PT001002 A | 2 sk AL HESEND | GP MDI 4.6 pg BID
BIAE | OKE HEAE AL HIED GP MDI 9 pg BID
“HEM COPD 3% | GP MDI 18 pg BID
TR 103 4 GP MDI 36 ug BID
LA 777" MDI BID
JRAA— A7 ZhBE"7 2 MDI 34 pg QIDP
7 H
#%H | PT001003 BoE | 2 sk L HAESEAND | GP MDI 0.6 pg BID
BILFR | kE EE2E FHIED GP MDI 1.2 ug BID
“HEMR COPD ## | GP MDI 2.4 ug BID
TT AR | 140 41 GP MDI 4.6 pug BID
ES ol GP MDI 9 ug BID
JRAG— GP MDI 18 pg BID
77~ MDI BID
FA a7 DPI 18 pug QDY
14 H
#%H | PT001004 BoE | S sk AL HESEND | GP MDI 7.2 pg BID
FIAH | AR EERE HERED GP MDI 14.4 pg BID
_HEMR HAN GP MDI 28.8 ug BID
7T/ AR% | COPD (&% | 7774 MDIBID
JaAFA—N— | 66 fil 7 H
R/VET E—/L MDI O H E3R O O /11 FH R
% 18/ |PT0050801 | HzhE | ZhEsk L HEESEND | FF MDI 2.4 pg
GIE: F—AKr7Y HEERb HEIED FF MDI 4.8 pg
I | TR N=a— —EHEMR COPD #2# |FFMDI 9.6 g
V—JUR TR |34 4 ~7'Z&7R MDI
FEFET R FF DPI 12 pgP
JUAAA—/3— HiE# G
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B E R (L)

| T | xmAm | e | ae il . £ 5
/VET E—/L MDI O IO 72O O 1/11 R
% PT005003 BoE | Z sk ILlE HEESENNS | FFMDI 7.2 ug
B | KE HEAE AL FHIED FF MDI 9.6 pg
“HEM COPD 3% |FF MDI 19.2 ug
TR |50 51 ~7'Z&7R MDI
FEHE R FF DPI 12 pgP
IR — /R — FF DPI 24 ng®
Ha$ 5
77 =K MDI O ] EEIRDTH DH 11 AR
% | PT008001 BRME | ZhsREEE | BIEND BD MDI 40 pg BID
HILFR | KkE AR 2L HEESED BD MDI 80 pug BID
_HEM Ffge i 2. | BD MDI 160 pg BID
TR | B BD MDI 320 pgBID
JaAA—N— | 147 {3 ~7'Z%7R MDI BID
4 i

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

% H PT009001 B | Zhaak LA H4ESE7) S | BFF MDI 80/9.6 ug BID
IR | KkE /R FIED BFF MDI 160/9.6 pg BID
“HER COPD (% | BFF MDI 320/9.6 ug BID
IR —s3— | 180 BD MDI 320 pg BID
FF MDI 9.6 pug BID
28 H
Z)ar’n=r L/ E7 11—/ MDI O EERO7-0 O % 11 ARRER
% PT0031002¢ | Azhi: | ZhEaxILlE H&ESE)S | GFF MDI 36/9.6 pg BID
B |4 — AT HE/E2b I FERED GFF MDI 72/9.6 ug BID
7= — CHEM COPD 2% | FF MDI 7.2 ug BID
=T FR TTRARRR | 2S—=FA FF MDI 9.6 ug BID
JYAOF S FIERHR A7t 6841 | GP MDI 36 pg BID
JaRA—,N— | )S—L B ~'Z-+%7R MDI BID
4% 5041 | FF DPI 12 ug BIDY
FA a7 DPI 18 pug QDY
7 H
% PT003003 TN | S sk L HZEENS | GFF MDI 36/9.6 pg BID
W |4 — AT AR 2L FIED FF MDI 9.6 ug BID
7. =2 — EEM COPD % | GP MDI 36 pg BID
v =K E Soicy 237 43l FF DPI 12 pg BID®
F Ok A ATHER] 14 A
3 PT003004 AoE | 2 3LE HAERES | GFF MDI 9/9.6 pg BID
%A | KE HEERE HIED GFF MDI 18/9.6 pg BID
—HEHEM COPD % | GFF MDI 36/7.2 ug BID
JaAG—s3— | 185 {3 GFF MDI 36/9.6 ug BID
FF MDI 9.6 pug BID
GP MDI 36 pg BID
7H
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B E R (L)

| T | amnw | wRTE | % ik L, B
ZVara=rL/3/LET—/L MDI O H EEZIRDO 729 D% 11 AHRER
% PT003005 Ao | S sk LA HAESE)SS | GFF MDI 1.2/9.6 ug BID
BIAE | OKE HAE AL HIED GFF MDI 2.4/9.6 pg BID
“HEM COPD % | GFF MDI 4.6/9.6 ug BID
ES S 159 #1] GFF MDI 9/9.6 pg BID
JRAG— N — GFF MDI 18/9.6 ug BID
FF MDI 9.6 pug BID
GP MDI 18 pg BID
FZ4hrew A DPI 18 pg QDP
7H
vl — XN 7.2 OFZNE K OV RMEE TG 572 O 1R
%5 111 8 | PT010006 BoE | sk AL HESEND | BGF MDI 320/14.4/9.6 pg BID
(KRONOS A AL EIED GFF MDI 14.4/9.6 pg BID
) “HEM COPD f£%# | BFF MDI 320/9.6 ug BID
HAZE T ES Sayit 1899 41 v AEm—h ¢ TBH 400/12 pge BID®
4% A ATHER] (AARNBE |24
416 55 Te)
%5 111 8 | PT010007 FWI#H G| 2L HESEND | BGF MDI 320/14.4/9.6 pg BID
HA R D %4 | IEAE AL ¥ BERE D GFF MDI 14.4/9.6 ug BID
P “HER HAN BFF MDI 320/9.6 pg BID
ES ol COPD ##%# | AbE=—F 4 TBH 400/12 pge BIDP
A ATHEH] 416 1 52 i
(PT010006 DB I A &1 r)
%5 11145 | PT010008 W& b | Z i ILE H4ESE)MS | BGF MDI 320/14.4/9.6 pg BID
K[ R D %4 | IEAE &AL e EIED GFF MDI 14.4/9.6 ug BID
e “HEM COPD % | BFF MDI 320/9.6 pg BID
AATRER] 456 11 52 i
(PT010006 OB A &1 r)

BD: 7 7 YV=K, FF: VBT 0— /L7 <)V, GP: 7/ Va2t n=r A
BFF: 7 7YV =R/HMNETR— N7 /VEEE | GFF: 7/ Vava=u A/RVET0— L7 <V BGF:. 7' 7 V=R //Vatu=y A/kn
TTu— /L7~ VRE
BFF MDI, GFF MDI, BGF MDI, GP MDI, FF MDI, /7'Z7hat’y . MDI, v At =—k, 77&7R MDI X 1 [Bl5H720) 2 AT, LTz
VRLHUR BN LD,
BID:1 H 2 [E[#5-, QD:1 H 1[E#% 45, QID:1 H 4[5

Ao THRBRIC

MDI: i &M Z 2 AF, DPI: RLl &

COPD : &1 FAZE M i 7R

a5 1 HBOLHEEHR G b:IEEM, c: ZVat’ n=y Lk OLVET o—/L O 45y

BID 1 WADTD DR EID

% AFl. TBH: Turbuhaler

W22\ T OB E DT DR

d: 7 F V=R /ARIVETO— L7 = VIR K T, e: delivered dose (W AZ572>D SN DHFANEL) 0 320/9 pg \ZFHYS 5,

1) 2012 4F 12 A JORNCE RS iv7z BRR
PT003004 785k & OF PT003005 58R) Tlx, ZVat =y A5t o'E &

B (PT0010801

F#BR. PT001002 545k, PT001003
WIS/ ARRE D AWSNZ (FVat o=y sk

B, PT0031002 545%, PT003003 35k,

L3 0.6, 1.2, 2.4, 4.6, 9, 18, 36, 72 KN 144 ug IZThE N7 Var = L0 0.48, 0.96, 1.92, 3.68, 7.2, 14.4, 28.8, 57.6 L}
1152 pg {2k ) ,
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SEEH

| T | amaw | wREA | A% i B, 1701
L —AR 7.2 25T T HER
% 148 | PT010011 FEENRE | Bl R BGF MDI 320/28.8/9.6 ug
KIEH /R L 56 EAGIES So3
HEEMH
IR —N—
%148 | PT010001 SEENRE | BftRR R BGF MDI 80/14.4/9.6 ug
KE A AL 84 15 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 RN BGF MDI 320/14.4/9.6 pg
KE BEER AL 72 3 BFF MDI 320/9.6 pug
“HEHEM v AE=—h @ TBH 400/12 pgh ©
eSSt EACIES oA
JUAT—R—
%148 | PT010018 SEENRE | B ftRR HIEEEDNS | BGF MDI 320/14.4/9.6 pg BID
KIE HFEMH FRED 7HA4
COPD H#
30 15
v~ AL (GFF MDI) & & 1055 1 FH705R
%148 | PT003009 etk | BiEak R R GFF MDI 14.4/9.6 ug
KE (QT/QTc | fE{Ezs 1L 69 15 GFF MDI 115.2/38.4 ug
FHmERER) | —HE MR GP MDI 115.2 pg
TR %t %78 MDI
JOAF—/N— X T7aFY T 400 mg> e
HEE G
%148 | PT003010 SEENRE | BftRR AAN GFF MDI 14.4/9.6 ug
K[ A AL R GFF MDI 28.8/9.6 ug
“HEM 24 f GP MDI 14.4 pg
JBATF R — GP MDI 28.8 g
HR& G
B U (GFF MDD O RWE K& OV a3~ 272 0O 5 1 FHEER
%5 111 /8 | PT003006 B | sk LA HIEEENNS | GFF MDI 14.4/9.6 pg BID
(PINNACLE1 HEAEA AL e EIED FF MDI 9.6 pg BID
) “HEHEM COPD /2% | GP MDI 14.4 pg BID
F—=ArTY TR 2103 1 777K MDI BID
7. =2 FEH R F4 ka7 A DPI 18 ug QDP
v —Z R A ATHER] 24 i
o O K
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SEEH (i)

o iﬁéﬁ FEAM | RBI | g i B B 0
B~ A (GFF MDI) O A % e OVZ2 22 3 2720 O 55 T FHER
%5 11148 | PT003007 B | sk ILlE H4ESE)SS | GFF MDI 14.4/9.6 pg BID
(PINNACLE2 AR AL X BAED FF MDI 9.6 pg BID
HER) _HEM COPD % | GP MDI 14.4 ug BID
KE TIRRRH | 161541 ~7'Z&7R MDI BID
A ATHER] 24 i
%5 111 F3 | PT003014 AoE | ZhaxILE HHAEE S | GFF MDI 14.4/9.6 pg BID
(PINNACLE4 HEAEAAL B EIED FF MDI 9.6 pg BID
) THEM COPD 2% | GP MDI 14.4 ug BID
AARZETe TR | 1756 1 ~7'Z&7R MDI BID
11 7 A ATRERM (HARNEFE |24
150 f5¢e)

FE: RV ET 00— V7 )VERE, GP: 72t n=r
BFF: 7 7Y =R /HNVETa— V7 < )Vigt, GFF: 7 Vatu=0y L/~ E7a— L7 < Lkl
BGF: 7 7Y =K/7Vat =y h/FVET0—)L 7~ Uikl

BFF MDI, GFF MDI, BGF MDI, GP MDI, FF MDI, At 22—, 7Z%&HR MDIIZ 1 [BH720 2 W ATTH, L7z > CHERBRIZE T
| TR &Ny LB,

1 W ABHT-D DWW A BT
BID:1 H 2 [E[#4, QD:1 H 1 E[#&45

MDI: G 2 2O A DPL: #28 Ry KW A, TBH: Turbuhaler
COPD : 184 PR ZE 14 il £
a7 T Y =R/ ANVET B VT VEREK . b EE L c:delivered dose (AR ORI NLDFAIR) D 320/9 pg 1A Y 32,

d: %5 1 B BOAEEES. e: xR

1) AFIOE N TORBHNE
4. EEX (TR
EL—XRMJ72T7ARTAT
BHRAEMMERR (IBEREXX. MKE) OFEROER (RAXTOC ., REMEAKERARIJVEHRTE
FrfE M AR ARRIBF O AALELESR)
EL—XFJ144TF7ARTAT
EXMHE (RARXTACRE] REREERERARI)EH R REEREERERARRIFE O G AN LELIESE)
6. RiERUVAZ
(EBHEFAEMEMESR (BEIEX X, MKE) OFEROER)
W AL, EL—XRNT722 702747 1ERE N (75 Y =RELT320 pg.
a—/L 7 LR ELC9.6 ng) 1 H 2B AR 535,
(REXMmE)
BE . RAMROI2ELL Eo/RRIZIE, B —ARN 1447027 0T 1EREA (77 Y =RELT320 pg, ZVat =it
LT28.8 pg. FALETI— /L7 /LB ELT9.6 pg) 21 H 2 A 532,
) BRI, A OENKRARO ALK AR, HE TEESNZHRBROBREN S F15, 77 V=K MDI, 7
Jar'm=r7. MDI, F~/LEF2—/L MDI, F/VEFa—/L DPI, 77V =R/HLEFa—/,L MDI, > At =—k MDI
TEENAKT,

ZVarr=u AL Tl44 ug, FIVET
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([REXmR)
EL— AR 144 H G5 R T — 2 oy —

MEEEE
®EELT= BGF (BD/GP/FF) BRI IR LA ER ‘ 24~52ERE 512 & Rl 85 0 FF i : D5982C00007*
FEINEEER
e )
BGF (BD/GP/FF) & Zh AR S ER 24~52 IR E(2LD
FifiAg BE 0D 74 -
D5982C00008*
. Y,
a N
T B E (xS S SR EENHEEEORIERE.
D5982C00007., D5982C00008
_ J
BFF (BD/FF) 2 =414 5Tl X BR 24~52:E1% 5 (2 & B ffid 8k 514 : D5982C00006
mEEEE 4 .
HRELT GPEFIABRERR | 14ARIcPIS5IZS3 || 26BRIGPI 52
FEIHHAER AERHRE: RERERE:
PT001101 PT001102
\

BD: 7 FY=K.BFF: I FY=F/RILETA—ILITILEEE, BGF: T TY=R/JaEA=D L/RILVETA—ILITIILEE . FF.RILETA—ILIILERE,
GP:4yaFn=rs L
*:Replicated study&L TRI—FH /> TEHE

;SR A
FAifh & 4
ARES | s . e
FH . FEEM | BT A PO Mk &, #5850
7Var'n=r.2 MDI O H &SR O7-0H O F 1/ FH R
%1148 | PT001101 BoE | S sk AL WA . | GP MDI 1.9 ug BID
P NES| HEERb X GP MDI 3.6 pug BID
“HEHEM BIEND GP MDI 7.2 ug BID
TR | PERED GP MDI 14.4 ug BID
FEH R Frfe g 2. | GP MDI 28.8 pg BID
Roee7ayy | BE ~'Z-&7R MDI BID
JRAF—/N— | 222 f5i] @ /L A7 —/L DPI 50 pug BIDP
14 H
%1148/ | PT001102 HME | SHERIER | =2 hr— | GP MDI 7.2 pg BID
55 I1AE | K E A AL RE72F5ke | GP MDI 14.4 ug BID
“HEM Aimt B | GP MDI 28.8 ug BID
T TR | 1066 41 @ ~'Z-&7R MDI BID
FEIERHR FA ka7 SMI 2.5 ug QDP
AFATHER] 24 i
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B E R (L)

77V =R/AVET n—/v MDI DA K& OV a2 il 42720 O 5 1T AHRER

55 111 FH | D5982C00006 | Fzht: | Zhaak kRl | =2 he— L | BFF MDI 160/9.6 ug BID
(VATHOS etk | EEAL AE7amgE | BFF MDI 320/9.6 pug BID
ER) “HEMm B BD MDI 320 pg BID
AALZ &L FHE 575 f3i & v AE=—h 4TBH 320/9 pug BID®
7h WATREM (AARNBE |24
33 BiE )
'L —XN 14.4 O NEKR QL 2MEZ I 5720 O T HFUER
%5 111 /R | D5982C00007 | H2hit: | Zhitak (A 2 ha—/L | BGF MDI 320/14.4/9.6 ug BID
(KALOS ZaM | EEAL RNE7ME | BGF MDI 320/28.8/9.6 g BID
RBR) _HEM BE BFF MDI 320/9.6 ug BID
AARZETe FEHE KR 2144 ] »¢ |2 b =—h 4 pMDI 320/9.0 pug BID
204 ETNAI—  |(HARNBE |24~528 (RAIZHIH)
AT RER 52 filETe)
% 11 FH | D5982C00008 | HxhiE | Zhax L a2 h—/b | BGF MDI 320/14.4/9.6 ug BID
(LOGOS Zaete | BRI KR0S | BGF MDI 320/28.8/9.6 ug BID
RBR) _HEM BE BFF MDI 320/9.6 ug BID
157 FERER R 2160 fi] v AEz—h 4 pMDI 320/9.0 pug BID
KT NI — 24~52 1 (RIS HA)
AT RER

BD: 75 Y=F, GP:ZVatu=y LA
BFF: 7 7Y =R /HNET7a— V7<) gl BGF: 77V =K/7)avu=y L/kVETa—/L7 < )Lig

BFF MDI, BGF MDI, BD MDI, GP MDI, 4 hat' v A SMI, At z—h, 7F%AR MDIIL 1 [H5H720 2 B AFTH, Licid> CERBR

IZBTDH 1 WAHID OB AR, FLH A RO 0725,
BID:1 H 2 [\l# 5., QD:1 H 1 =& 5
MDI: 5E B0 % X AFH, DPL: §2 48K R AF, SMI: Y 7 b AR AFI, TBH: Turbuhaler, pMDI: I & 0 7 200 A Al
a: BN PERRAT XM R OB, b: IEE M. o: GCP IE N DB T T BHZER
d: 7 F V=R /BT Ta— LT~ VR KT

1) AHIOE N TOREAE
6. RERUAE
(EMRAREMMAR (BEREX X, KR ORERDER)

WE L RATIE, EL—XNT2= TR 74 THERWA (77 Y =RELT320 pg, V2t m=y AL L Tl4.4 pg, H/LVET

n—/L 7<) VEEHI L C9.6 pg) &1 H2EIM A 545,

(REXmR)

W AR O Lo/ NRICIE, EL—XM 1447 027 47 1ERIA (75 Y =RELT320 pg, ZVat’ mn=r it

L C28.8 pg, A/VETR— L7 /LR ELT9.6 ng) 21 H2EIW AR 535,
) 77V =K MDI, ZVarv=0 A MDI, 77 V=K/F/VETE—/L MDI, At =2—h pMDIILE N KK,
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(2) BRIR A BR

(BHRAEMMER (BHSEX L. MKE) OFEERDER)

1) EL—XM)7.2: EIHEEE - R 1% 558 (PTO10003:XE) 921
A A NBERER N 20012568 R E LT AR 20 Z B M 77 2 A S IR Sl 24 7 o 24— S — 3Bk
T, AH (EL—AN)72) . 7T V=R/7Vara=yL/5/)LETa—/LMDI 160/14.4/9.6 ug X ix 77
TARMDIZ HE# G- K O A 2[017 H A 5 LTe L DLV OCRB M LT,
TR B S S S 7 E T, ARAIRE2/1561 (13.3%) (IKAV Y AME) | 75 Y =K /71
A m=rL/38/LE7 m—/LMDI 160/14.4/9.6 pght1/1661 (6.3%) (77 # M A NRK) k77 ARMDI
FE1/801] (12.5%) (B AIRIE, ti) CThoolz, L, EEAA FEFROREITR VT NORERIC
BOTH, BRREME, DEX & OVSA LA AR EE M LR D o1,

