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(V1) #1H 1A, 7 HEKERAFRS Lz xoet, BZREEHRET 5,

T A \ERL, “HEMR, 77 ARSI, HEEE, WATHER R, G-
PIE S H A Nk A 751 32 43l
F R R L UE - 20 LA b 64 5 LA T
« BMI %% 18.5 L) _I= 25.0kg/m? A iiis
T bR L E 2L
AR 1k VI12.5 X% 25ug. Xix77®AR%& 1 H 118, 7 HEKERA#ZS
F PRl E H frgeal i

B/ G R EEYE!

* VI DR EE N I E T A — 2
BRI X S H TR

i A

T
HELAERFROMEIL /0, 26ug BHRHZEFEER, M7 LT F o HRARF T —8
BN 2 ] 2 EDOFEFLNEH L=, WTHbIERE L oIS E SN, £
OMICHEFGEOFRBUI o1z,

M« PRFABOE O 12 30X, BRARRAE, KRE, KR, IRRHRELX ORIV Z —
DERICHR EREE 22 BREITRO ooz,

Y ERE
WTNOHETHEG#% 5~10 5712 Coax [ICEE L2, ZOHBRAEICHAL, 546
REFIC IR T OBERE CE T@ﬁ@wme%ﬁt&otganwﬁoAmm
1T 12.5 J Ot 25ug O &R CIEIE A L 7= AR S,

N
EAIER E LT IE - Ik\Ek. QTe (B) . QTc (F) | s H Y 7 A KO E
73— 2D G4 0~4 RE O NN SESE K O/ IME Se KRB Z MG L7223, V
XIET 7R ARG Lz & & OMBMEHER KON T A — XK ERE IR
DOHNT, BRMICEWRO® 52T/t

14) AAFRBRFEHMER « ENEE 1B (DB1112017 35R)
HE R : Nakahara N, etal. : IntJ Clin Pharmacol Ther. 2013 ; 51 (8) : 660-671.

ARFN OGRS ATz A &I, L%EAU\ ZEZ o7 r— L N 7o ViR (707 r— e L) /ITAVTFHI
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIERAZS THDH, £, K%ﬂ@?ﬁf?ﬁﬁj‘z YTHDHET T a— VEAIDORGIIKFE STV R,




AEICEY 5EA

TINF NS T T UTIVR R AT )L
EANGE 1 AHRER (HZA112018 #ER) 9
HEY : BARNERKRA B 2SR E LT, IAVF I 7T INR BT AT (FF) 200ug, 400ug.

800ug % 1 H 1 [l

7 HHRAIERAR G- LT & & OREMER OIEE G 2,

R T YA Rt ZHER, 77 AR R, WATEER ik, R B 5R
POE S A A NBERR R B 1 48 4]
TRk L TE - 20 % LA F 64 FRLL T
- BMI 28 18.5 DL | 25.0kg/m? Kt
FpRoh S E L
R 715 FF200ug. 400ug % O*800ug XX 7' 7R %% 1 HoOglcHE#E b, 45 B HElIC
A 10E, 7 HMXERAEL
FEFHHE A LA
RIGEHIE B « FF O Py i K OSSR @he X 2 — ¥
< HIPRER (G LT — LR )
PP S ZeMt

FF42 1 H 1A, 7 HREKERAES Li- & SICEBERAEESZORE X2, 48 fild
11 BN IS O R EREENRE SN, bo & bE L RESNT-AEESRIT A MERE
HNC, 48 5l 4 5 (FF 400pug &F : 1, 800ug &f : 3 f) »oMiEShiz, £72. 6
B 7 EOIRBRIE L ORI H » LR SN A EES (AmEREEma k., 7= -
TI)RTU AT 2T —PHM2ME, TARGX BT I ) h T 027 =7 —EHN
1F) AEE Sz, 2oft, e, IR, KR, KE, 1257808, BIERE
FERERRA K OMHEH MR Cld, WK LRE & 2 2 BEEIIZRO SR o Tz,
SEHENRE
FF @ 200ug. 400ug A Of 800ug % H[EIW A# 5 KON T HIFKEW AR Lz & &, #&
5% 2 IWEfE & TUZ Crax b ﬁébttmim~%ﬁ%f&ot HA [ W A 4% 5-IRF J OF
KAER AP 58 L $1T, FF @ Crax X TN AUCo 1%, I RIEHEICHFI L THIN L=, FF
@%%@4%@&@&m@%75%ﬁ@wkﬁﬁbk&%\Eﬁ%%mﬁ&@%ﬂ
BL5#% 5 HEETIZREET S EEZ LN,
FF @ 400pg K Uf 800ug % 7 HRSEW AL L7z & & D Chax X TN AUC 1, & HIT
BB A GRF DK 2~3 5 Th 7278, BFEHRE Rs [ (AUCo. (Day 11) /AUC.int
(Day 1) J 1IZWT N HK 1.0 THY | KEWAE G2 L0 EyBREIC 2 b 28 STeho
776
MmiFFH = vF >, —
FF OBER AL TlE, 800ug #5-F TIiEH /v F > — /L EE DX T 2338 @%ﬂt
200ug % Of 400pg £ 5- TR IREMIC X D IfiEH 2 VT — R OK FIZFEH H i
PRI TN W@?B%ﬁ@%l&%fi4%@@&5#%m@¢3w%/~WEV
DR TR LN, 800ug &5 L7z & x2idk, KEWALSL 2 AR LY, iEH=
T = IREDH LRI TR ARSI, R G#& T%, MG LTy — VREIC
AR AN LA HALTZ D3, Be5-1% 96 HF[H C b & G-RIfE £ TRIE L T\ i 7e,
FF % H[alg AL Lz & 2 oM 2V F > —/ AUCoz4 I3, 200ug, 400ug & TX 800ug
BHBEC, 77 B AT GRS L TENZIVE 22%. 59 4% M O 42%1KM8 % 7~ L7z,
AW AP Uiz & & 121X, 200ug. 400ug & Of 800ug B¢ 5-8EC, 77 R EGRE L L
1 L CENEI 32%. 38% M O 97 % KAl 2 7~ LT,
FF @ AUCq24 & LIEH /L F > — 2D T, 5 0~24 B oo NS o 180
T AT ST 2 A, EFBRHFEE L MEFR 2 LVT Y — LORTIZIFMEERA LD Z
DR I T,

15) RGRIFEEM R - [EWNEE 1 FEERBR (HZA112018 #X5R)
ZZ Wk : Nakahara N, etal. : IntJ Clin Pharmacol Ther. 2013 ; 51 (8) : 660-671.

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT V| R S BT L TIE25/100pug X 1E25/200pg, MR B ZEME R ST et L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROHHRS THDHET T a— VHEAIOESITAGE Z TR0,




V. BEICEAT BI1EH

S ru— N) T e AR NTF Y T T AR BT AT )L

SV 1 FRRBR (HZAL102936 #ABR) 10

HRERRN 73 Bl 2kt 5 & LT (R R (L, 7T AR, 4 17 v 24— ~"— KRR T, €7 07T r—
VY T = = VERRE (BT T a— v L) [T AT H Y T T U IVR B AT L (VIIFF) 25/200ug
X% 100/800pug % 7 HIFR A G LT & & DLER ST A — 22 RIATT B R QS B RE A 51 L 72,
VI/FF @ 25/200pg % 7 H& G- L7 & &, 7T B8R & DRl T QTeF (26§ DB I b o T-, HE
B IR I KT8 4 58 T 5 100/800ug # 7 HiH#R G- L7z & &, QTcF I3 5%& L E T 78R L
EEA_THIL, 77 BR L OEDFEREEEIZE 5% 30 530 9.6msec (90%Cl : 7.2, 120) Th-oT-,
90%CIl @ _E[REAY 10msec B OEESIXZ DRSO B TH Y, TDHD QTcF D~ 7121“& DT
WO Lz, WTFRoOBRETH, DAEOBMAZR S, BRKOENEGH% 10 SicAbiz, Ziuk
wmﬁﬂmwwwgfﬁ%ﬁ%oto%mm@f®¥w@mﬁ®ﬁkﬁ(m4%ﬁ)i77t$hw~f
4bpm FEAN L, DMAELOINE AL Sbpm HEAN L 7=, &K QTcF LR OLHEDWTILE VI O Chux &

DORIEAEDFRD BTz, VIFF 25/200ug #%5-Tix 1%, 100/800ug £ 5- Tl 15% ICBMEN A Hiv- 23, H

BRAEFGROAERRICLVIRRE FIE LIZERORE X205 T,
16) AGRIFRHMERE - Mo e 1 FEEER (HZA102936 #lliR)
£ 3R : Kempsford R, etal. : BrJ Clin Pharmacol. 2014 ; 77 (3) : 466-479.

WSS M ARRBR (HZA114624 35) 17

KB SN R 26 ARG L LICEEAb, —EEHR., YT BRME, 3 v 24— — KERS
BT, 70T r— L N 7o VE R RE (B 707 a— e L) ITAVTF AT T VR R
T 27V (VIFF) 25/100pg % I IIRICWAF G- LTc & E O ME, BaMEERET LT,

7T R EART, VIFF 28 03K E Lz & S ICRMICHE 7 FEVL ONEFEME (0~24 FEf)
O¥EIMPER S Tz ((RGREO 7 7 2R & OFEED ZE : 377TmL, 90%Cl : 293, 462, KHKGRED T Z
TR EDOFEMEDZE - 422mL, 90%Cl : 337, 507) , &KixhH & @l# 5D FEVL OINEFEE (0~24 K#f#)
DRI SR 2T O b oo 7= CEBEDZ  -44mL, 90%Cl : -125, 36) , VIFF & 5/#ED 1
BIZFN T, 1 [EHE G5 IR L OV 23 BB LB 2 1k Lz, FRIIVWThLBETHY | 155K
ERE D L S, TREHIMTICEE A EFRORE Lo T,

mean (95%Cl)

& i
=] 1
257 1 i | |
2‘0 T T T T T T T 1
0 3 6 9 12 15 18 2 24 (5579)
N &51488021:00 | B BSRS [ #51588021:00

TTERE(n=26) == LILAF 100858 (n=26) =@= LILA7100%iES5E (n=26)
®E5#% 0~24 BFfEl O FEV, flEDH#ERE (R5 14 BB)

17) FRFBIFREAEERE - A4S TAHRRER (HZA114624 F5R)
B3 Kempsford RD, etal. : Respir Med. 2013 ; 107 (12) : 1873-1880.

AFNOARBENZHET, BERACEZFET T ao— L N 7= VFigE (907 —LEe L) /TAVFh v
TG AR AT VR, KU IR U TIE25/1000g X IE25/200ug. 1S B ZEME I BT 5 LT I325/100pg %
1HIERAE G TH D, £z, ABOFD THDHET T v — ) )VEA|IOLFGIIAGR I TR0,




V. BRICEY HEE

(3) RERIGIFERAER
1 [EXWR
WSS TARRBR  (FFA20001 #6R) 19

RUE SN BB 575 Bl xtg L LTz 28 Ao L sk, BIEAL, —EHEHR, ¥ 7LV FI— 77k
A, WATEERLRGRERC, T AT B 7 T VR U EET ATV (FF) 100pg 1 H 1 [R5
AFeH- (FF 100 B#E I FF 100 #28%) . FF 250pug 1 B 1 [ A# 5 (FF 250 &AL KOV Z8AR1H2
BIEIER ARG (77 R O 4BECTHINMER VLML E Lz, 3 XTO FF#THH O PEF 7
7 (28 HRE OG5 HIF FIZHIE &7z PEF [EOFY)) ([Z_R—Z2 T A b OBINNERD bz (25
~38L/min) , FH KON FF 100 §i#E TR H L, FF 100 &HE & O HHEM 2213 13.4L/min (95%CI :
2.3, 244) TH-oiz, FF 100 HFEKL O FF 100 & CTRIERIZ, PEF b7 7B 7 7 B REECHE_SE L
7= [ F3 1920L/min (95%CI : 8.2, 30.2, p<0.001) }TX15.9L/min (95%CI : 4.9, 26.9, p=0.005) ],
FF 100 #2Rf & el U 72854, FF 250 %2RE1Z PEF b7 7EOR—RZ T A v OZ{LE T 8.8L/min (95%
Cl:-22, 19.7) O¥MERL G588 (ANCOVA)),

TR IR L B & D Ll SN A FHEGL. 77 BARBET 7% . FF T 6~9% Th -7,
TR IR C BEN & 5 L SN - EE R A EFRORE IR0 o7,

18) ZKGRIRFREAM R « Vo2 AR (FFA20001 #XU5#R)
25 3CHK : Medley H, etal. : Clin Ther. 2012 ; 34 (8) : 1683-1695.

HES S TARABR  (FFA106783 3tBR) 19
RUE SO BERFE 646 Bl A kG L LT 8 M oLk ILF, MIER(k, “HEEMR. 77 AR 1T
MHEGRBR T, T4 ADABER LT NF DY 75 IR 25 )L (FF) 400pg @ 1 H 18]
I A$e - (FF 400 5RE) UK BA$E- (FF 400 & #F) . FF 200pug @ 1 A 1 [BIFIR A$ - (FF 200 5
) TR ARG (FF 200 %8E) . M OVFF 200pg @ 1 H 2 [FI A$% 5 (FF 200 BD #) @, 1 H 1 [H]
&1 H 2\ G RO EERARG ORI NV ZE2ME R LTZ, 8B O N F 7 FEV fED~X—2R
TAUMNEDFEEEAEIZOWT, & FF BEE 7 7 B RHOMICAEZENRD bz (124~315mL,
p<0.033), FF 400 ##E, FF 400 & FE K OV FF 200 BD ##C. 5 8 R4 D b7 7 FEV, EICHA A K
AP E ndk®E (>200mL, P<0.001) 2338 bz G #Hr (ANCOVA)), b F 7 FEV, i
DU, FF 400 % (240mL ; 95%CI : 129, 351) & FF200BD # (235mL ; 95%CI : 123, 346) T
R CH 7273, FF 400 §i#E (202mL ; 95%CI : 96, 307) XV FF 200 BD # (315mL ; 95%CI : 208,
421) OF B KE Do 72, FF 200 FHEETIX 174mL (95%CI : 67, 282). FF 200 #&RE CTiE 124mL (95%CI :
10, 238) & L7z,
TR IR L BE N & 5 LI SN AEFRIL, 7T BARET 5%, FFHT4~12%Th o
7o IRRIIRI IS IAERER & B3 & D L S - EmE A EHAT. FF 200 &R CRIL L 72 I FE
DIHFTHoT,
19) FRFRIFEEMERL - WSS AHFRER  (FFA106783 #6k)
2 3CHK © Woodcock A, etal. : Respir Res. 2011 ; 12 : 132.

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGIIAGE S TR,




V. BEICEAT BI1EH

2) BHRAEMMEE (BHEIEXK - KE)
HESMES TARABR  (B2C111045 38BR) 10
12 PAZEME iR AR 602 Il 262 & LT- 28 HIMlO L gk dkml, ME/EA(b, “EEM. 77 B R5HR,
WATEER b, AERERR T, v 70 7n—L b 7 = =V (7 7 u—n e L0 (VD) 3,
6.25, 12.5, 25 KO 50pg, 1 B 1 [BIEAR ARG O H &S, AR OE2MEE 77 'R L eiiget
L7,
28 HE ORI T (%529 HH) @ b T 7 FEVMEIZE T 53— 2T A b DAL B O %3
EEMEIEL, 7T ERBEE A TTO VI BETHREFFIICHEE (p<0.001, LOCF 2 X 235580
(ANCOVA)) 72Dl BEARIFHI 7R 2N BTz,

BEPFERTRICEHTS RS IFEVE (L) DR—X 54 UhbDEILEDHENER

W29 1 VI (pg. 1 H 18D
3 6.25 12.5 25 50
n 99 100 99 99 99
7T ARRE L O
Fo/ N EfE O = 0.092 0.098 0.110 0.137 0.165
95%CI 0.039, 0.144 | 0.046, 0.150 | 0.057, 0.162 | 0.085, 0.190 | 0.112, 0.217
p fiE <0.001 <0.001 <0.001 <0.001 <0.001

Vi:voogu—L ) 7z VJ fiigE (B9 05 u—e L70)

#h5 1 HEKO28 HEH®FEV ITEEHE (0~24 ) 1281 5 _X—2 T A b O EO FHHEH
EHMETIX, T_XTO VI BT 7RIS EENRBD B (p<0.003, EEET VIKEHE
(MMRM) A1), MO HABIRFEMNRENRBD b, 77 AL OFBEFEEHEOENEH & b
130mL LA ETH o 7= D1, VI25ug BER TN VI 50ug BEO A TH - 7=, VI 25ug FEL TN VI 50pg BEIZES 1T 5
BehH 1 HB (BEH% 0~4 FFfH]) OX—RF A 25O FEV D 12%LL EICET D F TORFHOH
Pl (FNFER 18 V16 4Y) . HOMR—ZF A > FEV, 7> 6 OHEAIED 100mL VL FICiET 5 £ TOR
MOFIRE (EHI2647) 1T, WINBIERHERLVEN LRI,

TR R ICIE R R L B B 5 Ll S e A HEFEGIT, 77 BRHET 10%, VIFETS5~7% Th-o
oo RN R Do 7218 L BIE N b 2 A FFGILM A1 U o 28N E O 7 R o I CTd -
77. 1RERIR L BHE Y H 5 LABA @ class effect &5 2 HBIVAHEEFROWEIL, P~ RopEmn ot
AREE3 B 3%) . VI6.25ug B, VI 12.5ug BEKL O VI 25ug BEIZAS 161 (<1%) . DEMEISMREA VI 6.25ng
BELH (<1%). VISOug B 16511 (1%). BN T T2 REEE VI 25ug BEICA 1] (<1%) #H5 S
7o, EERAERRO ) LHBISWIRICHE Uiz 2 4 [VI 3ug FHEMEPAZEMMEE () . VI S0ug B
AU D AMAE] TR ETEMIC K VIREBRIE L BEN S B LI ST,
10) 7RFRIFEEAMER! « VSN AEERER (B2C111045 55k)
2 Rk : Hanania NA, etal. : Chest. 2012 ; 142 (1) : 119-127.

AR OARBENT-HAEIZ, BERAIZIET oFe— L N 7= AfJ{gE (50 Fu—1e L) /IZAFhY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDHET T a— IV HAIOEGITAGR S TR,




V. BRICEY HEE

WS I FREBR (HZC111348 3#BR) 20
18 MEPAZEMEMIE B DB 60 il A kIS L L7- 28 HRO S Esx LR, MIEAL, —EEMR, 77 BRXHE,
WATEERI SR ER C. BT T u— /L MY 7 2o UfifietE (5> Tu—nLE L) /ILVFHS TS5
Y HNVIR BT ATV (VIFF) 25/400ug 1 H 1 IR AL (VUFF ) OZEME KR OREMEEZ BET L
776
28 HHOIRFEHIHIE TRICRIT 5 DA OMEFEHE (F 5% 0~4 FfE]) OX—ZF A inbDE
{LEIZOWT D VIFE BEE 7T B ARBEORERZ£1T 0.6bpm (95%CI : -3.9, 5.1) TH Y, 95%CI O LRA
AN E L7 IELPERFE TH D +10bpm Z FE]> TV Z &5, VIFE BEIT 77 B AR BHICK LCIE
EBHETH D LR STz,
TRERER L BN B 5 FEFER ORI BEE) 1377 2 REE 2 61 (10%) . VI/FF B 9 6] (23%) ToH -
Teo FBUHEO® N> TIRBRIE L BIEN S 2 A FFRITAMED VX fET VIFF BETOH 3 il (8%)
WE SNz, R EBERD 2 EERAEFGIIA LN -T2,
BH2HBASHEKRXR2 HED N7 7 FEVIEOR—AF A4 )b OBLEO KR/ F EHEITB
T, 77 BAREEE OREMZE (95%CD X, 24 0.154L (0.075, 0.234), 0.172L (0.079, 0.265) K&
)0.183L (0.087, 0.279) Th -7,
51 HHKLO 28 HEHOEG#% 0~4 FFH D FEV INESEHEDOR—RA T A U926 OELEO i/ 5
SEEEIZDOWT D VIFF B & 77 B AREEE OB(LBEORERZE (95%CD 1%, #5451 H BT 0.201 L (0.137,
0.264). #4528 HHT0.236L (0.154, 0.319) Th-o7=,
20) ZAGRRFRHAME R - VSR MAHRR (HZC111348 #R)
2 ik - Lotvall J, etal. : BMJ Open. 2012 ;2 (1) : ¢000370.

(4) HREERIEAER
1) BEALEITRERGHER
a) [EXWA
eSS TARABR  (FFA112202 #kBR)
SUE SO BERFE 190 Bl A x5 & LTz 28 HiMlo 2 hask LR, MEAl, “HEMR., 77 BRGR,. 7 m
AF—NR—RR T, FNFNS T T AR AT L (FF) 200pg 1 H 1 [BIERARES (FF 200
) @O FF 100ug 1 H 2 [BIFIER AL (FF 100 BD ) (Zxtd 53ELHM%2 T 7 FEVIEIZ L D REt L
Too ZINTF AT AT ATV (FP) 100ug 1 H 2 [BEl1#5 (FP 100 BD #£) i3 FP200ug 1 H
1[E# 5 (FP200 ) #EL., 778 AR (F7 R (kT2 EERE Lz, 528 BEZO b
7 7 FEVIEDRX—A T A )b O/ R ZE R (BEHERRZE) 1X FF 200 £ 221mL (20.9) . FF 100
BD #f 210mL (20.7) TH 7=, FHDE (95%CI) X 11mL (35, 56) TH Y. 95%CI O FERAA,
HFRNCHRE LT IELPERFE TdH 5-110mL % E[a]-> Tuv= 2 & 235, FF 200 #£0 FF 100 BD #1254
HILMNRENTZ, T 7 FEVIEIZEBIT 5 77 2REEE OFEMZEIL EP 200 # 87mL (95%CI : 14,
161 ; p=0.020) K T FP 100 BD £f 132mL (95%CI : 59, 205 ; p<0.001) T&HV ., 1 B 1[a&5 L 1 H2
B 5- 0% RHT A MRBEBEN RSz, E£72, FF BEE O FP BEOWEGEEC, 77 B AR & g
L 28 HEH® 7 7 FEV EIZHEHFHIC A E R SGE GO H 472 (FF 200 £, FF 100 BD #., FP 100 BD
fE - p<0.001, FP200 &£ : p=0.02) (GL5#HT (ANCOVA)),
TR TR BREE & B & 5 &l S - A F 403, FF 100 BD #f O 55 K AN RO & 1 14
S OVFP 200 BEO DMABIEIM L HEOGE 3 Th o T AR CITEE A EFRITME SN o7,
1) 7KGRRFREAME R} « WA I AHRER (FFA112202 3X5k)
233k : Woodcock A, etal. : Respir Res. 2011 ; 12 : 160.

