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1 H1EASEAORARGRE T 4 ~T7—°) ZHVTHRATS,

© WA EMFERER (777 BEARXR 1 FE)
1B PEPAZEVE gk R 921 B CRAI 1 B 1 [R] 18 g WA 550 f5l) Z/Gee L7c 1 4R
577 2 AR5 EEREGABRIC L0, IR A, PPN, RN OVETE OE
(QOL) (I DWTHRF L7z, AFNTT 7RI L, ifgrEmEM (~7 7 FEV) 2HEIC
WELZ, AFNIT T BRICEH L, RERREE (Mahler ©® Baseline Dyspnea Index &
Transitional Dyspnea Index Z fHWTEHM) A EIZE LT, AFNXT Z7ARIZEL,
BMEHEEOEEZ G EICHED L, RYOQMEEERREET L £ CoHME A RGBT Y



V.

IBRICBEd 5 HE

77 St.George’s Respiratory Questionnaire |2 X % QOL (ZBHT A IR WT, AANLT
FERICH L, QL 24 EICekE Uiz, &A1 B 1A 18 u g W ARE 550 Fil, EIVEM AN HA
SHTIEENE 98 Bl (17.8%) Th o7, EZREWEAIL, D 71 61 (12.9%), = 8 fi
(1.5%), HEV6H] (1.1%) THotz,

AHFID N T 7 FEV KT 5 Ak

@ S+ MAH AR

. " FEV! #& 5-Hiifi k7 7 FEVI &1k P fiE (4rHRsy
AL R L) L )
FAIBE 518 1.01+0.02 0.11+0.01
A P=0.0001
7SR 328 1.990.02 -0.04+0.01
SEH4fE = SE

(77 hr vy Lt ERE)

1B B JEME A SR 535 1 (A0 1 H 1 [l 18 g AR 356 fl) A%t e Li= 1 4E4%
BIlZR5A47 7 buvy Bk (40ug 1 B 4 IR AFL) < E S EEGR
WXV, MFSRERRATE, RN, SRR OVEIR OB (QOL) I DWTHRE Lz, AA
3477 hr vy AR L, SRR AE (T 7 FEV) 2 A BICdEE L,
F5% D FEV, OJSIZONWT S, KANIA 7T ey ARAAKMPIZ I LAEIZE WD
WEE R LT, BANZA 7T ey AR K Tmici L, FEREEE (Mahler &0
Baseline Dyspnea Index & Transitional Dyspnea Index ZAWTCEHM) A& IckEL
7o AHNIA 77 b r ey AR TIICIE L, SPEEEOEE 2 A B IS L, &0
AMEERNRETAETOYMM A2 A EIZEL S 72, St.George’ s Respiratory
Questionnaire (24X % QOL (ZBIT 2EICH T, AAFNITA 7T kv AR{LMKFIY
WL, QUL ZHEICHE Lz, AKI1 A 1[E 18 1 g W ARE 356 i, RIVEAHE iz
FEGIIL 66 1 (18.5%) Th o7z, EABIWEMIL, H¥8 3241 (9.0%), 5% 5 #1 (1.4%),
WSS, WA 4B (1.1%) Thoim, ¥

AHKID T 7 FEV KT 5 Ak

e " FEV: ¥ 5-5ifl k5 7 FEVI Z{k& PfE (438K
SERK I b 5‘[
i R W) W) )
FE Ry LA 329 1.21+0.02 0.12+0.01
P=0.0001
LI hrET A 161 1.14+0.03 -0.03+0.02
SEIfE £ SE

@ S EIFEERER (6 0 H#h5)

PEPEPAZEME IR BEFE 1,207 5 ORAI L B 1B 18 g MAFLE- 402 f) Zxf%R e L7z 6 %
AEBIZE DY N AT o — LR 50ug 1 B 2 A AFRE) *THE — EE MR HEG
BRiC X0, WhiggRemRAin, MPRNEE, SMEEROVEIROE (QOL) 2 oW THit Lz, &K
FNIY AT a— % R i L7254, 6 » AMOBRGHIMZETC ~Z 7 FEY,
DEENRHBIL, 6 » HATHE TH -T2, E5HD FEV, ORIRIZTHOWT S, AFIEH L



V. {BEICE951EH

AT — /XU RBEICE LAERICESEWVWSREEZ R L, AFIFET AL AT r— X Tk
BRtE & i L CRIBE OB E L R Lz, AANI I VAT B —L % U REEE L L T
AR A EC ABERIEI I D 7o Te s, BREZEIX/e -T2, St.George’ s Respiratory
Questionnaire {245 QOL IZBIT 2FEICH VT, KAV L AT 0 — L2 FRERIE &
DT, Total A a TITITEEEIT D> 72H, Impact A2 71L 6 » AH THEIZHK
BT L7 POARAIL B 1 [E] 18 ug W AR 402 Bil R, GIE 23t S A7 Bl 44 6 (10. 9%)
ThY, E&@W%i Hve 26 B (6.5%), B0/ 5 B (1.2%), %, PRI 4 B
(1.0%) Thot, *