) 77V =R/7Varn=ry A/ RLET 2 —/LMDI 160/14.4/9.6 pglEE N A &2,

2) ERRE BN EIHEE R 5QT/QTci iz B (PT003009548%) (SAEADT—4)10-52)
TR 69012 %t G L LT- IBAE A L BB MR 7Rk RSHl /o A4 — R —3 B¢, B2y, 7Y
avn=r /5L ET0—/LMDI 115.2/38.4 pg, 7 V=t o= AMDI 115.2 pgfk "7 7 &RMDI% H
[ AW AR G LT & DD LE R~ DB E T LI, ek, IBIEXTIREL OEEROEF 7R
FH 400 mgZ HL[EIRE O & 5L,
EANZERE K Y ar n =0 AMDIFE Tl & 5-%2I2ADITZAAQTC [#8R7 i\ CAH (EL7- QTR
(QTcl) DAR—=RTA L EDFEDT T EREDZE] DIO%IFFE X D _FFRIZ4ATOREA TS msec A T
HY, ZOMEITIEL M~ —T 2 ELT210 msec Kl Th o7z, ZVatn=0 L/ /LET 1—/LMDI
115.2/38.4 pght Tld, —H O RHEE A5 mseca B X Tz, LL, 90%EHE X D ERIZWT 41
10 msecAT il THY, QT/QTcaHlizkER DAL RIL 2 METhH -T2,
TEERSR LR R BAR B0 LRI S - B E R G T, B AERE3/6661 (4.5%) . ZVarm=r b/ KLET
72—/ LMDI 115.2/38.4 pght4/6641 (6.1%) . 7'V’ m =2 AMDIEE2/6661 (3.0%) . 77 & HRMDIEE
4/63151] (6.3%) K OVEFT 7Y U RBEA/6TH (6.0%) IZHFLLTZ, W NOTEERFRE 5-RF 23T
b EC KR OEEBRAFEFROBRE T BRRBR AL QA2 A NSO BIT D
Nipnot-,

) ZUae n=y AMDIK O Yat n=r A /7R/LEF—/LMDI 115.2/38.4 nglZE RN A K,
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(3) HERIRRAR

(EMAEMMESR (BEKEX L. MKE) OREEROERE

1) TFYZR: B 2 EE B ER (PTO08001RER) (SMEADT—45) 123
BRI 2> 5 HEE O R Bl BB 147612 kS L U= S htisk LR IE AL “EHE R 7 7 2R HS
FAMI R g7 vy s /a2t — —BRC, 77 Y =KFMDI 320, 160, 80} (*40 ug# 1 H2[al, 41
BH LI XD ML OVLZ I OWT, 7 7AMDI 1 H2[al# 5 LR EIL 7=,
FEFHEE H THLHE 529 H HIZBITDHOE 5RO NI 7FEV DX —2AT7 A )b DO &I, W
TNOHEDT T Y =FMDIFEIZEWTH 7 7 ARAMDIRE L L LT, A ERBEMNNRD LT
[320 pghf: 114 mL (p<0.0001) . 160 pugh#: 115 mL (p<0.0001) . 80 pgh¥:83 mL (p=0.0039) . 40 pght:
85 mL (p=0.0029) ] .
TRERER LB S0 S SN E G0 T, 7T Y =FMDI 320 pght. 160 pght. 80 pght., 40 pght &
O 7T ARMDIRE CTEIEN3/12401 (2.4%) . 3/13201] (2.3%) . 0/6441, 0/6341 K 1%4/127451 (3.1%) 12
BT, SETHI DG LR oTc, BERAFHFELILT 7Y =FMDI 80 nghflZ KR4 (1.6%)
DIFEBLLT= 3 TRBRIE L B 7o L SIS AL, BRIRIR AR, A2 YA DR K OB RFT LI
T BRAE S0 F EARAFE DN FER D DAL o T2,

) 77V = RFMDIZE N AR A,
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2) J)aEn=ry L ENEENMERER (PT0010025488) S EADT—42) 1224
HEERED D HE D COPDIEE 10312 G & U 7= % sk 3 [ MEAE 2 (b B B 77 B i OV 3E5%t
ORI ERT vy /aA A — =3 ERC, ZVatn=7 AR{LYMDI 4.6, 9, 18 XiX36 ng#1
H2lal, 7H M 5- U= L&D INE K N RMEIZHOWT, 7T 8ARMDI 1 H 2B 5 XIIEEHROA
TZhae Ty AW AHI34 pg 1 H 4E$% G- L iRET L,
FEFMIEEH THHRN—ATA LB L= 8 57H H OFEV, AUConld, WTINoOHEDZVarn
=0 ARALHMDIFEIZ B\ TH T B ARMDIREE LB L T, SEFHFEIIICAE B T, o, BRIICE %
DIHFEV AUC.oDHNANGRD BTz, mITTHMIZIITHFEV, AUC).1:D 7 7 EARMDIHEE D
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)
WTNOHEDOZVatn=y AREYHMDIFEHZ B W THA 7 Zhaey A AFIREL LR LT, 5.7
H BICBITORE SILRERIIH R ERINCIEL ETHDHZ LN fERSIZ, FEV) AUCo.120 477
oy A AFIBEE ORI 72 (95%(5 X ) 1%, ZVare=0 L& L¥MDI 36 pght., 18 ughf. 9 ug
BN 4.6 ught CENZ4113 mL (42, 67 mL) | 32 mL (-23, 87 mL) . -21 mL (-77, 34 mL) }2 050 mL
(-7,106 mL) TH-o7=, 728, IELERAEICBITHIEL M~ — 13100 mLELTZ,
TR LR B LTSN A EEFRIL, ZVat = A5 LYMDI 36 ught, 18 pnght., 9 nght,
4.6 pghf, 77 BARMDIHE & OA 7 Z e’y LR AFIEETEALEN3/4961 (6.1%) | 4/49%1 (8.2%)
7/49%1 (14.3%) . 6/45151] (13.3%) . 3/48%31 (6.3%) K TV7/4851] (14.6%) \ZFEBIL T, FLHGAYFEBLAH L A
BT IRBREEL B H Y S S A EF UL, AN [ZNE 6] (2.0%) | 261 (4.1%) . 4
% (8.2%) . 4% (8.9%) . 168 (2.1%) M O34 (6.3%) ] M OMZHiK [Z 42 A1 (2.0%) | 2651 (4.1%) . 1
B (2.0%) . O, Of5 e U241 (4.2%) ] TdroTc, ANFLERZBRE , WTHNOFEFROIBUONT
b, BRI RIE L 2 D IR OZETBD DN > T, SETEHI ORI IZ -T2, EELRFEERS
17 ):zt =0 LRAYMDI 4.6 ugﬁi 12 MEPAZEMENR R B (2.2%) KO 7 Z b’y A AFIEE
TRESFRIR MARE 151 (2.1%) 23 BLL7228  IRRIELBIE N H O EE R A FHERITRDOLILT Eﬁ
W‘ﬁﬁﬁi ALV AL K OB DR —RATA L DED AT DU T, IRFE I CE B Em)
LN T,

) ZVar e =y A BALHMDIZ[E N RKGE,
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3) ARILETE—)L B EIFE/RTEASE 4B 5B (PT00508015488) (SAEIADT—%5) 1929
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 ZIERIER 2772 AMDIX X 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) AT T m—/LMDIZE N AR AR,
) AR T S TV AL ET 1 — LDPIE E N AR AR,
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(REXWME)

1) FyaEn=ry L B EIERER (PTO011015HER) (FEADT—42) 1419
1 R Tl L S VB AE 70 5 5 0E OO e T B 0D il N ER B 2481511 % k) G2 & U 7= 26 i % 3 R 2B/ 244
THEMRT TR K OEESRTRES IR g2 T ny s /aAt— =BG, ZVat n=7 AMDI
1.9.3.6, 7.2, 144 028.8 ugZ1 H2[l, 14 H G- L7 L& DA MM L BPEIZHOWT, TR
MDI 1 H2[E# 5 X ZIE S DL A7 11—/ LDPI 50 ug 1 H2[m[# 5L Ll i L7,
FERHIE B ChoHie 515 H BIZBIT R 5&3RFH AN OFEV DR —2F7 A b D fig KAV &
I, 77 BARMDIFEE LS L C, BRI ZEN 7V at r=7 AMDI 1.9 pghtC85 mL, 3.6 pgft C108 mL,
7.2 nghET123 mL, 14.4 pug#fT131 mL, 28.8 pght T155 mL & /L AT 20— L DPIFET155 mLTh
D, WIFNOHAEDZYar n= AMDIEE O L AT 0 — LDPIREIC B W Th R F A H Bk
IMARFEHHILTZ (W T 41Hp<0.0001) .
TRERIEL B G LS - A EFHRIT, 7Varn=7 L MDI 1.9 ught. 3.6 ught. 7.2 pght. 14.4 pg
B, 28.8 ught, 77 BAMDIEE & OV A7 12— LDPIEETZ LE4L11/10761 (10.3%) . 6/11845]
(5.1%) . 20/22801] (8.8%) . 21/23061 (9.1%) . 11/112451 (9.8%) . 16/1744 (9.2%) K O’10/167H1 (6.0%)
[CHRBL, HRICBEEL-EELZ R T T U ALRO LN o1, IR BSEE RN m - T218
BRIE LB ST ST A EERIT, DN [T 6] (5.6%) | 6151 (5.1%) . 1561 (6.6%) .
10651 (4.3%) . 861 (7.1%) . 1051] (5.7%) K N7 (4.2%) ] Toho7=, ST HIOHE 1T/ ~T, BEER
BERFGURBNFEBILT-, 2055, 77 RAMDIEHZIEBLLT=0 A VAN E 528 15100 BE FE 13 4
ETHY  TRERIEE B L ST STz, BID1EIE, A7) —=2 7 B IS BLL 7 BRI R e 2%
T, BAEEE IR EETHY, BHE LT lod | BIER LSV o T, BRRRAEE, A2 Y1
KON ERFT RONR—2F AL HDOEAIZ DWW T, Fi 2B UL BB AR D D03,
INHDOREBLFRIT, ZVaru=y AMDIfEE 7 72 RMDIEE CHERFERE Th o7,

1) 7 V=’ e =1 AMDIZE N ARKR,
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2) J)aEn=ry LB EI/NIFEEER (PT00110254E88) (SFEIA DT —4) 19 20)
L ha—/ LR B R BB 1066614 %t R L LT L hisd L RIMEA{L —EER 77 2R LY
FEH G IR AT REMI L EABR © . U= n =7 AMDI 7.2, 14.4% 028.8 ngZ 1 H2[a], 24 #% 5-L7=
EEDOF IR L EIEICOWT, 7 7AMDI 1 H2EEE UIHEEROT A e ASMI 2.5 ug
1 B 1B G- iR LTz,
FHEZMIE B THAHF24BITIBITAHFEV] AUCo4D N —ZT7 A INbD AL EIL, 7T B ARMDIREE
Hese L, BERT 72 (95%EHE X ) 12277V ae =7 AMDI 7.2 pght. 14.4 pghf K 1028.8 ught c=ne
768 mL (3,133 mL) . 44 mL (-21, 109 mL) & U854 mL (-11, 119 mL) THY ., FA4 b’ ASMIEEE L
L C, TNEN-39 mL (-117,40 mL) | -63 mL (142, 16 mL) & T8-53 mL (132,27 mL) CdH-o7z, 7
Var'm=7 AMDIO i &R T H &G HITRO Hieh Tz,
IR IR DFERINS | TR D X — AT A N YR EDO RN L EMENEDO LI, TOERELT,
Run-In#fi ] I B 234 B DICS/LABAZ {HE T HZ LD RO HIV TN i3 B L T2 FIREME DR
BSNTT2 RN—ATA L DREEMEMET DD, BEAR—AT A [KE IR 571
607y K U305y B . (Visit 3) A ONZTTRBR IS 5-5i1 (Visit 4) OFEV D5 Gl Al fE722 2| E L -
Bl aHWTZVarn=y A8 HEORAH E LT,
LA —ATA % JHWTZFEV| AUCo4DN—AT AL INbD L& TIL, #2241 T/ YVavn=y A
MDI 28.8 pghf 23772 ARMDIFFL L L T4 B LR B 2% w7z (BER 2264 mL, 95%(5 X
fil:6, 123 mL) ,
Flo, RX—=RAT AL ORIREL TVisit 1 L Visit 2095 EW T ORE YRR 5% FEV 2 AV -
FRMEHTTIX, FEV) AUCuIZB W T/ Vat r="7 AMDIF i &M CHEIRFEIED O, B
24 DTSN RIL 7V ar r="7 LAMDI 28.8 pght 3 fix K Tho7c,
TRBRIEL BRI H D ST A EHEFRIL, 72t n=72MDI 7.2 pught, 14.4 pght, 28.8 pght, 77
TARMDIEE K ONF A b’ ASMIEE TENZE19/24001 (3.8%) . 6/24001 (2.5%) . 5/23561 (2.1%) .
6/2371%1 (2.5%) K O2/11961 (1.7%) (ZRBILT-, FECHIOWME T -7, BEELGEFGIITNE
L6f1 (2.5%) . 761 (2.9%) . 91 (3.8%) . 761l (3.0%) K UM (1.7%) ([ZRBILT-, ZDHh, 7F&AR
MDIFEIZFEBLL 72 1B AR B LB H ) ST STz, A2 —DERICOWT, 3 &R
OB ST,

1) 7 V=’ n =17 AMDIZE N AR AR,
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(4) HRATAIEAER
1) BNMEIREEEAER
(IEMFAEMMER (IBUEKEX XK. MKE) OFEERDEE)
D FyaEn=ry LB EEIERER (PTO010035ER) SMEADT—4) 17)-18)

H 9

FEHT:

FEENGEIEDCOPDEE ZRRIZ, 6 HEOZVar'a= AR{LYHMDIOE #EE 772 RMDIE b
R 2.

BB B R

ZVara=y ARLYMDIO A UG R E RETL . Bsh7e  EafE T 5,

Frga =yl

6 HED ) at n="7 LA BALYMDIO % 4% 7 5 2 ARMDLY O\ B DT A4 a7 LADPLE H ik &)
35,

o L
F WA

Shtiax LA, EAER L, “HER, 7T R R ORI, ST A g 2T vy s JuAA— S —iER

xF %

FRAESE D> BEE O COPD R 140151

* =
R

— AI) == TR S OER N0 LL_ S0 UL T CTHhHEBRE
—SERIZEIE T A EN WK A%ESH 3 HCOPDERRIIC NS - B
— 10 pack-yearsLA - DWL R4 4~ BB 3 |3 om MU
— LU N R A 7= 9 R
— APV == TR R DA T T e’y Ak AFI$E 5% OFEVI/FVC230. 7045 CThH 2 &
— APV == T B R DA T Z ey A K 5% OFEVI N E T HIED30%LL 80% A Th
0, FHEAT50 mLLL ETHHZE
— R=2AT AU EDAT T e’ LK G-RIOFEVIAN IE# TRIED80% A ThdZ L

£ %=
B o A g

— B EBZWIEN QD EBE

—COPDDREK THDal P 7L v RABSED B

—ISEHIOF OO R [TEEMERE, M, K& SIEIRIE, VLbaA R — X IifHEE . A REMEAT
PR IS, VR PR AT BB R ORI SRR, (7L L — MR B AIIBRSM L7200 | R

— A== DR H H UNIZa ha— LR BOCOPD T AL B

— A7V —=27 OFI6E R AN XIZAZY) — = T HIFHIZ, 22 b — L R R OCOPD TR A A7 AR
I AEW B DR LB U= B

B8R 51k

BEZ LT OSHEBOIRRIED ) LAFEH A & 5§ 28 BN A 2RI 7o, S e oI
V. AL 358 B AN ORI 2 5% 1) 7=,

—7Var’'n=u AR LHMDI 0.6 nght: 1M87£0.3 ngZ 1EI20% A 1 B 205
—7Var'n=u AR LHMDI 1.2 nghf: 1M8720.6 ugZ 1EI20% A 1 B 20# 5
—ZVaru=u LAB{tYMDI 2.4 nghf: 1EFE1.2 pez 1[E20 A 1 H2EI# 5
—7Varn=y ARLYIMDI 4.6 ught: 1HEFE2.3 ugZ 1[ER2W A 1 H2[E# 5
— 7 Varn=y LR{tYMDI 9 ught: 1FE4.5 ngZz 1m0 A, 1 H2[E& 5
—ZVarv =0 AR{LYMDI 18 nght: 129 nga 1ER2W A 1 H2[E& 5
— 772 ARMDIEE: 12 A, 1 H2[E# 5

—FArrt'y ADPI 18 ught GEEM) 1E1A7 &/, 1H1ER S

TR 14 B [

A A ZH H

Ak
FESRIE R  N—2T A LR LT 14 B 3% 54 T B S 0OFEV AUCo.12
BIRMIFEAGIE B % 51, 7. 148 B O —ZFEVIO_R—AF AL LD L& 514H B 0o 5.

BIONTIZFEV | D_R— AT AL NSO L

P
LR EHERAEESR ¥

Iy
i

A

iy
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RN J7 35 | EEFHEE B OfENTIX, FEVI AUC.2% RS2, X— AT A DFEV), A7) —= 7 REO S E 7l i
PRI R OVEREZEREL , BEEAEBNREL TEDIMBIR G IR ET VER W,
b B BAEEER

BH OELJFENT6 1% (HiPFHA3~T85%) THY, B L DOEIGIEFNESL%, I 46% ThoTo, BEDI2%
XA ATHY, BMIOF-El 1328 kg/m? (il 18~46 kg/m?) Tdh-7=, A7Y—=2FHHIFHTIL 72COPD
OFNEEE I ImITTE M DI BH63%M 1 EEIE, 38% N EAE Th-o7-, mITTEMDEEEIBITHAI)—=
VU REOFEVIEEMEIL, A7 T hat'y AR A GRITIEL4 L (FRIED45.9%) . A7 Thrt'y A% A
F$ 5% TiL1.6 L (THHED53.6%) ThoT,

HohtE

FEFHmEAR :

WO RO Var o= A B YMDIEHC B ThH 75 RMDIREE el LT, #8514 H Bz W
THRFHFEMICH EZFEVI AUCeDEENAROH BT, FEVI AUCo 2D 7 72 RMDIEEE ORER] 71X,
sVavn=y AELPHMDI 18 pnghf, 9 pght, 4.6 ught, 2.4 ughf, 1.2 pglt X 000.6 ugftOENZENT
158 mL, 126 mL, 141 mL, 126 mL, 95 mL &% 1863 mLCHY, FA a7 ADPIFEE 7T £ ARAMDIREE D
REMZE13224 mLThH -7 (Wb p<0.0160)
WTFROHEDZ)at o= AR EHMDIEEIC BV TE, FA e ADPIREL L T, % 514H B
(\ZEIFBFEVI AUCo-120Z%F Bt et 72 IS PEILHERR TE 72 572, FEVI AUCo.2D T A b A
DPIFEE DORERIZE (95% X M) X, Z7Varn=0 A5 t¥MDI 18 pghf. 9 ught, 4.6 pght, 2.4 pghf,
1.2 pght M 000.6 nght TZiE41-66 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
REZBTDIELE~— 13100 mLELTZ,

BIRAJFHIE A

51,7, 148 BOE —JFEVIOXR—ZAT7A U NHLDOEALEIZONWT, ZVarrn=y A8 {L¥MDI
18 pghfld, 77 LA MDIBEE DB 2T E DBIE THH100 mLa 2 T e, ZUate=0r A R4k
YIMDI 18 ught X 089 pelt D51 H B O —ZFEVIDR—2T7 A NEDOEAL B TIE, 4 hae' v L
DPIRFIZKI L CIEL A RUTZ, #5.7, 14 BITIR3RenoTz,

5140 H OO GO Z7FEVIOR—AT A OO EALEIZOWT, ZVate=0 ARk
MDI 18 pg#t M U9 pght TIETF A e’ ADPIHEIC XL CHEL MR R LT (FEHPE~— 1100 mL) o

ek

BB EBEL LTSN AERFLRIL, ZVat ey AR LHMDI 18 ught, 9 nght. 4.6 ught,
2.4 pghf, 1.2 ught. 0.6 ught, 77 EHRMDIRE K NF A4 hae'y ADPIFEIC, ZIVEAL5/6445 (7.8%) | 4/64
B (6.3%) . /624511 (6.5%) . 6/64%51 (9.4%) | 4/5751 (7.0%) . 2/59%1 (3.4%) . 5/62451] (8.1%) J U'3/62145
(4.8%) BBL7=, 2055 BB E N E -0 AN T, T2 0246 (3.1%) . 341
(4.7%) . 161 (1.6%) . 56511 (7.8%) . 31 (5.3%) . 1451 (1.7%) . 301 (4.8%) B U3 (4.8%) \[ZHIBL 7=, 5L
TR LNe o7, BEERAEFLII/Var o=y ARIYMDI 9 ught, 2.4 nght, 0.6 ught, 77
EAMDIEE K NF A ey ADPIHEO A 1FNIIFEBLL 7223, W IUbIRRIEE OB L4 E IS4, R
A, SA XN AL DR DNR—AT AL INED LT ON T, R B CREZREBIIERD O
VA NoY e

) 7V=aer=0 AR MDIL ENAKGR.,
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@ F)arn=r L EREZHEIHEFER (PT0010045KEk) 19 -27)

H 28]

FEHN:

HP A ENS EED H A ANCOPDHRE 5212, 3B/ Vat u =7 AMDID A &h % i EE D 7 (2
FANTT T RARMDIE BT 5,

EINESIEESE

7Vara=y AMDIO H &K G ERERETT 2,

e

SHEOZVar n=7 AMDIDZ 2% 7 72 HRMDIE lhlia -5,

2 L
VAl V4

Shtiax L F, AR L, “HER, 7T eI, 447 n2A — SRR

xF %

FRAESED B EAED H AR AN COPD 664

+ Uy
R

—Visit | (AZV—=2 7 ) OEED40mE L E80RE L. T ThHEE
—COPDEFE R AN TSI, FEVI/FVCA30.70 K35 Ch o B
—10 pack-yearsLh DM R Z A 3 H B S oe B
— U TFIZERT DT EENLEIEDCOPDE A T HEHE
—Visit 1 (AZY—=27WF) OFEVI/FVCH0.70A1 THY | 530, K& LRI B 5% OFEVIAS IEH
FHUED30%LL E80% AT CH D&
— Visit 2 (HE{E2 BT IE) OFEVI/FVCA0.70KTE THY | 220, KB SRR 5% OFEVINEF
TFHMED80%AI THDH L

+ %
B o A g

— BRI T DR

fﬂﬂiﬁ%m#kﬁ U RBEE O SR BE L QOB EE

— B AR PR R AT IR BB DR BT R ~ DY A 2 RSB TTREME N B BT Do IR BT
RELTQWAHEE

R J5 1k

BEZLLUT QAR OIERIEL G- T 541800 GIEFOWT 12121 : 1 1 IO R CRE{EZZE)
DT T, FIEEMORIZIE, 5H UL R C21 H ) ORI M2 8% 7=,

—7Varn=y ARLYIMDI 28.8 pnght: 1HEFH14.4 ug& 1E20% A, 1 H2EES.