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGIIAGE S TR,




V. BEICEAT BI1EH

i@%%ﬂ*ﬁf&t%ﬁ (HZA113310 #&5)

B3 BBE 75 Bl st L Uc 7 A oZ gk delm, EEM L, —HEMR, IR 7 X
ﬁ%ﬂ%ﬁ&f\E7/TDMW%)7I%WM&E(E?/TD%WELT)WD&%\ujﬁw
25ug. 1 H 1 [EHER ARG LN 6.25ug, 1 H 2 B A$E-D N7 7 FEVHEICKT 2FEXI0RE 77 2R L
Pl L7z,

BHETHHEO M7 7 FEVHEIZEBWNT, WTNOMHE, HETH 7 7 BRI AT B R QE SHERIE
FHOBEMMFED &7 (p<o 001, L5315 (ANCOVA)), T 7 FEV | EORX—RAT A b 0K
{bEOF/NZF BB T, 77 BARREE OFFRZX, VI 6.25ug 1 B 1 B 94mL (95%
CI: 49, 140) 75 VI6.25ug 1 H 2 [FI#5-HED 140mL (95%CI : 95, 185) £ TOHPMHIZHIZ->7-,
#5-7 HH® FEVUINEEEE (0~24 KfH) ORX—2F A U6 OB RO F/h "R FHE T, F23E
FECT 7B ARRECAEEREMAZTED (p<0.001, 3838 (ANCOVA)) ., ZDOREFZEIX VI 6.25ug 1
H 1 [E& 5D 153mL (95%CI : 115, 192) 705 VI25ug 1 B 1 A& 58D 185mL (95%CI : 146, 223)
DOFAPHIZ DT o7, £72. VI 12.5pg 1 B 1EIFEGHE L VI6.25ug 1 B 2 [l G-HE TIXZ £ 40 168mL (95%
CI : 130, 206), 166mL (95%CI : 128, 204) THYV, 1 HHENLFRULATIE 1 H 2 FEEIZ 1 H 1
Rl 5.2 LRIAFSITRO ooz,

K?ﬁ%ﬁtﬁé:?ﬁ%ﬁ%k% BN A EHRGUIH DD T,

5) JRERRFREALEEL « yiEs S HARAUER (HZA113310 FRER)
23 3CHK : Sterling R, etal. : Respir Med. 2012 ; 106 (8) : 1110-1115.

SV T AHRABR  (FFA109687 i8R 2. FFA109685 7k . FFA109684 7tk )
RE W BEE 3G L Uiz 8 WM oL s diE, BIEA, —EHEMm, ¥ 7 V¥ I— TRt
PR, WATREM bR, HEFRERBR T, AREESRBRICHAN T BEEMOEIEEIC X > THRE S,
HIEEIIN—RA T4 O RIREIZE ST ER I,

R—ZX 74 VDHEBEERVEGH (FFA109687, FFA109685 & UF FFA109684 SER)

Bk NR—2 T A DO BB FF (ug) . 1H L[ |FP (ug) . 1 H2[E| #EERHEE
FFA109687 | ICS LISt oons B 78 BR3K 25, 50, 100, 200 100 598
X SABA o EUE
FFA109685 EMAE®D ICS 100, 200, 300, 400 250 615
FFA109684 FHED ICS 200, 400, 600, 800 500 622

FF: IAVF AL T3 IR VEEZ AT/ FP: ZLFH) o Fub’ oo A5/
ICS : BAAART 1A R#&  SABA : ERRRIVERVE o LR

TNFH T TN KR R ATV (FF) OFEGEO 1 H 1B, KBAEGIZET 5 &S
M. BRWER LMD T TR, ZLFhY o TFa’ oo 250 (FP) LLHHE Lz, FT
7 FEVIEDOR—=ZR T AL UL OB EE 7 TR LR LR EZ UL FICRT,

AR OARENT-HEZ, BERAIIZIET o 7a— L N 7=V iigE (B7 > T7a—1e L) /ITAVFhY
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




V. BRICEY SEE

FSTFEViE (L) DR—RSAUhLDEILE (85 8BE) T7tHREDLE

= FP,
kR FF. 1 H 1A 1020
FFA109687 g 25 50 100 200 100
(n) (94) (97) (109) (94) (101)
/N IR ED7E 0.101 0.129 0.204 0.230 0.106
95%Cl -0.018, 0.011, 0.089, 0.111, -0.010,
0.221 0.247 0.319 0.349 0.223
pfE* 0.095 0.033 <0.001 <0.001 0.074
FFA109685 g 100 200 300 400 250
(n) (102) (101) (102) (97) (99)
fe/ N CFERIED 7 0.207 0.238 0.293 0.279 0.225
95%Cl 0.096, 0.318|0.127, 0.349(0.182, 0.404|0.167, 0.392|0.114, 0.337
p fiE* <0.001 <0.001 <0.001 <0.001 <0.001
FFA109684 g 200 400 600 800 500
(n) (98) (101) (107) (101) (107)
/N HEREO7E 0.275 0.272 0.264 0.225 0.198
95%Cl 0.180, 0.370(0.178, 0.367|0.171, 0.357|0.131, 0.320|0.105, 0.291
p fE* <0.001 <0.001 <0.001 <0.001 <0.001

FF: JVFH T T U HNRUFRERAT IV FP: IVF A v Ta bt e A7)
* I3 H T (ANCOVA)

BBRIZ BT DI IR & BN 5 5 LI S EFRIL, FFA109687 iR C, 77k

REET 2% . FF BT 0~6%.FP B T 6%.FFA109685 iR CTIL 7 7 AT 1% KRN, FF BT 6~11%.
FP BET 11%, F7=. FFA109684 iER CTIL7 7 B AHREET 2%, FFHET3~17%. FPRET 9% TH 7=,
109687 FABR Tld, W40 D FF BECTHEEBNIIEE L7558 L BhE N H 2 4 EFL L, HIRgED >
HRE & T1 U HHE (FF FERIR T 0~2%) KU HREE (0~2%) Th-olo, 109685 R TIiX, Wil
220 FF BECHEEFNCREBL L7 IRBRIE & BN b 5 A FFGUL, OED v O F0E UL IREE S > 2 & E
(FF BERR T 1% AR ~3%) . S (0~2%). F8F (0~2%) KRUWME (0~2%) Th-o7-, Mk
71 2 HE Je OV 75 [ T D FE BB EE 13 FF 100pg #£ &% OF FF 200pg # & tb# U FF 300pug # &% OY FF 400pug
HECEMNoTe, BFEREELRE, B RIGRIE L BEN & 5 HEFROBBUHEN FF O HEIZHAI L
T ERATDHEEITERD SN o7z, £72. 109684 :RER T, W2 D FF BECHEEFICEIL L7215
BRIE L BRI b D A HEFRIL, FUHEAD O HE (FF BERIE T 1% K0 ~4%) . AR P2 5E (1%
HKii~T%) . FFEREET (0~3%) LOEH (0~1%) Th o7z, FF O 4 FHGHITBNT, mWBHET

WESNTIRBRE L EENH 5 A EFLORBMEIC, FF OHEITHERE L72BINIAbhienoT,
R ONRIHEE ) o O IR A FRE | IRBRIE E BEN H 5 A EFGORBIHE X, §XCTO FF 58t L
FP 500ug 1 H 2 RIEGHECRBE CTh oo, WTNOREBRICIBW TS, IRRIEL BENH S EHER A EF

BIxH LN o T,

2) TRFRRFREAGE R « WS 2 MAEFABR  (FFA109687 55k)

275 CHR : Bateman ED, etal. : Respir Med. 2012 ; 106 (5) : 642-650.

3) FRFRRFREAG R « WS 2 TAEFBR  (FFA109685 #6k)

£ 3CHK : Bleecker ER, etal. : Ann Allergy Asthma Immunol. 2012 ; 109 (5) : 353-358.

4) FRGRIRFRTEAME R} « Wi e M AHGER (FFA109684 #5h)

25 CHR : Busse WW, etal. : Thorax. 2012 ; 67 (1) : 35-41.

AFNOERBEINT-AEIL. BERACIIET > TFua—L N 7ol i iglE (5> 7a—ne L) /IFAFH v

TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
LHIER AL TH D, £, AEIOFNRI THD LT 07 a0 — VB OFEGIIAR SN TOR,




i@%% IT FA#E%  (B2C109575

ﬁiFHEJJZIﬁx\
6.25. 12.5. 25 JLT* S0ug.

< 7 FEVfHIZ
B (&529 HH) I

3 B£(12.5.25 K1Y 50pg) @7°§erfﬁ$
BEE 7 TR RBEE OMICHE 221X

BEPERTRICEITAFSITFEVIE (L) OR—XSA4 UM LDEILEDETER

RER) ©
B REE 607 Bl A kR L LTz 28 HIMl Ok dhlE., MEAL, “HEER, 77 BARRR, T
AEZERERC, €5 075u— N M) 7oVl iRE (BE5>7u—n e L7T) (VD 3.
1 B 1 F&EBAZGORERGHER NI EZ 77 'R & et Lz,

B 2 HESISDOMIEYEDORE TIIAETH -7 (p=0.003),

(ZKRET DB 7R B D3 7R
n»u 5{) %ﬂiﬁ?ﬁ)o 71:_0

V. BEICEAT BI1EH

28 HH ORI T
BiF5 77 FEVIEOR—RAT A b OB{LEOMHTIZEW T, VIOEHAE
b D=3 RSO 3 10 6.25ug

VI (ug) . 1H 1A
529 H A a
3 6.25 12.5 25 50
n 98 99 97 99 100
TR REEL O
/N T IRSEEOZE 0.064 0.069 0.130 0.121 0.162
95%Cl -0.036, -0.029, 0.030, 0.023, 0.062,
0.164 0.168 0.230 0.220 0.261
p fiE 0.208 0.169 0.011 0.016 0.001

VI: v v5a—L ) 7= ViR (05— e L70)

#4528 HH D FEV INESEEE (0~24 FFfH) ON—ZF 1 inbOZELETIE, 73T VI JHEH
TT T ERBICHASEEEDNT O B (p<0.023, H45HSHT (ANCOVA)) . % OFER]ZEIL VI 6.25ug B
® 103mL (95%CI : 14, 192) 75 VIS0ug #ED 172mL (95%CI : 84, 260) O#EPHIZHIZ~>7=, VID
TRCOHET, §lE%D PEF (] : p<0.001, & : p<0.014, H53E5HT (ANCOVA)) KO 24 KR
B IEAAE A (p<0.023, 5315347 (ANCOVA) ) T7 7 £ R Ik 5 A AR UGE R 7D Hiv, VI 6.25ug
DL & ClE 24 RERBEERIAM (p<0.04, 5808 (ANCOVA)) DA E/RUENED bz, VI
25pg BETH S AT 24 WEFETRCE SR AR MO8 24 B ERE R BA R ek E %, VI 12.5pg BEOK) 2 fi5C
Hol= %51 HHEKO)28 HHIZBITS_—AT A :/73%@ FEV, (¢ 5-% 0~4 IKf[#]) O 73>200mL
DO>12% T - T2 HBRE OEIGIL, VIOF&E &L -,

TR IR BREE L BE N & 5 LI SN A EFRIL. 7T BAREET 7%, VIFET4~8%Th-
7o TRBRIE L BIEN H B R EAME B KL D class effect & B X LNDAEEFROMEL, FH)
VI 6.25ug B 1 5], BN 77 B ARE, VI 3pg BEL N VI 6.25ug BE T 1% R~ 2% W Sz, Zih
OB TIEMAES VI RETWT G ERRAAN (30pg/mL) Th o7z, IRHHIR IR & B
WD LW SNTEBHERAEEEZRIIAON -T2,

6) FRFRIRFAEAGE R - WEsh2E MAREBR (B2C109575 #lR)
Mk« Lotvall I, etal. : Eur Respir J. 2012 ; 40 (3) : 570-579.

AR OTKR S A7z T
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
THIER ARG Th D, £z, KEOFDRS THDHE T T m— VHEF O 513K

L EERANMCEE T T e N T U (BT T e—E L) /TATF Y

REN TV,




V. BRICEY HEE

2) HEEEER
a) ,___\miu%lh\

HMIFAE RS AL [E 3R (HZA 106827 #4ER) 7

Y AR EXmEREL R LTy Tu—L ) 7 == ViRt (o057 —1e L) |/
TNFNS T T TNVRAEBEERAT IV (VIIFF) 25/100ug X ONT VTF T3 07 5 IVIR T AT )V
(FF) 100pg #4411 B 1[AH&, 12 BRI A G- LT & & O V222 g4 5,

RERT A v | Zhaak R, EEAL, —HEEMR., 77 BRI (BEEH ) | WATEER G
PO U 3 SRS 609 51 (H AR 50 il & & ie)
F2RBERAEUE | <A HIM O A EEE>
- 12 Ll BB
« FEV1 23 FHIE D 40~90% T 5 B
- AR O KRB O L2 7 HRENZHESER A 2728 1 L EXZHh v 7 2 E—)1
EEALZEN 4 L
s MAAT rA REE (ICS) XX ICS/ERFHIERME B T3 (LABA) ZHi#BLEHIH O
12 ML BRI S LTV D EBE T, 2oriE &M o 4 B LR S &~F
HEDICS (ZNVFHY T’ d a2 7 L (FP) 100~250pgl A 2 FI#5- XX
[F%) Z—EDOHE TR S L TWHEE, HD5WITIKHED ICSILABA (H/1 A
7 1 —/LIFP 50/100pgl A 2 F#E UXFEEDOHEDOMO ICSILABA & L < [XHA
D ICS e O LABA W ADFH) % —EDH & Tk 5 L T\ 2 B
< AR BT T B D BRI L UE >
- BIERHAR O e #& H O DIRBR IR P 5-f/ii D FEV, 28 FHME D 40~90% T 5 HBFE
- BB OB ok Lz 7 H RIS ESER A 2728 1 2L ER YT v T #
E—LEEA LA 4 LR
F7RRANEHE | <AL O BRI L HE >
CBE 10 ELUNICEMEE DT BOBEND 5 BE
- IR ORT 4 BREILINOEIE L TO R W SHRYLZ L D | wmEIREOEH %
IHE L BE
- BT ZSIRT O RT 12 BRICINICRE O 2T 1 A REEAZ B35 T 6 » HLUNIC ARt 4 3
Té%E%M@A6nt$%
« PR SRR R A OFR L TV B B, URERMICEE CTa Yy b — /L TRV
BEIRLCVWDEE
- BB ZSIRIBRAR IR I 1 o P AEN R S - B
< MEAE BT RO BRI EUE >
wﬁ %W%%ﬁ ZH LN ERIRAIC B E R BRI AR T N HREICB N TH A
BHHRBIZEDLOTIEERWEEZEZ BN HBE
-%Eﬁﬁ%%%%bt%ﬁ
- AL P OPER ARG S L <ITZEDEWIC LY | WETRROEHA LT LB,
IXTRBRETEMIC X 0 g B OREEUIIERS I AN & D LW S i- B
- BT EHIRI TP 12 FE0LEX (ECG) ([THERRMICRIED & 5 Bw N A b i= B
« 3 BRI EO2EMHRAT v A R BOXIIEHAD) OfHZLE L Ulzin SR,
B D WIIAFEUTREIREERGEZVE L L, 25MEATeA REOHHAZ -7
O BIIENGRD - B
- BRI OK TR OED o O X IENHRFR S - B
- WA ZIE LA TE ARV EE
BT AL R O Fe #& B BT8R IR B AAIRF DIRIRIE [ AR T r A REE (ICS) XX ICS
& B RERME B MR (LABA) OfEH] 1k v @ik L, mezamm@(me
LEIIN Fmengﬁ)\73tf(7ﬁﬁfﬁ) DWTIDNTIEEZ N0 AT T2,
%%%@%Ailﬁl@& 84 HiM (12 ) 1Tl - THEhE L7,
TFHEHMIIEE | « 12 8B OERBIBK THHCBIT D b7 7 FEVIEDR—2 T A L in D O E &
- 12 B ORI TRHC BT 5 0~24 B o> FEV) I EH4ME

AFIOERENT-HEF, BFRAIZIET 7o —L ) 7o VE iR (B9 7a—1e L) [FAFh
TS U NN BT AT Ve R S BT L TIE25/100pug X 1E25/200pg, MR B ZEME R ST et L TIE25/100pg %
1H1EWR AL Th B, £z, AROFRTHDH YT T a— VEAIOFEIIAGE I TR,




V. BEICEAT BI1EH

Rl KA ZE

c12 M D 5 HROEHE 24 KeEH L2 o T2 RO IS D= T A b D

AL &

<123 D 5 5 24 RGN Th - 72 R DEIG DN—R T A b O E(L &
- 12 M OIGEIAMRE THHZF 1T 5 Asthma Quality of Life Questionnaire (AQLQ) A =17

BRHDOR—=AF A ipb O LE

* 12 HHOIEFIAF P ISR A 31T L 0 a5 2 Pk L7 i

UEES

B -
-5 128BD NS 7 FEVLE

BH512BHED N7 7 FEVIEOR—ZF A 02D OEALED F/h FeEEIC B T
577 wREEE D (95%CI) X, VIFF#E 172mL (87, 258) . FF&f 136mL (51,
222) Tholz, TNHOEF, WTHbHMAFHICAE ThoT- (BN, p<
0.001, p=0.002, H:4r#i#T (ANCOVA) ) . —Ji, VIFFEEE FREEOZITHFE T

2o Tz,

VI/FF ## FF #% 7T v RRE
NS4 2.344+£0.642 | 2.290+0.617 | 2.334+0.626
(201) (205) (203)
_ 2.698+0.804 | 2.611£0.762 | 2.576+0.844
B3 12 (200) (203) (193)
FAL 0.354+0.484 | 0.321+0.452 | 0.222+0.468
k7 FEV,| ™% (200) (203) (193)
L) [FoeRpEL oz 0.172 0.136
[95%C1] ™ [0.087,0.258] | [0.051,0.222]
p g™ p<0.001 p=0.002
FF Jf & D7 0.036
[95%CI] ™ [-0.048, 0.120]
p g™ p=0.405

TR AE R (B1%0
) BEHE, N—=RA T A fE, Huk, PRI ORI 2 AR L BT e T v

- #5123 B 0¥ 54% 0~24 B8 FEV, I EEHE

5 12 B B o 51% 0~24 BEERE FEVLINEEWEOR—Z2 T 1 b OEbE
D /N FEEICB T 2T T AREEL D (95%C1) 1. VIFF # 302mL (178,
426) . FFRE186mL (62, 310) Th-o7=, TN HDEFTNT N HHAFICHET
bHotz (EnEh, p<0.001, p=0.003, /T (ANCOVA) ) . —F. VIFFF
BEL FFREOBEREM 2213 116mL (95%Cl : -5, 236 ; p=0.060) TdH -7,

* 24 IR FERAE A B OE S

24 B A SR B OB G DOR—A T A4 b DAL BEO R/ " FHIMHE (fE
HERRZE) 1X. VIFF B 37.1% (2.26) . FF & 26.5% (2.25) . 77 &+ # 17.8% (2.26)
Th-o7T,

* 24 RF [ BERE DR ] >

24 B EFEIR I OEIE D_— 2 T A 036 DBV EO R/ T FEHE (FEAEAE)
X, VIIFFE£325% (2.14) . FFEE20.4% (2.13) . 77 2HREE146% (2.15) ThH-oT=,

c AQLQ+12 #a A 7 D R— AT A ik DA &

AQLQ+12 e A a7 DR—R T A D DB ED R/ _FEHHE (EYEEE) 1T,
VI/FF #£0.91 (0.055) . FF#£0.76 (0.055) . 77 &/RE 0.61 (0.061) Th o7,

AR BRI T OBRA IS L D IR

FHRAF DI L DHIERIT, TR R (16%) 2T, VIFF BEL O FF BECTIE
Motz (Wi 3%) o

AHNOAGES A7 B,

BERANMIIFET T ua— M) 7= VFJigE (B T7ue— e L) /ITAVTFhY

TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S THDH, £o. RROFMRS THDHET T m— VHEEIOERSITAGR S TR0,




. JARICEEY SIER

R (D2&)

TN

TREREE & B & 2 A EFROFIBIE BEE) 1%, 77 BREET 34 (1%) . VIFF
BET140] (7%) . FFRET 106 (5%) Thot-, R LN H 2 HE A E
FEHBN O E ST EEROREIL o 72, 2 BILLEICFEBL L 7= 155R 3 & B
N AHAERES L. VIIFF BETANED D FYE (4 4], 2%) | FErRFEE 2 #, <1%) .
aim 2 F, <1%) . FEEECARED v O &0E 6, <1%) . FHSED v o4&
JE 2B, <1%) Th-olz,

7) AGRRFRTAG R 5 AR EBRICRERER (HZA106827 #AR)
% 3CHK : Bleecker ER, etal. : J Allergy Clin Immunol Pract. 2014 ; 2 (5) : 553-561.

A E B FEGER (HZA106829 #kBR) ¥

HEY : RAREXMEBBREEZNRLE LT Ta— L M) 7 o=Vt (BT —L&L70) |/
INF R T T TINR BT ATV (VIFF) 25/200pg X ON7 VT 5 07 o J1IVR VR AT )L
(FF) 200ug ZZh N1 H 10K, ZLvFhY o Fur’t e A7/ (FP) 500ug 2 1 H 2@, 24
HFRARE LT & EOFMEXR O Z e L KT 2,

RERT VA | sk dhE, BAEAL, —EHEMR, ¥ 7V F I — EIKHR, WATRER R
PIES U S SR 586 5l (H A 36 il & &)
TR R UE | <FiBIE ] DR AU FETE >
c 120 Lo BRE
« FEVL N THIED 40~90% T 5 &
- P T HE— )L A D FEV, Y 12% LA L7235 200mL LA Lo "l 8bE 28380 BT
% B
s AAT rA REE (ICS) XX ICS/ERFHIERME B T3 (LABA) ZHi#BLEHIH O
12 BREIRT B LTV 83 T, 2 oRi#lE ik o 4 BRERT) 5 1ICS (FP 500ug
1 H20AHETIREDOHE) »—EDHE TR ESNTWHEE, HDH N
I & ICS/ILABA (SALM/FP 50/250pg 1 H 2 [EI#5 % [R% 0 H & ofh o
ICS/ILABA & L < IZHAID ICS Y LABA W ABFH) % —7E D & T 5k L
TWHHEE
R ORGEE L LT, SHP OEREERNE B 4K (SABA) VLT X
VW ATT YV — VANCHTB BRI D B2 5 Z LAl /e iBar, 2. &
SKBERTIC 6 FFREICL BV VT X B — VR AT T VS — VA2 Ik 5 2 & NAJRE7R B
< MEAE 2 BT T B DR L TE >
- BRI O/ TR O D IRER I 551D FEVL S THIED 40~90% T 5 BHE
- AT I O Fctk e L7z 7 B IS EIER A 2723 3 L ER OV V7 4
T—VEMFEHLZAN 4 BHU L
- BB OREOER L2 7 HREO S H 4 BREILL LT, B0 A o 8 E F
WafiH L BE
TR RANEHE | < AIBLE IR O BRI L UE >
CBE 10 ELUNICEMEE DT B OBMEND 5 BE
- IR ORT 4 BRELINOEITE L TR W SR L 0 | wRIRIEOEH 2
BE LB
- BT ZS IR O 12 BRICINICRE O 2T 1 A REEAZ B35 T 6 » HLUNIC ARt 4 3
T DM B EN A DT BE
- PR SRR R A OFR L TV DB, URRMICEE CTa Y b — /L TRV
BEPRRLTWDEBRE
- BT S HIRIBIAAIEIC B v U AENRR S - B

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE iR (E507r—L e L) /ITAFH Y v
T I UHNIR BT AT VR KRB BT L TIE25/100ug X 1325/200ug, LR ZENERGR B L TiE25/100ug %
1BIRIRAZ S TH D, £io. AROFRD THDHET T o — VHAIOEGIIAGE S TR,




V. BEICEAT BI1EH

F 7o bRoh AL UE
(oo%)

< MEAE Ly BT B O BRAF L UE >

- BB BRI IC 2 SN - RR A IC EE R AR ER T A EFREICB T &
Hil, BRBICEIAbOTIIRWEEZ b BE

- Mis BRI A A LR

- BRI OFER G S L IZFORWIC LV | M EIREOE L2 A L2 B,
SUTTEBREATERNC X 0 i B ORI SUTTEBR BN BN b 5 L S - B

- TR 12 8L EX (ECG) ([CHERMICIIED & 5 BF N A biiz B

-3 HELA LD EE AT oA RE (O UIEFAD) O H 2 0B E U= SR
B DHWII AR T RATEREME A VE L L, AT a4 FEOMH 2 k- 72
T Ol B ENRD b B

- BB HINOKR TRFC A v P A SERRB I N BE

AR T ik

ATBLESHR] Of& T REIC, RTBLEEEIRIBR AR RE O TEHIE [ AR 7 1 1 KK (1CS) X ICS
& REFRIVERME B3 (LABA) OfFH] IcXvfghlib L, AT D 3 2O&EEHO
WTNT L1 1 OFEE THEERIZEIN T 7,

« VIFFF 25/200ug ® 1 H 1A 5K 07 78R 1 H 2] FAROR) &5 (VIFF &)
«FF200ug ® 1 B 1 A& HFLG K OT 78R 1 H 20 (FkOK) &5 (FFFE)

- FP500ug ® 1 H 2 [l 5K 77 &R 1 B 1a#&ES (FP R

TR E H

< 24 R DIEEMIRIE THICHBIT D N T 7 FEVIEDOR— 25 A b OEH LV &
- 24 WRE O IEWEHIRE THHC BT 5 0~24 B > FEV, I E SEHE

B/ G R EEYE!