AHKID N T 7 FEV KT 5 Ak

o . FEV GO k5 7 FEVI Z{t.& PiE (5385
o p—_— 1 B G-RE 7 X (# it (53
(L) (L) #r)
VA 362 1.08+0.02 -0.03%0.01
P=0.0001
FAhr T A 386 1.11£0.02 0.09%0.01
— P=0.0125
P AT m—)L 388 1.07+0.02 0.05%0.01
B £ SE

® [EPNE MAHFER

18 PAZEME i B AR 201 9 (A 1 B 1 (8] 18 u g W ARE 67 i) Z x5 & L 7= [E N AR
CHEMRIEEER (4 HEE) OFEER, AROGRERRD b, AR XY hrE Y
LEALY) (200 g 1 H 3R ASES) (2L, MMSREMREME (hZ 7 FEV,) Z2HEIC ER
T, RANTAF Y hr vy AR L, MERREE (BOIR OfRE 2 si8ik L CRE
i) Z#FEICSE Lz, BIERIZAA 1 B 1\ 18 u g WARE 67 il 5 6 (7.5%) Tt
SN, 08, FEREBMAE, PRI EE, %% 9%, WUEGERR, MR, KR, NPN L5,
AFEREREEZ 345 1 5] (1.5%) Toh o7z, !

AFH|D kF 7 FEV Ik % Rk

" FEV: ¥ 5-5ifl k5 7 FEVI Z{k& PiE (58
SER | )] ﬁ
A QIR W W) )
FF bu YA 63 0.99+0.04 0.12+0.02
P=0.0001
XL hrEY A 67 0.97+0.05 0.02+0.02
S £ SE

® WA EIFHEER (185 & &I G- DO FBERE I KT T 50%88)
Mk PAZEME Ml BB 121 1] AL B 1 [E] 18 u g W Al 38 i, ##%h- 43 Bil) %%t
RL L 6 HG “HEERIEGBRICE Y, IMBERERAERIZ OV TRE Lo, ARANIEAA
DOFARE G L WE G I A LT, Wb 77 BRI, tgREREM (FEV,) 2H/E
WZEE L7z, AH 1 H 1EN18 g WARE 81 fl (#4538 1], #&# 543 41) , EHEHN
WE SATIEBNT 8 B (9.9%) Thoto, ERBWEMIE, 1846 (4.9%), %2 6 (2.5%)



V.

IBRICBEd 5 HE

Thot, M

2) ‘MR
EIP S IIAHRAER (R 45 5-3R)

TEPEPAZEME MR BB 161 6 (A1 1 H 18] 18 1 g W ARE 110 ) Z%f5 & L-EWNHIIHHE
B GRB (1FERE) OfEE, REIOFRENRD bivz, AAEAF Y b vy A8k
¥ (200ng 1 H3EWMASE) (L, figkremdi (M7 7 FEV) A EIC B SHT,
ARNIAFT hrey 2B L, MERAEE (BTN OREZ S8k L CiHE) 2/ 5
WZ8GE LT, AR GREO 2VEEO M AR BT A ¥ b vy AR M
L, ipinote, o, AFITAFT ey AR ML, SYEEENSRBITHET
O & EEIE XH 77, St. George’s Respiratory Questionnaire (Z K % QOL (2R A FH&IZE
WC, ARANEA RV ba ey AR L, QOL A EICSE Lz, &AL H 1A 18ugWk
AHE 110 i, BIVER A3 S 7l 30 5l (27.3%) Th o7z, EREWEMIL, Aig 17
Bl (15.5%), 7 LAF—I0& 361 (2.7%), R, WILRER, LEMEng 2 6 (1.8%)

ThHot, ¥

AHND ~Z 7 FEVITHT D il

. FEV: % 5-5iif& k5 7 FEVI &b & Pl (s
PEe] J [
A PTRCIE= w L i)
FA ho ey A 100 0.96+0.04 0.090.02
P=0.0005
FERThrE YA 46 0.94+0.05 -0.0220.03
¥ = SE




V. {8 ICB951EH

(6) BE - fREERIHER
INCT ST — RO W AR EE DRt
% FEV, (FHUEIZKI2EIE) 2 16~65% OFME N O 18 PAZEM: ik B AR 26 il & k15
2, N T AT —%ERLTT A b a0 L RWAR 2 W AT % RFo W AH B % Il &
L7ofER, WTIhOBEIZBWTY 20L/min LLETH 572, RFNOW A E 72 W A GH
28 20L/min TH D Z &b, HEEOEBMEAEMEMKERERE TLT A ha ey A2 +0WA
TELHEERLN, !