—7Varn=y ARALYIMDI 14.4 pnght: 1087%7.2 ngZ 10120 A 1H 2[E#% 5

—ZVavu=0 AR{LYMDI 7.2 nghf: 1HEH53.6 ngz 120 A 1 H2[E# 5

— 7 ZEARMDIEE: 120 A, 1 H2[E# 5

BRI 7H M

A A ZH H

Aok

FEFHMMEH - $ 580 BIZBIT O 5RO 7FEVION—RAT A b DI b &
BIRAOFENIE B %51, 8 H H DFEV1 AUCo %%

figeXus
AEFELR HERATEESR ¥

fik v 75 15

FHEHIIE H OfEHTIL, N—ATA L OFEVI, IR L VAR (R 5) 28 &Ll BE AL &
RELIFIEAET VAW,

%%;ﬂz
B DL IL685% (FPA4T~T795%) THY ., BLDOENIEITHMIS%., LtE5% Th-o7=, BMIDIEH)
1323 kg/m? (&iPH16~29 kg/m?) ThH-7z,
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(e )

Aot

F A E -

58 BICKBIT 2 OBERIDONF ZFEVIIOWT, ZVat n=r7 AMDI 28.8 nghf. 14.4 pghf Jz ¥
7.2 nghflCBIT 57 7 2AMDIEEE DRER 22T, Z41E 1131 mL, 129 mL& M08 mLTHY , W Fhm
AR Y)arn=r AMDIFHIB W TH 77 RAMDIREL LB L T, HaHE2MICH Bt EN R bh
72 (W Fbp<0.0001) , V=t =17 AMDI 28.8 pghf, 14.4 ught K UV7.2 ught il B S5O G-HTO R
FIFEVION—AFA DO EIL, 424101 mL, 98 mL&X V77 mL T, ZVarr=y X
MDID H &M D ZEITFRD BT,

RIRAYFTMIE H

ZVatn=y AMDIFFOWThoOHE&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 5 1H BIZBWTH, 77 2ARMDIBEL LB L CHEEHENCA BBt b (J)ate=y
LMDI 28.8 pghf, 14.4 pught o OV7.2 gl O 7 2 RMDIEE DRI ZE1T, ZNF 133 mL, 97 mLE Y
84 mL, W\ 9 41$,p<0.0001) .

Ak

TR BLEDY MBI SN A FFLIE. mAVYAMAE [ZVare=7 AMDI 14.4 pg#f1/63 4
(1.6%) ]« %R [ZV=t' v =17 AMDI 7.2 nght1/62451 (1.6%) 1. FEA, Bilide, 5 K. COPD, Mz & O}
WEFRHEIN [ WP b 7T RMDIEED /651 (1.5%) | Tdh-oTz, ZVar n=r7 AMDI 28.8 pghf TiLiaER
IEEEBH LW SN B EFRIIALNLED T, HTITRD N1z, BEREZEFROMRE
1161 (77 2ARMDIEE) THY, ZONE TR L OB ZEMEE B ThoT, TNLOFERITNT
HIRBRIK L B G LS, TR 5t 1 IS 7, BRI, OB R R O S Z 1
DR=2FA PO, W MOIRR CollR R E ThoT,

R

1E) 7 V=t o =2 AMDIZE N AR KGR,
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@ RILETE—IL:ESMEEASE4E5ER (PTO0500358%) MMEADT—4) 2039

H 28]

FHEHM:

HSEE DG FEOCOPDBH & X1 422, 3 B O7R/LET 11—/ LMDIDA #1477 £ RMDIE F R 3t
35,

BRI B

BVET B —/LMDIO H &S A ST 5, AR CHRETLIZRLVET 12— L MDID & H &%
FEEROFNVETT—/LDPL 12 pgl b U COEL DR FE1TH, £z, 5% OB UNHHREBR CREd <
XARLETE—)LMDIO 28R4,

ﬂ/ﬂé/ﬁ:

3SAEORLETa—/ /L MDIO R EME 7 Z B ARMDI K U2 B FR/LET 11—/ /LDPIE L i,

T WA

Z sk LR, EAERb, ZHEMK, TR R OGRS R, 6ffo i n A — N —3 Bk

*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 -8
— 10 pack-yearsLh - DOWRIEE 547 3~ 5 BB X 1L om M
— L TR A B
— A7V == 7R R ORI SRR 5% OFEVI/FVCA0.70K# Th o2 L
— ATV — = T H DR LIRS 514 OFEVINTE & FIHNED30% L _E80% KRt Th oI &
— R—RTA W DORE ZILRSE S 55 OFEVIA IEE TR DO80% A CTHHZE
— Y NT ZE— VIR AFIOW AL G IO RGE IHEENRO LA L (LT 2T — LW AKI4 A
BH-D3055 1% 12" —2F A DFEVIIZ12%B75>2150 mLEB D W ENRBD BN TV L7 FE—
TV AF2W A% 5-003053 1% 12— AT A~ DFEV 112200 mLEE DEENFRD HD)

ES %
B o A e

— I BB SN VDB

—COPDDJE R THHal FLh 7L RABIED B

—IHENIDOZOMONGE B (%, Wi, K& SIERIE, YA R — A lERMERE | A RS fiti ) i+
SiE ., MV PER B v ba— LR B O IR R R )

— 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 U AZ ) — =0 TR R — 2T VB ORIz a s ha— LR B o
COPDCHIAME TR O AT AN RIC L DIE 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=,

—R/VETE—/LMDI 7.2 pght: 1 7%3.6 pg& 1B120% A H[R# 5.

— VT E—/LMDI 9.6 pghtf: 1"E54.8 ng& 1[m120% A, Bila]# 5.

—AETE—/LMDI 19.2 ught: 11929.6 pgZ 1[H120% A | Hi[al# 5

— 77 ARMDIEE: 1[E120% A, Hila]$ 5

—ANETE—/LDPI 12 pgf GEEM) : 1R 7L HE#R S

—AVETE—/LDPI 24 pght GEEM) : 1827 /L ek 5

TRPEIAR -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
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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) (EEE) | 1B (BESR) | 169 (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 EHE I, K8 ZILERE 5 /1Tl
1.26 L, K& SCPRBRIRE 514 TlX1.54 LThH -T2,

Azt

FEFHHE A -

NR—=2FA L LTZFEVI AUCo.2Tld, WO HEDFR/LETr—/LMDIFHZIEBNTH, 7‘“7@“‘
MDIFEE L LT B NGB bz (W 7ubp<0.0001) , A/LE7 2—/LMDIDO 4 H & ffIiC
HERIEERHZLI, 77 2R MDIEEE LER U 7- BER 221378187 12— /LMDI 19.2 pghf 211 mL\
9.6 ughf 169 mL, 7.2 pghfT164 mLChH -7z, FEVI AUCo.120Z8B T, F/VETR—/LMDI 9.6 pght
K O.2 pghtidaRs/VET 12—/ LDPI 12 pglt & el U<, BERTZE (95% (5 IX M) 23 E -39 mL (-72,
-5mL) K T-44 mL (-77, -11 mL) THY, FHITED=IELHE~—0 (100 mL) ([ZISEHFHFEMIC
IELMTHDHZENRENTZ, FNVETE—/LMDI 19.2 nghfidd/LE7 a—/LDPI 24 pghfl LT,
FEMZE (95%(EHE X M) 73-48 mL (-81, -15 mL) THY, FEFRNCIELETHH LN RENTZ,

BIRAYRHIE A

‘B —ZJFEVID_X—A7A U NEO AL BT 57 10— /LMDIRE LAV ET 2—/LDPI 12 pghtd
REMZE (95% (8] 1E, A/ ET2—/LMDI 9.6 pghf i O/LE782—/LMDI 7.2 pglt TENEN
-16 mL (-54,21 mL) & U8-29 mL (-66, 8 mL) THY, FRIIEDTIHEL M~ — (100 mL) IZFEIEHE
FHEEMICIELETH -T2, BLETE—/LMDI 19.2 nghfidAs /L7 12— LDPI 24 pghtd bz L <, B
72 (95%(F HEH X)) 73-31 mL (-67, 6 mL) THY | HaHFHICIEL I THHIEARINT, IFRIER 5
HON—AZ A L LI2E—JFEVIOZE L EIZB W T, 2 EOFRLVETe—/LMDIEE LK U2 2
DFNET 01—/ VDPIHEIL T T B ARMDIBE I 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 Z ORI TFEVIO R —AF A D DAL BICEIT 5B/ 72— LMD LRV ET o—
JVDPI 12 pgBEDRERIZE (95%E I X ) 1%, A/LET 17—/ /LMDI 9.6 pght & 87K /L& 5 11— /LMDI
72 ugfE TENEN-34 mL (<73, 6 mL) K TA-29 mL (-68, 10 mL) THY, FRNZED L E~—
(100 mL) IZFESEHF NS TH 7=, AT TE—/LMDI 19.2 pghf i3/ £7 11—/ /L DPI
24 pghEL el LT, BERIZE (95% 2 HE X)) 73-56 mL (-95, -16 mL) THY, MatHEIIIELETHHIE
DRENT=Z, F 5120 #% O NI 7FEVIOZLBIZB W T, £HEORLVETa— L MDIEE K U2 H &
DOFRNVET B— VDPIEHT T 7 2 RMDIRE & U CEIME A 7R L7z (p<0.0001) ,

P

B LB B0 &I ST A E AT, LB T e —/LDPI 12 ughtOE2/461 (4.3%) THY ., ZD
DA FRERIIOTOIERIKEBHEAR LS ENT-, BT, BERA HFHERILROON T, BHER
A, SAZNVA A2 R OB ROZEAIZOWT, {EFRE CEREZREANIERD Shanoiz,

o5 &
i

1) AT o —/ /LMD E N AR KGR,
1) ARBR O STV BALET o— L DPIE N AR AR,
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@ FTY=RARIETA—IL B 2B IMEEER (PTO090015KER) (SMEIA DT —4) 21 -39

H 28]

EUN:IANER:OR

HEEEDND BAEDCOPDBRE 5B, SHEDT TV =R /4/LE71—/LMDI 320/9.6 ug, 160/9.6 ug

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,

FEHM:

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

& LR AT D,

FIVESIEROR

—7 7Y =R/A50 T 10—/ MDI 320/9.6 pg? it AR Dk E N R AR /LET 7 —/LMDI 9.6 pgH
M Ry & LR 2,

— 7TV =R/ANVETE—/LMDI (320/9.6 pg. 160/9.6 pgk 1880/9.6 pg) % Hvy, As/LE7 11— L3 [E &
FE (9.6 ug) DHFEDOT TV =R A ERKGERH 5,

eV

7TV =R/ ETE—/LMDI, 7 7Y =RMDIK O3 /VET 11— /L MDID % &4 7T 35,

fﬁ . " LRk LR, EBIEA, ZHER, SHAMI R 2T vy raaxd— S —H 5
VaAR V4
*F 5 | HPEED S EIEDCOPDEAE 1804
ES 2| —Visit la (AZY—= 7R OFHR73405% 2L E80mE LA T Th DR
B AR IL U | —10 pack-yearsLh - OWRIEER A 9~ 2 B RE 3o e
—COPDERRMIZZ S, LU FICER T D EEE IS Y T28E
— Visit la/b (A7) —=" 7B 15) OFEVI/FVC30.70 Kiiii THHZE
— Visit 2 (BEVEZEIHT R ) ORE ALIRIEE 5-/OFEVI/FVCH0.70 K5 ThHIE
—Visit la/b (RZ7V—=U7 R 1) OKUE SIEIRIEEE 5% OFEVIAS IE R THED80% A THY . F
TEASTE R FRIED30%LL EThHhHZ e
—Visit 2 (BEAEZENHTRER) ISR DIRBRIER 5-6047 81305 AT ICHIE L7-FEVI O SE-EEAN IEH
THED0% AT THDHZE
— IR AT REZe I PE DA Visit 1a (R7V—=0 7 HER) IZBT D MIETIRRE SR T, 2o, 16BRT
HUE S BHIEZ 2RI IO A3 52 LI/ E T 560
* | —COPDLMMTE KRB (T B0 —RZWE & 1) ICHRAL TWDHEE
Br ok ELHE | — SRR LIS LR O M SUTFFA FTREZR AT VA 23 A L7\ UR T REZR 2o
—Visit la (A7) —=27'W8) ORI6IE R LLN X Visit 1a2>HVisit 2F T (A7) —= 7 #if ) (2 hid:
WEOHEZVIELT D FRIBRYEFIE LT B
— LD O BREEPBOONIEE
—MDIDHRELIEL %) E A DB AZEN TERNZDITRAMBIZEE B L L TA—Y —Z2H AL TV5
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.

TRIEEIIRT - 28 H i

-39-




¥ i 2 A

A5k
TEFMIE A %529 H BIZHIFHFEV) AUC.12
B R IREAIE B - 4228 B MIZ B 28l 5RO NI 7FEVIOR—AT7 A b bR %

2k
AEFL HELATESR ¥

I

fi A 05 1k

HhEOEEFANTE B THDHFEV) AUC.2DfENTIL, 15, X—ATA4 IR K PRI — = T
BRI DRE A IEEORE (%) 2B ELTHNEREREGDIRET VEANTERL, /-, [T
TINIEBNREL THREZIMA LI, BEERNAEREES 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>72, BMID T
¥IfE1328.3 kg/m> TH o712, mITTEMIZEB TS N AFE AT —Z ORE, ITTEHLIFIERETH

277,

At

FEFHHE A -

Be529H HIZHIFBFEVI AUC2l 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 AR B MR B (W
Hp<0.0001) , 77/ =RMDIRf & L LU7=FEV) AUCo.D¥EH 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

28 HRNZHB T DO GRIDONT ZFEVIOR—AT A DHEOELEIZB N T, 7TV =R/FRVET
1 —/LMDI 320/9.6 pgh¥ K 18160/9.6 pnght TlIA/LET 11— /LMDIFEL L T, #IMREDENENE

55 mL & ON38 mLCHY, FatFAHINCH BARBINAFERD LT (N EHp=0.0004 & U'p=0.0332) ,

Fo, 7TV =RMDIFEE D LI TIL, BN E O 2137 7 Y =R /A/VE7 7 —/LMDI 320/9.6 ugff <

115 mL, 160/9.6 ughtT99 mL &% 1'80/9.6 ught T8 mLTHY, WITHNDHEDT TV =F/F/LET0—

JVMDIFRIZ I\ T H AR A7 A TG P A BRSO Hit/e (W3 b p<0.0001) o

et

TR BEHY LW a2 A BEREROBBEIL, 7TV =K/FK/VETT—/LMDI 320/9.6 pghf.
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# (1.9%) Th-o7c, ARBIZITIRBREE
BEHGRITHE SN EFNTR T, BERAZFRIL. 2NEN206] (1.3%) . 0, 341 (2.9%) . 3/
(2.8%) O 141 (0.6%) HESI, ZHHEDHI BT TV =R /HR/AE72—/LMDI 80/9.6 ughto24i (1.9%) T
WS SN BNE D ZE I OV OE I W T Vb TR BR IR L BEE b0 ST Sz,

7TV =R/HRVETE—/LMDI 80/9.6 nghElZ8\\ T, QTcF23477 mseck 7l | ~— AT A 73540 msec
DIERDFRD LN BE P IFIHRE ST, Y FER IR 5 1IE#3 B AN R LTz, KEG:
PSR SAZ A A R O E R A T RAZRERAIZIE S22 0 23380 b Tz,

1) 7 7Y =KMDI, HSNVETE—AMDIK T T Y =K /H/VETa— L MDUTENARAR,
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® J)aEn=—r) L/KRIETO—)L: ENEIAEIIFEEER (PTO03005:88) (SFEADT—4)22)-29)

H 28]

FHEEM:

HEERE DD BIEDCOPDAE IZRBIT A5 HED /U at u= AR b/ F /€T 10— L MDIDO A Zitk &
ZDORSy CHDHZ VA = AEALHMDI K Q7L ET o— LMDIE 15,