- 24 JARD 5 LRI A 24 WERIEH L7202 T2 R DEIG DR—A T A U hv b DKL
b

< 248D D B 24 BRI IER Th o> 7 HEOEIGOR—R T A L in b ONE)E &

- 12 B KON 24 BB ORI THICI 1T 5 Asthma Quality of Life Questionnaire
(AQLQ) AT HBFIONR—=ZTF A D O &

i A

HNE -

- BEE 24 B D ~T 7 FEVL

VIIFF BED# 5 24 MEIZHBIT D N T 7 FEVIEDOR—ZF A 236 D& D Fr /)N
TIREBNEO FFBEE OFE1F 193mL (95%Cl 1 108, 277) | FP BE & 0% 210mL (95%
Cl: 127, 294) Tholz, ZNHOEL, WINLRHFEMCHEE TH-7= (T
uh p<0.001. HHr#E T (ANCOVA) ) o

FPEEIZKT T DFFREDIELTERFHI B W T, N7 ZFEVIEDOR—RZ 1 b OZEAL
BO /N I EE DO ZEDIS% CI T REN FATIZ R E LI FEE M E~— > (<125
mL) % blRlo7=729, FEHMENREI NI (BEGRERZE  18mL (95%CL: -66, 102)),

AHNOERE N AEIL, BREAIIE T TFe—L N 7o AR (50 T5am—nEe L7T) /[TALFHY
T T UHNIR BT AT VR KRB BT L TIE25/100ug X 1325/200ug, AL RH ZENERGR B L TiE25/100pg %
LALIER AL Th D, £lo, RADHME THHET 7 1 — VERIOE G IR I TR,




V. BRICEY SEE

fEg (0o%) VI/FF #f FF Bf FP ¥
. 2.12940.654 | 2.190£0.676 | 2.138+0.673
S
STATAY (191) (193) (194)
— 2.538+0.856 | 2.426+0.855 | 2.310+0.769
B3 24 184 (193) (187) (191)
SR 0.388+0.474 | 0.218+0.495 | 0.173+0.390
k7 FEV, | - BF (187) (186) (190)
L [rppeL o3 0.210 0.018
[95%CI] [0.127,0.294] | [-0.066,
p fiE™ p<0.001 0.102]
FF JfE & o5& 0.193
[95%cCI] ™ [0.108,0.277]
p ™ p<0.001

P EARE R R (B1%0)
1E) BGHE, N—R T A E, Mk, MR R Ol 2 AR L LIc T E T v

- ¥ 5 24 08 B O 5.4% 0~24 B[ o i FEV, N S E
VIIFF D # 5 24 8 B O 5% 0~24 R OEH: FEV, INE SEEME O F /s — ey
B FFREEE 0713 136mL (95%CI : 1, 270) . FP B & 7% 206mL (95%Cl : 73,
339) Tdh o 7=, WTNDLE: b #EEH RIS H E Th - 1= (FHF 4, p=0.048, p=0.003,
3T (ANCOVA) )

- 24 IR R A IR o F &
VI/FF B D 24 FEIREFEARME AP OE G DORX—R2F A4 )6 O/ 5 FEHE O
FF B & D71% 11.7% (95%Cl : 4.9, 18.4) . FP L d71% 6.3% (95%Cl : -0.4,
13.1) Th o7z (ZNZH. p<0.001, p=0.067. HL45ES5H (ANCOVA) ) ., Zh
SIXFFREL ONFPRE L OEEIZB W TZENZ 0.8 H X ONWA 0.4 H OZITAEY Lz,

- 24 W F] SR ] D A
24 O IRHEEA R T 1T D VIFERE D24 [ EESE IR DO E & D_— 2T A L
O O/ FEEEOFFRE L D7£138.4% (95%CI : 2.0, 14.8) | FPHEE D#134.9%

(95%CI:-1.6, 11.3) Tdh - 7= (Zi £, p=0.010, p=0.137, /3 H 53 H1 (ANCOVA) )

IRBIE, FEEEAOFPREEE OHRICB W TENFNIH0.6 A R HE0.3 H O ITHEY
L7,

- AQLQ+12¥8 R =)
AQLQ+12 A AT DR—Z T A b DY E D i/ R EHMEIZE T S
VIIFF #E &, FF B O FP BE & ORERIZE (95%CI, pfE) 1%, #&5 12 HHIZEBWT
XN 0.08 (-0.08, 0.25. 0.316) . 0.01 (-0.15, 0.17, 0.923) . #5524 HH
BWTIXZFNZ10.05 (-0.14, 0.24, 0.587) . 0.03 (-0.16, 0.21, 0.786) Td -7,

- 5] PEF
Beh 1~24 HEIZBIT D _X—=AT A inb OELEO R/ —FIEHHE (FEUEGE )
I VI/FF B 51.8L/min (2.94) . FF ¥ 18.2L/min (2.97) . FP #f 18.8L/min (2.95)
ThoT,

- %D PEF
Beh 1~24 HEIZBIT D= T A b OB E O RN TR (FEYER
#2) 1% VI/FF B 39.8L/min (2.93) . FF &£ 9.1L/min (2.98) . FP #f 13.6L/min (2.96)
ThHol,

AROARENTHEIL, BERAIZET T —L ) 7o VE iR (©50Fu—L e L) /IZAFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S THDH, £o. RROFHRS THDHET T a— VHEAIOESITAGE ST R,




V. BEICEAT BI1EH

MR (D5&)

TN

TRERE L BN b 2 A EF G ORBLIGE (BE) 1L, VIIFF BT 17 #] (9%) . FF
RECT 8B (4%) . FPRET 166 (8%) Toh -7z, 2 BILL I L /- 1RBRIR & BE
N AHAERES L. VIIFFEECTAMED P &GE (4 H. 2%) . HWHIED P F0E (4
B, 2%) . FEEREE GBH, 3%) . ANEE Q6] 1%) . FPEECAEL LU F
JE (36, 2%) . HUREED U HRE 261, 1%) . EEREE QS Fl, 2%) Tholz,
TEBAHE L BN & 5 BE /A E8 3 2 1], VIIFF BECUGAEED, FP EE ORISR Sz,
VIIFF BECU I AN 2 B T JEBNIT . 50 mefi et T, 5Bk 96 Hik, /' L— K
3NUFEHEEDLEMENZ BRI LABE Lz, P XX UV, A hra—/La
NITBETAT NV OT A Y OWREE ST, R HISRBRIEO G2 H ik LIgER)
S L=, FEHL 4 B IERIZEE Lz,

9) ZKGRRFREAGE R - 25 AR [EERIL[FRER (HZA106829 7X5k)
25 3CHK : O'Byrne PM, etal. : Eur RespirJ. 2014 ; 43 (3) : 773-782.

S ILAH ES L[ RRBR (HZA106837 #R) ©

HHY : ARE i B BE 2R LT T T e — L M) == Vil (BT 07 m—1e L0) /
TNFAS T T TNVR BT AT IV (VIIFF) 25/100ug XK ONT VTF T3 07 5 2 IR T AT )V
(FF)100pg # N Z 1 H 1 BB AERLE L7c L ZOBEEONEIEE Y X 7 DIRFEIZ OV THET 5,

RERT A | Shask LR, B, EIEAM, ZHEEMR, AT R

POE RUE S RS 2019 B (H AR 62 fil & & te)

F 2R ERHEUE | <FTBIE WM O AN EERE>
- 2L EoBE (HARTIT 18 Ml L)
« FEV1 2N FHIE D 50~90% T 5 B
CHTELEREM LR L L2 BMEINS 7 AVF Y Tt B 250 (FP)
200~1000ug/ H XX [FS DA, & 2P 27 1 —/L/FP 100/200~100/500pg/ H
IFFRIFOIEAZFEH L TEY, »oMmBIREEZ BN E TR0/ EAT oA R
OBE X IRBZHE, HDOWIIABEE LI L U7 SRS migl 22 onT 12 %
ALINIZ LRILL & 5 B
« PILTH BT U AFED FEV: 53 12%L4_ED>D 200mL LA EO At z8b Hi T 5 B
- AT R B AGRRE Ol I O B RERIVEFIVE B IR 5 . AR I MBI U T
BRI L2V LT ZE—VRATT Y —LANZGID R D 2 LA AREREE

TR | <BROMEEVE>
<R 5 AELINOAMEE DTS OB, MRIHEBEOE, XTXZ OO KK
[CEKAREFZERE AT 5 BE
- BRI R PR AR RE OO 1 MR SEAR 2 23 Bk D R
- AFBLERMIR ORI 3 » ALINIC 2 N i 2 L7283, XX 10 pack-years LA E o
WL IR 2 59~ 5 BB
- BEOALEAT LAY —XIIFFEDEM T VX —%2 HT 5B
- BUET 2 HIFICOF AR IR 3R 2 U 7= R

BRI L - MEVEZALSRBEREIZ VIIFF 25/100pg #5- (VIIFF Bf) X3 FF 100ug #5- (FF ) OV
AUDNTIEAEZ LTI 0 AT L, 24 8RN, &E 76 lEIC O 0 igBREE A &5 LTz,
TP EE T, E5E L ELL EoEE O BER L SN - lEBRER) & L
T 330 4 HAET D F TIRBR Ak L7,

FEFMEE | - RO EE OGS FE TO IR
EEOBHEE . 2R AT a4 R (BOH2WVIXENAD) X5 3 AFM ED
B ZVE LT o BIER OB, I FHEAT oA REOEBRG 2T 5 AREdH
D VIIRERZIE D LB BRI OB L & ER LT,
1HEMU ERBOH W AT v REFEEE, BROEE O EEE L Uo7,
HERAEFRIZONWTE, MEREEICHINI N E I 0 EHERZBESNHIEL,
TRTOEEONEHELZFMICEZD DL LI LT,

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE iR (E507r—L e L) /ITAFH Y v
T I UHNIR BT AT VR KRB BT L TIE25/100ug X 1325/200ug, LR ZENERGR B L TiE25/100ug %
1HIRRAZ S THDH, £o. RROFMRS THDHET T v — VHEEAIOERSITAGE Z TR,




V. BRICEY SEE

BIKEEMRIEH | - #Y8RE 1 7= 0 o 1R o EE O B EO SR
« 8T 7 FEVIEDOR—A T A b OB E
rER HihE

aﬁ%ﬂ@if@ﬂﬁ% BB T O[]

52 il H & CICEE O SN 1 [Pl BRI 2 55 =R>* (95%Cl) X VIFF &t
12.8% (10.7, 14.9) . FF#£ 15.9% (135, 182) Thol=, (*: X—RA T A VEED
FEV1 & 4R Hn D S ME Je ORI & #ilik o P45 TR L 7= Cox el — RET L
HETEME) o VIUFF BEkE FE BEO Y — Kb (FRIBEITIC OV CIRES) 13 0.795 (95%
Cl: 0642, 0985) Toh-o7-, ZIuL, FF B L bl LT VIFF BEOERE CITEE
O SHEFEDOFBLY R 7 78 20% 4+ 5 Z L IZHY T 5 (p=0.036) .

- WEBRE LGB0 O 1AM O EE O EIEE O R BLR

R LBl T7- 0 @ 1RO EE O B ERBLRIX VIFF T 0.14 (74121
B]) . FFRETO019 (RS54 1) Tho7-, VIFF BERT FF BEO BRI R O LT
0.755 (95%Cl : 0.603, 0.945) Th 7= (AO _HEUFET VMENT) . 2, VIFF
REDWERE O FEE Ol BIEEO R RN FF R L T 25%IE T35 Z LIk Y T
% (p=0.014) . IRFEHAM I EE O B ES 1 BIPL EREBL L - g5RE OFIA 1
VI/FF BT 15% (154 f5l) . FFBET 18% (186 f3)) Th - 7=,

c NI T FEVIEDRX—RA T A D OE L&

T 7 FEVIIEDOR—RA T A Vins OE{LEIT, T X TOFORE A (12, 36, 52 i
H) M ONRPEHAR T O fe iSRRI 3BV C FRREL D & VIIFF BE TRERHZAVIC
SENRO L (p<0.001, HL4HSHT (ANCOVA) ) .

%5 36 BRICHITSH 5T FEVi{B (L)

VI/FF &% FF B
R—=RAT A 2.216+0.643 (1009) 2.193+0.640 (1010)
Beh 36 1% 2.566+0.826 (926) 2.452+0.852 (902)
A& 0.352+0.488 (926) 0.2614+0.499 (902)
FF it & D7 [95%CI] ™ 0.083 [0.044, 0.123]
p g™ p<0.001

LA

TRAEERE (150
W) BB N— AT UM, MU, PR OEIR 2 B L LI T E T L

PE
BB BEEN D 2 A EFLORBEHEEITEEE S 7% (VIFF B 69 1, FF B 67
) THoTz, 3BILLEITHI U-IRBREE L BE N H D FEFEGL, VIIFF BE TR
B (1261, 1%) . BEE (9. <1%) . PEmRBESE (6 fil. <1%) . EAGERK
e (5B, <1%) . AR GBI <1%) . OEL P H5E (4B <1%) . W%k
@fl, <1%) . BT HIE BHl. <1%) . FFEECTEER (14 B, 1%) . FEk
=8, <1%) . DR (7. <1%) . AEED U RE AHL <1%) .
L SOERY: B, <1%) . A7 H B <1%) . Bk (F, <1%)
ThHo7T-,
TREBREE L BN B D B A EESRIL. VIFF B 161 (BEARMERIENR) . FF & 3 31
(Mafsde, maB. FROMRMERTR) 2N Sz,
VI/FF B CHARMEREEARS 0 BT IEFNT, 50 Ao BT, &5k 104 HEIZ
7“v~ R 3 XIXEEOMHEIRMEAEARZFE L, BBREO®RE 2 dIE L, ERIEHE
IZEHE L, {BBREOEG5IIHH Sz, BEOBEREIZIIRENRH D | FHHE
fﬁuﬁ?@/\ﬁﬁ” VR H 0 . PERERE LTI RIAREEEIN TV,

8) FRFBIFREAMEE ARl : 25 MIAHE B IL R (HZA106837 36k)
ZZ R - Bateman ED, et al. : Thorax. 2014 ; 69 (4) : 312-319.

AFNOAGES T B

. L%EAU\ eI o7ra— NN 7o VBRI (BT T r— e LT) /TN TF A

TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
THIRW ARG TH D,

7. Kﬁﬂ@ﬁ’?ﬁﬁﬁ TTCTHDHET T a— VEBIORE TGRS TR,




V. BEICEAT BI1EH

WEANVETTAREER (HZA113091 35R) 2V
Bl NSRS S S B 806 Bl A xfgr b Lz 24 M DL izt IR, MiEA(L, —EHEEHR, ¥ 7 ¥
WATRER R BR C, ¥ 9T u— A N 7 o=l (B9 7 —n e L) /ZATF A 7
T ANV CEET AT L 25/100pg 1 H 1 B AR (VUFF BE) K OW L AT v — L% )R/ 7
WNFA T a A T ATV 501250pg 1 B 2 B AL (SALM/FP BE) DA b M OV a2 16
L=,
24 M O —EHE R TREO FEV, INE FHME (0~24 FE) D_R—2 T A 16O L EIZB W T,
VI/FF #f & SALM/FP BEDRERZICH B /R 21X A b Ve oo 1o GHFEFE R G-EEM Z2-37mL, 95%CI : -88,
15 ; p=0.162, L7380 (ANCOVA))., RIRFHEHEHE TH2 7 7 FEVIME (-19mL. 95%CI : -73
34 ; p=0.485) °F DM OFEAMIE H TdH % Asthma Quality of Life Questionnaire (AQLQ) A =7 (0.09,
95%CI : -0.03, 0.21 ; p=0.130), XiIMEE = hr—/LF 2k (ACT) 227 (0.2, 95%CI:-0.2, 0.7 ;
p=0.310) {23\ T & VI/FF B & SALM/FP BED I A B 274135 S 72 0o 7= (G438 (ANCOVA) ) o
TRBREE & BN B 5 A FHG ORBLEIE (B 1%, VUFF B 19 41 (5%) KT SALM/FP £f 15 6 (4%)
Thote, WL HRONTIRERIE & BEN b 2 FHHEGL, MWl & O FEE T, &G HAEKT
ENENSHITORD LI, ZOWRITWT IO FESR Y VI/FF T 3 #I.SALM/FP #£ T2 I Th -7z,
R L BERH 5 S M SN EERAEFG RO CHORE L0 -7,
21) AAGRIFRHIER! - WSS IARRER (HZA113091 #X5R)
ZE R : Woodcock A, etal. : Chest. 2013 ; 144 (4) : 1222-1229.

WSMEARRER (HZA106851 35R) 22
R T BB 185 Bl a4 b Lz 6 D& haaxtthlE., HEIEA L., B, XINEI— 7T
?ﬁ'iﬁﬂ%\ﬁﬁﬁ%w@ﬁﬁf\E?V?H~WF)7:wwMMﬁ(t7/7u—wkbf)/
TNF AT T TR FEE AT L 25/100ug 1 H 1[I AF S (VI/FF 100 ) & T 25/200ug 1 H
1 [ A$ 5. (VI/FF 200 #£) @ HPA-axis SR Cxt T 28R AE 77 vHR (F78FHE) KOV R=Yn
YTV R=ryr ) LR L, 6 EEOBRHIEE TRIZR T 2 MiGH 215> — (0~24 K
f) OMELEDR—ZF A & OEMELHIZHONT, T EREEE O (95%CI) 1%, VI/FF
100 #£ 0.99 (0.87, 1.12). VI/EF 200 #£ 0.97 (0.86, 1.10), 7L K= 1 # 0.34 (0.28, 0.41) TH Y,
% VIUFF Bt 7 7 2 RBED AT O iR 95%C1 O FRRIZ, HFRNCERE LI IELTEORAE 0.8 &
EESTWEZZ ELIELERRBD HiLz Q0O (ANCOVA)), 'L R=yr #iX, 77tk
REEL Ll L TR_R—RA T A KT D MLiE T 2V F Y — L O INE B O S S L 3 A B L,
HPA-axis H§REZ G T 5720 DET ARE Z M T 2O+ REEZHTH Z LR ENT, 24
REfR P 2T — Lt B O R— 2T A b3 5, 7' ABEE VUFF BEORICAE R EIE
BOLNRNoTeN, TV =y a Ul 77 B RO TIIAE &%#Mw%ht(pqmm 5y
BHT (ANCOVA)),
4mfﬁﬁﬁk%@ﬁ%ék%%éﬂtﬁ%%&ﬁﬁ%éﬂtoWﬁﬁ\%%(fﬁﬁﬁﬁkﬂmﬁw
B (VI/FE 100 BE) . SR 0EE. BB L OWINEE D o 2 #E (VIFF 200 #F) Th o7=, 1RBREK & B
ﬂ%éﬁ%@ﬁm$%@$%iﬁ#0ko

22) FKGRIREETAMZ R} « MESNE MAHRRER (HZA106851 3X5R)
S 3CHk : Allen A, etal. : Clin RespirJ. 2013 ; 7 (4) : 397-406.