EINESIEESE

syara=r ABAbY /R ET a— L MDIO F B 55 A B DM T 5,

ek

SHEDOZVarva=y LB/ RLET 10— L MDIDL M%7 ) at o= AR HMDI, &/LET
7—/LMDIK T4 hrt'D ADPIE LRI 55,

j a2 jﬁ s ILF, EIEAL, ZHER, IR, SHAI R a7 vy JrAd — N — R
*F 5 | HPESED S EIEDCOPDEE 15941
ES B | —AJY—= TR OFME3405% 2L E80s% LA T DA
e UL UE SERICEIE T D2 DRI 2% 9 HCOPDE R R I W& a7 B
—10 pack-yearsLh b OWUEEEZAG 3 HEUIEE 1 3oc RS
— LU N Rt A7 9
— AP == TR R DYV T 2B — VW AP 5.5 & O 5% DOFEVI/FVC230. 704 CThH I &
—AIV == TR RO YT B — VIR AFI B G- OFEVIASIE R T RIED30%LL_E80% AT Th
D, FEHEAT50 mLLUL EThHoHZ L
— R—=RFA VR DOY IV T ZE— VIR AR G-JTOFEVIA IE R TRED80% A THHI &
T 2| M REREIS L Tnh B
b o4 2k HE *COPD@@EI’C&;Zml#]ﬁf“/‘/ﬁ(*ﬁﬁ@%%
—TEE I OZ OMONTEE B EEIMEREEE. M, [E SHRRE ., LA R — & iRHERE . ARBRME M
P IS, VR MR R R R ONRAR R SRR, (7L LB — MR B ARIIBRIM L7200 ] B
— 27V —= 7 DRHI3H H LIRICar he—/L R B OCOPD T AR L= B E
—AZV—=2 7 ORI6E B LN XTI AZY— =2 Z R Iz, 2 b — L AR R OCOPD THUAEWE ik
BOATuARNEIZI DGR EMEL LT BE
— A7V —= 7 ORi6HE M LINIZ T RIERRYYE CHUAW B I L D12 L U B
R T | BEEZLUTOSHEO LA OIRRIEL G TR GIEF O O 1 IEL BT 7=, & 1R
ORNZIE, LEMLLE3E AN ORIEII A 7% T 7,
—7Vavn=y ARZ LY/ HRVET T —/LMDI 18/9.6 ught: 11E7%9/4.8 pngZ 1[E120% A, 1 A 2[E# 5-
—JZVavu=y LBt /R ET e —/LMDI 9/9.6 pght: 1M824.5/4.8 ngZ 1E120% A 1 A 2[E#:5-
—7Varn=y AR LY /HRVET I —/LMDI 4.6/9.6 nght: 1ME752.3/4.8 ngZ 1[E120% A 1 H2[a1#& 5
—ZVavu=0 AR Y/ BFNETa—/LMDI 2.4/9.6 pnghf: 1% 1.2/4.8 pgz 1820 A 1 B2E# 5
—ZVava=0 LG Y/ BFNETa—/LMDI 1.2/9.6 pghf: 1ME70.6/4.8 pgz 1220 A 1 B 2[E# 5
—7Varr=v A RYMDI 18 pghf: 187 ugz 1E2K A, 1 H2[E 5
— LT EB—/LMDI 9.6 pgh : 1085548 pg& 1[H20% A, 1 H 2[5
—FAFrE'w ADPI 18 ught GEEM) 1B &4, 1 H1ERS
TRIEIIRT 7B
AN H | A

FEFMIE A N —RT AL U727 B B 5-4& T R 0OFEV) AUCo)-12

B ETHE A

— 51 H B % E5H2F LN O —ZFEV IO _R—RT AL b DO V& %
—#% 578 B ¥l ERIONI ZFEVION—ATA U InbDOE B %

e

HEES, 2BEOBER 5

R
v

i
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fi A 07 1k

FEFMGIE B O IX, MRS EET LV TITolz, ZOFT VIFZFEV! AUC- % K SEHEL .
NR—=RAF A DFEV|, A7V —= T REOZGE R WPEDOEIE B ENEF . BRI K R REERELT
i, T BELEEBHFRLL TETVITE DT,

AR

BEO-EIFEMRIL62.855% (HiFH42~805%) THY, B OEIA 1T INES2.2%, £ciH47.8% Th-oiz, BEFD
95.6%I% A TdH 7=, BMIDO - 1328.4 kg/m? (FiH17.0~51.9 kg/m?) Th-7-, mITTEMIZEITS
APV —= TR 72COPD D T HE B 1L, HEIENY56.8% T\ HIEN42.4% CTh-oiz, REHIZBIT
BHAIY—=2 ZHEDOFEVIOEEE LY L 7 42— L AR H-RTIE1.446 L (FHIED49.6%) T, ¥
VT BT — VI AFI G4 TIE1.602 L (T 054.9%) Th-7z,

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 112.4/9.6 pgt L7 Var’u =y LA BALY)MDIEE OB M 2213139 mL, 95 mL,
87 mLK& U7 mLT&HY | M FHNTA BREMARBD Oz (W 11 p<0.0001) , Fiz, A/LETH—
JUMDIEEE Hele LT, BRI ZEDSENE 124 mL, 79 mL. 71 mL} (V71 mLTHY . FEEF LA Bk
IMRFBDHHET (p<0.0011) ,

1.2/9.6 ygZ <o HEO 7 Var o=y A8 /FRVET 0 —/LMDIFRIZE N T, FA4 ety
LDPIFEEEEL T4 B EOFBZENPED LI (p<0.05) 23, 100 mLE# X AFEV) AUCo.2OHEM2SFE
DOENT=DIEZ VAt a = AR/ FRAETa—/LMDI 18/9.6 pght DI Th -7,

BIRAYRHmE B

—¥®51HH:
B H22EBLUNOE —ZFEV I DR—ZT7 A L InbDO AL BIL, 7 at’ n=y AR /7R BT a—)b
MDIFED A BIRFE T, WO AREICE VL TH300 mLEL EHENLZ, ZVatn=0 A8{bY)/ &
JVETE—/)VMDIFEOWT O HEIZEB W TH, ZVat’ e=y AR LYMDIEE & N T4 ha e’ ADPI
REL LT, ﬁﬁr%é’] A BRUEDNFRO LN (W 1 p<0.001) | A/VETR—/LMDIBEED L
$)(T ﬁm\ mL &b%ﬂfﬁﬁkoﬁ_o

— %578 8:
FOEERIONI ZFEVION—ATA U NHOZALEIL, W o 535100 mLEL EOHMZRL .
ZYarn=y ALY /ALET m—/LMDI 18/9.6 pngh iU Tich i\ ISR b (1 kf:
183 mL, 95%{F#EX[#: 151, 216 mL) , ZVat'r=0 A8 b /F/VET2—/L'MDI 18/9.6}% 2.4/9.6
ughtDHM, ZVarn=0 AZ(LYMDIFE K T A e’y ADPIFEE L L CH B R ENRO LI
(W FNHp<0.05) | 1.2/9.6 nghtxbr< 7 Varv m=y A8 {t#)/FNE7 2 — L MDIFEO W 1O H &IZ
BNTH, A/VET B—/LMDIFHZ A TH BERBEDNGRO b7z (p<0.05X1p<0.001) .

T 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%) . 13/704 (18.6%) . 7/6711 (10.4%) . 10/7115
(14.1%) . 5/6861] (7.4%) . 7/73%51 (9.6%) . 11/66f5] (16.7%) & O7/71151 (9.9%) (ZFEF 7=, LLERIFE HAE
FEDE Do T IRERER B H Y S H M SV B SRR T O NRLER [E N E 2B (2.8%) | 361 (4.3%) . 34
(4.5%) . 4% (5.6%) . 15 (1.5%) . 4651 (5.5%) , 6651 (9.1%) K UH (5.6%) | M OHEEER [Z 1051, 5451
(7.1%) | 141 (1.5%) . 4451 (5.6%) . 16 (1.5%) . 2451 (2.7%) . OfFl K NOff] Tho7z, ARRBRITIBNTHT
BlixZVar =y A2t /T T 0 —/LMDI 1.2/9.6 pghf & OV /LE7 o — LMD 151 CTdh 72,
TSN OBEERAERZITZVarn=y LB /FRNE7Tr—/LMDI 1.2/9.6 ught. 2.4/9.6 pg
RE. 18/9.6 ught K N/ Var' =0 A BZALHMDIRED S 14 Tih-~7-, 1AERE LB EH LW S35 T
B R O EER2A EERIIIB L e ol BRMAME, NAZY A R OLERFTLON—RT 1
DHDEACIZOWT, TREM CEEREANIERD LR -1,

¥) ZVare=y A8{LYMDI, F/VETR—/LMDIL, ZVat a=u L& LY /F/LETr—/LMDI 1.2/9.6 nug.
2.4/9.6 pg. 4.6/9.6 ugl 109/9.6 pglLEN A AT,
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® EXRERUVEL—XI)7.2: BIIFEERRE £ FELER (PT010006: KRONOSEHER)
HEADT—2EEL) 210

H 9

FEAM:

HSEE O i T IE O COPD R A5t UC, M REIZ 3t T A4, EXAY | 77 V=R /FVET7a—/L

MDI Y A =R —E oA T — (7T V=R /FVETa—/L LT A a—TBH) O & 27

92,

FINESIEESE

— JiHERE . IR IR, QOL, COPDDIEIRIZHI T DA, B _RAL | 75 Y =R /ALET 1—/LMDIK (}
¥ AT —TBHOA &R 95,

—AH| ER_RE | 7TV =R/FETR— /LMD N A 2 — MTBHO B R 3 B E COR M ZHEE T
%

2%@‘@:

AH|, BN 7TV =R/ FLETB— /LMD, N AL a2 — RN TBHOZE 2 4 3 H 5,

Eﬁ . % %l L E, MR L, ZHEEMR. FEH IR AT HaER
VaRAR VY
xt G| EREND B O COPDAEA 189941 (H AN FEF 416612 & Tr)
Es B | —Fn23405% LA E80mELL T D B
BN JLUE | — COPDOBEERE GRS B SN B
—Visit 1 (AZU—=27IF) OFEVI/FVCH0.70K1 THY, 7>, FEVISIEH THIED80% A D B
— 10 pack-yearsLA - DML R A4~ 2B 3 om MU
— 2L O AHERH L TR EREER N A HILD (CAT>10) B
Es 2| iRl QOB EE
BrAbEHE | — IR Oal PLN 7 KIE S ORI g8 A T L QA B
—COPD= hr— /LR B DHBEFE
— PR BHR AR, IR WO WIEBSUTBRE ~DYAZ K SE D ATREMEN B DE DO K B
ICRBLTWSEE
BB T IE | BELEL T O GREZ2:2:1: 1O R CTEE/EL BT 7=,
—ARHIRE: 1M FE£160/7.2/4.8 pgZ 1ER2ML A 1 H2[EF 5
—ERAY 14.4/9.6 nght: 1ME7%7.2/4.8 ngZ 1E20% A 1 H 2[5
— 7TV =R /HNVETE—/LMDI 320/9.6 pnght: 1087 160/4.8 ugZ 1[8120% A, 1 B 2[a#5-
— A =—hTBH 400/12 pghf FEER) : 1% A200/6 pg (delivered dose®160/4.5 uglZAH2) % 1[0120%
AL 1H2[E# 5.
TRHRII - 240 [
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 TV B, H12~243 D
TDI focal A7 | H512~24THDSGRQMWATT DR—RFA BN EAVE., #5180 BIZBIT A% R
FTOREH (FEVIDOR—ZFA LU NHDELENFEZ YO TI00 mLAHE X 2R £ TORH) %
ZOMOFHGIE B 55 X O COPDEY IR

YT TN —T R L U CRE IO A R K OV — 2T A L D L A B BR A X 4 1 50 40 5 S A A
FEHiL T,

P
FR12FBELER %

R
>

A

T4}
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fi A 07 1k

FEEFHE E L, Fred3>0Oxf bhlks Eha 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 BEFIZBHETHY (71.2%) | Tz, A= I XITT 2 RN TH-72 (97.6%) .
AREFIZB WO TAANIZS0.1%, 7U7 ANF44.9% Tho7-, N OREHFERRER, BIL TaToR 5T
FAETHoTz, BEDOKIIIE., TTHEE (60.4%) XITHBEE (39.6%) THY, FHIWEEEI51.7
pack-years Cdh o7z, ZEFITBITHRN—ATA U EEOCATRAT OFEYEIT18.3THY, WThoks
HECTHIZIERBE TH o7, KE DBF OCOPDESERE (X, FEHIE (49.1%) XILESE (42.9%) THY,
COPDHEIEDIFE DR EBE N L -T2 (14.4%) , 7. GOLDEE TIX, BEDOKEB B A7) —B
TH-o7~ (87.8%) o

At
FEEEMIE H
ARE
AFIREDE 12~ 248 D DO E-Hi -+ T 7 FEVIDRX—AT7A L HD L BT 135 mLTHY, B _RAL
R OTFY=R/BVET o — ) VMDIBEE R L TR R BRI Bt Fa R LIz [REREIZE By
20 mL (p=0.0424) . 75 V=R /AH/LET 11— /LMDIEE77 mL (p<0.0001) ], £/, 757V =K/F/LE
7 —/VMDIB L A 2 — FTBHEEIZ X L CIEL AR T 2RI (BRI 22 :-11 mL (95%(3
$EIX [ -39, 17 mL) | EHME~—T 0 :-50mL]
AFN A 1205 A1 H 20812438 [ # 5- L 7= D 5512~ 248 DO 0 #5577 FEVIE (mL) 1T F#EDO 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) | 113£175 (561) 57+174 (278) 72+150 (289)
AHEE L B D22 20 77

[95%15 48 X [#]] — [1,39] [53, 100] —

piE e 0.0424 <0.0001
TTFY=R/BNET

o— LY A a— 11f

k TBH B 3% ¢ o o o [-39, 17]2

[95%/15 FEX [H]]

SBEAEHENR ZE (B30

a 12 PAZEME IR IS BT 2K R A A& (7 7Y =R160 pg/ V70— L7 < )VEREE K 4.5 ngd 11512
W A1 B 208E]) %% 5

b @Al 56043 BT K V3055 Rl O I & il O -3 i

¢ 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 Ll — A FIREL B RACRED il — 7 5V =R /LT 20— /LMDIEE L Y A = — N TBHEED ELE)

75V =R /3RET 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— /L MDIFE (BEf7:67 mL, p=0.0020) Lt T4 B LA BERUGEEZRLTZ, 7T V=
R/FBNET 2 — VMDD Y A 2 —NTBHEEZ %A IER /e FEL EOBREEXFH R S T VRn ol

BIRAYFHIE A

AREH

< KFNBED 2248 O D G-RiT T TFEVIOD R — 25 A b2V 147 mL ChoT-, 77/ =R/
AT T0— L MDIREL O LB Tl BERIZE0374 mL CHERHEIIICE B THY (p<0.0001) | B ALRE
LOEETIE, BERIZED322 mL (p=0.0139) T4 H LA E TH-T-,

AREIBEDHE 12~24 DFEV AUC04/13301 mLCHY, 75 V=K /FLET7a— L MDIFEE fhik L ¢, B
75132117 mL (p<0.0001) CHEFHFHNZHZITIMNL T,

REIBEDE 12~ 24T D 514 AR LIN DY —ZFEVIDR— A7 A L HDO I BIF377 mLTHY, 7
TV =R /FNETa— L MDIFEE Pl L C, BRI 2213120 mL (p<0.0001) CHEFHEMICA B THoT2,

ARFIFEDF12~24IHDTDI focal A2 711,206 THY , ERALFE K NT 7V =R /F/VETH—/LMDI
e LT, B 222 N2 710.074 % D0.151 Th o7,

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

51 H BICBIARBEEETOREIL, WINOBEERIZEBWTHS 0 Thoto, HE50%ICE
FABFEVIO R —ZT A b0 L &I, AFIFETI7S mL, EXAERETISO mL, 7 7 V=K /F/LE
T —/LMDIFET160 mL& Y A2 —RTBHEET164 mLTh-7-,

CBIRAFEMMIE B (224 O OB G/ NT 7FEVIO R =T A IO LB, H12~24H D
FEV1 AUCo.4 % V12~ 24 D% 514 4RE I LIN O — I FEV DR — AT A b DR b &, H12~24
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 2L %50 mL, FEVI AUCo4%-75 mL, E"—2FEV 1D
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 DB E-FTNF 7 FEVIO N — 25 A L inb DL 13130 mLTHY | BN AR
(BERI7%:34 mL, p=0.0368) K N7 F V=R /&/NLET 11—/ /LMDIEE (BERI7%:62 mL, p=0.0020) &Ikl
T4 HEFETHo,

ARHIFEDEE12~24DFEV1 AUCo4, H512~24DOF 514 AR LN DO —ZFEV 1D — 2T A b
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 /F/ET 12— /L MDI
BEELEREL T, BERI ZEA N 10.165 % 10.223 Th-o 7z,

ARBIBED F12~24IHDSGRQIE AT DR—=AF A DDA BIZ-41THY, ERAECH R NT T
=R/BNVETR—/LMDIFEE IR L T, BERIZEDENEN-1.52 K V0.20TH -T2,

ZDOMOFHHIE B :

ERE

HAEE T B E OCOPDIER I FED LB ThH 7=, 7235, COPDEY D HJE K 13, COPDHY I X
DRHMAT AR UTIHEEZI AL LR G 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) AETE L p e (318f)
MDI#E (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]
ARANFED K 2H B
PR TA. . 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 (75 Y =R 160 pg/A /LT 10— L7 ~ VR AR 4.5 ngdd1E2
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 BEORREIEIR/ YLIEREZ T -2 BE TOLFHETE AL, BRI O WM & O E R %7 B W
X, RBEYIR O FICE D Rh o7

e KB SRIRIEW AL OFEV, O T HMEIC KT 281G | AFEEERS, COPDEAEE (0f=]- 1[=]-2[512L |) | E KO
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—
AFNZHRL AT 2R U7 BB CIR189 mL, Al E I RE 72 -T2 RE TIX97 mL ThH-o7o, AAFIREE
TFV=R /R ETE— LMDIEEE D E L, LT ZE— L AFNT 6 LA AR LT BB A
81 mL, FIWiMEZRIZRD T2 BEDT2 mL T, W ithb4 B EAE ThH-72 (W 11dHp<0.0001) o AHAl
BELERZAEBELDOEIZB W TIE, AT ZE— LW AFN LA Wi 2 R L7 R 2342 mL
(p=0.0065) T4 B EAETHY, RS 272 [BE D3 mLTh-o7e,
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(e )

RFNBE 1 D H 58 B 3 B O COPDE HE SR [T 2 N2 100.44[0]/4F K TR0 47101 /4E CTHY | 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,

R RT AL DI G EREREL X 55 B 53 5 B fEAT

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 DML AR ER N300/ mmP Ll oo

12~ 24 DD EFHIRNT 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, £, KAREL T 7V =R /387 12—/ /LMDIH O HHIZ
BUWTILL 300/mm3Adi 0 HBE TIE78 mL (p<0.0001) T4 H A EIZIEL, 300/mm3LL o 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) LHGL THER L 230.55T4 B LA RITIES
(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 FIFERERER A3300/mm?3 LA _E 0O BB (2 51T D AHI B 5 I 0> FR 5 FE S ER FE O COPDHE I R
(0.53[E/4F) 1%, B RAEEE (2.35[E/4F) Ll U CHEESR 630,23 T4 B A BICEL (p=0.0021) . 77
V=R/AETr—/LMDIEE (0.34[81/4F) &R CHEEER .53 Th o7,

g

AREH

TR L B E S LB ST FERHRIT, AFIRE, © XA, 77 Y=/ FVE7 12— /LMD KO
L AE I —RTBHEE CZEILEIL12/63961 (17.5%) | 91/62561] (14.6%) . 48/31441 (15.3%) K 1M40/318%
(12.6%) (ZFBAL T, LLESFE BUBEEE O oo TR L B b0 S SV A F i g0, B EE
[EHZEAL1961 (3.0%) . 361 (0.5%) . 1361 (4.1%) & OSH1 (1.6%) ]« BiEEHE [Zh 2961 (1.4%) | 241
(0.3%) . 51 (1.6%) K OBH (0.9%) 1. BIED P HIE [ZEN8H1 (1.3%) . 451 (0.6%) . 461 (1.3%) K
UBHI (0.9%) |1 ThoTz, IRBRIEE 5RO CHIX12B]THY, ORI, T 64 (0.9%) | 34
(0.5%) . 2651 (0.6%) KB (0.3%) ThoT, ZIHDHH | 3FNIFFREFRDOFERNZL DT (B RAY
B2 R O A r—RTBHEE L) | 36O M R OIRKIZEDIE T (RFIRR26] K O ~AEH14]) T
Bolz, FELHID 1261055  IRERFTE M LVIRBRIEL BIEH Y S H T S - F G e AR E 2451 02
HTHY, DTG IR ER ORI LD Thote, HERAEERIL. ZNEN5561 (8.6%) . 684
(10.9%) . 21451 (6.7%) KU1 (9.1%) (\ZHESNTZ, DO 5| TRERIE LB EHY L p i S 7= EER A
TELT, ENETE 1261, 3B R BN R BT, ik HShizEguieh2h26] (1.9%) .
10451 (1.6%) . 661 (1.9%) B UM (1.3%) IZHBLLTZ, ZDH5 AFIBEEE _RAETEOK161L, 1RFREKE
DOEFE B DD S LIV Sz, WT o 5RHZIBW T, BRARRAE, A2 A2 KO
BT LICERMICEROS LB RILRO bR ol

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 ThoTz,
AHFIBEZ BT D LRFIER » (2R ER)

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%)

a RFIFECTHELR 0.5%LL EORIER
b B PEPAZEME R BRI R I AR AL & (77 V=R 160 pg/FSNVE70— V7~ VIR KT 4.5 pg O 18]
2 A1 H 208 Z#S

H AN £ H]

AARNBFICRBIT DAL EEL ) WS A FFHRIL, AREIRE, E AR, 77V =R/FLE
T 11—/ LMDIFE } N A = —TBHEE CENZ129/13941 (20.9%) . 11/138451 (8.0%) . 12/70%51 (17.1%)
K OM/6961] (5.8%) (ZFEBLILT-, LB FEBUEE D miD - T IRERIR L B0 S r ST H G358
FlEE [ZE N8B (5.8%) . 0, 761 (10.0%) K OBH 4.3%) 1 . AREL Y P FIE [ZhE 365
(2.2%) . 051, 151 (1.4%) S OMAI (1.4%) ] | FEERE [CALE 361 (2.2%) | 11 (0.7%) | 11 (1.4%) KT}
o] ROBTE I UHIE [ZIEI3HI (2.2%) | 0B, OB O0B] Th-oT-, 1RERIEE G HIZSE L
AARNBEEII2H0ITHoT= (B _ALEE, 75 Y =R/HVETa— LMDIEELH) , ZHSITTRER ST
EERTSEIC L OIRBRSE L B U ST S L7z, ARFIBEICR W T, B ORI otz EERAEER
I, ENEIG (7.9%) | 14451 (10.1%) . 761 (10.0%) & T6HI (8.7%) (Z78H BT, 5FI (1.2%) D H AR
ANBE B W AR ORI B L) S S 7= SR EHR AW S ORABIRE  F B P i
KRB, B RAETE S MEFAZE MG B2, RZEE R OE & OB B4 141) o Mgk LIS &
GORBRIIAFTETIH (5.0%) B (0.7%) . 7T Y =K /H/VET 02—/ LMDIEEOS], AL
2 —NTBHEFOB T o 7=, i LHWr ST AFIREDTHI DL | TRERIRL B H Y LW S = 01 141
TH-o7=,

1E) 7' F Y =R /AR VET 10— LMD T E N AR AR,
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(REXWER)
® FTV=FIFRIILETO—IL: BIIHEEREEEEHER (D5982C00006: VATHOSEER)
HNBEADT—EEEL)

H £

EHH:

—arhr—/ LR B0 BB 2RI, MidgReICk 957 7Y =R /HR/VE7 2 —/LMDI 320/9.6 ng?%h
S (Bl 275 =NMDIE 5,

—arhr—/ LR Bl BRE AR, MRk 727 7 Y =R/4H1-E72—/LMDI 320/9.6 pgD%h
RAVAEa—FTBHE I GESM) L, 7275 Y =R /H/LET0—/LMDI 320/9.6 ng®%h % (3£%
PRIZHDOWCOREZRNE) 27 7 =FMDIE i 35,

FINESIEESE

— g REIC 357 7V =R /A ET 7—/LMDI 320/9.6 ngDh %7 7 = RMDI& Huifi (k) L,
FZv AL a—RTBHEE: (FELPE) 5,

— JiifRE . PROK OYEIRIC K427 F Y =R /7R /LEF 11— /LMDI 320/9.6 pg®%h %477 = FMDI&
45,

ﬂ/ﬁ‘@:

T TV =R/FNVETE—/LMDI 320/9.6 ngDEENMAT 7Y =RMDI, v A2 —RBHEK T 7V =R/

ALET T—/LMDI 160/9.6 pgd i35,

e B} . _ et VI, N

N R e A (L, B, A TR

TP A

% | PARICS UIICS/LABAIZEAIRFRICH b b s hr— /LR B e B ST56* (H AN B33

BlaETe)
*GCPIENM DB % % - B &Rl

* | —[FERHSCEASOBL RFOFR DN 2% LA B8Ok L T ChoBE
BARELYE | —Visit | (RZV—=2 7 W) O6 A LLERNCH B LRS- BH
— Visit IOSAM LA ERTD, —EAEOH FHEDICSUTICS/LABAL Y A ZEHIRNHE AL QWD B
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pMDIF#EL645) D B AR A EAER BT ST,

12~ 248 DD G-H T T FEVI DR — AT A DAL EIZHOWTC, 7T Y =K/ 7 Varu=r A
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(0.3%) THo7Tz, EIELAERRIT, ZNEN3261 (5.4%) . 1861 (5.3%) . 3451 (5.6%) L U324 (5.3%) I
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e WTFNOHEGRICBWTh, BERIREME, A2V A2 R ODERICE M OB &E RET
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— 7 FY=R/ 7 )ava=r A /FRVET a—/LMDI 320/28.8/9.6 pght: 1ME75160/14.4/4.8 ngZ 110120% A
1 H 2[5

— 7 F =R/ 7 Yar = A /3ET 11—/ LMDI 320/14.4/9.6 pnght: 1M 2£160/7.2/4.8 ngZ 1B A 1
A 2[E#% 5

— 7TV =R/FAETa—/LMDI 320/9.6 ught: 1ME55160/4.8 pgZ 11820 A, 1 H2[E# 5

— 3 AE=—RpMDI 320/9 pght: 1 A160/4.5 pgZ 120 A, 1 H2[E#5-

TRREHAR : 24~ 5238 [ (FTZEHARE)

Shtiax L F, AR L, THE R, EBROGM, 72— WATHE M AR
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¥ i 2 A

EERien

FEEIHHIEE : 5512~ 24BOFADE 5-Rih T 7FEVIOR—ATA L DHDE L&

BIRIREME B : 5512~24 OFEV1 AUCo3DN—RT7A b0 L&, #6510 B O 5555%H%0
FEVIDOR—AF A INHOELE, 512~24IZ81F HACQ-7, ACQ-5K TAQLQ(S)+HI2DL AR H —
(ACQ-7 K TACQ-51F0.5LL E DR FRD LT EBE . AQLQ(S)+121X0.5L4 LD HIINMNFRD H iz B
) DEIE | 24 BT HSGRQDL AR A — (4.0LL EOK F3ZRBO LN EBE) OEIE

PFA EEIMEH (KALOSFRER+LOGOS#ABR) (V. 5. 4) 1) AR (K& XmE) ©
D5982C00007 : KALOSHABR | DIA S IR

Zaetk
AEES mERAESES &

AT 5 1k | EEEEEITE B OfENTIX, B E5EE, KB, AiTAREOICS & (P EX AR RO GREE KPR DR
HBEER&EHEREL, X—ATAL DM 7FEVI R VAR (%) &k 28 sl 32 KR I E 3o ik
WrET A W TIERMLT,

OFG LRI IE B OENTIE, TV. 5. (@) 1) ARIMERGERER (K& S0 E) @ D5982C00007 : KALOSH SR |
DIES B
& R BAEEER

B OWIIFENIS1.75% (FEFA12~805%) THY, B OEIGITH1H39.2%. £0160.8% Th-7-, BHE
D43.9%IT A N THY, 39.4%137 V7 N ThH-o72, BMIOFHIEIF27.3 kg/m? (#iPFH15.0~39.9 kg/m?)
Tholo, N—ATA LR DORE YR E G-/ OFEV I EE)EIZ1.69 LThHo7z,

EERlen

FEFHHE A -

F12~ 24 DOFA DR EHIN T 7FEVIOR—AT A NEDEALEIZOWT, 7TV =R/7Javn=u L/
RVETT—/LMDI 320/28.8/9.6 nght Clix 7 7V =K /FVET 02— L MDIE LEL C, 4 B LA ER
WENFBOLI- [RERIZE:107 mL (95%5#E X1 : 73, 142 mL) | p<0.001] ,

BRI H R E

B 12~24DFEVI AUCo3DN—ATA L INHDOEALERIZONWT, 7T Y =R/ 7)av’a=0 L/ R/VET
D»—/I/MDI 320/28.8/9.6 nght Tl 7 7Y =R /R/AETFm—/LMDIEL L T, 44 B LA B RUGEN
DAL [BEMZE: 133 mL (95%5 451X [#1: 95, 170 mL) | p<0.001]

51 H HOBE53%% OFEVIOSR—ZAT7 A IO BLEIZOWT, 7TV =R/ FVatu=yh/kL
£ 1—/LMDI 320/28.8/9.6 ught e N7 7Y =R /75/)LET 10— )L MDIFEOBEN Z£11 180 mL (95%f5 48
XM:162, 197 mL) & T34 mL (95%(E4E XM : 118, 151 mL) THY, W IFhb4 B EEERLENR
Doz (W Hp<0.001) o

F12~ 24T BT DACQ-TOL AR H —DEIGIZONWT, 7TV =R/ 7 Vatn=u L/ KLVETE—
JLMDI 320/28.8/9.6 ught Tl 7 7Y =R /7RLETm— /L MDIBEE LB LT, 4 H BA B2l b
7o (AR 1.31 (95%(E 11X [# 1 1.02, 1.70) | p=0.036] ,

12~ 241281 HACQ-5 K RAQLQ(S)H 12D L AR —DEIZIZHONT, T F V=R /ZUat’ =1y
2/FRVETE—/VMDI 320/28.8/9.6 pght D7 7Y =R /H/VET 02— L MDIBHI R 354 v X (95%(F
FEX ) 1, £ 31.22 (0.94, 1.59) K& TUM.05 (0.82, 1.35) ThHho7z,

<24 IZBITDSGRQDL AR H —DEIGIZOWT, 7 F V=R /7 )atn=rh/k/LET 0 —/LMDI
320/28.8/9.6 ught D77V =K /AH/ETm—/LMDIBEI T 54y X (95%(E X ) X, 1.08 (0.83,
1.39) Th-oT=,

BFA ZEFMGTE H (KALOSFRBA+LOGOSFER) :
V. 5. (4) 1) B2 PHERGERER QU 30E) @ D5982C00007 : KALOSFER | DA

- 56 -
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el

BRELEELV LM SN A EFRIL, 77 Y=8/7Vavn=vL/k/)ET 2 —/LMDI
320/28.8/9.6 gk, 7 7Y =R/ Vat’ =1 A/H/\ET 11—/ LMDI 320/14.4/9.6 pghf, 757V =R /)L
E7 87— VLMD & O A 22— hpMDIFE TE LE1045/585%1 (7.7%) . 27/384%1 (7.0%) . 30/60441
(5.0%) K TU28/594%1 (4.7%) \ZFEBILT-, LAOFE BLSELE D @ o 7o 1EBRER L B LI S - B 5
FRIT, BFEE [ZNEN1H] (1.9%) | 65 (1.6%) . 761 (1.2%) K OT7HI (1.2%) ] ZvazrFafR
RZIE [TNZN26] (0.3%) . 461 (1.0%) . 341 (0.5%) 561 (0.8%) 1 . K& L% [FHEh2bl
(0.3%) . 161 (0.3%) . 361 (0.5%) K UBHI (0.5%) ] K N=2/LF — Ll [FE il (0.7%) . 441
(1.0%) . OB K TN (0.2%) | ThoTo, IG5 F O CICE ST EE LA FHEFRIT, ThEhis)
(0.2%) . O, 361 (0.5%) K N1 (0.2%) ThHotz, BELFEFRIT, TNLN416] (7.0%) | 3141
(8.1%) . 49f1 (8.1%) K U366 (6.1%) IZHE STz, ZDHH | IR LBTEHY SIS - EE R A F
FRIT, TNENH, 260, 331 K OBl R Lz, 77 Y=K/7Vave=0L/FKNET 02—/ LMDI
320/28.8/9.6 nghtiZR T, BEIRRRAE, A2 A L OB RICERR IS ZOH D AL
LR h T,

1) AHIOE N TORGBNE

6. RiERUAE

(IR MR B (IBHERE X %, MK OFEEKDER)

WH RIS, EV—=XRT722 7 A7 4T 1R A (77 Y =RELT320 g, ZVatn=rLtLTl4.4 g, F/0E
Ta—L T BT C9.6 pg) 21 H 2[R AR E-95,

(REXmE)

W AL 2L Eo/NRICE, B — X144 TR T 4T 1R (75 Y=FELT320 ug, ZVate=r
LELT28.8 ng, A/NVETH— /LT VR ELT9.6 pg) &1 H2[EW AR 5975,

) 77 Y =RMDIK OV 7Y =R /7 /VE7 1 — LMD E N AR KR,
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2) T2 AR
(IBMFAEMMER (BHEKEX L. MKE) OFEKROERE)
® EL—X+Y7.2: ERENNES2ERE# %558 (PT0100075ER) 29 211

H gy | EEER:
HEESED DR EAED H AR NCOPDEE A BRI, KH|, B_RY | 77V =R/HVET2—/LMDIK
L2 —ITBHO B W22 20k K OB B E 792,
FOMOBERY:
filif4HRE . COPDIIE I QYEIRITHKT 24K, B XA, 77V =R/FVET7 12— /LMDIK v AT —h
TBHOZN A FAT 5,
PR et M L, R, SRR, TN Bk
VAR Ve
xt 4t | KRONOSFBRZ#& T L7- R EED D AE D H AR NCOPDEE 41661
x* Z | KRONOSFRERIZSNNL | 5| S X k5 4 B HEA i 7o 32 L3RRS AL, 2>, PTO100073BR TEDHIL
BN JLHUE | 7o e D FIEE M9 DRI R R U B A LR
x* | — BRI R T E SN AR IR RIC LA TR R AT QU R
B 4k L Y | —KRONOSFER CIE#RA L L= B
1R B 515 | Je1T T D2KRONOSFRER CHEI 1T DI IRE Ak LTz,
— ARKIRE: 1MEFE160/7.2/4.8 pgZ 1E20% A 1 H 2[5
—ERAE14.4/9.6 pght: 1ME757.2/4.8 pgZ 1E2W A 1 H2[E 5
— T FY=R/ARNVETE—/)LMDI 320/9.6 pnghf: 17 160/4.8 pgZ 1[E20 A, 1 A 2[E]H& 5.
— 3 A= —hTBH 400/12 pght (FEEM) : 1% A200/6 pg (delivered dose?160/4.5 nglZAH24) % 1[0120%
AL 1H2EE S
TR 28 (JEITRERE ST )
FEME A | 22tk
HEHRSR, RFELER %
Bt
AS2AMCEIT D OB ERDONT TFEVIOR—2T AL L0 LR, W& )8 B (O COPDHY =R
&%
& R | Zatt

TRBRIEE BTG ) LW SN FFLIL, AR, ESAEHE, 77 Y =R/FRVET 12— /L MDIFE K Y
T A2 —hTBHEE TEILE1L34/13941 (24.5%) . 16/13861 (11.6%) . 16/70%51 (22.9%) K U89/69 45
(13.0%) IZF BT, IR FEBUEE O @2 o 7o IR BRI L Bl H Y LRI S e B EF QIR FRETH
0, FAENI (6.5%) . O] | 861 (11.4%) K UM (4.3%) ICFRH LTz, BB IR CICE ST 5E
FHLRITHNTHHRE S, ZOWNERITENZN3H] (2.2%) . 141 (0.7%) 141 (1.4%) KO (1.4%) T
ol MR STCA FEERIT, WTNBIEREREPICHE S, WTIBLIRBRIEL DO BEZ L LH
WrSiiz, FECHIOI B2 (RAIFER OB SAEFEA16]) 13, DI E ROFRKIZEDIE LT THHI LD
BENTZ, PR RADFEICE DT O ITe o7, BEESAEEERIT. ThEN2146] (15.1%) | 30
B (21.7%) | 1161 (15.7%) K O1461 (20.3%) IZRBLT-, IGBRIRE R E b L HIr S - EE /G HF 4
W, ENEN3HE] (2.2%) 7B (5.1%) | 261 (2.9%) Je O34 (4.3%) IZHBILT, Mgk MBI sn-F50
FBLRIL, 21341 (9.4%) | 5B (3.6%) . 461 (5.7%) J U241 (2.9%) TH o7, AFIBEIZICTHE
REHBTESN 13605 S  1GERIKE BTG L HBrS - F U3 f Ch oo, BRRRAEME, /A2 A
U ROVLERFT RAZB W T, WO G4 TH RN EZE R M A>T,
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& R | Aok

(= )| -&528EICIHTHH O HRTNF 7FEVIOR— 2T A inb DL BT, AFIEE, B, 77 Y=
R/ANET 72—/ /L MDIFE N O A2 —RTBHEE T, 1240117 mL, 85 mL, 54 mL& U81 mLToh-
77

« 425238 [ O H SR B 3 L O COPDEY 3RO BN BE OEIA 1T, AAKIRE, B _ALHE, 75 V=K
/HRNETE— /L MDIEE K O A2 —RTBHEE T, ZIE4125.2%. 31.9%. 20.0% K% U20.3% TH o7,
- &S2EMNCET D A T EE OCOPDHE R X, AKIBE, B _ALHE, 77 VY =R/FLETR—/L
MDIFE & O A2 —RTBHEE T, 212 100.37[81/4, 0.81[81/4E, 0.26[81/4E 1% OM0.31[E/4EThH -7,

1) 7' F Y =R /AR VET 10— LMD T E N AR AR,
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@ EL—XN7.2: @5 EIIFE52;B R R 1% 5 58 (PTO1000854ER) (MEADT—45) 2212

H i)

FHEAM:

HRESE S i EAEDCOPDARE % 4212, 252 ISR DAK], B _AL K N T 5V =K /FLETa—
JUMDIE S 2VE 5 (BMD) M MBI M E 5024 532,

EINESIEESE

ASVERNCIBITFHEA], E_RAE RS F Y =R/ HRET 11— LMD 5 D224 & O M % 24
T2,

o L
F WA

Zlitiak S 6, E R, ZHEE MR, AT eGSR

xF %

KRONOSRERZ #& T L7z FHEEAEN B ik BAE OO COPD FR #4565

* =
PR

KRONOSFERIZZ ML, PT0100087 5k D [F] B 7 SCEIZE 4 L, PTO10008FER D~ —RT A Dt
(Visit 10b) IRflZ, 5] e Zam ks B e A imi 7= 9~ B

+ %=
B o A g

BMD&aF

—EEOFMERIED BE

—RN—2F A CT-Score<-2.5D &

—HEER O BRI L BIE AR ATREZR B (IRE A 136 kgbh 15F)

R o> ZF A

—[EEFL2S6 mmEL IR TRV ERE

— BODORAEMEDIBIBIE) IREL21 mmHgll LD

— NTEIRALV XD EE (ANBETITE 27288 3% T2 T EDERE)

1687 ik

JE4T HKRONOSTRER TEIV AT B ib Ak LT,

— ARFKIRE: 1ME7£160/7.2/4.8 ngZ 120 A, 1 B 2[E% 5

— B RAE14.4/9.6 pght: 1MFE7.2/4.8 pgZ 12 A 1 H2[E1 5

— 7T V=R /FNVETE—/LMDI 320/9.6 pght: 1'EF£160/4.8 ngZ 1E1200 A 1 A 2B 5-
TRIEHART : 28R (S TRRBRE A HT52i )

F Al 22 H

Fre s

BMDZFAfh

TEEMIE A : 55520 D IEHEBMD DX — AT A L b DI LR

HE D B

F WA H : 55520812317 HLOCS NIZ 2 N EHWNE (P) A7 O_X—RT7 A bDO AL
S22 A

HEHEL %

Bk
HRAE R S E O COPDISHE SR K OVEE JE (OCOPDHE B R 45

=

i
BMDzfi

FEFHmEAR :

H 52 DIEHEBMD DR — AT A L InH DAL FRITAFIFE-0.1%, B _AEHR0.4% K 0T 7V =R /FLE
Fi—/)LMDIFE-0.1% T 7=, H552DIEHEBMD D~ — 25 A L iSO ZEALIRIZHOWT, AFIREKR T
TV =R/FVETE— L MDIFEHIN T IO E SRAEFEC R U TIES M A R I n fEsRIie [ARFIREE
EARAEREOREMZE:-0.5% (95%[5HEHX [ :-1.4, 0.5%) , EXAEREL 7 5V =R /75L& 7 10—/ L MDIEE
DOFEFE:0.5% (95%(EHHXE :-0.7, 1.7%) | GELME~—0 1 22%)
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(e )

AR D ZFA

FEFAGE A :

FS2EIZIIFDLOCS 1 PART D_R—ATA L DHDEALRITAFIEE0.2%, E_RALER0.0% M VT T
=R /ANET m— LMDIFE0.0% T 77, LOCS Il PAIT D_R—ZF A L InSDZELERITHOWT, AFH
HEOT 7Y =R/FNVETT— VMDIEHI W T I ERAV BRI L CHES AR T e R &SN
[ARHIBELE RAEFEOREMZE:0.1% (95%(EHEX [T :0.0, 0.2%) \ EXALREET TV =R /7R/LVETR—)L
MDIFEDORERZE:0.0% (95%(F X[ :-0.1, 0.1%) ] GELE~—0:0.5%) .