AR OAR S - HEIX, L%EAU\ ZEZ o7 r— L N 7o ViR (707 r— e L) /ITAVTFHI
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIERAZS THDH, £, K%ﬂ@?ﬁf?ﬁﬁj‘z YTHDHET T a— VEAIDORGIIKFE STV R,




V. BRICEY HEE

b)EH%%H%& (BMREX % - &)
IR E RS RS (HZC112206 #BR) 2
BRY : BUEPAEMEMRERRE 2 Gl LT T Tr— L N 7o = Vs (B2 7r—1 e L70) /
TNFAS T T TIVR BT ATV (VIIFF) 25/50pug M OF 25/100ug, 7V FH Y 7T IV
=27/ (FF) 100ug, 7> 7m—/ N 7o =)UlfRiE (77 ae— & L) (VD) 25ug %
1 H 1A, 24 @B AL LT & & OFRMER O et k4 5,

RERT A | e i, B|ERL, “HEMR, 77 AR EhME (BENRDL) | WATHER

B R
PSE 12 PEPAZEMERTE A (COPD) 3% 1030 5l (H AN 42 Bl &2 & te)
T B GREUE | < AiBLEL IR O R U AR T >
<40 Ll B s

- KEMER S PR IR 25 4 D 2 B HEUE IR > T COPD & 2l ST\ 5 B

- ATBLEE ] PR AG IR (C R L T 2 TS 21T 10 pack-years DL O BRI EE DS & % B FH

AT EE— LR ATT YV —LFFEE% O FEVL/FVC 78 0.70 LL T, 7o % L7 %
=N ATT ) — VHIE 54 O FEV: 28 K EERE R RER I A (NHANES) Mo %
YR O CHEI L= FRIEE MO 70% 0L FORE

- TElE E T s A O MR R EEREFEEE  (mMMRC) O A2 7 23 2 LI EDERHE

< AR BT T R 0D SRR L UE >
- BIEIEHEARI TP IC COPD MDY E XL FRIERGLMN I b7 o 1o B

- AT I I BRAARE D 24 H#F'%/W DEKX (ECG) THREMICEE 72 B 2/~ T
ﬁX IXATELE A R B AARRE & 2 WITIEE 2B R O £ 5/ 0D 12 753800 B X CRE R BY

\CHEER R 2 RTINS Do T B

F 7R bRAN L UE <%%%E>
Be2ZranTtns i, MEOMELZAET D EEITIE COPD L2ish T

n THAAFURT AR,

- AT SR IIRIBEAAET 12 B LANIC =2 > b o — LR B 72 COPD D 7= ARt L7- B

- ATELZEWIRIB 4aRT 6 WAILINIZ, ATOEROWTINIEY T 52 ba—/LR
E72 COPD N A biT- B

cBEEEN AT oA FEIHAEDE OFEIZ LY %-L L7~ COPD OAaMEDE(L

- [Efli 5 OB OIS DME L 72~ 7= COPD ORAMEDEAL

R 1k AR LR BT IRF IR 2 IR I D @il L. VIIFF 25/50pg (VI/FF 50 Bf) |
VI/FF 25/100pg (VI/FF 100 %) . FF100pg (FFEE) . VI25ug (VIEE) . 7T &R (7
TERE) OWTHNCEIEALEI 0T L, 1B 1 REIRALSL % 24 BT 7,

FEFLERH | - 5 168 A B2 5 5-% 0~4 K] FEV INE 4 ME
< F& 5169 HHIZBITD M7 7 FEVLE (K& KRR ORI S.51) ON—RXF
AU DO E

FBIVREFAMIE B | - Chronic Respiratory Questionnaire Self-Administered Standardized (CRQ-SAS) Ik &l #
RAA

- %5 1 HHD FEV, B — 7 f

c 51 HEHOERE (FEViENN—AF A > % 100mL k[A]%) £ TORR

AF|OARBE N AT, BERAIE T T e— L ) 7 o= UE iR (BT a—e L) /AT HY
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




V. BEICEAT BI1EH

fE R o
- #5168 H H c:mj‘é&%ﬁ& 0~4 D FEV, I X E

#5168 H HICB T 254 0~4 B D FEVLIMESEEEDR— R T A 9 b DA
bR/ EE FERERESE) (X, VI/FF 100 #F 200mL (17.9) . VI/FF 50 % 218mL
(18.1) . FF100 #: 80mL (18.2) . VI#:129mL (18.2) . 77 &HR#E 26mL (18.4)
ToH o7, VIIFF 100 ﬁi&(ﬁVI%ﬁ:%aj‘éf?%ﬁﬁik@ﬁ%ﬁ% (95%CI) 1%,

NZH, 173mL (123, 224) . 103mL (52, 153) TH V. Wb ST BREEL L
«“fﬁ'-%ﬁ?r%ﬁ’] ﬁi‘fﬁﬂﬁz%mmwﬁ_ (T b p<0.001, KEHERESET IV
M) . S HIZ, VIFF100 #E L FF REE ORERIZE (95%CI) (% 120mL (70, 170) T
HY. ﬁ%%#é’] CHEBERSENRD b (p<0.001, KERERET T VN

- #5169 HEIZHBIT D M7 7 FEVUIEDORX—Z T A4 )b O i

BE5160HBIZHBITA NI 7FEVIEOR—Z 5 4 b OELEO /N LY E

(FE#Ez8%) 1. VI/FF 100 # 151mL (19.4) . VI/FF 50 % 166mL (19.6) . FF 100
B 70mL (19.6) . VI #£103mL (19.6) . 7°*?J67ﬁ3%¥ 37mL (19.9) T&Hh-7=, VIIFF
100 B OV VI BEICBIT 57 7 2 ARBE L ORERIZE (95%CI) 1%, £ F 4, 115mL (60,
169) 67mL (12, 121) THY ., WTFNbL 7T RS R THHZIICAE R K
%&)%W‘_ (VI/FF 100 £f p<0.001, VI ¥ p=0.017. KIEHIERE %Tﬂ/ﬁﬂﬁ)
#ji VI/FF 100 £ L& VI BE L ORERI# (95%CI1) 1. 48mL (-6, 102) TH v . #7k
FRNCAHBRZTRD SN ho 7= (p=0.082, MENEIRATT V)

* CRQ-SAS FFUR IN#E B A 1 >

B 5168 H HIZH 1T 5 CRQ-SAS P R#E N A A > DR—=AT A D DE{LED K
INT I (FERERRZE) (X, VI/FF 100 #f 5.16 (0.085) . VI/FF 50 #% 5.05 (0.085) .
FF #% 4.92 (0.086) . VI#£5.00 (0.086) . 77 & At 486 (0.088) THh-o7=,

-5 1 HAOEG% 0~4 RGO N FEV B — 7 (B

¥BhE1HBOEE% 0~4EMIZEONT FEV, E— 7 EDOR—A T A 5Dl
BEOR/N FEHE (FERERRZE) 3. VI/FF 100 B 245mL (9.9) . VI/FF 50 B 253mL

(9.9) . FFEE118mL (9.9) . VI 247mL (9.9) . 77 &R 106mL (9.8) Th -
7.

51 BHIZBTAERB FEVUENR—RA T A4 % 100mL LA %) £ TORRM

VI/FF 100 BE, VI/FF 50 LNV BRCB T 220 R B E CoORFM O REIZZ 2
irL 17 45, 17 5 DTHY, T OEGEEOEROWERF T 1 7B o 5%

\a%éu\ E \w\q FEViENRR—Z T A 1V 100mL N2 Z & 23 iR
ézmio

Tt

TREREE L BN B 28 EFGORBIGE (BEE) L. VIFF 100 #£C 19 % (9%) .
VI/FF 50 £ 25 il (12%) . FF#EC 21 451 (10%) . VIEET 18 f5 (9%) Th -7z,
@9%%ﬁﬁfﬁ>m7ﬁ>ot$§%i 1 e 73//%“ (VI/FF 100 # 2%. VI/FF 50
BE3%. FFRE<1%. VI 1%, 77 8AREE<1%) . HWHEED > 2 4 9E (VI/FF 100
B 2%. VIFF 50 # 4%, FFEE<1%. VIFE<1%. IR 0%) RO H P&
JE (VI/FF 100 #<1%. VIIFF50 #£<1%. FF &£ 1%, VI #<1%. 7723 # 0%)
ThoT,
TRBRIE L BN b A HERAERGIT, VIEELH (BMEAZEMMESR LX) | 7
TR AREE LB (BYEPAZENERIR ) NS STz,

23) FRFRIRFRHIER) « S5 MAHEFRILERER (HZC112206 #5R)
ZE3CHK : Kerwin EM, etal. : Respir Med. 2013 ; 107 (4) : 560-569.

AHNOAGREI NI HE
7T U HIVIR R A

1H1ERARSG TH D,

. BERACIZEZ T r— L N 7 o S VRS (BZ T r— e L) ITATF AV
TV RS SR BT L TIE25/100ug X 1325/200pg, 8RR ZEMERE BRI L TIE25/100ug %
F7m. AROFEDFE S THHET T o — LVHEAIORGITAR S LTV,




V. BRICEY SEE

A ERR LA RBR (HZC112207 #BR) 29
HEY B EMR RS 2SR LT T T — L M) 7= LitE (77— e L7Q) /
TINF I T T TR R ATV (VIIFF) 25/100ug KO8 25/200pg, 7V F > 7 5 TIVR
fg 27 /)L (FF) 100pg X0 200ug. 7 7 u—/L b U 7 = =)Vl (B 7 o 7r— e LT) (VD)
25ug & 1 H 1A, 24 WAL LT & & OF MR OVE 22 kT 5,

RERT YA | ShiaxdbE, EER L, “EHER, 77 AR ERME (BERRYL) | WATHER

B R
PSS 12 PEPAZEMERTE B (COPD) g 1224 5l (H AN 47 Bl &2 & te)
TR GRIYE | <A MR O AN IERE>

- 40 WLl oo B

- KEWER S PR IR 25 4 D 2 R UE IR > C COPD & 2l ST\ 5 B

« B 2RI BRAR RIS L T 2 XUEaR 212 10 pack-years DL DOWBFEAS & 5 B3

Y INNTZE— VAT T =LA G % D FEVL FVC 2 0.70 LL R, D)L 7 %
E— NN AT — VI 5% O FEV. 23 K EREFE R RERFI & (NHANES) Mo %
e e A W CTEI L= FHIED 70%LL T D HBE

- JEEE T i e O R EERENFERE (MMRC) DA =7 33 2 PL ED B

< MEAE 2 BT T R OB IR L HE >
- AT ERHIRI T IZ COPD DA T FRUE YN SR o T B
- TR AR BR AR HE D 24 R AR L & — 0B X R R L B3 70 B 2 797 p L SR
%ﬁ%ﬂ;ﬁﬁﬁf‘ﬂ%wﬂ;éw I RIEEVE A B TR OB ERTO 12 358 0EX (ECG) THRER

ICEHEERBEE 2 RTHTANA LN - BE

EERAY A4 <mﬁmﬁﬁ®@%ﬁﬁ>

BL2ranTnbsisE, mEOBEEEZA T 5 EEILBIE COPD L2 v T
n THAAFUR AR,
- BIERZRHARIBRAARET 12 B LINIZ 2> b e — /L KRR 72 COPD M7= ARt L7- B
- BB HIRIBHAERT 6 MBILINIZ, LFOEZRD VTN E YT 53 ha—LR
E72 COPD N A biT- B
cBEAENAT oA REIHAEWBE O XY XL L 7= COPD D=2tk HEfl,
< BRI B DEFNDMLTT SV BL & 72 - 7= COPD DAl AL,

BT 15 IEVE 2 LR BE e (B 2 BRIELIR B (2 S-S & @RIl L, VIIFF 25/100ug (VI/FF 100 &)
VI/FF 25/200pg (VI/FF 200 #£) . FF 100ug (FF 100 #£) . FF 200pug (FF 200 #) . VI 25ug
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L%$Lt$%
- AL AR BRARRE & D WX IEME A (LRI BRI BB 72 12 HE.0EX (ECG) DR
WHRRD bR

AR OAR S - &l \L%WA ZEZ o7 r— L N 7o ViR (707 r— e L) /ITAVTFHI
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
WHEWA§5T%60it\Kﬂ®ﬁ%W YTHDHET T a— VEAIDORGIIKFE STV R,

— 44—



V. BEICEAT BI1EH

AR 15 AT O TIRHZ V7 2 B — W3 2 al P E O A 2 K-S X Jghilfk L. VIIFF
25/100pg #% (VIFF #F) . VI 25pg # (VI EE) OWTAITEEREID AT L, 1 H
1 [mIEA AP 5% 12 T - 72,

TEFHIEE | &5 84 HED N7 7 FEVIEOR—AT A b OEE

Rl KA ZH

- BOF A 24 WERIGE A L7 o 72 B3 RIRSIN 4 12 8RB 558 (%)
. ESEE N OVER D COPD O HEEE N WIS R4 5 if@H#F‘EJ

UEES

A3
%%'5184 HHIZEITD N7 7 FEVLE
BE58AHAD NI Z7FEVIDR—=AT A b DL BIT FEOLERBY THY |
VIFF B & VI BEE OFEMIZEIL. 34mL (95%Cl : 14, 55) TH V. #HEHZEHICHEE
7RFENRO Lz (p=0.001, KERIERSGT T VT

BE8BEBD S TFEVE (L) RUR—RSAUNLDELLE

VI/FF B VI B
JiE B 806 13 814 13l
5 84 A% 1.410£0.465 (760) 1.391£0.476 (750)
NR—=RF A L0 E | 0.117£0.215 (759) 0.082+£0.212 (749)
VIFEE D= 0.034
[95%CI] "V [0.014, 0.055]
p fiE* Y p=0.001

TR AE R (B2
D BERE, atE (&) \ N—RA T U, Hulk, SRBER . SREEH &= T A UED
ZHAEM, KRBT R L BREREOR AN ZBALE L LIcRKEEET v

- RIF A 24 BRI U7 o 7= B3 RESIM 2 12 8RBT 288 (%)
TR 4 12 iﬂF'EJ B D RE I A 24 W LZe o 72 BEROEIE O/ 35
T (BEERRZE) 1. VIFF B 47.03% (1.070) . VI B 44.41% (1.069) Th -7,
VIIFF Bt L VI BE L @Eif'ﬁ% % 2.62% (95%CI : -0.35, 5.59) TH V. MeHFAITH
BREITRD LN o= (p=0.084, 45354 (ANCOVA) )

- RS N OVER JE O COPD D HEHE S fe I 38 B~ % & T O RFR
HREERE K OVERJE 00 COPD O IEN I N R BLT 5 £ TORFFIZ DV T, VI B & Lhifg
L7z VIIFF B Y — R 058 (95%Cl : 043, 0.78) Toh -7z (Cox il N —
REFIL)

M
TRERE & BN B 5 A EFEFLORBLGE () 1L, VIIFFEET 2061 (2%) . V
BETL6 6 (2%) Tholo, RLFBEBBHENE LS TIRRE L BEEN S 2 HEFS

AlED 2 20 [VIIFF BE - 461 (<1%) . VIEE: 561 (<1%) ] . EXGEREGE
[VIFFBE : 341 (<1%) ] M OWHMERIEE [VIIFFBE : 161 (<1%) . VIH#E: 2
Bl (<1%) 1 ThoT=,
TRBRIE L BN b A HERAERSIT, VIEETLH (fiZ%) . VIFFEET 145 GHe
B PET 28 M OMEPEPHZEME IR ) NS Sz,
VI/FF FECHIE VR 2% M OV MEAZEME XGE IR BB D AL IS 2 D IVTIEBNE. 70 o
BT, #GBM6 49 B, 7 L— R 3 OMMEMEMS & OVEME A ZEME KE R B O EAL
J:%Lﬁéimwmuto ek, W7o hTao— Kk, 7aox7 0 7>F )Y
L, ERXRGUY B INRT BN BBV TZE—)L, T4 ha AR,
7“?“y: REONT P24 AN X DGR E=T -, BB 6 BRICIEBREOK 5%
kL, #8814 BZICEIE LT,

13) ZAGRIFRTAM R - 55 AR EBRIE RS (200820 FAER)
& CHK : Siler TM, etal. : Respir Med. 2017 ; 123 : 8-17.

AHNOAR S T H &l \L%WA ey ru— N oo Ui R (BT T ua—nE L) /ITANTFh Y
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIERAZS THDH, £, Kﬁﬂ@?ﬁf?ﬁﬁj‘z YTHDHET T a— VEAIDORGIIKFE STV R,




V. BRICEY HEE

26 AR E B RIFRBR (HZC113782 i8R, SUMMIT) 29

B DE REBOOHE, BEE D LRV A7 2067 5 PEEORBIEPHZEMMZERBRE 255 L LT,
BEHMICcES T — L M) T Vi g (50 Ta—e L) /TAVFHS o TT o HAR
fig= 27 /L (VI/FF) 25/100ug, ZNT IV 75 INR R A7 v (FF) 100pg X O Z 7 —
VY T = VR (7 07 r— e LTC) (VD 25ug 221 B 1 EEIRAEZLG LI 2Dk
HOGRME R LR 5 kT 5,

RERT WA | ZhEakdhE, EERk, ZEER. 77 B AR AT R

FSE 3 O RREOPHE BEES L <X ) 227 243 5 R @ PHIENE iz - (COPD)
B 16485 5 (HARN 141 B2 5 T0)

TR R UE | <SH AT FEHE>
- 40~80 D HBE
- 10 pack-years LA b oD B S XML IR 0> & 2 1B
LT B E— LI AT D FEVY/FVC 73 0.70 LU T K EREHE 2 R BR A (NHANES)
I AL HE TR A W CELH L7z FEVL ST HIME D 50~70% D B3
- BB BAARIRFIC . S [E [ P ZE e O WP R EEREAN FE A (mMMRC) &2 a7
N2 mLL EDEE
- DIERIEER AR T DA
40 0L EOBE . LFOWFIcii Y+ 5 8E
< HEIRER (CAD) T RMHENRES (PAD) OfEEZH (A ER X &2
Wrick3) =257 Tna5,
AR ST SE DB 2 T 5,
- Target organ disease (HEJRIGIESOHE) AL BEIRISZ AT 5,
60 L LG A . ma L AT m— VIldE, &milLE, R, PAD DWW 2 DL
FOEBTIHRFEEZIT TN D,

F7RRANEHE | <BRONEEVE>

R EBWT SN TTW D BRE, WEOBERAE AT 5 BREILHAE COPD &2
AV ARE S IW N g S

BT BIRIBM O D72 < &b 14 BRI E TIZEIE L7 oo 72 R UL EE O COPD
DIERL LN RE . HHWVIRAO AT oA ROREKKGNHD7L< & 30 HEL
WIZ[EIE L7z s o 7= A& T EE D COPD OEIEN N A b= BE

- HEDLARE (New York Heart Association class IV) D B3 BRHIZEY 30% A3 D £
F. AIHAAR BRAEIES (ICD) A LT\ B

ARBRT1E 4~10 H ORI T4, VIIFF 25/100pg (VI/FF ) . FF 100pg (FF &) | VI 25ug
(VIR . 77%FR (F7ERE) OWTMNT 1:1:1:1 OlLRTEELLED
L. 1B 1 EEIE ARG 21T - 72, JEIC25 1,000 s S b £ T, kbR a ik
45 & 9 il & 7z Event-driven 3R BR TH o 7=,

FEFHMIIEE | RSENIC & 53T % TOHIRH

RIUGEHIEIER | FEVL IR FRE D MEROEEHA R b (R I L7z Ol g SRR I &
DIFEL, DREIE, MAR R, — IR I T A e OV 2 GE B DV

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE i (E507r—L e L) /ITAFH Y v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




V. BEICEAT BI1EH

it S HME -
< ITT-E E£HICH T 2 2RI X DT T TOHM

ITT-E [ 16,485 i+ 16,480 5] (99.97%) DAAFIRILOHER S 417z, 0 D 5 fiC
ONTIE, AFEDNRZICHER IR THYIY & Lz, STl GEE) X, 7
TR 275 B (6.7%) . VIFF B 246 f5] (6.0%) TH Y. VIFF EEL 7T 2REE
DHHIZ BN T, RERIEI T OB Y 27 O Y — FEIE 0.878 Th Y | FEHFHIC
HETIE2 0 »>7, (95%Cl : 0.739, 1.042, p=0.137. Cox LNV — KEF L) ,
R E L TROEZ NPT, LIIERER (44%) | RWOTHEMES (23%) T
HoTm,

- FEV. K=
RUE SIRIRHER 5% O FEVL IR T3 (BEMERAE) 1377 B ARRE-46mL/4E (2.5) | VIIFF
BE-38mMLMAE (2.4) ThoT-.

< DIE R OEEHIA N b
TRIEHIM R OLIME REBOEARA X ORI BEE) 1. 77 BRET
173 5 (4.2%) . VUFF 17465 (4.2%) ToHY ., BEY A7 [ZFAETH -7,

M
TRERIE & BN B 5 FF L ORBLEIE (BE) 1L, VIFF B 319 ] (8%) . FF ##
325 %51 (8%) . VIRE 2344 (6%) . 77 BAEE 313 (8%) TH-olz, W
DOEEHRET 1% LA EOFBBEE TH O NI IRBRER L E# )N b 5 A EHR T 18R %E
PERR B & Ol O HREDHRTH Y | WgkEE & CilEE L7218 MEPAZEMEm R B L v A
Weds ¥ HIEDRBLBIEL (F1/100 N - ) X, T E4, FF 25 5K T 0.5~
0.8 X 1*0.8~10, 7B AREETL14 KL R03 THoTz,
TRIEHIE I, WINDLOFRGRET 1% EICFRO b HERAFEHRS s &
To) 1. 1EVERHZEMEIE B O T o 7o 1BPERAZEM: IR R OMEE B T L
7RG (F11200 N - £2) 1%, 7T B REE 5.4 1T VIFF B 3.4 TR 72, i
ROV ECTHIE L= REFE (511100 A - ) X, VI/FF#£ 2.0, VIFE 14, 75
TARFEL9 THoT-,
DLERA X b (SMQ*TEE, AEEAR, A4, e O B OV AR A SR
HA I R OIM IS PER FR) OB R Calis& L 7= 38 HI4E% (4517100 A - 4E) 1%, VIIFF
B 163, FFREE15.7, VIEELS7, 7T BREE 164 TH Y, VI ZETe &R ERE (VIFEK
OVIFF ) TEHIIERO N7z,

*SMQ : FHRTICFEE L 72 MedDRA HZ #Efh 22 2

25) FRGRRFATANEOR) « Z5UIAAERRILARER (HZC113782 7AER)
£ 3Cik : Jorgen Vestbo, etal. : Lancet. 2016 ; 387 (10030) : 1817-1826.

WEAMETIFERER (HZC110946 3X5k) 20

B VEPAZENERR R DR 54 Bl wt5e & LTc S s bR, MIEAk, —EHEMR, 77 2R, 3 R
ST ay s a AL —N"—HBR T, I rTFu—L N 7oVl (S 0TFa—LEl LT) /
TNF AT T TNVREEZ ATV (VIFF) 25/50pg (VI/FF 50 #£) . 25/100pug (VI/FF 100 #£) &
Y 25/200pg (VI/FF 200 #£) 1 H 1 [5] 28 H [AIFAR A 5-KF 0D 24 K] D FEV IC5- 2 28R A2 7 TR &
g U7z, FEEHMIEE Th 545 28 A M OB G- HRE TR 2 5% 0~24 FFfH Ok
FEV IEFEEEDR— 2 F A v b DRI DN T R/ ZRIEHED 7 5 REEE D7 (95%CI)
I%. VI/FF 50 #f 233mL (179, 287). VI/FF 100 #f 220mL (165, 275). VI/FF 200 #f 236mL (181, 291)
ThHO ., VIFF OEHEREICBW T, 78RR L i L TRHFEMICERERENA LT (W Thvh
p<0.001, EAEET VEHT),

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




V. BRICEY SEE

BIVGHIIE H Tdh 55 28~29 H H 0¥ 54% 0~25 B O FEV, (Z-OW T3 L 72 Tk, W
FTHROEAIZB W THTRTO VIFF 5T, 25 OB N A O, £2. JHEF S
ETIET 7 /AR & g LT 147~301mL OEINA A S, Z OEEINEWT I ORESIZIB VT H e

WCAEThHo 72 (WL p<0.001, IBEET AT, 529 HED b7 7 FEViEOX—RF A
B DOEALEIZOWT, /N REHEDO T T REEL D (95%CI) 1& VI/EF 50 B 211mL (132,
289). VI/FF 100 £ 177mL (97, 257). VI/FF 200 & 189mL (110, 269) TH Y., 7T HREEL gL
THERT T B EZN AL (W T p<0.001, BATT VRN, 1R5RER G A28 L T, 16

B CEREN D D B SN A EEFRITRE SN o0,
26) AGBEEREAGE R - VESN S IAHRRER (HZC110946 #5k)
B3k Bosc1a JA, etal. : Clin Ther. 2012 ; 34 (8) : 1655-1666. e5.