A2 A

TRBRIEEBE S LHWr S -G EF LIS AR, E_XAEH K OT T V=R /H/VE7 02—/ LMD
T, ZIEIL35/19401 (18.0%) . 29/174%1 (16.7%) M ON17/88%1 (19.3%) IZFEBAL Tz, HLa AT BMHFE A
BT IRBRIEE B LRI S AL EH R, A EE [ZR 246 (2.1%) | 161 (0.6%) K O5H)
(5.7%) 1 . fH¥EME [Z 23361 (1.5%) \ 161 (0.6%) Je Y441 (4.5%) 1 e ONAED > P FGE [ZZ 345
(1.5%) . 261 (1.1%) K ORI (2.3%) ] Th-oTo, SLEBNTAFF4EIRE S [AFIREH] (1.5%) KT
NAEHEL 1 (0.6%) 1 o ZNHDOIHO3FNE, ERBIG24 LN OFE T B THY | o 1511330 B 1524
T LABEDFE I T oz, FELHIDI B2 (ARFIFER O RALHA 16) 1%, DM ROBIKE (i
FOVLFHREIN) (ZXR2EE THLIED MBI, MERARROIRRIC LD C DS 13 eh o7, 165R
EEEE DY) LHWEN T CICE ST B EF GO E 1T e ofc, EEREFEFRIL, AHIFE, X
ERER T TV =R /AT B — /L MDIEE CTENZE N335 (17.0%) | 2261 (12.6%) K OV74 (8.0%) 125
BT, IR E DS L EER A EFZUITNE N2 (1.0%) | 261 (1.1%) L V0B TH-o7=,

At

<52 RN BT HEE T YL HEOCOPDHEN 1 [H L EIHLUIZ B OEIEIT, AFIBE, B AR
L OT TV =R /HBNVETa—/ /L MDIEE T, TE133.0%, 38.5% & V34.1% Th -7,

- A520H MIC 381F 5 8 BE L H B O COPDEY BEEDAE M R BB 1T . AKIBE, E AR T FV=R/
ALETE—/LMDIEE T, 2302 N0.6[E1/4F, 0.8[8]/4F K (N0.7[EI/4ECTH-T-,

) 7 FY =R /A ETr—/L MDLIZENFRKR,
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(5) BE ARG ER
TRl

(6) ;aERIE
1) ERAKERE (—REARERE. FEFEARERE. FABBLERAE) WERTET—42
R—RAE. WERFTRERABROANE

COPDEE Z X G L LT R FE 4 T — H X — AP A L M R 8] (& T)
HIICAH] (B —RR7.2) £t DICS/LABA/LAMARL S OfL A &bt (BT E/-I13H HH &)
ZPHAELIZCOPDEF T W T, Mt O R DA A, AR, Ot 22 R 58 f OV ARt S i
EIEECHRSNOES LINE REGOVA & T 5,

2) AREFHLLTERFEONEXIEEML-AE - HBROME
ZEEERL

(7) £ DAtk
(BHEFAEMMEE (BUEIEXXX. MSKE) OFERDOERR)
T [E B 2L [F5BR (PT010005: ETHOS#ER) 2
AR R 2 2 P SRED D i EAE D COPDE A 850941 2 R 1T, AH (B —A17.2) LAKNIZ
BENDT TY=REYREIILIET T V=R /7 )ave=y L/FRVETR—/LMDI, EXRE | 7TV =R
/RIVET B—/LMDIOUN T FU0 % 1[EI120 A1 H 2[R]5238 [ $¢ 5-L . COPDHE N 2h R 2DV Thi
L7,
ARABHIE _RALEER VT 5 Y =R /L8 T 00—/ LMDIEEE Hl U C, A5 ST EE OB IR (15
FHEE R ) OFERIE T RROHI HE R A RE: 24%1E T : L E00.76 ;95%15 18 X [#10.69-0.83 ;
p<0.001, X7 7Y =R /A/VETm—/LMDIEE: 13%IK T : 2 1£0.87;95%1F 16 X [4]0.79-0.95 ; p=0.003) ,

D/<

) ABNCEENLET TY=REYBICLIZT7 TV =K /7 )atn=0 4 /K/VET 12—/ VMDI (fERKiLH) L7 TV =K
/AVET B— LMDULE N R AT,
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VI. ¥3hZE(CR§JBIEH

1. EEZMICEAEHHLEYMXILLEYE
TTV=R
Jvaa)FafR
— R T INTF ST T HIVIR BRI AT IV T IVTF Y o ae A B AT )L A
s)arn=y LB
=D 3
— W4 FA R L BACYIKT), TV =0 LRAY) DAV =0 LR T e R
Ky
FIVETR— L7~ LI AT -
BorSz ZE A T
— kA €T T u— VN T = = VRERREE VAT e LR SRR
HE BEOH LAY DORRE R FIL, BT OB IR LA RTDIL,

2. R

(1) YEFRERL - 1E R
VEERAL - Jifi « B
1) TTVZF DR -3
7TV =R, %ﬁ@%ﬁﬁeié’]tﬁ M2 R HEE ANV TF AR ThHD, WAT 7V =RIiE, FITKOEHRE
WNCHSHIIGIIE = AT WAL E 2T 53, ZORHEIET ’7“‘7:F‘@%ﬁﬁé’m}%%ﬁﬂ%ﬁkﬁé&t}#*
EERICHETHLERLND,
2) J)aEn=r) LOER#RE2
7‘):t°m:r7A 1EH#F'WEFH PED LAV Z R BT THY, TeF La) o OMZ B A %
PRFE T2 Z LI R0 A STHEMHI R 273,
3) t}b%Tn—)bm{’EFFJ#E$33
IVET = VTR FEAMEO R A RRIIHEE THY  MlaNERRT 7 /v —Uf (cAMP) i
FEZPEINSEHT LTI, KB IR 2 RS, KUE SHRRIEM 277,
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4) T TY=R/RIILETA—IL/F)aEQ=") LOEMAER

@ JJaco=ro L/RILETO—/L
Pral s EEB RO M TIL, HiaVr EICLOMsZ BIRE N LT 7 VR g & i 92 2 LT
ZRAROTEEZ TR | BRI KB AR DIEEZ M TR T 5L TMyZ AR DL 7 T /LR B I
KFUIIHIBICAER T2 &M E STV D,

WAy ‘-
DDA 2000000000

PLC

s DD@IW

MieE U
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5t % ; I ¥
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A
A Y
.
A Y
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A Y
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)

PKA: 7OF741 % F—+HA DAG: Y7Ly )wO—Ib
PKG: 7O741 v+ +—+€G PKC: ZOF a4 >+ +—+C
PLC : RRAKRJ/IN—+HC IPs: A/ h—)L=1) B
Z)avra=ry AEHRETa— L OFNINVER
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@ FTV=K/HRIILETO—)L3D
AT AR EBHNEI DM Tl AT OARICLDPZ BIRDFEIMEMET HZ L F O il Iz LD A
TOAR S REE S ROENBITIMEET DL HEE SN TN D,

X7FO4K

B2 BHK
)

000000

s [0 D@@ﬁ@@@@@@@@@@@@@@@g@ji
k= GER

e AR \

\
GR v/ cAMP_ @
HSP-90

c/EBP-a C/EBP -a PKA
- A ATP

—_—— J"l‘

N
NN

,° f y Y ¥ .
.C/ EBP-a \
I / A A/‘ 9 A A/. t}. /I ’AI&’OI”\\
GRE GRE GRE
y |
MRAEER D8R
GR: 2704 FSAEK C/EBP-a : CCAAT-ITV/N\V Y —§EEEAE-a
HSP-90: b—F/3v o ERB-90 MAPK A+ xrviEE a7 4 v+ F+—€
PKA : 7O7A > FF—HA GRE: 4)Laa/LF a1 FRSEES

7T =R ERVET a— L ORI YE

Q@ IFTY=K/5)aEn=ry L3
AT ARG HKO M Tl cAMPIEE S ICBEL AN R 2 T 2D HEES N TS,

(2) EEEAT T HABRRAE

1) T TR DI RAEER

D REHEATAT—E—RUH A bHAL DEE R VLR IZR T H4EH
7TV =RIFENEER K O~ a7 7 — b ORI K~ 7 v T 7 —Yan=—filJ4 K 1 (GM-CSF)
DIy WZENHILTZ (in vitroiBR) ,

Q@ [ERIFERBRBUE I HVEFSS -39
TTV=RIE, BAEA NG BT T L ~ORARE 5T, K SR E IR (BALF) H O A BRER A Ik
HERTZ, T~ ORAEE-TIL, JUREE 5% IZHDIDBALFH O AFEREREIE N ZHIHI L 7=,
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@ MmMEHBEMITHEIZRT I HIER
TFVZRIE NBAF— DT —IR—F (i) ~DJFFTHR G T, T IUF 2 TERAZILVFHRICK
HF — IR —F (L) NOWU N L E FE R T2 L7,

@ fhiREEICxt9 AR
7T V=KL, Ty h~OWASUTEE N EEGIZ XY | Sephadex il 58 2 iEPE VR IE O 2 Sl L7,
— 5 ZOFT MIBITLHRIEOLEEH (R E &R ER) 1395227,

® [NEMIKRBEREREICK T HERY?
TTYV =R R IR A B LIz EE I AL NS KBRS B S REOIR T2 A B
(15.5%) L7z,

2) T YK Olx 20| 4 B

O WMEETIIZH T SEHEREE MK I HER
7TV =RIE B YO BE T L A~OW ARG T GURE I ZDRIRR G B AOG (IAR) X3
FEFE TG B SOE (LAR) RO B ERHTHE N2 4] L7,

@ WMEETINIIBIT 5 EBBURIEIZxt 3 H4ER®) -39
7TV =Rk, SRBYNGETE T L A~OWAR G T, PURR G HOT BT valy (BIEAR) Xtk
b= (BAEZ > B W AR &5 &GE SO 2 il L7z,

3) JUAERZ=D LD LARA) U ZEERGF T AL TR B8R 44
ERLATY S RARKEFE I T T v A =— X LAY —IIBMAEZ WS ST — 2D J
Var'm=r ALY OMySZ B & OM 5% BRI 2B IIM 2 BRIk 28 fntE Lo b
TTE N LRI T,

4) F1)aE ="y LD K EIEINE 45 )
LATVAEEFE T DAY 2D RN G- O 1R ] BT X6 AT BREE B 7> Moz Yarr=1
LR OF A hae’y b2EZ T RE NG L TAY ) i3 508 UG I3 2 E R 2 5L 7=,
7Varn=g Ak OF AR AXWT IS KE NEGICED A ) a5 KU SR 2 H &k
R L7z,

5) RILETE—ILDKE LIRS -46)
FLEYMEHRE L ORE ZICB W T ALETa— U E, A Ra— L RINGE IO
HE—)L R OY VAT B— L LR TR 7 tiig A E R 2R LT, VBT m—uid fEHFEBLA Y
NATB—L I LN A DIV, KRB ILRICBEE L7 2o OIEH O Rt ke 23 v 7 28—
NEOLEpoTe, BBV M BEET VICEBWT, ALETE— L Z R ARG THE, FO#E 50
A & CRE SHERIEA N AL, — O EET /MICBWT, AETr—/WL, &R
M3, P77 FE— /L LR 72 KE SIERIER 2R L, DR REES L 72— L 0 EDo
77
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(3) 1E AR IRIFE - I i hFfE
(EMAEMMESR (BEKEX L. MKE) OREEROERE
A D i BE O COPD R A5t 4212 . AAl (EL—RR7.2) Z1E20% A1 H2E# G L7 AH
DHEI 555 % IHE AR B3RO O, T G55 %IZBITHFEV O —2AT7 4 b DA &L
175 mLCh -7, F24 B D% 544 120272 DFEV DX — AT A L IS D HE 3 A -5 b B R
ROMNRWEDFRD IV, Z ORI G2 MR TR K ERD | 2~ 12 #% TR A IR TLEY,
*FEVIDN—2FA L INHO LR BG4I T100 mLA# % 7R
(REXWE)
g hm— LR B BB E AR, AH (B —XR14.4) 1Rk AL H2[# G5 L7-L&  AHF| D
MBI G55 % IZER BB RO, K ESDBRICBITDFEVIOR =T A NH D&
KALOS# B Tl 161 mL, LOGOSFABR TiX180 mL CToh~7-, idkEEDT 7 AX T ¢ (KALOSFER & Y
LOGOSFER D OF G AREAT) (23T 2R F BRI T2 7 7 — Ml & Tl RAIBEDOKI74% 0D B3
DR 5555 LIS R Bl A R U e L[R2 L7229,
*FEV D _—ATA L INBDO AL 23100 mLE

) AR OENTORBAE

5. RER I RICEHET 5T E

(BMRAZEMEMRE (IBUEREX L. MKE OFEKDOERE)

5.1 ARAFN LB ZEERGR B OSER OB E B VD2 &, ARFNTAB M B ENE MR RO RN A R E AR %
HE &L TR 92365490 Tidiau,

(REXmE)

5.2 AANTEE 3 B OFER DO E A I HNDZE, ARNTF BT H ORI 2FA TIIRWDO T, &
PESERI L il L2,
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VIl. EYEhRE(ZBEd HIEH
1. MAEEDHE

) AELEDLGmMPRE
W N XD RGO 345 L0

(2) RSB CHERESIN-OPRE
1) BERA
R N (HASALSH) ICAHK] (EL—XK7.2) [7T Y =K160 ng/7Vata=yL7.2 ug//VET
a— /L7 VIEEEA S ug | 2 A BRI G LIzLXx 77 V=R ZVat ey AR OURVETR——
LD MSEFR XN T IL ECON IR R IR IS B U, SERFH O G TEE) (X, 7T
Y =RT4558F#], Z7Varn=0 A CR41KE[ ., AR/LET 11— L T4A9KE [ ThH -T2, ARF2W A%1
A2[E7 HKE#E G Lol 77 V=R, ZVatn=y AR OFRVET— /LW 3 B BLN
EFARABIZREL . AUC. 2l FE DB EREIIZ N E11.48, 3.02 K '.74 ThH -T2,

1000 1 JTY=F w0, HFYyarn=tL w0,  FRIEFO—IL
30 _ 30
g g —e—EERE —e— EHkAE
=y = —o—HWEKE P —o— BMERS
o a -
K e B
Eﬁ 54 s
7 i &
L] i L5
g = =]
e 1 1 a
0 12 0 12 [} 12

6 6 6
T S5&ERE (KR wEERNRE (FED wE&EE (WED

HA[] Je OSSR A8 5- 82 O e e B2 (15451 - AR VER 75)
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RN O RAR AR 558 DY B RE ST A— % (15451 ST 24008 K O 2 B R 5 %)

S Tomax” 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
i, [0.03-0.10] (45) 8) (108)
7 44 0.10 22.5 87.0 NC®
[0.03-0.33] (46) (32)
| 0.10 13.2 56.3 4.49
I [0.10-0.67] (32) (26) (45)
7 4" 0.10 26.3 98.0 NCE
[0.10-0.67] 33) (30)

a P} OEPE . b 1 A2[E7 A . ¢ EHE$

2) COPD&E#H

HARIE D EEDCOPDEFH (3041) IZAFA] (L —XKV72) [77 Y =R160 pg/7Vatw=y 25
7.2 pg/FANVETH— LT VR4S ng ] 2 A% 1 H2[EI8 H IR G- L 72 && | AUC.lZF-S< 8
BREIT7 7Y =R, ZVara=y AL OFRVETE—LIZ oW TERENLS, 1.8 N .4TH-T-
GHEADT—2) ¥,

3) REXMEEE

S SRR (38M1) ICAK] (BL—RXN14.4) [V TV =K160 pg/7Vat’a =0 A14.4 ng/H/LE
TRV VA8 ng ] 2 A A2[E S E & G- LT L O E FIRRERF O FEM BN RE ST A— 2T
ROLBVTHHTY,

SUE S BB ISR D0 FIRRBRF OB IR ST A5 (Sl R fiE K OB A B %5 %)

J P Tmaxa Cmax AUC -
I E %t 5 o1
(h) (pg/mL) (pg-h/mL)
. . 0.67° 777° 3201°
7T V=R
[0.03-8.00] (61) (56)
c c d
P, 0.10 27.0 117
[0.00-10.00] (76) (83)
d d e
S 1.52 12.3 75.8
[0.00-11.92] (80) (66)

a HRE M OVEPH . b 3641, ¢ 3561, d 34451, e 3141
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(3) st
BB RL

4) BE-HRAEOZE

1) BEDEE
W NIZEDJRFTR 5-D7-8 5224 L7

2) iAEDEE
R ANC T 7Y =R3 mg (7 BAH]) LA bay =200 mgak AR NG Lib& 7 F V=R
DYELJAUCIE, 77V =R BEAE R T6.80% EH- L™ | F£7-, 77V =K1000 pug (pMDI) %
W ARFIZART ) — 1200 mga iR 5 LT-L & 77 Y =ROAUCIET 7Y =N A& 5K 12
RTCA2(E EFH LY,
(TVIIL 7. f#HEAEH | DIHZR)

2. RYEERBY/ T A—F

(1) BB AR
LLF O 3-Mp38 FE R 1) 8T A—H OHEE 1L, PPKARMT & FA 230 |
(TVIL 3. fHEM (R alb—a>) f@hr | OIES )

(2) RULEE FEHL
TTV=R, ZVava=y AR OV ET e — L OWIGEE ER (ka) 1%, ZE2.91 ! 38.7 I KN
9.71 h'LHEES N0,

(3) HEKEREFEH
B R L

@ PIT7IR
TTYV=R, ZVat e AR ORVETa— )LD BT O 7T T A (CLIF) 1%, Z4E 41122 L,
166 L/h % U824 LhEHEE ST,

(5) P TBE
TTFV=R ZVarn=y LR OARVET B — L OE FIRBEIZISIT D BT DA FE (Vss/F) 1&, £
Z1200 L. 5500 LK% 12400 LEHEESNT0

(6) Z D1t
B R L
3. BEMH ((REaL—3aY) fEHT

(1) FRH 3%
HWILIRENRET IV
T TV ZRORMEET M, —IREINZEI3-a L R—= A MNET VREIRS L, ZVatr=0 LKk
ORNVET B— /L DIRAEET AL, — KRB ZED2-3 2 7 R—= P A NET L NRIRS L0
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(2) IWNSA—REHER

PPKFHTIZEE L7277V =K, ZVate=y AR OFVETr—/LOT —Z &y NI, PT00108017 5k,
PT00310025 5% . PT003006745% . PT003013545% . PT0050801 7 5% ., PT005003 7% 5%, PT009001 7 Bk |
PT01000655% & TPT01001 85 ER N SAERL L7=, PPKFEHTICEY, 7' F YV =R OIYBREIZ ST, (A
J ORI IC LD BN RIBE ST, Z)avu=0 AOEYENREIZ OV TIE, (KE, BHE6E (TVIL 10. (1)
FERERE E OB OIES ) | BUEIC XD B U RIBR ST, VBT R— /L ORYENREIZ OV T,
{REE, BE &% O"COPD D HLIE FE IZ KD B RIB STz, 2SO E B E KL DI ENRE ~D AT
WTIBERIRINICERZOHHH D TIERh 7250,

4. IR

TFV=R:
MDIEL TR ARG, 77 Y = RIZE 0 I R BR IR S du, BLRER O 43 AT FE A > T KA
T N—=RAIAEGHTT D, 7T Y =R320 pgh Hal & OV AE G- LT BEONCATEIZEE S AT
ORI, BEROFERE THEIL Tz (2.9~6.21K¢) D,

JVar'a=oA:
MDIEL T AR 544 . Z U ab o= ANTEC)NI 2 F TR ISR S, R 05 it 2 - T,
KL R—=b A AEGAGT D, ZVat’ n=0 L14.4 g HA] L O E &5 LIZBRONCA K
ST O L, BEO BRI THEEIL TV (2.5~8.587 ) 5D,

NLETH—)L:
MDIEL TR AFE 54 | RVET 1 — /WIS 2 BRI TN A, FEREM O FifR & LT
R IR— DA AER AT Do AVTT H—/19.6 pgk Bila| K DA 5 G- LIZBROD BLNT O
R ORI CHEEIL TV (4.5~6.8F) OV,

Jitivb a5 =R [VIL 5. (5) T DO~ T DIES K

HaRIH A F T _ATEVT 554 E R L

5 9%
(1) % — xR P Eid i
TTFV=R:

HEZ Y M H-7 7Y =100 pg/kgd S8 G- LTo L& | R R C o i Re i B (3R $5:30
G315 D IR H K O O JUR RE IR 21 X2 2 419.8 ng eq./mL, 3.6 ng eq./g T o725,
ZUara=rsA:
HEZ > MIMC-7 U at r =0 A mg/kgh FARNEE G- LT- L X AR R COBURREIR I XKD o 72,
BE51553 % DI 1 K QBN O F S RE I FE 1 X% 112 41853 ng eq./g. 169 ng eq./g TH 723,
e THE—)L:
HEZ > MH-R/VET 71— /150 pg/kga HBIRUE N G- Lo L& XA R T HUR RE IR B 1K
Mol 15557 % O MR T M O O FU BETR FE 132 11€ 4136.7 ng eq./mL, 4.3 ng eq./g. % 5-15
% TIEZEINZEN35.5 ng eq./mL, 3.1 ng eq./g TH-7=3
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(2) & — R BERAFT @A

7T =R
HIRZ Y M H-7 7Y =R 100 ng/kgz K FHG-LizE& IR10H B OB BIZITRHMAR M D2~61%,
1TR17 B B ORI TR S EE FIRRE O ENRD LD,

JVUar'a=r7A:
bh () 127V ate=g A& HE AN G- LR T, ZYat =0 A0 TERW K ~O
BATR S TN

AILETE—)L
RIS H H OZy MIPH-R/VET77—/L50 pg/kgs HlalRE O 5Lz & & fE IS R O C O 6E
TR TP 5146 e OIS el 2 7R L, 22 AURHAR B i U FR R 0D35%., 38% Tdho7257

(3) FEit~DFITH

TFV=R:
IR FER B CIIM AR G- U727 7Y =R ICBAT T 228D RSNTWD, 77 Y =R200 pg
J2 0M00 pgz 1 B 2[E], 347 A PL Rk A U732 3L i o BEE 8B (26~345%) IZBW T, 77 V=
R A, o7 T =RBEEZRE =LA, LT HFAUCI IS AUCDOZ N2 30.430% &
V05015 Tholz, Fro, At FIREIXF ICEHIRESL Tlalo/z, AROMERHICT 7Y =R
HE7ehotz, YBRE T A—HZFES<E, IWIRICB TS 7 7Y =R O M i B I3 R o f g
HREE D0.17% AR EHEESND, LI > T ILFORBINREEOE L — XN O 5251 T
WO A, FOFIRICT T Y =RICERT2EBNAECLZ 81T 0 e TSNS,

JVUar'a=r7A:
0 (IEETHR) | 0.1, 120 mg/kg/ HOHET, B7y MIIEYR6 H 225050 i % T KL OWERL (HHAE%21
HHE) FCoRAMMEZBEL CE FEFCILEEE2ITo72,
FHAMAEF O 7YV ava =0 AER FIX, 514058 E] CThmaz R~ L, 4K, H1 & OV H EHED Cinax
IFENZEIL, 11.3, 158 K TM610 ng/mL T o7z, — 7, FrAEENSERRU 2 k7 v ([FIER O
FAEWRNSDT — VLT Y T ) (BT D Tmaxd T K EBE K OV R CILIRER, A ERET
1F0.5IFICHY | Conax FME, F R OEHERETENZ A, 2.5, 12.1 % 1%96.0 ng/mL ThH -7, FrA L

FIPRESN TR CTHDHILERBL CND, ZVate=y 2z 5L RHE R OEE ROV Ik
WCh, Zat e =y AORH TR EE O H ERAAED MR Iz (TR THLIT RO IR EE 51X
HItZ AN LT HI RS 23 5R) 59,

ALETE—)L
FRVETE—L%A02, 3.0 % NS mg/kg/ HOH & TR A& G L, [FARICE G5 REEE L T 0.5%
(Ww/w) EREF 7 aE /L AT L La—2R0.08% (W/iw) 7 =18 2 TR0.2% (wiw) U TRk SE N
LA E T DA 1 G- DREA R T 7o, BEZ > NI ASEE AT ] M OASEE I AT A, EZ o M A AL
A2 M ) OZRBLAR R % - LTe, 20tk MEZ o MIEEIR19 A TR G2 L7-% . iER20 A 1222358
WS HNFEZRHRDLHEE, BRI S AR BT 5 E TR G54k - D 2s T 72, A
R BRI O = NIREE L AR O 2T UTogEE DA EH 51X L 72 o7z,
AR K OV LA R 2 331 D Cnan X NAUCHEIE AR BL AT D2 FUHIT 2 SR U T (AR
FEThHoT, A E (0.2 mg/kg/ ) KO HERE (3 mg/kg/ H) OIfE AR EEIL, eI (2 &L
FLZEEIN U723, & RE (15 mg/kg/ B) TIXPAUED3I~8f5 Th o7z, FitarLizHAER ~DR
VBT O— L DD T NRBATN LT,
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(4) BERA~ DRFTHE
BB RL

(5) ZDth DB~ DFEATIE
ik og =
AFNERIC AT SA 2%, BEEEAA B (1061) IZHETRE " Te) THER L7 v/ )L (EHE L
LTTFY=R320 ug/ZVarn=r h14.4 g/ VET0—/)L7 < )LEHH9.6 ng) ZHEIR A G L7-&
&, B REDKI3 T T% D PG LT GMNE A DT —4) 0D
(%]
AFNERICE AT SA A% U, RN BYE (1061) IZHRE O Te) THERL7-=7 /L (EHEREL
LT/ Varn=" 144 pg/RVET 00—V 7 <L EENE9.6 ng) & W A G- LT- & 5 HUERED
FI38%UMFNIZIEE LIz FHE A DT —4)%)

TTV=R:
HEZ o MH-7 7 V=R RE NG LTI B 5N THHRE K ORI C @O U e 4y
MMRFED O, STRERREEITE  BE . AR, TR TR, &I BhE & O b C reig i &<,
HHRAR RS R TIE 7252

Jyara=rA:
HtaZyMNZHC-ZVat =y A RN G- LIz & & BUGTREIXRER 4y DRk C & 5% 4R £ T/
HATRETHY | 5% 168 I LLNIC 7 RO, 48t fig i B OV g br< AfEfk C 8 & T IR AT X%
R AR R Ao o Te, K7 ORI T3 5% 0. 25 RE N i i O REIR BE 27~ L, Nk, "Bk, /N D NIE
\Zmid Tz, 7RO, PR OV AR E TRV ERBIZ R U, IRERO ST RRIREIXA A7 v R
FmMBEETY R EL, BREFTIIH LN, A7=0 G BRSO REORE & RS,

RALETH—L:
HEZ o M H-ARVET 1 —/L50 pglkgh HRIRUE N 51455 T, #5500 ThH A R OVRE 12k
b O BEIR EEDSER O DAL, BN REIR LI HR IR, O, FRA R OVE IR TR, BEE KO
FEE TR o 7o, 521550 Tl B, O, T IR K ORI @O U REIR EE 3RO BTz,
B HEALCTh DA & OVRUE TO ST REIR BT O m & EH IR T L, #& 5% 16K T, iliT
DS REIRE FE 1 X i R FE D 1% AT (e 5-8000.3%) /o7, B REN R MICFRE T 5107041
MITFRD DI -T2Y

(6) MIBEHIEEE
7TV =R O MR AR A ERITHI90% TH o7z (in vitroghBR) ), 7Vat =y LK OR/LETB—/L D
MAEER S A RITWDTNLIIS0% TH 7= (in vitrorkliR) -9
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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~ EREELD9,
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%% 5Tz SMEANDT —2) D
7B, Tyh, U A EMTFIRIZ B DR (in vitroakBR) 13, IROERITHEESILTND

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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ZVarnm=ryAh:

B rVavn=y A EMFMIEE A L 2" — 22405 2B DRI HEIL, 94.3% THY, 7
Vavr=0 LADOHEKIZEDLRHOF G- iba‘rﬁ%&;éo Fio. ZVar =g a0 EREIE. —K
FRLAR B OV K EREAR, 3 NS AR BRI A1 — KB (LA T 72 (in vitroiklR) @,

72 T R R OMSE R JOHEE L7 AR (in vitroskBR) 13, IROBRITHEE S L TUDS)

\/OH
M20 - Unknown metabolite
only detected in RAD

M16 - Unknown metabolite
only detected in RAD M15 - Hydrolysis

|

OH o
OH o 4
/ el
- O@ . R / N\~-(;H3
N—CHj HO CHy
CH3

M18, M19 - Dioxygenation and two times desaturation

M21, M22 - Hydrolysis followed by glucuronidation

Glycopyrronium M1, M2, M3 - Monooxygenation

S \ .

OH o
OH o 4
Y o@ .
4@ o . HO/ N—CHs
N"CHS 7 N\~(;H3 CH;
T o HO 1 CHs HO
HO

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

ZVar =0 LAOHEE B

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~§?) 0,
RE, Ty FUR UHF | AR EMNIBT AR (FIRN K ORAE N G- in vitrodlBR) 13, X
DIDNHEEZINTNDO,

? v
HCG-HN 7k
s

I
CH—CHZ-NH—CH—CH.,OO—CH; — 7y EA
& I 1%
=S

o |42 RET Tl
EEAN l Eh

o] v 132
HE-HN 77 AFE
OH &t
HO éH—CHTNH—ICH—CHZ—O—OH
CH;
Metl HN
o Metl : O-Bi AT NMAbLARALET B—)L
I HO Lh—chy NH—CH—CHZ—O—O—CH3 i R _
Sor | L, Met2: iRV IV bA V- ETr—)L

Met2

VA TS

FRVETT— L OHEEHHR K

(2) RFIBE 5T 5E%K (CYPEH) DR FiE. HE5X
TTV=R:
FIZCYPIAAREA G5 (in vitroakBR) TV, EMC BT 5 EE2CYPSy T (CYPLA2, 2B6. 2C8. 2C9,
2C19, 2D6 % UBA) ZFHE® T, CYPIA2, 2B6 X UBA4ZFHEE LR (in vitroakR) 7,
JVavrm=rAh:

FIZCYP2D63EE 5-9% (in vitroikBiR) ™, EMZEBITHEHE/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 vitroakBR) ™,

NLETH—)L:
O-IAF AV ZIE L L TCYP2D6 } O'CYP2CHy FHEMNBE5-35 (in vitroikBR) 7, BAK TOR
BEOFHIZEB W TCYPY TRZBLELR (in vitroidiR) 7,
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Q) MEEEMNRDAEERVZDEE

7T =R
PN EIRGNEESI E Sl
& O GREONATT RATEVT 1135913% SHEADT —2)79

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 OIFOM LB R LD LRI z®

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
FENC 5D DREACIRDEIA 1T B 51557 T64%, 0.5~ 2B T29~21%E, Ty Ml @n-72"

@) 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
IRSIRI T (REIBIRD1%LLT) €9,

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*ERIFEE OMEIERZR L™,
(RNVETE— )L OKE IHERAEMIZEIZ (RR) AKICEDH DT, FAVETH—/LD (S,S) -KIZITK
BALIRERNZEALE T2

7. e

TTV =R
TR REAE R L7277 Y =R 100 pg& HEIFFIRN I G- L7c b x| BT REDST% A R 112, 34% 73 #
RS, JRFICR B BRI S 2 =72 GMNE AN DT —4) 6D,

JVara=rA:
BN RBIERR LT 7 ) 2 n =0 40.2 mgz HEF RN 5-L7c & & 5 REDR0% A DN AR (k&
U TR B OEH FRIZ B S AL, 5~ 15%3 7 L B UPED IR 3 iR &Ll Sz, Fio, MU e
D85% N FE 5% A TR Pkt S 7z GHEA DT —4)7)

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 GMNEADT —4) 70

-77 -



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 = =3P T D EMERH L RBD DI T2 (in vitroikliR) 7,

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 Tld7en -7z (in vitroaklik) 80,

AILETEa—)L
U ERRL

9. BEMFIZLDBRER
B R L

10. RENDERZHIVEE

(1) BHEEETOZE
COPDEE &R R ELIZPPKET ML DI 32l —2a Oft H . eGFR2Y63.7 mL/min® B#F 1I2B1F5
VAt =7 5D Crax. CminX CAUCIHL, AT R REEM DeGFRD H1 HAE90.0 mL/minZ A3 2 & Lt
RT, ENEN12%, 41% K TV29% m W ZEN TS, 51T, eGFR2345.0 mL/min® 3 (22T
PPKE 7 /NI S<AMEEFT - 7255 BTl eGFRAY90 mL/min® B & T, Coaxs Conin & FAUCH
T N28%, 95% K N68% =< 72D EMN TSI, W%% 1£ET ISV a = AOBREE O RN

DRBESINTZ, 7T V=R K ORVET 1 — )L O R &I LT T BB E ORI IFRO Lo T
50)

o

(2) FrigeEfEE D EE
FTFRERERE 2 BB 2kl G L LT- BRI EML TRy, ZVat n=r AT B YRS > TER DB
%Téf:&b\ﬁﬂ%% EfEEIC LD ELZITIINEE 26N, 7T V=R K UOHRETm—/LE I
RN LS THERDDIE R T D728, EEFERERE E4 A 3285 Tk, BEROHMA TRISNDD

1. Dtk
BB RL
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Vill. 2% (FERLOIES) (BT HIEH

1. BERNBEZFNDER
BRIEIN TR

2. ZERABLENEH

2. BB (ROBEHIZFTZRELGNIL)
2.1 PAZEMR A AR NI O B

2.2 FiNE IR R IC L APEREE N H A BRE

2.3 AN PUEFI DAL LIRWRYYE | RAEME B EIEDBE

2.4 BRI DRI IS BUE DBEERR D&% BH

[(FI=mVAERICIY, IRED ERUEREHESELBTh DR D,

(FL=U ARSI, IREAZFHERE T 2B DD, ]

[ATEARDERICIVIERAZEE ST B Z N1 HD, ]

<R >

2.1

2.2

23

24

AFNDOEA S Tho7Vavu=y AOHaY AFHICEY, IREN EHL, SERRNERELZ T 7%
THARENENR DD T, PHEERRARENBED BF I IIAFIZ & 5L L,

ARENOELE L5y T d 7 Vava =0 AOHaY AERIZIY | BRI OULHE SRR i 235hAz L | R
PHZ 5T D ATREVENR DD C, BN ARE K Z LD PRI E 23D D A (I IAFZ 5 L7028,
ARBNOEA K5 THDT T Y =RIZATaAREITHY, 7 vazmLFarTaA R 3G D50 i fE
R &S T, RO RGP RE 2 HNHI L B Fn LG E DRMEZ 5 L2 | FLREERIZE -
TGO IETMA L2 & BYYEOE L E kL CLE BENLH D,

JEYSE DO WX, OB A TN fm A &3 A7 858 Db %<, DO X7 YRE
BEIZT NaanFazxTuf N ek b5 L6 ERE B ESEERERH LT LD Y
JiE D B L - FEHNLICIE U B HE R E L C0D, MR BOUIBRYYIE D BE (2R
EEFHIZOWTE, TVIL 6. (1) A HHE - BHEREEOHLEH 9.1. 1 OHEZRT 5L,

> ANIRBUEROIFAE LR VWEYYE : MRSA (AF SV U MPE S (8 7 R R ) 25 DL FEOHL A
(2R 2 7R 9 YE %

> RTEMEEE: T ALV RSE* I DHNE (RIER VAN, AERN L O HERRS) |
VT Ny I ASE, A —)VIE 5
*F LR — PR ST AL R TIEAT O RIS R TR,

i e OV D TG S SIS B B NN S ZNH DI TIE, AAI D LazLFazxsn

ARVERIC X B 7 B & 7= E D BT NDDHHD T, KAl LianZL,

B3 O— RAERFHEL CREL TS,

AFND RS LBBIE DB DD BENAF &I G LIz EEEIBBUEN B 5 ATiE

PERSE 2 BB, AFNCIELL F ORI E N TOBO T, ARIOBGIHEL T, PIRS LT,

ZNBD RN I BUE OBEERE OB 5 B 11T, ARIZH G LRNZE,

LR T TR, YRR AR, R ET O — T BRI

WINF: ZANERL T (1,2-PAF T BA besn- VB3R AR B O L S JOKFIIADRED) | 1,1,1,2-F
F7)vAax
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CIBER (IR RICEET TR LT DEH

(V. 2. ZhRE XUFZZN RACE T A1 E | 25T 52k,

FERVRAEICEEYSEELTOER

V.4 HIEAR O EICEET DER 22T D2L,

 BEGERMWIELEZNER

8. EELEARMIEE

(ZheESE)

8.1 AHI DI HHM] H BT 2 K8 S B B MERE R SR M PAZE M i FR D RS B LT L
Tl FERERERTEW N By RITHAIE D O Gl e KA 2 H 3 2 L BFICERE 52528,
iz, TOIFNOMER EREINULIZD, HHVNIZIR D53 T/l lpo TEGA I EEOE
BN TRWIEREZEZBIDLD T, A KAHECNICEREERE 22 LEMOIEREZ RO DH L
BEICEEE 5252,

8.2 EHVEATuARAIL L CRlREMEIFR Y, AR T A R BB 535551003, &
MR (O U TRERRE, 7o 7 RREIR Bl BUE R RIS, B O T FNEE, f Y
WA & de) PRBTHZENHLO T, EWIHNTREZITOZENLEEL, Fo, BFEIFEOLNT
LAk, BEOERZBIE U e SE /2L E 2 1TH 28,

8.3 RE RN O LN AL, BEHICAF OB GA2 L MY @E4217o2 8, ok
AL AR, AHF DWW AZIRUE R D FHEIHEINDBENDR DD,

8.4 ARANDOEEH-HHIEIZEVIERDEAL T DBENNHDHO T, B A G OPW CARHFI O HZH 1k
FTAHZEDRRNWIIRET AL, o, B EPIETAGAITIE, B2 +1dTo28,

8.5 Mik- HELEBVIELIEHL THREIED LN EITIX, ARAIDE Y TldeneB o
LD T BIREF G Ak 528,

8.6 W IZARKIDOME M Afe I h . REAR, HE L iME LA EZ T BE2nnids0 T, Hik-H
BEBZ TR LRWIOERETHIE, Fo, BE KL, AAIOBE O HIZE D fEmiEizoun
TS, ik HEEZEA THEALRWIOEEE 52528, [13.50]

(REXHE)

8.7 AF| D 5 H IR BL3 20 B O A MEE R T L ALRE R /E WA B A 45 oD A
OFEHERHEINULIZY, HDHWITWED A5 Tl o TEHE AT, BEOEMBPE I IND
AIREMED DD T B OFEIRITIEC THLO B 72 384 DB NS IR DOE T A ZETHTL,