HESMETIARRABR (HZC113107 345k 27, HZC113109 745k ¥ HZC112352 55k 2)
BRI RBF I T T u— L N 7o ViR (BES0Fa—LEe LC) /[TAFHY v
7 Z VAVR B ATV (VIFF) 25/100pg, 1 B 1 [BIEAW A# 50 (VI/FF &) OffitktEIcxr3 54
ER/R N EZEME YL AT a— LR/ 7V F Y o Fa vt ogr 250 (SALM/EP)
50/500pg (HZC113107 35%) & 5 M 50/250ug (HZC113109 & O HZC112352 #85R) . 1 H 2 [k A$
. (SALM/FP 500 B£d 5 U id SALM/FP 250 ) & bbii Lﬁ%ﬁ#é%ﬁ’@a&im EEA, —EHE
., F7NEI— J@IlHL (AT ZE— Tkt 2 rfE) 12 8 O WATRER HEGAER Th o 72,
£ BR D 55 /’aﬁﬁﬁe@ﬁﬁ&z&oﬂ%i\ BERE R LU TSR T,

FHBOXNER, BBREORZERVAE. HWEBRELK (HZC113109, HZC112352 B Uf HZC113107 &XLER)

AR KR GRIILYE) VI/FF # | SALM/FP #¥ | 4B E %

ARG LT 2T — L85 H% O

HZC113109 | FEVW/FVC 78 0.70 LLF T, B EHA MR daIs o - 519
N7 &%—/v&’%& BIFD FEVI B THIED 70% 50/250pg
LFLEFZEEND COPD OHFEREEZ A L. 10 251100 1H2IH

HZC112352 | pack-years LJLODI%@ TE TSR 2 A3 2 40 i 1H 1 %g 511
Pl ED B4
RO A, AiBlEHMBEGRTO 3 FLINIC 50/500

HZC113107 | COPD J&IED 7= 0IC AR, UTEN 27 v 1 R T H 2 ‘[*E]g 528

IPAEWBE I L DIREEZ T2t b b

VI: v Fua—)L ) 7= LFlgtE FF: JLVFHS T T NR BT AT )L
SALM : L AT a— )L Rgie FP: 7V F b o avt o AT )L

FEV, INEEHIE (0~24 B OZ L EIZI VDT HZC113109 3B Tl S RERICA B ENED bz
(FEV INESEEME (0~24 FRFfH) @?&Erﬁﬁfw%@Wlﬁ%@%ﬂ*@ﬁ%fﬁ%?'ﬂ% : 0.080L (95%CI : 0.037,
0.124, p<<0.001)] 73, HZC112352 3B CI3HRGHMICAEEITRD biv/ieir -7 [FEV, INE ) E
(0~24 §[#]) DGR B DAV B OFHRE G TEHFER 22 1 0.029L (95%CI : -0.022, 0.080, p=0.267) 1,
2 ORI T (5 84 B B) 0 24 Kefidife FEVI INESEE DO X—A T A D T 7 FEV,

&5 DAL B DOFE B A LT IRT,

ARIOFEREN-HEIT., BEBRACIIES 7 — A N 7o VBB (B507r—Ae L) /IZAVFHY v
T I UANR BT AT VA RE MBI L TIE25/100pg X 1325/200pg, & ri&%%riﬂﬂ% FRIZT L Cid25/100pg %
LAIERARE THD, £, AEOENRSTHD LT 0T o — VERIOFESIIAR I N TR,




V. BEICEAT BI1EH

%5 84 BBICH TS 24 BfEEHE FEV, (L) MEFEHEICEAT HBTHESR

B VI/FF #f SALM/FP #f
HZC113109 58 (pg) 25/100 50/250
n 228 213
Ak D/ FEEIE (SE) 174 (15.3) 94 (15.8)
EALED K/ ZF O EIfED 7= 80
95% {5 1 X [H 37, 124
p fif* <0.001
HZC112352 58 (pg) 25/100 50/250
219 217
A @O/ R FEfE (SE) 142 (18.2) 114 (18.3)
EALED K/ ZFEEfED 7= 29
95%1E X [ -22, 80
p " 0.267
HZC113107 58 (ug) 25/100 50/500
n 224 233
Ak D/ N FFEEIE (SE) 130 (14.8) 108 (14.5)
ZAb D e/ ZFEEIE D 7 22
95% {5 HEH X [H -18, 63
p fiE* 0.282

VIFF: EZ v Tu— L N) 7= VliigtE (B0 7a—VEe L) IZDVFAIS 7T ANR BT AT IV
SALM/FP : YV AT a— X U F Rt/ 7 NTFh Y v a et e AT v

E : MR =

* A EHT (ANCOVA)

ZRBROIBEM P IC AL NTIEBRIR L BEEN S 2 EFROBEMEE X, VIFF T 2~4%.,
SALM/FP BET 3~7%Td ¥ \HZC113107 iRBRIZIHBWNT 2 FILL FICHEL L - 1RBREE L BN b 5 A EH
L%, VUFFRECOED P iE 2B, <1%). SALM/FP BETHIED P ZhE (4 5], 2%). HIAEE
TV HHE 2B, <1%). HZC113109 iRBR (235 1T HIRERIK & Bd# N H 54 EF4L, VI/FF TR
TV ANE, MRS, WHEEALEE, MHZERRE, WAMRRCPEES, RPKAR, BE. EifbE. AR, IR
By, BEEN MEEH (e 1], <1%). SALM/FP BECHIED VA RE BB, 1%). SNRAEE .
HIATA Y v A RE (ZER 2 Bl <1%). WHSEALEE, CRENRGEN R, OB, & ipE, fsiE, 58
i, B2 (R 16, <1%). HZC112352 #BRICIB VT 2 FILL EICHEL L2 iRBRE L BEERH 5
AEFRIT, VUFF BECHIESED > &0E G, 1%) . Dﬂw//&f‘uw\<vm\smmwpﬁ
TAlED U HIE (66, 2%), FUATH Y VA E, HEEE, SR (ZhEn 36l 1%) Tholz,
it\ﬁ%%k%@@%éiaﬁﬁi$ﬁiIﬂawm9ﬁ%®SMMﬁPwoﬁfb%%@k\
HZC112352 3BR D VI/FF BEO B MRS LR DG ST,

VI/FF B T MERE RN B IVTERNL, 60 Dzt T, #5504k 44 B BB MERE IR IEE L
HHEL, BH 2 BRICEMOBRERE %70, BEDORENEfE O BN, B e K8 SO & OVl
REENRROLN, BibkA 7T by A+ T AT T a—UiRE R T T V= ROBEREZIT 12,
TBIEBICERIERIZSE L, L F=Y s KL AR 7033 0 F 2SI IRE LA, K 4
ABIIERDNE(L LABE LT, L F=Yay, LAR7axH oy, LAY LT EZE—L+A4TF |k
REYARORTTY = RIZXDIEREZT ., IRBREIIHRIE L, J8l6 HRICEIE LT,

27) AGREFEEME R - Vg MARRER (HZC113107 505%)

S 3CHk : Agusti A, etal. : Eur RespirJ. 2014 ; 43 (3) : 763-72.

28) Mﬁﬁﬁgﬂ WSS MAERAER (HZC113109 #-05%)

B R Dransﬁeld MT, etal. : Respir Med. 2014 ; 108 (8) : 1171-1179.
29) FKGRERFEEAMGE R : WESL S MARRER (HZC112352 5U5%)

233k : Dransfield MT, etal. : Respir Med. 2014 ; 108 (8) : 1171-1179.

AHNOAR S Tz H &l \L%WA eI o7ra— N N 7o VBRI (BT 0T r— e LT) /TN TF A
T I UHNRVBRT AT V| RS SO BT L CIE25/100pg X 1E25/200pg, AEMERE ZEM iR BRI L CIE25/100pgE
Hﬂ@%ﬂ&@?%éoit\KﬂWﬁﬁm JTHLET T u— VHAIOR GIIER I TR,




V. BRICEY SEE

3) REMRER
a) [EXWE
WAVETIAHBR (HZA106839 #tER) 30

RE N BB 503 Bl L LT-ZiE
ITREBIHEGABR T, ZAFh Y T a et e 271 (FP) 500ug 1 H 2 [EW AL (FP ) Lt
LT, 7 y7u— ) 7=Vl i gl (7> 7a—nLEeE L) [TAVTFH T T U HIVRY
fg 27 /L (VI/FF) 25/200ug 1 B 1 [AW A$eH- (VI/FF 200 ££) K OY VI/FF 25/100pg 1 H 1 [B]% A% 5-

A, HEERL, —HER, ¥ 7T

(VI/FF 100 #£) @ 52 B AR5 0% Mk BB 25410 L7,

NI S LN

HEEZ DO
VI/FF FP

25/100ug 25/200ug 500pg

1H 1A 1H 1A 1H 2

(N=201) (N=202) (N=100)
BEFLIEBIE (%)
Ta I 139 (69) 134 (66) 73 (73)
%L 4 (2) 2 (<1) 2 (2
TRERIE & BN B DA E E R 27 (13) 29 (14) 14 (14)
TRER P RIS - 7oA H H R I B 5 (2) 3 (1) 6 (6)
BEELAEFZRBIE (%)
AT I ] 0 0 0
TR 3 (1) 1 (<1 7 (7)
%I 1 (<1) 0 0
TRERIE & BN B DA E E R 0 0 1 (1)
FECICE - To /A EFREBHIE 0 0 0

Vi: o o5u—V ) 7=Vl ifstE (o057 ue—1re L70)

FP: Z)VF N o 7Fubt o AT )L

) TREHIH R OSRBIESMICRO b A EFER LB D

W NN DOBERET 2%, EIZERO BN IRERIR L EIEN H D R SN AEERIL, AL X
JiE (VI/FF 100 #f 4%. VI/FF 200 £ 3%, FP 500 £f 1%) . R HEE
Kiiw)  BASMVARE (VI/FE 100 B 1% R0, VI/FF 200 £ 2%) K& OMZEL (VI/FF 100 £ 1%. FP 500 #£ 2%)

ThHoT,

BRI LEENH D LR SN EERAEFELIL, FPHOIFED 1 HlOATH -7,
30) AGEEEREAMEE Rl « VESM R IAERER (HZA106839 55R)
£Z CHR - Busse WW, etal. : Thorax. 2013 ; 68 (6) : 513-520.

FF: VT2 T7 T ANVKR BT AT )V

(VI/FF 100 # 3%, VI/FF 200 % 1%

AFIOARENT-HAEIZ, BERAIZIET oFe— L N 7o AlJ{gE (50 Fu—A1e L70) /TAFhY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGIIAGE S TR,




V. BEICEAT BI1EH

[E P AR BR (HZA113989 #tlR) 3V

B : AAANDOMAREIMBBREZNRELTET T o—L ) 7o VFilEE (BT a—Lt
LC) /IZAFHY T T INR BT A7V (VUFF) 25200ug. 25/100pg1 H 1[El, ZAFHY 75
YANKRB ATV (FF) 100pg 1 H 1 [E, 2R EEHIF (52 @) WAL L& &0 LG
i %,

m

RBRT YA v | SEae kRl IR AT, EEHRAER

PSS HARNDORE i S B 243 4

TR ERILUE | <SRPUILUE>

<18 WL Lo BE

- FEV. N FHIED 50%LL - Th 5 B

- Al kB

- BEfF OW BIRHE © LUT Ol BIEHEE 2 aiEl 2 M BaARr 00 72 < & b 4 AT
FEHHEH L CNDZ &

aR— b BEAFIR# D ICS A &

ak— kA |[EHAED ICSILABABLAH (7 =7 100 #82Y4) ##H L T\ 5, T ICS (FP
200pg/ FFHY) +LABA ZffH L TwW%, XIXICS (FP400pg/ AFHY) %4 H
LTW2% (LABARER)

ak— B |FHED ICSILABA B AH] (7 R 7 250 #HY) ZfH L TW\5, XL ICS (FP
400pg/ HFEY) +LABA ZfFH L T4, XL ICS (FP 800ug/ HAEY) % {ffH
LTW% (LABARER)

ak—hC [{KHEDICS (FP200ugy HAHY) ZHLTW5 (LABA RfEMH) . XIXICS
AL TWRWEE

ICS: EART v A FIE

LABA : ERFEAM: B2 HITEE

FP: ZJAFh v Tub’F o A5 )1

FRbRANENE | <AIBIEHI O BRI ETE >

s TR R UL Ot B D W ITIRBR AR IR A A D otk
CiBE SEDNOKENIFE 2B A AT Y Y — KL O LSRR H A ME, MR
%E%éwiﬁkﬁiﬁﬁ%#oé WA TR B OIRREN A DD BE

- ifige. K, MESUNE. RTARMENE . KUESOMISRIZAUE, BMERE K, IKUE, 12
%%im%$\2i%ﬁu%@@& ﬁ%%Amwat%%

- ATBLE IR P OMEREREGE S L <IXZEDEWIT i SRR OB A AW L= 8
F . OUTIRBRE(EERILC i@%ﬁ@kﬁﬂi%%ﬂm’%mﬂ%ék%%éhtﬁﬁ
- FIEIEZRIAR OFT 12 WREILINICRE O AT 0 A R EZ VLB L A0 B A = Lo B
- R E%ﬁfiﬁfiéﬂfb\fm\FﬁX SRR N D D BE

- OWED Y FIEDERIRPIZHGE S iz B

- BIBEHI ORT 12 BB LINIC &S ME, B0 XITEHFEDO AT v A REMERH LB
- WRJEEE |k 3 oy HUINIC Z R a iy 2 LT BE . H 5T 10 pack-years
PLEICHIYS T DB 24 L 7 B

- BB %W®12$%u 5% (ECG) AT, VRBRFEATEERN AN ER R A & )
T B HE DD S BE

IR I A AR Ry oD PR Ah L HE >
Hu%ﬁ S B AR O A TIRBR L AT 23 B R AL T RE & RT3 % BRR IR A 5
DFRO LI BE
- ATEL 2RI R IS R R SIE & 2 WIE 7 A LV AR TR O B, M BIREOFEICA
BB U B

[wil]

- BT I I AR TR B RIR~DOZ 2 2 LB L T 5 BEEA L Z LB
s AfED Y FIENERINCRR I NI EBE

AR OARBENT-HEZ, BEERAIZET o Tr— N 7o VERE (B0 7mr—n e LT) /TVTFHY v
TS5 U NN BT AT V| R S BT L TIE25/100pug X 1E25/200pg, MR B ZEME R ST et L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROHHRS THDHET T a— VHEAIOESITAGE Z TR0,




V. BRICEY HEE

ARER T 15 AT T2, IRIEPOFANIE L TUT DO 3 20 akr— hOWFhcEHn 4
T HAL, 52 [ OTRE I A B4 L7,
27—k A VIFF25/100ug 1 H 181 (VI/FF 100 #f)
27—k B : VI/FF 25/200ug 1 H 1 (8]  (VI/FF 200 #%)
27—k C:FF100pug1 H 1[0 (FF &%)
TEIAGEE | VAR (52 W) ICRBL LT RCOEEHRGORIEE
RIVGHEEE | 2L OH2ME
(EES BRI 1T 28 ERERORBUEE

RIS T 28 EFELORBMEE L, VIFF 100 #F 93%. VI/FF 200 &£ 92%. FF
B 84% Thotz, iz, IR LBHEND D L HM SN A EFRORBHEE T,
VI/FF 100 £ 23% (14 1) . VI/FF 200 #%:28% (26 ) . FFE£ 18% CTH 7=, 1A
HARNZ 2 BILL IS 2 B VT2 1REREE & BN & D & HIlr S v FH %1, VIIFF 100
wHonpEs U iE BF], 5%) . FEEEE 56, 8%) . DFENHSAA PR (3 4,
5%) . VI/FF 200 BECHED v P FIE (13 41, 14%) . BiEH P ZJE (2 61, 2%) .
kR (56, 5%) . R LT — g 261 2%) . FFRECIRORE
BV AIE (BHI, 3%) | FAERE 66, 7%) . WREE 26, 2%) ThHho
77 AIBBRCIIELEHITEE SN o T2,

TR 2 & B U CRBL L - HER A FEFR OB, VI/FF 100 # 7%. VIIFF
200 £ 8%. FFREE 1% Th o7z, 2B LA BN EELRAEESIL. VIIFF 100
FEDOMEIR B MR SEGERE DA THh 72 261, 3%) ., £7-. IRFEHME B LT
BLUT-IRBRIE L BEN & 2 EHEZRA EFRIL, VIFF 100 BEOMfi% D 1] (2%) T
HoT,
Fli 3 B AVTIEBIX, 70 AR D HMT, VIIFF 100 BEICEIM T B vz, #5644 50
HRRICHEE O (39°COREM O HIK) ZFBL LTz, B X # Tt 3E &
OVt B FEERN IR A, Mo CT Cidfa il b FEEICEEE S MR S v, TR
BT, AimEkEk 9400/l (FEUE(E : 3500-9700) KON C-Fo)itEEH (CRP) 9.1mg/dL
(GEYE(E : 0.0-0.3) %/~ L7c, WEIRIRAII2MEC, Mg gHERE (233 2 A & fatk
Thote, MEOKER, Mk EBWrSNARE LTz, IRBREORGIIMkE Lz, 77V
AR RRERT Y o N T ATIRFEL, #8111 BRI LT,

- 24 SR 2 VT — L Pk
55523 H /P UEREO 24 REBR 2 LT — VRIER DR — 2 T A i b OB R
DEATEEEIL, VI/FF 100 #f 0.90, VI/FF 200 £ 1.08, FF #f 0.82 Tdh > 7=,

BHE

- § e OME D PEF
RO D PEF 13, WTNOREREIZENTHLEEG 12 BBICWESRBD L, &
FX 52 B OIBEIM 28 U CHEFF S 7=,

31) AGREEREME R ENEIAEER (HZA113989 #lEk)
BEER  FREAN 1Z0>: T LAX— « 5. 2013 ;20 (10) : 1496-1511.

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




V. BEICEAT BI1EH

b) 1EMHFAEMMEERE (BEREXHX - MixE)
FEINE MR (HZC114156 7A5R) 32
HEY : BARNEMEPAZEME R BB E 268 & LT 2 B oBEHmIcE T T a—L b 7 = = LEER
W (eorT7u—nEe L) ITVFHY T T HNVR BT ATV (VI/FF) 25/100pug KO8 25/200ug
EENENLH 1 EERARE LEZ & &0Ret kOB 2R 5,

RERT VA | Ziisk A, BAEAL, “HEEMR. WITHEMH LR
PSES & PEEAZEMERTE B (COPD) FRE 187 fl
TR ERILUE | <FH AN FLHE>
<40 LA O RN
c KD HA KT A BT COPD EZWranTnWbEE
« RITELEL AR BAAAITIZ 10 pack-years LA oD & /S o OWRIEFE 4459~ 5 B
- AR
s B )= T —If AT D FEVL,/ FVC 7 70% K T 5 Z &
s P ILE )= Af T —I AT D FEVL N TFRIED 80% Kl Th oD Z &
TR bRAN L UE <mﬁﬁﬁﬁ@%ﬂﬁﬁ>
BL2lran-B¥%, wmEOBEREZ A3 2% BFITHIE COPD &2l STl
n’*ﬂ)\ﬂﬁ%!
- BIBLEIARIBALART 4 BRI LINIC ERGE T TRIERYYE ik z&Te) ICREBR L,
B DV EEDILT- . b L < IXHPEEE L HEE O COPD O NFE D b= B
- BB IRIBA AR O 12 FHELEX (ECG) M T, 1RBE(L (W) [ERiASEERM
(BN S D &Y 5 Bw nRmo Sl B
IR FEI B AR D PR A L TE >
- A E I I BR AR I SO AT 22 R . FRAEEE X EEE D COPD D HAHERER
LT HBE
- ITBIEHARIB A ORRAE T, 1RERE(L (/0#) [ERTASERIRAVIZRE & HIWr 7~ 5 BRI
BEEENRD ON-HBE
R T1E BT R T . VIIFF 25/100ug #% (VI/FF 100 &%) . VI/FF 25/200ug #f (VI/FF 200
B OWFnmic 1l 2 ICEEALEID T L, 1B 1 EEIRARS 21772,
FEFHMEEE | AR (B2 B 2B LT X TOAEFGORBIEE
BIREHEIE H | 224 o Ik GG TE A
- fifi Rk DT RE
- B (MRFEIRE, MEAEFRE, KRR
c 24 BRI R TP 3 LT — LR R
C N B A
- 12 355 ECG M

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
LHIER AL THD, £, AEIOFENRI THD LT 07 o — VERIOEGIIEARI N TR,




V. BRICEY HEE

;'h:l %

IREHIMICR T 2 A EFRORBUEE
IRFEBIMIC BT 28 EFRORBBIE (FE) 1%, VI/FF 100 # T 54 i (90%) . VIIFF
200 BEC 115 5 (91%) Th o7z, £, R L BHEN H 5 HEFROBIHE (4
BE) 1%, VI/FF 100 #£C 12 5] (20%) . VI/FF 200 B < 30 %l (24%) T -7z, 2 4
DLEIZHEEL U7 1RBREE & B & 5 A EF 5L, VIIFF 100 B CHRHREE (6 61, 10%)
K ONR HlERfE = VT — i (2 6, 3%) . VIIFF 200 #EC D > ¥ X5E (10 i,
8%) . FEkEE (8 ], 6%) . Mik (5 fl. 4%) . RPEEEa LT — D (3
B, 2%) KORIEEEZR (261, 2%) TH-oT-,
TR IR T 1212 VIIFF 200 #£0> 1 Il 53 Zlifign R0 72 DR T LT, TRBREITEMI,
AREGITIRBRIE & OBEM 720 &I LT,
TRIEBI M R BIEBIMA & B L TR LI-HBERAERSORIM (HE) 1%,
VI/FF 100 #£T 10 5l (17%) . VI/FF 200 #:C 23 5] (18%) ELRBETH-7=, 24l
PLEICA BN EELRAEREST, VIIFF 100 BETHik B3], 5%) M OVMEMEEZEM
Jifige B (2 B, 3%) . VI/FF 200 & CHiize (8 . 6%) . 1@ PAZEMERTZ B (36, 2%) |
HELOBA (& 2 . 2%) Tholz, Z05H, IR BEEND D EELRAE
4T, VIFF 100 BECRE TMiZ 161, VIIFF 200 R T8 B 28 iz 2B K OV 2%
JELEIE D4 1 Bl CTd - 7=,

VI/FF 100 B CRAE XN A ST IEBNL, 70 ko BIET, F5BIMh 244 HHRIC
HEDOXE MR AR Uiz, 3B 3 HLIZZ2 L, M X $& CH M B3RS
DAz, VIR CIIRERE M. JRARE TR EREFURG 2 R Lz, 2Dk,
BEHE SN, MR EZHENTABE L (ZOBKE MK L 2w  IRBREO#
Hidikle U7-, PUEWE CIRFE LFRIXEIE, 38818 B%ICBRFE LT,

- fitige
VI/FF 100 BE Tl 6 Bl 5 B il X SR 2 520 L 7= 5 Hl 3 X CITiRENFRD H i, 4
BINEE LA ERG L L THE SN, VIFF200 BETIE, 19 #o 5 HHE X S
ZFEhE L7218 BT N TCICRENRBO SN PN EELRFEFHES L L THLHE SN,
RAID THi% ] OFBLE TOHBITFBIIFE O b o7z,

- AR
IRFEHINZ LB LT, RAEMICH G REE N A 6N BRARMR AT B IXmEE s bic7
Mol

< 24 WRAPR TP 2 L F ) — L BRI B
BhE 52 WEICBTARTaLF Y —LHHREOR—ZF 4 b OEE

(nmol/24h) DA FEIL, VI/FF 100 A 0.8862. VI/FF 200 £ 0.8593 TH 0 . Hiit

FTREBTHEEE BICHA LN -T2,

«c XA H A
A B A K, AT DGR - YRR - RCIRFASE BT, TR
Rt T _EEEIA N o7,

- 12 7% ECG
12 758 ECG (X, RIEHIMICB W Tt & & aiBlI W BRMaI L 13 & A EB(LIT A5
N BRI EE R BN A L= Ok, VIFF 100 B T35 52 @ B 12 1 1, VI/FF
200 ECld 5 2B KOG 52 BEIZK LHlOARTH -T2,

ARER D Z DM OFHEE OFERD 5 6 AFIOWA CEIZFERH STV D VIIFF 100
BED FEV) DFERIZHOWTRHET 5,

BhE 4B, 24 FE ., 52 @E /P IERCRIT D VIFF 100 #0D FEVL DX—ZF A b
DAL EDOHE (EAERZE) 1XFhnF 0.087L (0.1677) . 0.051L (0.1593) . 0.062L
(0.1682) TH V. 1RBRWIM %18 L FEV, OEENHER Shviz,

32) AGREERME R : EWNFEIAER (HZC114156 #5k)
HEE  EHFEE 1T FER. 2013 ; 32 (10) : 956-967.