=y
o
al

52
V

S S B D AMERE IR X COPD D 2B BRI |2 1% | 30772 FHE T & AU IS U7 kLS
VBT D, ABNIEEICHBLL QOB FEAEE BRI S B 2 ATl VW o ¢, ARG HIi
FEELLT- BMEDORAEIT R LTl AR VR RPER BRI A (B2 XA L7 28— LR iR
1) OV AF 2 — A M HT2I0BEICEEE G2 D28, £, R E MR AR %
DU AF 2 —FDOMHEPHINLIZD | L AT 2 — O RPN A+ LEEONTZGA 1, RIEOE
AR+ TN LI DR BOELOBETHHIEN B ZHNDD T, Al KB/ E R
B2 2 Uil ih e % T DI BE TR EME 528,
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8.2 KFNIDELE Ay CToHDHT TV =RIZATRARAITHY , — AN AT oA RE| ORI 51325 D
RIVER (RIS BERENE, BB EOIR T, AR, FNFES) 2 & 723 ZENHbA TN D,
7TV =RIIRANCB T A RIEE IR TR MEERITEL, 7 7 Y =FOENIM BT
DGR FER AR TR O FHRRBR D D AF OGRS - FE & ClEmI B R i 235 1 X
B SNDAREMEIHE W EB 2 BTV, L L, BEIICOIZOARFIO# 521753561213 A
O FEREN EFL, 2HERANELZBENRHLOT, EHMITHREEZITIZENE LGS
26D, BENROLNIZGEICIE, BEOIEREZBE LD LETREEZITHIZE,

8.3 W Nt I DAE X ~DHIEE B B L . WA — 17k Bt e U CRRdiL-,

8.4 ARHFNTEE i B X IXCOPDIZKI 5 R HIE I L L THEH T 2EKATHY | K& 30 B UL
COPD DR DI - VH 5 S ORI RE DAERFA X D72 D 1Z1E, IERDZRNEETHARHI 2 A B
HIELERTHZENEETHD, AFNOEGE2ZZRT LT 5L FERD BB T 282N
NBHDHDT, KA 1T DA, BE B HOHW CAAIOME Az ik+5280800 19, B
FHERETHILE,

8.5 AT R E M B X ILCOPDIZx T2 R W B L LT 323641 CTH Y, &UE 30 B XX
COPDDJE IR DR+ Y5 K S O BE DHERFA X D7D 21T JER DI N X TH AR A B #H
AIELEHT2ZENEETHD, D0, AFlxHE HEEBYVIELMEHL THRIRIRD
LI WGAITIE . AANCLAIEE D Y TIERWEEZLNAD T, EREEB G2/ E LV &,

8.6 AHAIDBLEG A7 THHRNET m— UL, B B RRIIC L DK SHERIEM 2 AL TRY, AFH
IXXGEPAZEICKRT L RUE SHRRERZ R T 5, AT m— VIR Z B IRICEm O RIRMER 5
238D 8D B B ARIZH DT NS AT AT BT LG A I B s AR R E R I LD
RIENRSCLME (R 72 E D KA IR B OFBUZE D [ REME DR DD,

L7zioC, HIEHEZBZ THEH LW 2R T228,
(TVIIL 10. 8 Bz 5 ) OIS W)
(REXHE)

8.7 AFNLN B EMEAEIR A IR TS D A TlIA oD | ARFI O F G- W M I8 B3 D
B D BMERERATRE U IR BLRERAIAE MR A B R A 55 0D 3 1) 70 SR 2 F 9~ 2 L BE A3 8 % (TVIIL
5. BEREARMEEEZOHE 8.1 0B , ZNHOIEAIOM HESEINILTZY, HDHWEE)
BN+ Tl e TEG AT, BEDOAEMIPNE NSNS FTREMEN G D720 BE DIERITIE
Ui e AN DB INEL EZ DI IGROER LB ETDHIEL,
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6. BENEREAIIEEICHITLHIE

(1) E6HE-BERZFOHLESE

9.1 EHHE-EEFDHLESE

9.1.1 #ERMERBNIIREEDEE (BUEREFOFELGVREE., REMEREZRO
2T aARDOIERIZEVIER A IS 2B L1 H D,

912 LMEREE (FEmELEE. FERK., DFAE2F) RV QT HRERDOHIEE
BEMIZED JER ARS8 N0 H 5,

9.1.3 HIAZIREKIED BE HREELHAIHFEZER
PIREEFEDRET DB ENRHD,

9.1.4 FRIREEETTEEDESE
FOR AR BE TUHEIE O IER 2 RS D B E N3 d D,

915 5MEDEE
MmE% ERSEL8ENNHD,

9.1.6 HIREDEE
V2= U S RVER R OAT v A R OMERICEVIER A ESE LB ENRH D,

9.1.7 EHUD LIMEDEE
Na'/K" ATPaseZ &AL LIRS U D DA MR N ~ BN SH 2 Z LIS IR U Y A e 2 X
HHBENNRHD,

< i >

9.1.1 AFNDBLE LY THDHT TV =RITMAATBAREITHY | W AAT aA KA 8 R AT &
NDHZEND, FRCHERMERBOBF IR G LG A  EREEESE BTN D, o, FH
AT 5 CTHLWMAAT OARFNL, 5 52 ~EGE BB EE O MHNIT D 72 3B 2 HINDHY,
JEYE DIE R S B2 N3 D,

9.1.2 KFNDELA B 5y ThDARNET m— /LIRS RIS m RV B 25238 82 | B2 B RIZH D
FTINREE T B0 B A U725 A 2B AR E I LD a5 o8 IUHE A
MED EFH REIREALZTIENDHD, Lzi-> T, DIMEREE K CQTRIRER DHh o HBE
T SERDEAL T D TREME DR D,

9.1.3 AR DELA RSy ThH 7 Vav a=r AOH=a ) AE RN LD BEFER A OUUHE & PR IR 75 O st L2
KU, PERPEEZFHIET 5 A2 0D,

9.1.4 HUIRBRFERE TUHENE O BE Cldkk 4 72 CRT R LU Z BARE AL CTlsh, 7RV FUC
R DI VN BN LD, KR A G Te 7 RLF U -BRIBEAI OVERIC LD BRI RE TTEE
DIERD AT D RTRENED B D,

9.1.5 AFNIDELA B 5y ThHDARNET m— /IR FARIT m BRIV B 2238 82 | B2 BRI H D
FTINFEE T B0 B A U725 A B AR E I LD L o8 IUHE
MED EH ABARGEZEZTZENnHD, LIZR-> T, @IilEDBRE CIRnEL LRSS 58%
nndH s,

9.1.6 AFNIDBLE ST ThDANET B— /L OB A RAIAE NI LY FFiRIC BT 527V a—5 53R
DMERESILDRE R, MBS LA 2R3 DD, Fiz, AT rARKITHHT TV =FDOIEMIC
L, MBEEDS EA-T D RTRENEN DD,
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9.1.7 REIDEA KA T DA T 10— L DRy FARHILAE LY . SN DCAMPIL FE % |- H-X
D, ZOCAMPAINa /K" ATPaseil& PEA JLHESH | 1l VT ADHIBIN ~D MRV IAZ AMEdES
N ZORER MFOHYY LD BT D5,

(2) BHpElEE RS

9.2 BHEEIEERSE

921 EENBHHEEEEZNHHEHE (eGFR A 30 mL/S/M1.73 M2 KGN EE) RIIBEMEVELET

SRPEFEDEE
7Vavn=y AIEICE RSNSOI TR ED ERT 2B D, [16.6.15 0]

< i >
R RERE S B At R E LT AR O S B RE BRI L FEHE L TR WA, REEE R SR Eh REMRAT Dl 5
BHEREIR TP 7V ot n =0 AOIRBEEOHINA RIS (TVIL 10. (1) BHERERE O FE | DI
2R, ZVavu=y NI EICB SN2 | HE OB e E BE BN A LT DR
ReEBHE TR P EEN EET 5 RN 5,

(3) FHEREfEE B E
9.3 FrikeefEE B E
931 EEDHHEREEDHLESE
T TV =R KOV ET e — VT I TR SIS MR ER ER-T 5 MRS D,
< i >
FFRERE RS = B8 2 X G L LT-ARA O S BN RERBRI L I L Ty, 77 Y =R K VL ETa—/b
OIS FICHRENC LTRSS T 5720, B O RER E B A TR P E N EAH4
ZRIREMEDS DD (TVIL 10. (2) HHEREREE DR E | OISR |

(4) £IEREEH Y BE
BRESILTU R

(5) bEbm
9.5 147
TEIm SUTAEIRL TWD ATREMED & 5 M, 1B B O RMEDNERMEZ R[5 5 &S i 55
ACDOBEEETHZE,
BN 2 A HRER T, 7V at =0 A0S TR B @R IENH S ST, Ty
MO HFIZ7Vartn=y A0mgkg/ H & E TG LIZEE JRIVEREORD N AL |
1 mg/kg/ H % Bz T 5- U7- L BEFLRTETAE S O BN A D 72> Fiz, Ty e vz
BEERYENRBR T, 7T Y =R T u— LT < LR K I L L C12/0.66 pg/kg L
FERABE- LI L&, BIREIRE RO, K O TEAEE A GO HI TS |
<5 >
I xS L UT- BRI X R L CRO T, SRR O 5B 32 L ML L TN LD
RELT,
ENCOHEIE GREB (H1E) ([0 T, <A &0 7V ar =y A ek R 2 @il 952 & A3 iR
iz (TVIL 5. (2) fLif — AR @ ) DB IR) , 7Var e =0 LD A FEER TIIME AT B2 R ITR
DHNRISTED, Ty RO SR DRIREROBADNHLI, £/ )at =0 A2 MIBIT 5K
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IR R DM AR TR G LIS AI, BEILATO Ty M- ROKAREL AL (TIX. 2. (5) A4
wmMERER ) OES W) , Fo, Ty M WS BRI ENRBRCIX, 77 Y =R/ A ETr— /L LT
12/0.66 pglkgbh EAW AL G- LT- L X2, 35 IREIRE RSB OB & ORI ER 58D B TnD,
L7z h3o T AR UFEFIRL TWO D RTREME OB D o I2id, 1R EOf A MENER L ERD LS
NOGEIZOREEGTHE,

(6) RELI%

9.6 RELiw
TEWR LOA MR CRFLURBEO AWML ZEL | KA OMG UTTILZRET 528, 77V =
RIFERFITHCBAT T 228, FIR O ME TR HS RN e MESNTNDY , Z)arn=
VLK OFNET 0= )L DERLIF~OBATII R TH LY, B ER (T ) THI T ~DBAT
DI S TN 60

< i >
BRI P OLME G E LR RBRIIFER L CRO T, AL DR 5B o2 eI L T
WIZEMBRRITELT,

R SE BB CIIM AR G- LT 7 7Y =R HICBAT T 02 EDVRENTHAHD, IR O ik Hic
7TV =R SN ot Fiz, 7V n=y A IALVET n— L O ML~ OBITO A i
ARTED TR TIE, HAHHICBAT T2 MmE ST D (TVIL 5. 3) it ~OBATME ) L OMIX. 2.
(5) AT A FMERER DTHS ),

L7zh3o T, IR A~OARFOE G220 T, 1B ORI LK ORI BEOFIRMEE B EOI .,
AL OMRE T I E R D2,

(7) /MR
9.7 INRE
(EMAEMMESR (BHKEX L., MKE) OREROER
9.7.1 /NS ZT R LU BERRBRIL IR L TV euy,
(REXWE)
9.7.2 12 A D /NS Z R G L UT- BRI L IERE L TuZeuy,
9.7.3 EMICOTZWMART aARFIZR 5325613, BEORELZ +H0ICBIEL, I8 EOoA M
ERCRAMHI AV AR EITRETT 528,
<5 >
(EHRAEEMER (BEKREX L. MKRE) OFEEROERE)
9.7.1 COPDIZRIL T/ M52 xR E U= B RS BRIZ FEHEL CU VRN e DR E LT,
(REXHR)
9.7.2 A8 30 BUZBIL T 2 AR D/ N 2 i G & U T BRARGRERI LML TUVRNZ EMBRRE LT,
9.7.3 —MICAT A RFI O B G IXRIB ARSI 2 X /-3 2L MBI Tnd, BT AH
(EL—2N14.4) OFGZTHHEITIE AFNO M A PR LU, B BEMEREME T 95 7]
REPEII S E TER, 207 | BE DR ELE /0B L 1B LA LRSI A7 %
HEIZHRET 228,

(8) =H#nE
BRESN TR
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7. HEEH

10. HE1EH
T TV =RIFFEECTFHEER CYPIA4 TS LD,
< fiEEn >
AFNOELA R ToHH 7T Y =RIFFIE CRHS L, fEBHZIET F e — AP450DCYP3A4RNEE 5352
ERHIESIN TV,
(1) HFREZESETDER
BRESITURN
(2) HREELTDER
10.2 BFREE (BERISEE T 52 L)
A4 S B PR IR » FEE i 5 1 P& - fa IR 1

CYP3A4 [HLEA BB R E AT A RNAlE 2 5 | CYP3A4 [ZXARENILESND
A TP — L% LA LRBEOIER N H OO | 282k, 75 Y =R oo i i g
[16.7 2] L AIREMED B D, N EHFDHRREMEDR B D,

HTa— LTI RENR, HE I TIME LR | FEAIZEY, TR FUAEE Ak
TRLFY EZTBENNHLOT, BIWER | BAlEOHE K3 KED,

AT VTV ORFUERE L, BENFEDOOLN | TD7d, REIREZREZ TN
TS AIITE O R BT | HD,
&,

XTI BAVT AMIEIZ LD REREE | ST g7 RLe
FA T4V ZTBEND DD, MIGEAVY ME | EBE MR Z I RS 57
T T4V DE=H—EATHTENLEELY, | O, MEHV T LMEOK T &2 H 5]
[11.1.2 ZH] THZENDD,

EHPEAT A RE| EEVEAT vARE & OFIRANE
TLR=ynar JRAIE CO RV LHEMAEELE
RERZS D51 | MG )T MMEDAK
[11.1.2 ZH] TR AIENEZHND,

FIRA
TatINg
[11.1.2 ]

B JHE T 1] FVETE—/VOERZETTTS | B ZBEEICE W TH A MICH T
TT )L AREMEN B D, T 5,
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PLAHENRA B
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CYP3A4FHLEH]

7TV =ROMRFHNTIT EEL TCYP3A4ME 5 LT D, CYP3ARLEAI (fhT7=a) —b rha)
V=L HIVZ a7 7 —EBHERK av 22y M A RAIE) S0P G L2556 25 PERITER
DOFRBVAZNEKTEBZN0855 (VIL 1. (4) 85 fHHAEORE | OIESR) ,
HTa—)L I

B A D — M S L CREE L T D,

TR TV RAY TV F IV DD Ta— VTR LA . 2 B3EAG Pz A R T % /E H
ZHTLHIO . B B EATIENC IO ARENR, HE ICEs TTME L Z s ST B ZENAH D
DT, ZNHLOHFEROFIUEREL, BEPBDOLNILEIT, HE IR GE2TIET 57280
R AEZATHITE,

X F U, R YERTaARA] FRA

B A D — M S L CREE L T D,

B AL . Bz B IRHNLAE IS LVMIE N O CAMPIE E 4 EHSH 5, ZDcAMPANa' /K"
ATPaselG A LS, M F VT LAOMIAN ~DOEIA L MEESIY | ZORER, MDY
UL T H AR B D,

FA T AV DR F U FERIL, RARY AT T —PIEEAIE T 5280k cAMPANES
IIUNa /KR 7 OIEMALZE 7L, IEI) Y MEZAR FSE 5, ATRARFI K OFTURER (BN
nranF T VR, NZOVAF T URE)  L—TF% (FakIRE) SORRANL., BORME TO
AV AR EVE 235720, MiEHVY MEZK TS89,

L= T REN XV F U iFsEiR 2 ERT A REIBIOITRRAIE OO HIC I, i HY
U LMEOAR T RIS ND ATREME B D, Fiz, HIEAXA VY A MIEI X NENRE D LR B A G| &
EZTRBZNBHLHOT, ZHOIEFEOPFRARHZIT, MBS CMIEAVY MEE =4 —T5
ZENHEREEND,

(VIIL 8. (1) B KRR AT IR ) DS HR)

BtE [ 751

BT AN IR BARITHE A TAZLICEVER AT T2, 2O KAILOFHLIES 6 PR
IZBWTARHBIDRL G Ly THORNVET B— L EBAWNTHEHIL . AFNIOVEH 2593 5 Al GetE
WD,

QTRIMBAE R A Z 9 Z LB T D 3R HA

B A D — M S L CREE L T D,

B AN TAIIL PN ~D BV LED A A EARES D720, QTRHIRZ IEE ¥ 2 T REMENH D, £
DIz | FIAEENRA . BRI DAIFEDOQTIFRIE KA #l Z 3 Z LN FNH AL TWD HEHI LA & F
M7 5L, QTHIREIMER SAVLEMERENRE DOV PR T DB EN 005,
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ROBIWERRHOONDLZENHHDT, BlEZ 31TV, BEPBOONIGAIZIT G4 H
1T 578 WO ALE A THT L,
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(EHAEEMER (BEKEX L. MKE) OFEEROERE)
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B (KRONOSHER, PT0100077855% & O'PTO1000875%) DO OF & & I3\ T, AFI2 % 55072639
FIDIH12661 (19.7%) 1BV TROOAVZRITER (RBRE T2 A A & DR RBILR S E TER
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(REXmA)
KA DOFNER 2 B2EORFE HRELT., AKH (L —XR14.4) EKGRORILL -7 FHER 511
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) ZRIERBE —BRITRT,
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ECERWEEROEMEID | flEIn,
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aRbii FLAEN A

KEOTATCE | 8.1 Pregnancy

(2026 4F- 4 H) Risk Summary (—#B#kE)
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

Disease-Associated Maternal and/or Embryo/Fetal risk: In women with poorly or
moderately controlled asthma, there is an increased risk of several perinatal adverse
outcomes such as preeclampsia in the mother and prematurity, low birth weight, and
small for gestational age in the neonate. Pregnant women with asthma should be closely
monitored and medication adjusted as necessary to maintain optimal asthma control.

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 (—3& 5 FY)

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
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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.

g

AP

MM > SmPC
(2025429 H)

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 the use of the propellant HFO-1234ze(E) during human
pregnancy or lactation. However, studies on the effect of HFO-1234ze(E) 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.

i RLEPA (S7H*)

A —ANTUT DA SCE (2026 44 H) Use in pregnancy — Category B3

*4—ANZU7 D43FE: 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.

- 109 -




2) 'MNRE~ADKREICEHT 5ENMER
ARINCEBTH19.7 /INREE ) OIEDOFLHEIILL FOEBYTHY  KE DU SCE K OMRIN DOSmPC LT 5
7275,

0. HBENEREZATIBREZICEHTHIR

9.7 /IMNR

(EHERAZEMMMER (EMKRE XXX, MKE) OFEEKROER)
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9.7.3 BEMNZHOI-WWAAT aARFIZ BT 25513, BEOREZ H/0ICBIZL, AR EoFiEMEE
FREINHIV A2 2B EIRETT 528,

i RLAN A

KIE OWRA SrE 8.4 Pediatric Use

(2026 4F- 4 ) The safety and effectiveness of BREZTRI AEROSPHERE have been established for
the maintenance treatment of asthma in pediatric patients 12 years of age and older.
Use of BREZTRI AEROSPHERE for this indication is supported by evidence from
two adequate and well-controlled studies (KALOS and LOGOS) in adults and pediatric
patients 12 years of age and older, in which 30 pediatric patients 12 years to less than
18 years of age were treated with BREZTRI AEROSPHERE 320 mcg/36 mcg/9.6 mcg
twice daily by oral inhalation.
The safety and effectiveness of BREZTRI AEROSPHERE in pediatric patients less
than 12 years of age have not been established.
Controlled clinical studies have shown that ICS agents, including budesonide, one of
the components of BREZTRI AEROSPHERE, may cause a reduction in growth
velocity in pediatric patients. The effects of long-term treatment of pediatric patients
with ICS on final adult height are not known. The potential growth effects of prolonged
treatment should be weighed against the clinical benefits obtained.

ERM D SmPC 4.2 Posology and method of administration

(20254F 9 A) 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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