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE i (E507r—L e L) /ITAFH Y v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDHET T a— IV HAIOEGITAGR S TR,




(5) #BFE - WAERIFER

TR L

(6) BEEEA

V. BEICEAT BI1EH

1) ERARERE (—REARERE. FEEARERE. SARBLERAR) . "HERTRT —4—X
FE. BERTRERABROAR
SEXMBEEENRE LI-FEAMBEHAE BT) ¥

ABRO B SRR IE LB S L. AH] (LT 100, 200) P10 TS Shu- B & 515 &
LC. MAEETICT, REIOREMER AT A IEH 2 s, T 5,
A Hh e g 5
HEBi%K LA NERRHTFGED] = 835 ., 5 ZWMEARAT RHEIE ] - 740 1
EEESR:IEES SHAEARY : 2013 4E 12 H ~2014 4E 11 H
B  AKI GBI AAT4 12 SR
ERRBRIER | e
L ARVERRNT T GIER] 835 I 42 5 (5.0%) (CRIVER 2338 iz,
RFEICB WV CRE L-FIEA 513, (VI et (A EoEEs) B+ 5HEE
8. BIER  (2) ZOMoBIVER] o TE & H BIFIEF 5888 K& O H R A 54
—ESM,
Bk

FRNMERRAT SR AEF] 740 B2 31T 5 FJHATE 2 EE AT O KB HIREAm 12 53 < A NEB] D E|
E51394.6% (700/740 f5]) THY . ACT 2AaT7 OEMIZTTED LB ThoT-,

HRARBHREICS T2 AT XRa70E

SE GBI ACT 227 (FHfEHEER )
& 5-BAhA R 646 16.9+4.4
12 % 3 kW 646 22.0+3.3

SRR Y R Rl S AH B 5-BRARIRE 2> D B IR T (52 WPk L2583 G ki) £
T O HRIER ORI BRIER OFGE . ACT 2 a7 OHRBE L RAIICEHME L= LT TA%)].
M50 RO DHEARRE] THIE L7z, DHEARRE) 1 ZA MM st & L, AEREIS
B MR RIRICB T 2 EIE L LT,

33) MmEA®REE (20224212 A 21 H)
BEICHR - fHRTEE (2> : Therapeutic Research. 2015 ; 36 (5) : 455-467.




V. BRICEY SEE

SEXMBEEENRE LEHEEAREREL] &T) ¥

AR BB K[ETM B EZH S, KK (LT 100, 200) DO T Sn-HEE T, £
FERANEEISNLIEBEEZRHRE LT, BHHERTIZCC, AFoOEMFERICKIT I ZE
PER OEZIEICRE T D E®REINE, FHET 5,

FLESWIEN R B 5

TE B SEAVERRAT e B« 1171 6. A D VRN S S 61 « 1050 451

FRATHA R 2 FHAHAM - 2014 4F 8 H~2017 44 H
AR« ARFIB5-BHAA1 1 4R

TR | et
TR et GOE ] 1171 B 76 ] (6.5%) (ZEIVERI3Z8 Bz,
KFAEICBWTCRE L-BEA—%1X, V. 24 (EH EoEES) ICE+2HEA
8. BIMER () oMmoglfER] OHESIE B BIEIVERFERMEE K O R B EE T
—EEM,
HE

B NERRAT R SEF] 1050 B35 1T DA NEF OEIEHIX 95.4% (1002/1050 1) TH
V. ACT AaT7 OHBIITERDOERLY THoT-,

HEGEABERELICE1T5 AT R 70HER

JiE B ACT A =27 (CEEEHAEENR )
P 5B ke 781 19.6+4.6
3 » H% 652 22,4432
6 » H1% 590 224433
12 % A% 513 22.6+3.2
BT XUTH IR 781 22.543.3

SRR Y R R S AK B 5-BARIRE 2> DB IR T (52 Pk L& 3Gk

T O HRIER ORI BRIER OFGE . ACT 2 a7 OHRBE L RAIICEHME L= LT TAR)].

Megh) ROV PHEARRE] CHE Lo, PHIERRE) XA MR 24 L L. AREFIEIA
B MR RIRICB T 2EE L LT,

33) MmEA®REE (2022412 A 21 H)
ZESCHR - FA B (T © Therapeutic Research. 2018 ; 39 (11) : 935-952.




V. BEICEAT BI1EH

COPD BEZHRE LE-BEEARMERAEDL (&T) ¥

RO H 1) COPD (IBIHERE XK - AR LaWah, A% (LT 100) AFHTAE S
ni-BE (2L, WmMEAUHEE T, WEIREDO - OICARFIZ#HH LI RBROH 5 &
FERLS) Zxg L LT, HHERETICT, AFOEMFERICK T 222tk OHR)
PEIZBAT A E R 2 INE, FHIT 5,

LR g5

SEBI% FAVERNTRIGAEN] : 968 B, A5 RhVERRHT Rt S - 889

AL ] 4 FRATHAM 2017 45 8 H ~2020 4E 7 H
BN - AR 5-BMG% 1 F

TR | 2ear

L MERRAT R SE R 968 B 43 1] (4.4%) ICEWERADREO b,
AKFHEICBOCRELZEWER &1, I Zat (EHLEoEES) (BT 5HE
H 8 EIEM (2 ZofoRIfER] OHESIEH BIEIEH B & O R R
HE—BEH,
e

FNMERRHT R SRAE B 889 B35 1T 2 A MERB DOEIE 1% 89.3% (794/889 f5i) TH Y |
CAT ZAa7 OHBIITEDO LB TH-oT-,

BHEEARERELICE TS CAT R 7 DHR

JE B CAT 2 =27 (CPHEHAEER Z2)
¥ 5-BRAIRE 330 16.3+8.7
34 H% 270 13.5+8.3
1 % 3 IR - & TIE 330 12.6+8.1

KGRA Y R AT ASAAN B G- BAGIE 2 D BRI TR (G2 P Ik L2 S8 &b ik &
TOHREAERORME, ERERORIE, COPD OHE, MR EMOHR, CAT 227
DHERBE 2GRNSR L7z BT, TA%h), THE%h) KUY PEEARRE) THIE L7z, PHEAR
BEJ 1A RMERNT IS & L, AERIEI S A MERIT I RIS T 2EIA & L,

33) MmEA®REE (20224212 A 21 H)
ZE R - IAEEZSIT 137> © Therapeutic Research. 2022 ; 43 (7) : 585-599.

2) ARBFHLELTERFEORNBTXIEERL-HAE - HBROME

EER R L

(D ot
DRI L




VI. EMEEICEHYSHEE

1. EEZHNICEEHSIELEMRITILEDEE
77 u—L 7 o = VEEERHT
FAAFa— L% FRBIE,. FLETe— L7 UBEKIY, £ X TFa—L
INTF NS T T TANVR BT AT )L
TINF RS Tad B AT TT V=R, XRIaA 2 o Tab R ATV EAX ST
TUANKNBZ ATV, 7 VY =R
HE  BEO B HLAEM O UIRFIL, BITORMILEELESRT L L,

2. EHER

(1) YEFRERML - 1ER%F
TEREAL - Wil - SGERET
ERER - BT a—UINFHh 7T INR U BRT AT L, BEBERME B I3 (LABA)
ThHHETZTur— L N 7 == VEBE E AR T A RE (ICS) THBEINT I 7T NR
27 L DEEBRARNBATH D, —MKIZ, BRMEIT g B RITHEE L., 7Ty 7 7—E%
EME(E L TRl 27U v 7 AMP (CAMP) ZHINEHE 5, ZOREE, 7v7 A4 %7 —E A (PKA)
NIEMAE L, [E BB OMEERSEOERBERZ2R"TEE2 0N TWD, £, —&IZ, A7 a4 R
ARENO 7 Vv aanFad REFRICHEES L, #E80REEN LIEEET 5, SBRESIRIIERN~BAT
L.DNA o7 vaaFad RIEEET L A2 MRS L ER & 72 586 TG 2R SUIIH3 5,
ZORER, RIEICEGTDETIINVAT 42—V A N IA VEOFEEEZBIG LUV TR L, fik
SEVEM % 495 34 %)

(2) ENEEMTITZHABRRE

) ESoTA—I/INFAIISVALRIEEIZXTIV (in vitro) :
KM Z E7 o7 a— e & B2 377CT 30 o, 518, ZAVTFH 7T VR A
TIEMZ 16 7 LA v F 2=k L7=Db, TNFoa fFEF T 16 B A o F 2_X— L1z, ST
. MR U7z IL-8 % ELISA THIE L=, FOfEHE., ©7 7 r—/ (10°M) 1%, TNFo #%% IL-8
BT 7 AFH Y 7T AR T 2T L (107109~10°M) O4HIVEH 2 #9980 L 7=,



VI. EHREICEY HEE

(3%19%) 1012 1e712 1@ Te-2 1678 (M)
-10 \ | . . .

EEF0-r——

20 1

30 A o FF
X VI+FF L

mean:SE =
(n=15)

40 -
VI: E50Fa—/L 108 FF: ZLVFAY 7T AR T ZT L 10714~10"M
E FRMEMEBEZHRED INF o 355 L8 MHEISHT 2 ILFHAY Y IZTUALRUBIATILRUVES T O—)LOGFRESE

2) ES>TFO—)Lb+Y) 7 =) EFERIE -

a)

b) &

c) =

E b+ B, 2BEMEZERE (/invitro)

Eororua—L ) J oo VERRE, YA ATu—L, AT a— L NRILET E—LD B 4
REIRMEZ . B b By P XUE By AR AL ERIL S 72 CHO MIEERIC BT D cAMP FEEER 2 fRfEic
EmE L, B 7 v 7 a—v b U 7 = = VEERRIE O By S AR L D cAMP PEAEVER @ pECsy 13 10.4
ThH, A Z 77— (95 KOV LATa—/1L (98) LV AREICEN>7 (P<0.0001), & kB
ROB AR Ll EDET T m— L M) 7 = = UEERRIE DO © b By RIS T 558 IUEIT 2
NEI 2425 L1027 THY , A X T mr— (16, 20) KOHLETa—/L (149, 59) LY HFEIC
o7z (p<0.0001),

EXHRARIER (/in vitro)

b MER L0 R L 7 SR SRR AR © PGF2a 855 DIHMESUS TR LT, BT 7 v — Wi 75
EIERZR L, £ pECsold 7.74 (ECs : 18nM) Th o7z (A Y T LTV DR 5%, HSAETn—/b
DK 1/4 D),

EVE v b OFf HKUE BETRAE AR O B SRS 28 U SO 2k LU CHBEIER 2 7r L. £ @D pECso I 7.87
(ECs0: 13nM) Th o172 (A V7L F Vo P ATa— L E O LT HE—)L L RRE, mLETo—
VDRI 130 DENTT) .

EXEEER (/in vivo)

FLEy MV T T a— LERE 2S5 5 U, #2530 2510 A4 S AR L CRE XI5
FUMMSEARE L XI2, BT 0T a—/bidt 24 I VRS G 2 F BRI mE L, #
D ECeo ITMEFZ R G- DOIIGRE L LT I9XI0M TH Y, A xTa— L LRRETH- T,

3) FIWFHAYVISUAILRUVEIRATIL :

a)

SIaa)FaA RZEEK GR) 129 2|HME (/n vitro)

b MititER O A b YA SEER T H-OAVTF Y T T N R BB ATV (FF), SH-7 VT
vFa A VBB AT L (FP) XU SH-T X% A # Vv OFEARERZ TV FAILEN OB A B L,
TXVAZ DTV aanTF a,f RZEEE~OBFEE 100 & L7256 O SRS FNEZ KD
7oo TOREFE. FFIZE N GRICH L TEWEEGBAMELZ R L, ZOBAMEZ FP O 1.7 %5, T A ¥
VDR 30 fETH o739,



VI. ZE3hEB(CEY SIER

b) MRZRIFEEEKZEOINHIER (/n vivo)
Z v MIBITRINET VT I UFHERMHFREREIET T VIZBWC, IAVTFUNS 7T VR B
AT TR ENHER LI L 0 RSN ~DOHUR R AR ERIZ M 2 3H L1 37,

(3) EFAHIRRSMA - e
1 ESyFao—IL Y 7z Z)LEFERE -
a) YERHXBREERM (/n vitro)
b MR &0 R U 72 RUE SCREVREEA O PGF2a i3 DIUHEUGIZ X LT E T 7 v — L OMifilfER O
FHHUX OTso* N 8 & L, A VT LTV UV ROFRNLET B — /L ER LR ETH LIRS T,
% OTso : ECso DIEE TN LT= & X DO KRKIGD 50%I2 33 5 £ TOREE
b) 1R
i) (/in vitro)
v Ml i 27 7a— 3P v A7 e —/L (InM) TLEREA v Fa_X— R L7zObEE L, 3K
FIFEFAET TEBITA »FaX— M &k LT, iF0 2, 4, 22 K1Y 28 B L= —)L TR
fasEl e xlz, 77 u—LOUEMHEERIZ L AT e — L X0 EgE L, 22 FFf#IZB VLT
#9 30% DA B e WUHEMHIER 28 L7 %

(%) —
100

—1— mean+SE

i TR AR AT

i i 2 T

HES AT IENS
=,

¢

SO

pliSic A5 22mH 285
TR ORLERS
BIE(1%0DMS0) M InME)LAFO—)L BInMES>F0O—)b
n24 (REH420REHBRENSHED) Student's unpaired t-test *%: p<0.01.%*%: p<0.0001 (vs BIFEE)
E R A DAL —LIEEICKT B ES VT B—IILRUHIL A T O—)LO3E VRO HF#E

ii) (/in vivo)
FE)LE Y MIECoICAHY T ARIKEEDOY T T u— LWiBE A EHEEE L, 24 % ToOEHD
BES T AX I VG N OMERENITEZ2ITo7- L E12, e AX I VBRRE ZINEIETsE7 7
o —/LOWMHEIWERIZ L A T o — L & RIS 18 BEEH £ THERfE L7,



VI. EMEE(ICET HEE

2) INFHIITISUAIKRIEBEIRTIVL (in vitro) :
b N IR LRk 2 7 v F ) 7 T U VRV BET AT VL OVIL-1B & & I 37°C T 4 B A
Fo_X— ML, MfEAFEAT D GM-CSF % ELISA TRIE L7z EXIZ, IAVTHY 7T VR VR
AT V1L IL-1P # % GM-CSF pEAEZ 58 77128 L (ICs : 0.009nM) . % OFER XML 2 2 L7 v F 5 >
YT TUHNRUBRT AT NV ERRE LTz 12 BEREICB W T B R L T2,



VI. EMEREICET SHEE

1. mAREOH
(1) BF LA DbRRE
gk L

(2) BBRABRCHERAIN-IPEE
voora—/L ) 7 o= UERERI

HARNERERA B 126l TFu—n M) 7 = VEEE (B 5 07 u—L & LT) 25ug & HE &
C1H1E7 HEXERAFZRE (FELHBEKOE T HBIXEERFRS) LizéxobE T 7 a0— 10K
MR E (Crax) (XZFHEH 253.7pg/mL K 08 310.4pg/mL. CRATSEE) Tho7-, miEhe o5
2 — VO e MR EEBIEERR] (tne) 12 5~10 %3 (FFRAE) ThHotlo, TOk, MfEFET o Ta—
JVIRFEIXHE 9% 6 BRI, 2ERE CER TR (30pg/mL) Aiii & e -7 W,

BAANBEBRABKICES >TFAO—IL M) 7z )VEBEE (ES>TFA—LELT) Hug ZHEEmERY
1B1E7BRERERAZELI-EEQMFEHES LT O—LOEYERE/RT A —4

&Q‘H Cmax (pg/ml_) tmax (h) ED AUCO-l (pg ° h/mL) E2)
#5 ¥ H QBH) 2537 (2186, 294.5) 0.08 (0.08-0.17) 1043 ( 861, 126.3) ™
5 H (T HE) 3104 (276.2, 348.9) 0.13 (0.08-0.17) 1235 (108.7, 140.2)

M E (95% R | 12 41
ED PoRfE ) . 7E2) AUCos : 5 0 226 1 I £ To AUC, 1£3) 6 f

(pg/mL)
500 7
=\ VI 25ug(1A8)
i = VI 25ug(7HE)
]m e [ s 728 TR (30pe/mL)
i3 < mean+SD
E\#/ﬂ el (h=12)
| ]
=] 200
E
100 1 B
OO v U i~ , Ao —A
0 : . )
0 025 05 0.75 1 (B5RE)

BAABEMRABHICESTO—)L MY Dz )LERIE (ES>T70—LELT) Hug ZEEIRY
1107 BEREBRAZREL-LEEOMEFES VT O—ILEE#E (FHE+HZERE. 124)

AR OARBENT-HAEIZ, BERAIZIET oFe— L N 7= AfJ{gE (50 Fu—1e L) /IZAFhY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGIIAGE S TR,




TINTF ST T TNVR BT AT IV
HANFEER AN B 12 Bl 7 VF Y 7 T 2 Bk ER= AT )L 200, 400 K& OF 800pug % HilAl (55 1
HH : #E#EE) MORE (5 HH~11HH :1H1E7 HE) WMARSGLZEEOTILFHY T
T U HNVIR TR AT IV OPRERERS L OB FRE ST A — X T TFTO L0 Thol-, MmiEH 7 LT H
ST T TV BETZ AT VD tmax X 1.5~2 K] (FRAE) Thote, MEHFTIAVLTF I 7T 00
AR R AT NV OBREFERE (AUC KT Crax) 13 200~800ug D 5-460H T G- BN OESITITIE A
LTI L7z, tul3H 24~33 R CR(TEHIE) Thotz, 7=, MFEHF7AVF DY 7T AR
R AT VIREIINERSG 5 HE GBRH CHEIHHE) FTICERIRIBICELRZ Y,

VI. EYEREICET HIEE

BAANBERABHEICIOLFHAY U ISUAIRVETIRTIL200~800 g ZERBAREL-EZD
MR IILFHAY L ISUAILRUBIRATILOEYHENS A—4 (E1HE)

B g Cmax (pg/mL) tmax (h) D AUCo: (pg * h/mL) 2
200ug 36.50 (30.72, 43.36) 0.50 (0.25-1.00) 2246 (161.6, 312.3)
400ug 55.94 (47.237, 66.246) 1.00 (0.25-2.00) 834.9 (645.8, 1079.4)
800ug 104.55 (90.868, 120.301) 1.00 (0.50-2.00) 2256.1 (1890.2, 2692.9)

S ME (95%(FHIXH) | 12 Bl

EL) PORE GEIPH) . 7 2) AUCo : 5 0 BRI D B ok IAE IR o> AUC

BRANBEBRABMICIILFAY VIS UHAILRUEBIRTIL200~800ugZ 1 B1ETBBRERAZRSL-EEZD
MFRILFHAY VIS VAILNRVBIATILOENFHE/ S A—4 (F11BH : REKXRSTEHE)

Be b Cmax (pg/mL) tmax (h) D AUCo.. (pg + h/mL) 2
200ug 62.31 (54.28, 71.52) 2.00 (0.08-3.00) 743.8 (659.5, 838.9)

400ug 122.0 (105.9, 140.5) 2.00 (1.00-2.00) 1646.1 (1471.2, 1841.8)
800ug 222.3 (190.7, 259.1) 1.50 (0.50-3.00) 2887.6 (2493.2, 3344.3)

L EHME (5% EFHEXE) . 12 4l
ED PofE GEERE) . 7 2) AUCo. : B5 0 BRI 5 85RO AUC

(pg/mL)

M HFFRE

100

—e—200 g (1B H)

—e—200 ug (11HE)
- =-=-F=TFME (10 pg/mL)

FefE (h)

BARANEERABHRIZIILFHAY VIS VAR UEBETIATILERID 200 g ZEERV 1 B 107 BERAZRS LIz Z0HE
BE1RUVE N HE (REHRSTHB) OMEFIILFHY TS5 UHILRUEET A TIVEEHR (ENEHELRZ. 12 46))

AFNDAGE S i AR,

WERAMITE S T u—L N 7 SRR (E5 T ua—l LC) [IIATFhY v
TS5 NN BT AT VR S BT e LT IE25/100ug X 1325/200pg., 18tk B FEME TS FRUZ Sk LT IE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDHET T v — VHEAIOERSIIAGE E TR,




VI. EYEBEICET HEE

I Tu—) N 7 2 VERRIEI T VTF Y T T IR R AT L
HAMNMEERABME6HIcET T —L ) 7o Ul (50 T7a—L e L) IZAFh v
7T U AIVIR L BRT AT L 50/800ug A HEIR ARG Lzt &0t e T T — VKNI VT
T HNVR BT AT IVOEYENRE T A =X ZUTOLEEY THD, MFEFET T — LKW
TINFNIS T T HNVR BT AT VRET, TNENEE% 5 5 &k 2 Bl (FY8fE) F Tl Cmax
WL,

BRANBERABHICES>TO—IL MY Dz Z)LEEEE (ES>FTO—)LELT) /
TIVFAYUISUNIRUEBEIATILE0/800 g ZHEEIRABZE L-LED
MFERFESTA—LRVINFHAIVISVALRVBIRTILOEYEIRE/NNS A —42

HIE S

Cmax (pg/mL)

tmax (h) "D

AUCq (pg * h/mL)

77 a—)

424 (351, 512)

0.08 (0.08-0.08)

223 (177, 280)

RUBET ATV

TINFHS T T

71.4 (58.0, 88.0)

2.00 (0.08-4.00)

1015 (627, 1643)

MIME (95% (X)) | 16 i
TE1) e (FiPH)

ORE=
MR L

4) BE - AEOLEY
1 BEORE
PH R L

2) BHRECEE
I Tu—L N 7o VFEER S TVTF Y T T VIR T AT )L F IR B K B T
B U 7= BRI R B 72 38 A AAE RN IMERR STy,
ZOMOPFAIEDOLEIZONTIX VI et (A EoEES) (BT 2HE 7. MEER omEBM]

AFNOAGEE N ARIE, BERAKIZE Ty Ta— L b 7o = VF R (707 a—1e L0 [(TATFHY
T UANRUBET AT VA RS RIS L TIE25/100ug X 1325/200pg, P8 A ZEME IR 25k L ClE25/100pg %
LHIER ARG Th D, £z, KROFEDRI THDE T T 1 — VRAIOFGITAGR I TR0,




VI. EYEREICET HIEE

2. RYRERE/NSA—4

(M

(2)

€))

(4)

()

(6)

R AE
PUTF ORI /ST A — X OHEEITIL, REFZEY e~ Aviz, (13 #EF (Rl —v =
V) fiENT omEER)

IR AR 238 7 3K
Iy ru—) MY 7 = VR
B E R L

TINF BT T T HNVR BT AT )L
SUE S SRS 0.0518/h
COPD % : 0.0523/h

HERETEH

MMER e L

P2YVTFTI R

v o5u—)L N 7 o = LERERIE

Ao BB ¢ 1340/

COPD H : 94.6L/n

TINFH ST T HNVR BT AT )L

RUE S BRS¢ 183L/h

COPD H4 : 230L/h

DMEHE

v ora— ) 7 = VRS

<HEANDFT—Z >

SME N OB E 16 HllCE T T m—L b 7 = = VR (B T r—/L & LTC) 55ug & #RIRM
BELEZEZOEFIRETOE S v Fu— LOSTHAFEIT 165L (&EHE) Thot- 40

TINFH ST T HIVR TR AT L

<HEANDT —H >

SME N OREEERBRE 16 Bl 7V TF H Y T T TIVR VERT AT L 250ug B RN RS- LT & & O e
RAETONMEFE L 661L (K EHfE) TH-o7- 90

FDith
MM ERe L

AFIOARBS NIRRT, BERACITET T u—L b 7 = AR (B9 T7n—L e L0) [TAFhY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
LHIER AL THD, £, AEIOFENRI THD LT 07 o — VERIOEGIIEARI N TR,




VI. EYEBEICET HEE

3. BfKH (REaL—Lav) @&

(M

(2)

R AE
s B AR
Mg B REE M OV AR BRE 1295 ] (H AN ZETe) OELNT=T — % % AW REEF S B REfE AT % S5
L7,

v 7ua—)L N T o = VERERE

VI O PK %, O RILKE DN L IRIERER TS 3-2 2 /3— M A Y MET VTR ST,

INTF ST T TNVR BT AT IV

FF O PK I, 1RENKE O L IRIEREZR/ T 5 2-a 03— h A NET ATl Sz,

COPD H#
v o5ua—/)L N 7 o = LERERIE
COPD B3 M OMEEREHERTE 1167 5l (A ARANZETe) MOELNT-T — % & HW - RHEERISE B REffAT 2
Fhi L7z, VIO PKIZORWINEZH TS 32— kA hETATRBEI T,
TINTF ST T TNVR BT AT IV
COPD B3} OMEREWE SR 1307 Bl B4 biizT — & & AW - RHENI SR B ReffdT 2 906 L 7=, FF O
PK X 1 REIN K NI IRIEEEET D 2-a 0 /8— A M ETFLATRREN T,

NG A= EBER
SN
v o5u—)L N 7 o = LERERIE
CL/IF X OVUF IZxtd 2ikBR, VUF IZKT A5 ARG ERIEERETH-T-,
INTF NS T T UANVRBET AT I
CLIFIZX L CAEOANHERIERTH -T2,

COPD ##
|72Vl = ey VI NI B =ty 7.7 5 =
CL/F \Zxtd 24, ARE K OSBRI N VIR (233 240, BYEOA ., MR & OB A E e 364
EThHoT,
TINF ST T TNVR BT AT IV
CLIFIZxt LT AFEDO AN ERIEEETH T,

ARIOAR SN HEZ, BERAIEZ o 7a— N 7oVl (B0 T7a—A e L) [(TAVTFhY
T I UHNIR R AT V| RAE SR BT L TIE25/100ug X 1325/200ug,  ASE R FEME R #RU5E LTIE25/100pg A
wn@%ﬂﬁﬁﬁkéoit\Kﬂ®ﬁ%%%ﬁ%éE?y?m~wﬁﬁ®§5Mﬂ%éﬂ1w&wo




4.

5.

(M

(2)

)

(4)

()

VI. EYEREICET HIEE

4R

NAFT AT T 4

<HEANDT—Z >

SAE N DR 16 FllcE T T —L M) 7= =Vl R (B 07 a—ne L) /[ZAFHY v
7T U HIVIRBET AT L 100/800pg W AK G- LI EOE T T a— VKRNI NTF B T T v
R BT AT VORI AN T ATV T 413, TNEN2T3% R 152% Th 7=V, ok, ©7F
TR — VG NTIAVFH S T T HILR VBT AT AORANA, T AT YT 1%, THENK
2% AT M T 1.26% TdH o 7=,

ki
% — BB B
LR L

<HBE>

v o5ua—)L N 7 o = LERERIE

ATy M UWC-v¥ 77 m—)b o-7 = =)V A 2R 350pg/kg % B AIFFIRNE G- L2 & & D5 15
53 KON 6 RE % DM K& OF B COREEIZ MR T & 0 I8<, #5 1 ARICITERERAR L 727z,

TNF NI T T TR BT AT )L

BTy MCUC-TNF NV 7T VR T X5 /L 1000pg/kg % 30 25 MR EIRIN IR G- L 72 & &
DOFEH- 1 KON 4 REf % O & OFBE CONRRIZME T L 0 R # 5 1 HRRICITE R AN & 72>
77

I % — fa B2 B P9 @@ 1%
HEER L

it~ DBITHE
LR L

R~ DBITHE
DRI L

ZDH OB~ DIBIT
MR L
<HBE>
=Nl = N R Ay . 3173/
Ht7 v MZ¥C-E 7 T a—/ba-7 = =)V A gt 350ug/kg % HEEIRNE G- Lz & & dRelE
T A EORME TG 15 0HITHR R E 72D | B, @IE. Ui, BRI, REERR, 7 N oI e,
e B Pl i < L 18 A OB REIX MK L0 b @72y, A (I, FiE) <idmig
HEY Do, #&E 6 K% TIET RO B /MK, TERELROER CE, ~—F =R, BEED]
B, SRR, BEELOKER IS 15 0% L0 bEhote, TOk, MENEEREIHEA L,
5.3 BRI AT BRI G 70 DK C & RBR IR & 72 o7z, Beh- 35 HiL TIET KB/ % OV B3
TOHRBFRENEREINTZZ D, BT — VEEYEIIA T = G TEE 26N,

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGITAGR S TR,




VI. EYEBEICET HEE

TINTFH ST T TIVR BT AT )L

T MTSH-VF A 7T VR UBRT A7)V 133ug/kg & AR O &5 Uiz & & &5 1~24
IREM % O T, s, MoRse. Jifi J OWHARE CORURREIZMIK LV b Eno 7o, HREIXI 5 168 FEf#IT4
(I, B RE R OV TR S AL, 7 RUBRICIEA e oTz, SH-DVF 0 7T R
it 27 1 133ug/kg Z HEFFIRN$ G- L7 & & OB RRIZIASICHMIC o040 L, K5 ORI C ik

X bmnot,

I FRESAT

77 r—/ (50~500ng/imL) KNI NT NV T T AR UEEE ATV (0.2~5ng/mL) Ot kIfiL

WK MAEIX, FHhF8 0.73~0.81 KX 0.55~0.67 T - 7= (invitro 3ER) .

(6) MITELMEER

EI5 T a— VBRI NFHS TS AR AT LD NIEEAESRITFNEN 93.9% (OF

¥)) KRUN99.0% B TH - 7= (invitro 3ER) .

6. 3
(1) BB R O R R
BLAAIE G X D4 Bk 72 L
v ra—/L ) 7 o= VR
TR 1T O-i 7 L F /L {kIC L D GW630200 K (OF GSK932009 DAL T 5,

ES > TAa—/LOERBHER

e o W W W
N
: )
ES>FO-)b HO
OH
B LAC \/\/\/ o
u OH
O-B7 LIk
c o - o
B NG N
oH " N :k
OH HO o]
e OH
OH

GW630200

GSK932009

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1BIRIRAES TH D, £io. AROFRD THDET T — VHAIOEGIIAGE S TR,




VI. EYEREICET HIEE

TINTFH ST T TIVR BT AT )L
TR L S—7 A 1 XA F LB VAR F Ao — R IR R L 72 GW694301X DA Tdh 5 ¥,

IIWVFHIUISUALRUEBEBIRTILOEREHRE

2WFNIV IS AIKRIEIATIV GWEB94301X

(2) RBI_BEET2EE CYPEH) ONFE. FEXR
oo rua— N TS VWi BRIE N N T IVF TS T T VR R AT LT T B CYP3A4
RO E S5 (invitro 3 ER)

Q) MEEBNROEERVZDEE
2Nl =Ry M N I ey (17370
I 7ue—/L ) 7o = VEEEREIIRR O B K 0 HIEEE I R A2 D, WAL TIERR O &G X
D HPIENEERSROE ST NS WEEBE X NS,

TINTFH ST T TIVIR BT AT )L
TNF ST T TR R AT VIR A L0 R R a2 T 5,

(4) REYOFHEOEERVEMSL., FHELE
|7Vl = ey VI NI B =ty 7.7 5 =
vJrrua—v b7 e S VR O RGBSR T A0,

TINFH ST T HNVR BT AT )L
INT N 7T TR R AT VO EREY) (GW694301X) DILHEIZRZELIERD 1/6000 LA FTH 5.

AHNOERE N AEIL, BREAIIE T o TFe—L N 7 o AR (50 T5am—ne L7T) /[TALFHY v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




VI. EYEBEICET HEE

1. BEitt
v ora— b 7 = = LVEREREE -
<HEANDT—Z >
SRE N DOREEWERE 16 fllce Ty Ta— L N 7 o= UlEfRtE (BEJ o Fr—L e L) /ZALFH v
77 U ANVIR BT AT L 100/800pg A AR ARG Lo L EOmEFR E 7 7 0 — LD IHpT OIE IR
BENIA 2.5 BEfHI CTd o 72, SNE AN OREEEBEERE 6 fillc “C-v 7 7 u—/L I 7 = = )VEEE 200ug %
BRI A &G LB B RE I R & L CIRFEFICHRE S 4v, BOHREDIR - EHHRiERIIZE N
BHHEED 50.4% ([BIBEHEED 70%) KOG HBSHED 21.2% (B EED 30%) Tho7z, IR
HERE D KTy (B G HEED 48.4%) 134 5% 24 Wil & Clodkit S, EHKFREO KIS (&5
FEFRE D 20.6%) 133514 96 Wi £ CTlo kit &7z 40,

TINFH ST T TR BT AT )L
<HARANDOT—% >

HAANDREWRERE 16 Hllce T Ta—L ) 7 o= ViRt (Y57 a—n e L) /IZAFhy v
7T HNR BT ATV 50/800pg A HEIR AL L EOMER T NVT I T T U TINIR R
AT VD INT ORI 27 Kl Th - 72,
<HEANDF—H >

ShE A DB S 16 fllcE T T a—L ) 7 = UiiRtE (V5T n—L e L) /TAFHY v
7T TNV BT AT L 100/800ug A HLUEIR AR G- LT & EDMIER I VTN T T TNV R
AT VD FINT OIEIERITH 24 B Td o 72 40,

SME N DBERERLN BYE S BN HC-7 )V TF 1> 7 T 2 T VIR R ATV 2mg A BRI 1 % 5 K TN 250ug
ZEARNEE G L7z & & O aEIEE IS PICHRlt Stz HURE IR 0 514 168 K & Tloi 580
101 %N FERICHRM STz, FrIRNE G- T, 5% 264 KGR £ TIZHE G- EOK 90% 23 FH Pk = 1
T2 b, BHBEIEEB LI RA~PREE SN D B2 b, £, B0 K OERIRNE 5% O B e D
PR PSR IR OB 5 D) 1% & OFFIRINGE G- D 2% Tdh - 72 4V,

8. FIURR—E—IZEHT B1ERH
T u— b 7 2 VBN NI VT T T VIR R AT VT PREEREAE (Pegp) DX
B TH 7273, BCRP, OATPIBI KU OATPIB3 ORE TldienoTz, B 7 Tu—/L Y 7« = VEEE
(100uM  (48.6pg/mL)) X Pgp T BHE LTz, FNVT DT T U HNVKR VBB AT VL Pgp ZBHE L7
o727, OATPIB1 Z[HZE L7= (ICs : 0.2uM (108ng/mL)),

9. BENMFICLBBREE
A L

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE i (E507r—L e L) /ITAFH Y v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S THDH, £o. RROFHRS THDHET T a— VHEAIOESITAGE ST R,




VI. EYEREICET HIEE

. FEDEREETHEE
RN T
<HEANDT—Z >

SAEN O FEEE OBHEREIX T#  (CLer : 30mL/57 K0l R OMEREMRAL 9 fllceE T T r—L b 7 ==L
Fifiste (BT a—LE L) /[TINF BT T HIVRART AT IV 25/200pg %2 1 H 18] 7 HREX
ERAEG Lzt EOMFEFOET T B —L D Crax MOV AUCo4 IFBEFERRA & HE_TENZE 8 KN
S6%IEM L. ZIVFH 2T T INRUFET AT VD Cpax KON AUC)24 1EZNZEN 4 KON 9%IE T LT,
flERER N & b U CIESPE (AT DD 90%CL @ EERAS 2 KD & ZIZIEHVE L Hlr32) AR
shiz®,

JFHEREIR T3 -
<HEANDOT—H >
SR E N DEEFE K (N AR FE O FFREREIS T (Child-Pugh 2 =27 1 A XE B) KROMERER AL 9 flice 7 T
2—/L M) 7= VIR (B 07— LC) [TNTFHY 7T TR R ATV 25/200ug.
FEDORTFHEREIE T (Child-Pugh 227 : C) 8lICE T T u—/L I 7 = = LFEE (B9 Fn—L
ELQINTF I T T INRERT ATV 12.5/100ug 2 1 H 187 HEWAHZRG LI-L &7 0T
N T T TNV BET AT VD AUC o4 R & EEARTHRKK 3 f5ITHEM L7z, &5 & THIEL
TINT A T T VAR TR ATV OGREE BT S K OEE OF#EEIS T3 (Child-Pugh A =
7 :BXIXC) CTHEETH-T,
% N OV A S D RTFREREIS T # (Child-Pugh 2 =7 1 A I B) I8 T T a—/L b 7 = = Ll (B
FoTa— e L)/ TNTF I 7T ANV BRI ATV 25/200pg, HE O HEEEIR T (Child-Pugh
2a7 0 T ryua— ) 7o VERE (BEZ>T7a— e L) /TVFAS T T HNR
VERT AT L 12.5/100pg & 7 ARG LI EDET T 0 — /LD Cpw KOV AUC IZHEFEREA & [T
Hot®,

N

<SEANOT—% >

REXWMEBRETOE T T a— VORI NVNFH Y T T HNR BT AT VO R EhEI s (12~
84 %) ITREAE RIT I lehroTz,

COPD BETIEZ, INTFANY T T U HNRAET AT N OEYTREIZF I B L KX S kol F
Bl o770 —10 CLUF ODAE BB THY CLF ITEKN 41 D 84 I T2 L 27%IET
THETHEINTZ, FIIET T2 —vO VIF IZHT H5ABERIEEETHoTL DD, WEOREIX
DENTHY | BIRHERITENEEZ BT,

ZDft
LR L

ARIOEZBENT-AREIT, BERAMIIE T 7T — L M) 7o UE i (E507r—L e L) /ITAFH Y v
TS5 U NN BT AT Ve R BT L TIE25/100pug X 1E25/200pg, PR B ZEME R f1T 6t L TIE25/100pg %
1HIRRAZ S ThHDH, £o. RROFMRS THDH LT T m— VHBEAIOERSIIAGE ST 7R,




. ££% (ERALOZEESH) ICEI A

ERABRETDER
EIN TN

YOI

. BRAB LT DER
222 (ROBHEIZFE®RELAEWNI L)
2.1 AR EAIOFE L7 WEYYE, IRTEMEEREIEORE (A7 a4 FOERICIVIEREZEET B
ENBH D5, ]
2. 2 RHFN ORIk CIBUE OREERE D & 2% B
(fgE%)
2.1 EYE B TR 285
AT aA NANL, OB 72 B MmtER . PLRIEERIC L 0 RO RYBAEBEE 2 KT S8, H bl
PeDFFIIORDD L INTWD, iz, FIRIEMERIC X 2 & RT EOTERSEGED -0 BYE
OENERES NI BTN H D 4,
AFNOER EOERIZE N CE, BYYEOFFIZL Y 2. 25 - 19, fFEOERE2AT HEHFICET D
HE) KL, RAIERGICET 2R Z LR Lz, BYYEORERN O ERMEFICEH L X, TE K
YIE L AR OEE | 25T HZ L,

REE EFFDRE

HH JERYLIE O TR TEEHIH A EARAL
2R | AARPIEAIOMFE LR |G LANnT &, SER DN E LB R 2R i 2 7 &
UNVEEYLE ¢! LR & D,
TRAEVE R BEE *2
OHFEDH | MR RO LT H5812E, | AT A RORFTERIC XV iER
REHTD A 53570 8 | NEET D ARENRD D,
BT WY 7R E 2TV, BED
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OWE R ORBURNBDT 5 Z ERFFEIND 0 ) RORREERGAITOENEZ T T L 8T
&, BT, BEEIETOWASCHBLO M EE X BIOWANRAD 2L T T4 T v Ak E, DPEEHHO
T2 P ERIEDFBHCDRN D0 LIV & D& 7 9% 355,

BT ARAE AR (=) 7%) 2SR5~ 1% TXI. i%E 2. TOfoOBEEE
EHRTHI L,

12. TOMoEE
(1) BRERERAIZED 1B
BRE STV

(2) FEBRIRFAERICE D 1HHR
RESHTHRN




1. REBHER

(1) FEhZEEHER
[VI. 3GHEHEICEEI 2IEE | OESH

(2) REMHEEGAER
ESoTFOo—)L LY 7z = )LEFERIE -

X. JFERERHERICE ¥ SHA

BRI %@f’ FEMsEmE | BEAE | SRR T
e G A ! .
¢@&9}Awmwe B B O Ik | A 0.036. 0.612 X E%@@;@ﬁ?
X%@ﬁﬁDNMy B 34.399mg/kg RO T
A .
o < 4 0.03602, 0.71813 L T} |,
-1k SR aﬁg IR /T A — & WA 36.32703mglkg T L
ICs. ICs X TN
HEK-293 I R 0.31, 1.02, 3.1, 10.2 . .
P hERG 7 — Vi in vitro 08 30.7uM ;-C2:7(55 2.0, 48 KT}
.6uM
TR R TR 72 TG Bh BN
. . L . TRIE. Fe RS Mk
J N [SEg= = Hk
T2 ™ | ROORSERT invivo |1, 10 K0 100M | KOS B Fefnl
TN PR (APDgy & T} APDgy) @
KT
1 MEOEREKT,
S R N I . 0.3-1: Lo ¥kafn. 0.1
QTc MR DIE R




X. JEEREREAERICRE9 51EE
INFAYUIZUALRUBBIRATIL:
sy | PO GUSEE |5k BRI BB R
AN — AR M O THL L
Wistar 2% (48 WFfElE) KF 4 K 1* 10mg/kg 22/ 90
Han - LI TENVBL A
q:’ﬂX&U‘ *ﬁﬁﬁ'{k&‘o\ﬁi@%ﬁa
AR e
1R - YT BN BRI ! s
beagle (48 P #1%2) BT 4 2 Ur 10mglkg RELL
<D fEER - BEE -
W (24 REREZR)
MR AR RERRER (240 7y
fH#i%2)
Sy b T VFRET T T
N ¥ =] N
VLK |Sprague SRR r |akoiiomghg | BEEL
Dawley {}lui\ e R
&=, H: FERT, 10l
a5 B M OVy IR
ﬁﬁ)
oy |EEMERER 4 AR W FE R 72 ML |-
;pr;gue T U ARNY—E (| KT 4mg/kg ﬁ?ﬁﬁggééﬁ{i&
Dawley JE - AR - R - SRS
H ¥ iEE) &)
ERBIEAR (4 W
ey Blz2)
beagle T U A MY —3E (f | FFURN ]0.03 XU 0.Amg/kg | SRR L
o | JE - [IRFE - DA -
. INGEARY))
TV v TS )
B
- MR NFLER [TEE)E
A X/ PrFEERF ] (APDeo | 220, 660 & U° y
beagle 08 APDg) . dick | VIO 2200pg/mL R L
W53 R B | {5 EE
(A AON AN
Al

(ZE )

(3) DD EEAER

v rra—n b 7 o= VEREE

57 FEOZRAEKE NN T v AR—2—

T BT T a—LOEARMEERR L & &I

BT

Tua—/UIk htu b= 5-HTia B/, TLEY N ITvZEEREPE v =2 F T U AKR—

H—D Y T REEAI

XL TORFGONFE-NZ R L, £ D pKi*

%Ki (BHEEE) OMEOFE AR OHEsHE

TNFHS T T UANRET AT )L
14 Sprague Dawley 7 v NMIFBE FCTZNTF BV 7T U VR R AT L 10 LTV 100ug % 3 H A&
NG L & 508 24 el I M i 2 fif H U CHl S 2 I8 U 7o/ 5 SR A AL i JiR 2 3800 = 1
ZFOVERBEIIINTF AV v Fa et o e 2T L L RRETH T,

IXENEIN 63,67 K71 ThoTz,




X. EEREAREAERICREY HIEB

2. SMHER
(1) BEEESSHEHR
ES>7O0—)L Y7z = )LEFERIE
EuLz/Eia FHREEE . B h& (uglkg/H)

7wk WO, 14 A VI*: 0, 56, 625, 34422
A R WA, 4 VI: 0, 10, 123—64, 132—2010—135—1220—571

VI: v o5 —L ) 7= LR
a: BEARIT 15%FrHRNAl (2o, BZEHIE) INFLE

Ty MEROA X T 7 —/v N 7 = = VERRRE 2 B R B A G- L7 BRIC, 7 v B CIIREE
MKk OKGE B2V, B, BB, LEREEZ oo RIEMELBIBIE STz, A X TIEHE, &
BN A B TAROMAF TR, R, SREEEME, KRITE), LA, EREGR ERA L, mHH
B CIIMER R B REENEDOEE S A2 bz, HEWAZRGIC K A0 EIX, 7 v T
1% 34422ug/kg 8. A X Tl 2010pg/kg 48 & HEE S 72,

INFAIVISUALRUEBEIRTIL

iy B G2, Wi #5458 (mg/kg/H)
7> bk o, 7 B 1000, 1500, 2000
A O, 2/14 HIE 2 0°, 2000
A N (SO . 2/14 HEE 2 |0°, 4.36
A X W (BAES) | 7 B 38.8, 88.0 (ug/kg/H)

a: BEEOK LB % BOBORER 3 B LN 15 B IZH K
b:1% (ww) RV V~—k 80 %M 05% (wiw) HPMC KiFE ¢ : LB

Z v MCHEERE O R ORABG R D NNIA XIZTNVTF A T T HNVR AT VE T HEWARE
L7 & &Il an=2 i, RERD, Vo REB XX Y 7V 'Y RlabX7a— Lol & o
WA 7 v aaFal ROEETH-T=, 7 v MIERAOFESE Uiz & & O O BE 131 2000mg/kg
Bz 58, MET 2000mglkg. W AR S-CIIMEREE $12 4.36mglkg ZB A D LHEE SN, £72. A4 XK
NG LT & & OBEIE Ot &3 88.0ug/kg 8 & HEE S L7z,

ESoFA—IILE) Dz ZIVEFBRIE/ DILTFHY VTS UAILKRUEBET A TIL

B BEGRERG . HITH] B5E (pgkg/H)
7 v b WA, 4 I VI/FF : 0°, 8.31/33.5", 18.7/29.4°, 25.5/33.0°
A X W, 4 T VI/FF : 0%, 1.27/35.2°, 3.71/33.3°, 4.18/34.9°

Vi:vEZo5u— VN 72 VlilgtE FR: JAVF AT T ANVR VBT AT )V
a: ILBEABR b 1% (wWiw) AT T U U~ 7312w AL &2 B

Ty MRS X T T — ) 7 2 = VERBIE (V) ROTVF A 75 IV R B AT )V
(FF) ZEMIMKENFRARARS L-BIC, 7y P TIRESEZTLE LIENE, BB Z FE- 721K
EHINE MREOREN 2 B, WEER MR (4 EEE5%) TiE, KRXE XO@RRfR~ 7 o
77—V OHBBEHERN, B EERME N OB, EREIREE DR T, e 0V Rk
T 50 BRI E R ERBIE ST, A XTIREERBD A A LI, HEER TR E (4 ERRG%) T
MROIBHE /ZEHG, FEx OV RSB DU kS, TR (FY) a—42 U 878) o B
B ORI LR OFEMR ERRO BN, BIEINTEEIT TN TINVT A 7T ANR BT AT




(2)

X. JFERIREAERICBEY H1RE

JVHEMBETHREREICED N, B TFu—L N 7 = = VERRRIE & OFFIC L - TH B & a7 iR |3 7~
LN holz, BT u—L ) T 2o VBRI T VT T T v VR R AT L el
FAWE AFE 512 % BREIE OFSERIT. T v kTl 25.5/33.0ug/kg . 1 X Tl 4.18/34.9ug/kg #8 & HEE S 7=,

REHRSHHRR
ES>TA—IILEY Tz LEFERIR
Y PEGRERE ST &5%@@@@) HEVER (ng/kg/H)
7 v b W, 13 3 [H I2: 0, 56.2, 657.9, 657.9
7wk WA 26 JH[H V_If_‘_o 57.7, 537, 2674, | 310253, 957.7
A X WA, 13 JEfH VI#: 0, 9.31, 66.0, 501" [9.31
A X W, 39 JHfH VI®: 0, 955, 625, 510° |62.5

VI: E5vFua— ) 7= VERE  a: ILBE A
b : ¥ 5-B46 3 A 120pg/kg/ B ¢ : B5-B4A 3 H X 122ug/kg/ H

7 v M ROA ITRIEWAF S (SR AR E) LR, %ﬁkW@%ﬁg(mm&wcm>@ﬁﬁ
Todaf G EHEMMCEENEM L, MEER OREHRGIC L2 EBIIRD b ho T,
7V%TH&%T%%kiT%%%MSMM@HET@E7/TD-»%)71wwﬂMﬁ%B [SEa=2
LT, 5 EBET L —BIREOZILITRD e hoTe, A XTRHEZ 7T r—/V N 7 = = VEEE
WOEGIZEE Lzl b 2RpT Al L LT, MR, DHEEEIN R OWHEGR D H vz, 4 T AR 5305k
(%Eﬁ%tbfﬁﬁ)fi ¢&Uﬁ%%ﬁ@ﬁﬁftibiﬁﬁﬁmxiﬁﬁﬁmmwﬁ%uﬁ##
ST, TS OB OKGEICHIEMEZLITERD ST, RSO FKIZIAHTH - 72,

IWNFHAIVISUAILKRUEBETRATIL

CULY/E: B Grik . #e b8 (ug/kg/H)
A WA (BAE) . 1w H FF: 0% 6.9, 176, 71.7
7> bk WA (SaEs) 1A FF:0 (%EX0) . 0%, 6.5, 195, 72.0
7> bk WA (aEs) . 34 A FF: 0% 43, 85, 243
7> bk WA (SEs) . 6 A FF: 0%, 3.2, 83, 203
A X WA (SaEs) 1A FF : 0% 10.57, 30.59, 104.6
A X WA (aEs) . 3 A FF: 0%, 11.3, 33.0, 64.7
A X WA () . 9 A FF: 0% 13.3, 30.1, 59.6

FF: JVTFHY T T VIRV R AT )V
a : FLAE & LR

T v MRS RIEWMABEE LT fE R, REMEDIRTE R (Chax XY AUC) 1B BTk 5 BN
WEEIM L, MEEROERESICL2EHEITE O LN -T2,
INTFHS T T ANKRABT ATV (FF) #5280, ZvaarFaf ROKERRICELY TS
N UTHRERE), RINEK T A —%OEH), Vo EKEOKME, PV 7V U R, avAxAra—
b RREH, Zva— A ALP X ONALT OZ#), BB LK OWROZE, U > 7 SHERICBIT 2 U 2 ek,
BRCTOMPEEDKT, HFEEHME RS Y a—57 B X A2l (1 X) . SaEemsifEm
Kﬁﬁbt*fﬁﬁm%éw JYYEOHER ERBO LNz, S HICA XTI v U THRIERR E S
BlEInTz, L L, KUBIZIIEGICEE LRt Ao T, SRREICEEEA RO bhihho
oo Flo, WTFNOKEERGEERRICBN TS, BEMERIIRO Do 7oy, BRI EITIR
HIZLVBBLRAERT 20T, FlROKREKE G EHOZ(LITN TN BRI D TH o7z,




X. EEREAREAERICREY HIEB

)

ESoTFO—LM) Tz IEBE/ DILFHY VTS UAILRUVEI XTIV

Bl BGEH. B # 58 (ng/kg/H) MR (ug/kg/H)
7k BA 13 B Yl'.%fg?‘38(3?53.‘8\245;?52/‘55524”’85‘ 307/53.8 T b RAHERAF
= WA, 438 X%Eg;%ﬁgﬁpww‘umw?‘M&MQT%E@%E%
o [wacmum[YIeRo. et o SRS Jasanes <o et

VI: v Fa—L ) 7= VEifRE FF: ZLVF B 7T VR B AT )L
a: ILBEABR b 1% (wWiw) AT T U VR~ 7R T AL & A

Ty NRUOA XICPFHRABRG LR, B9 vT7a— L N 7o VE O SREE 7 VF Y v 7
FGUNNVKRUBBEATVEGRHEE L X, BT 07— N T o S VERRIE OIRE 2 T K
TR H o722, A X 13 HFIFARAZG R TIIENZN O OREREEIOFAE G L 5%
ITRRD H o T,

T FROA XOGFHBRARGRBR TBE SN AT, WIS TIANTF Y 7T VR T AT
NI T v Ta— b 7 = S VBRI & B AR G- LB B S b DO Th o720, L T>
WNFAS T T UANR BT ATV K D (RIB R OMIMROZERME, U o SHikicB T 2 Y o Bk
BiEDrVvaa)Fa s FIZBEE LA Rp i) BNEEFICRO b, fHHRGICEY, HZ » |k
(23 1F D LR O SE 22 3 W TTHE S O X DO FFIRIC B0 D IR AL (7Y a—Z7 U i5l) o_F—r 0
B BALN B LN, ZNOOFTRZRE . ZNE OO & OFT 72 72 3BT O FBLTER
IR o T,

EinHEEHR

v rra—i Y 7 =L EERE
EZ T a—/b a7 = =V A R A O T A8 R 28RS B (Ames 3UBR) 1235\ TURRZS R R
BRER N, v U AU T g —~ TK iR Tl S9-mix 77 FIZB W Tl EM: 2 R B E Tk
BPESOG N A BTz, £z, VU T UL AX — IR E iR R, T v NERER L OREH DNA
BRRBRICBW T O BEBRHEEEZ RSl Z D, B T7r—/ldt Moxt L CEEFEEEZ A L
TR &l L7,

TINF ST T TNVR BT AT IV

R 2 WA IEIGZRERRABR, ~ 7 A ) v 7 3 —~< TKRBRE T v b OFIRNIEGC X 5586/
BRICE D BIEEEEARS LR, WPFhoRRICBWTLBREEZRLTZZEND, FLFHY 7T
YANR BT AT TEBEEEE A L TR0 EfEr LT,



X. JFERIREAERICBEY H1RE

(4) BARMEHER

v rTrua— ) T o = VERRE

YU AKRNTG v MERERE T 7 —L b 7 = = VEBE O 29500 K O 657uglkg/ H £ C& &
104 WK ER AL G LR AFHERBRICBWN T, BT T —L N 7 = = UEFREE I 51 B4 5 E
A R ORI ZE L (BEFENE /FEsEvEZE (k) A, s oA s (U, 5 KO
IR BV, 7y M TITREMIECICEEE T 2 T RAREORBBSEH A, ~ U A TSI IS
DB STz, b ORER CEBIE S T RIS & OMEME AR (231 D EO I, B
TR OBRGICEI D IToHETRATLIZENMENTWVDIHOT, Zofice sy rya—nL ) 7=
= VRS P 5\ B U 7 B O R BLUTRRD S o 7z,

TINTF R T T UTIVR BT AT )L

VDU ARDNT v MTBOBDOINTF IV 7T VR T AT 00 18.8 1) 8.61ug/kg/ H £ T% 104
T ER AR S U= AEMERER Tk, W oOEBMFEIZEB W TH I S 2 R E BN E O 7 5
v, #EZ > BT 3.19ug/kg/ HUL EOEEIZ LD AHFEROKRTFRA LI, vV AIZHBWT, FHER
(6.09ug/kg/ H) D BIEWZHES 8 ST MR D 58 BUBHFE OHRFE 2R B8N AN 2 DAV TZ 23 & OFEBUBH L 2 H & AA
BTN T, v 7 RACB T D E—EEOBBBH LR T REICE DO TENSE D Th o722 L2 b,
WREAYZLO AW Lz, LR T, ~UAKROT v hEBIZ, TVTF AT TN KRBET R
TNAEREITERT 5 & B2 b5 EGMHREORBUBEOEINTERO NS, JAVTF I 7T v
RUBET AT VTN AFIEZE A L TR0 S L7,

(5) EERASMEHER

ES>TFa—I)L LY 7z Z)LEFERIE -

BT %hff B, W | B5E (ugkg/H) AR (ugkg/H)
Z v M WA, AZHC 14 H i~
e s e Sprague AR ~ 3Bk 54/57 |VI2: 0. 62, 824, 31508 | HESZIAHE : 31508
Dawley H
W% e S M | o lom,
HIHIRS AR Dawley
7 v K .
_ VIE: 0, 454, 613, |REMWIER O - JRIRFAE
Sprague WA, R 6~17 H 33733 33733
Dawley
7Y
R - BB R } VIE: 0, 62.7. 591, |FF@Eh : 5740
1 ~
Ptk \')'Ver:’l"t ezea'a”d RN TR T19 R 5740 I - BRYESEAE - <627
R .
New Zealand | . #E4% 7~19 A |Vi°:0, 3, 7, 30, 300| FEH7 300
White H_\ H/LA%EA . 30
VLRI BRI 72 M en kiR 6 B~ | VIS 0, 300, 3000, | BHMOABHER D Bt
e S&iy 20 H 10000 HAERT - #2964 : 10000
VIi: v7r7a—i Y 7= VFiERE

a: AAEABEA b : PEG 400 & UF 8%2-hydroxypropyl-B-cyclodextrin #8780 1 : 4 1AW & 4K
c:1.0% (Wiv) AF Nt m—RERHRE K

7 v NOMEZIERRICET 2R TIX, 7 T —L b 7 = = VEERRIE % 31508ug/kg/ H £ TR AR S L
e, RERAOZBRICEEITR O bniknoi,

7 v b OMERIRREMR OF IR £ TOMMIRFEAEICET 5

HEE T, BT rTFe— Y 7 o VEIBREE &




X. SEERAREAER(CBEY HIRR

37112pug/kg/ H £ TWAS G- L7cs, MM, 2R, Rk OHRrAilceE7 o 7re—L M) 7 x2=)1
HERRIE R 512 L DI AN T, RIS T B LBE SN o Tz,

F v FORR - IBIRFEAEICETARBRTIE, I T n— Y 7 = = LERE 4 33733ug/kg/ H E T AR
B U7=n, BEWosEEsk, SR, BEEEK ORI LI GIC X 2 BITEo o T, Eapits
BRIk 2 EEELBE IR 5T,

Y RO JRIEFAEICRT 2R TIE, BT T a—L b 7 = = LERRRE 0 5740 f O 300ug/kg/ H £ T
T T NIV AR OF TR UzfE . 62.7ug/kg/ B L EORE & O 300ug/kg/ HEEZ . ARBRBHTT - #8745 a0tk
Bifr. AHEAL Al - Bt/ REEEL, g o8 s . AieEE bR 72 &0 B MM L v R
HZENMBI TS BRENMUEE CIEH 8BSz, 72, WThoRBRIZE WL & A &Ik
WA E OMRAE & 2 VUCBE T 2 B8 AR & UCig o - Jin - B FE g Rl FEoRsEes
XA, RSSO R | EE ORE ., WHEHERO KRB ERBlE s,

INFAIVISUALRUEBEIRTIL

AR R B FEI R B 5. HIM 58 (ug/kg/H) MR (ug/kg/ H)
_ WA (&OFE) | AEE o .
5k mHm) - R HEZHRE S O - B 256
SHAER O |MWistar Han ggw 2R Be 3 ] FFe: 0, 6.6, 129, 294 |, " o0 )
R o . — — prm—
7wk W () | ASh FFe - 0. 11. 23. 91 MESZRRE - ARSIRE M OV -
/Wistar Han 2 BT~ 17 H Y T fERFEA 23
s . ) P
W - BT |New Zealand | /S RIS HEIR | pra o g 7 519, g | ERMIDAEAMRER UHE - i
. 8~20 H V%A 8.12
White
HIZERT - 7298 | = WA (&O¥p) | 4R . " .
BRI S ok < Al FEB O 2 Bl O
%&UEW%IWNMMn glgaﬁmﬁﬁz FF*: 0. 55, 157, 27.2 | iiioc . v 97

FF: ZJAVF B TS5 HIVR BT AT )L a: S 2 ik

7 v b OEZIEREICE T 2B T, 29.4pg/kg/ H £ TOWAEEIZ X > THRRIER OZIREICKIFETE
BIIHoNlerolz, o, RELSETEAEM T >~ MBI D08 - TR T 2B RO LR
Nz,

7 v b OMEZRERE N O « B VEFEAEICEE 4 25 B Ti. 9lug/kg/ H O A EC X 0 | KRB K OEET &
DAXAE, PEFRHPER 3380 b Te s, REREROZKEIC T NTF N T T ANVR L BRT AT VDR
XA DlehroTo, - FRR T, 9lpg/kg/ B B THIE R 2B b OFBLEOEMB A -3, BI04+
7% HEE - WIRATRIIRRD v o7,

T X OWABGIZ L DR - IRV AICE T 5B T, 8.12ug/kg/H £ TOWAEGIZ LY, BEIHIC
EEIERFECREBD DA LN, B IBEBEICKT D2 INT I T T HIVR R AT LD EHE
TR Lo Tz,

7 v NOMAER RO AER OF AR B NS RHEOKRICE T 238 Cix, 27.2ug/kg/ H £ TOW A 512
Lo TH, 15.7ug/kg/ H UL EOREORFENIC AR ER N &K OB & O — R IKEN 2 DDA T, FE)
WOATERE7: b NIRRT A, E . FEER OVERREIC KT T 2 BTG b o 7z,

—100—




X. JFERIREAERICBEY H1RE

ESVTA—IL )Tz VERBRE/ DIWFHAY VIS VARV BIXTIL

KT g BERE. W | BER (ekeH) B (ke )
7w N VI/FF*: 0, 0/82.0, 86.9/0, | RN O —fix 75t : 8.3/7.9
IR - e 34 | Sprague WA, BEBR 6~17 H |8.3/7.9, 31.7/29.5, REEY) O A FERE @ 98.3/94.9
Dawley 98.3/94.9, 3.5/94.4 IR - BRIRAEAE ¢ 31.7/29.5

(6)

(N
D)

2)

3)

Vi:vEZoF5u—nV ) 7=Vl ilgtE FF: JAVFAS T T ANVR VBT AT )V
a: 1% (wiw) AT 7V Vg~ 7 327 NUSINELEE 2 R

Sy FO - IBRFAEICETARBRCIL. B9 T 02— ) 7o VEBBIE N XTIV TF B T 5 h
VAR R AT VA TR 98.3/94.9ug/kgl H F T ARG LTSS, REEMIZ STl 31.7/29.5pug/kg/
H UL EOBE CERESUIEREEMNEORMEN A SN, WTNORERICE O THERAT A, BEREE W)
BEIRENC G L BET 5 BB oo lo, JRIBIZOWTIE, #5ICBE L 74 R N B# D
TR b o 723, 3.5/94.4 KT 98.3/94.9ug/kgl H BEIZ MERERG VAR B OARAE N 2 B AL, ZHuIC B
T 2% 5 Mg oy Ei i ORPRIGE O R B UI R ELBBIE I,

BRI S B

v rra—n b 7 o = VERREE
b FNEREEOARFREEETLVICBWT, 707 a—/L Y 7 = = VST S 27 il it 2R &
o,

TINFH ST T HNVR BT AT L
THXEHNCINALTF IS VT T U ANAR BT AT VRO E—RAEYER NIV TF A T 5
HIVR R AT LD 0.05% s F MR ETR O RRAS IR 2 A U 72 28 R 72 L & HIE STz,

sanliclore2r +-1¢d

ESyTFo—IL b 7 = )LEFEE O K 8RR 1S ER

~ D AHENBHAICL D~ T RFATY o ERBRICEBW T, BAEEWEIZEY LW RSN,
TIVFHYIVISVHIILRUVEET X TILOREMESER

FENLEyY FERWERARSIC L DB ST F 7 0 T X —KISRBRICEB W T, FUFMEIZRD b
o,
INVFHIVISVANLRUVBIRTILOIT>WEEOYER VEHEANDXEICEAT 5B 2R

INFHS VTG IR BT AT LEES T — L N 7 o = AR ORI E A5 N 13 @
MR ARERBRIZBWNT, IJVFH T T U HNVRUBEATAEREGE (IVF D) T T VR
e AT VEMEOFHEE : FVTF B 7T VKRB AT VD 7.85ug/kg/ B UL L) OHERED 5
Bk 1 AR B OSERR R0 72 2 b (BId o & Bk, =7 A VEERIaRE o2 fa bk, 250 K OEIE R 72 H O
(CR A IFIE OREIERE) PBIEINT I EnD, I E L KIER AR 53R TR b 7o W BEEAR
ZRWT, L b AT T ¢ 7ICH OMBFRRH 2 £ L7c, EORER, ZVTF A T TR
FEo A7 VD Z v b 8 MW AL G FRER L ONFP O 7 b 13 W EW A B 53R OREARIZ [FIER DL B2
iz,
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X. JFERIREAERICEHI H1RE

4) ESoFO—)LM) DI ILEBMEDHES v FZB T A MRILEVRUVERASRADOSE(CET 5185t
~UAKDRT v FORKERABGREBRICIB N T, MOAHEE (BHIZIPR, FERKOHR e rT
02—/ KU 7 o = VERRRIE G L BE T A LRI NT 2 D, HET v NI AR LTS KDY
PEEAA~O BT ARSI A2 ERM LT, BT T7a— N 7= = UEREO 2 B 5ICL 0 . —5
OEM) THERHRLE V| LA LVE S ROT 0T 7 F 0 LUV OERFE 72 @ a2 D=3, PRI
NI LR Do 1o, SR ERERR F AR Tl 50000pg/kg/ B BT H MR ZE R S IR NI EL S e A,
IS ORI, BERKOINREEOREIZALNT, HERLEY LALLM REIT A D
nhmot, 6 # AMEEHZIZIZ, TA T OF =L LLOEEE &b I AR E ] ST R A 72 HESR
& FRgitEE ER A b 2 R T E OFIE SN L, B B ERE O AT E - ik & OV & f
U 7= FLARBR S D322 O R BUBAE K OFRFE OWRFE 7R MAR A D ivdz, SHIZ, 7> T7a— ) 7xz=)b
FEBAHERE CIXH i MEFEE (14 B &GRS LB O H &M 8B OBINN A b, TEROR
SR ARAE R OSSR B2 o TR (1000pg/kg/ HBED 1 #) NSz, Zh60EiZe T T n—
NN T = =V O R 52 X 0 IIRBERDSTER S NTER, = A N U= AN ER L, ZhiC
Lo r2F 0L, A NI OF— /S TuFRATa kN T A NATeY S A N U4 —)L
OEE I ED IR ARNVEVEAAPRE LT EICL b0 B2 b,
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Pregnancy

Risk Summary

There are insufficient data on the use of BREO ELLIPTA, fluticasone furoate, or
vilanterol in pregnant women. There are clinical considerations with use of BREO
ELLIPTA in pregnant women. (See Clinical Considerations.) In an animal reproduction
study, fluticasone furoate and vilanterol administered by inhalation alone or in
combination to pregnant rats during the period of organogenesis produced no fetal
structural abnormalities. The highest fluticasone furoate and vilanterol doses in this study
were approximately 5 and 40 times the maximum recommended human daily inhalation
doses (MRHDID) of 200 and 25 mcg in adults, respectively.

The estimated risk of major birth defects and miscarriage for the indicated populations is
unknown. In the U.S. general population, the estimated risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryofetal Risk: In women with poorly or
moderately controlled asthma, there is an increased risk of several perinatal outcomes
such as pre-eclampsia in the mother and prematurity, low birth weight, and small for
gestational age in the neonate.

Pregnant women should be closely monitored and medication adjusted as necessary to
maintain optimal control of asthma.

Labor and Delivery: There are no human studies evaluating the effects of BREO
ELLIPTA during labor and delivery. Because of the potential for beta-agonist
interference with uterine contractility, use of BREO ELLIPTA during labor should be
restricted to those patients in whom the benefits clearly outweigh the risks.

Lactation

Risk Summary

There is no information available on the presence of fluticasone furoate or vilanterol in
human milk, the effects on the breastfed child, or the effects on milk production. Low
concentrations of other ICS have been detected in human milk. The developmental and
health benefits of breastfeeding should be considered along with the mother’s clinical
need for BREO ELLIPTA and any potential adverse effects on the breastfed child from
fluticasone furoate or vilanterol or from the underlying maternal condition.

H[E D SPC
(202243 A)

Pregnancy
Studies in animals have shown reproductive toxicity at exposures which are not

clinically relevant. There are no or limited data from the use of fluticasone furoate and
vilanterol trifenatate in pregnant women.

Administration of fluticasone furoate/vilanterol to pregnant women should only be
considered if the expected benefit to the mother is greater than any possible risk to the
foetus.

Breast-feeding
There is insufficient information on the excretion of fluticasone furoate or vilanterol

trifenatate and/or metabolites in human milk. However, other corticosteroids and
beta,-agonists are detected in human milk. A risk to breastfed newborns/infants cannot
be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue
fluticasone furoate/vilanterol therapy taking into account the benefit of breast-feeding for
the child and the benefit of therapy for the woman.
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(The Australian
categorisation system
for prescribing
medicines in

pregnancy)

B3 (2023 -3 H* TGA* database)

Drugs which have been taken by only a limited number of pregnant women and women

of childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.

(2) NRFIZET SHEEHE

X R LA
*TGA:Therapeutic Goods Administration

HARDEATSCED 197 /M%) OEOFLEHITUTOLIBY TH Y | KE DU ICGE KL OHEE D SPC & 135

%,

AN BT DM EOER

9. 7/MR

INJASE 2 kG & U T R RERBR (3580 L TR0,

H i LA
KEOWFSCE | Pediatric Use

(20217 H) BREO ELLIPTA is not indicated for use in children and adolescents. The safety and
efficacy in pediatric patients (aged 17 years and younger) have not been established.
Effects on Growth
Orally inhaled corticosteroids may cause a reduction in growth velocity when
administered to children and adolescents. A reduction of growth velocity in children and
adolescents may occur as a result of poorly controlled asthma or from use of
corticosteroids, including ICS. The effects of long-term treatment of children and
adolescents with ICS, including fluticasone furoate, on final adult height are not known.

#[E D SPC (.8.) Children aged under 12 years
(2022 -3 H) The safety and efficacy of Relvar Ellipta in children under 12 years of age has not yet

been established in the indication for asthma. No data are available.

(COPD) Paediatric population
There is no relevant use of Relvar Ellipta in the paediatric population for the indication of
COPD.
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