INUT 4 oNT—fif FHEFO FEAI AGEE  (L/min)

y WAL (L/min)
%FEV, SEFIEL
e/ IME 5N ) A
27T% LA 8 20. 4 35.4 26.7
28~45% 10 21.6 45.6 30.3
46~65% 8 28.2 45.0 32.7
(%)
(L/min)
50
45 [ ° n=26
[ ]
wy 40 ° o
A a5 °
i ° °
30~ e o o oo
° ° o
25 o L
[ ]
[}
20 e = = = = = 8 e e e e e e e e
1 1 1 1 1 1 1
15 25 35 45 55 65 75 (%)

FRE I 5 BFEV, OIS (%FEV))

AN AGHE & %FEV, O B4R

(6) AmEAIfER

1) FAREAE (—REARERAE BHEFEARERE FRMRBLERAE),
N—RRE, RERTERERABRONE
FEAM I A 2017412 4 21 H

WE : EEG, ERESREOME, AL VLM ORRE

3FAMBNAETONTIUTHEZY Ly GRFREFIH]

HERFT®RT — 5

TR HIEEE 14 &5 2 1
IEFERL) .

A5 FH RS i A
MEPEPAZEME G B (IBMUE SR, MikUE) oBF 254 s LT, ARlomilkE O HIERET

(BT 2 ZEMEROAMECET LI MANEL, RAMOBIEN (FrICEZEREIER-IC SV
), AFNOMEMFETITB T 2EIEH ORBUROMRE, % eV SUIAIMER IS EL 5 X

bIhdLBEZAONLHEN, HAHEFEHZET LI L2 ERARE LM L7,

W& 7= v OBIZIAR (BEHEE AT 1348, PRE T EEAEZ 300061 & L, V1744 H



V. 1BEICE T 5EE

MR 199R9 A F CHde s gk U TERE S AL, [EIN499JitiER 2> 5 353645 D JEF] A3 UNEE i

IS

o

PERRAT X RAEGNIL334051, 7D PEMRAT X RAEFNI 318861 Td o 7=,

PEFRAT S SAEBNZ 331 2 RINEFA S BUEBIZRIT 4.19% (140 11,3340 1) 725 7=, E/eRIE
X, TRz 38 1 38 14 [1.14% (38/3340 f51) 1, THESRIAEE) 13 41 13 £ [0.39% (13/3340
B 1), TIREAL 96194 [0.27% (9/3340 %) ] T, Wb EOEENS PHISH
HEEMER TH T2,

ARFEOFIEL, BEMEHE TR CUTFIE - Bk (2, BIZHEE, FEV, (IESN T
WOHGE) FEOHEE D, HMERMDS 1.8E 2% 3B 4HERRED 4 B THIE
L7,

AANDOAEEL, HYEEMHEGDO S B, TR RO Tk & SITEG] 2 B2 &,
ZDOEIEED I LV E 21T o 7o, AT 3188 Bl 5 6, T4 KUY HEfk]
EHIE SN BT 797 Bl TH Y, BEREHIERIT 25.0% (797 #1,/3188 ffil) Th -7z,

7235, COPD BEDOIRIEITHETETH H Z ENMBbLTE Y, BREFIN S TRZ] 2R
FEAL) JEFIOFIEIE, 05% (17 61,3188 f5) Th o7,

73
73

Fralliidr (REMERICBET 2 i)

TEPEPAZEVE NIz B (BRI, MiKUE) OBRE 2580, ARIOHIREOEHAFEET TO
RHIERICR T 222 R OENEICET 2 IE @A @ EERERAINET L2 L2 L
L, Blsii (R % 52 MM, J98& T EIERIEE 300 & LT, FERR 1744 Anbd
SRR 20 4F 8 A FE CH YRR U THEME L7z, EWN 72 Mgk O 384 BIOREFMNEE S,
LERMERRAT R GUE BT 373 B, A BRI SUERIT 343 B Th o 7,

LEARNERRAT Rt GHE BN 31T 2 BIVE R BUEFI 1% 7.24% (27 61,7373 1) 7257=, F72EIEM
X, TawEe) 4, TOWR) 44, THERREE 4 CThoT,

ARAPHEOAMEL, BRI TE CUTF ik - BiKE) o, BI%HEA, FEV, (IESNT
WASEE) FOHREG, HMEMMR  LYE 2A8% 3El 4HERREO 4 BRETHE
L7z,

AANOFRMEL, HAEREEGID S 6, TR O T k) & SR TRER % B0 E] &,
ZDENIEGE ORI L R EAT o 1o, VRN SIER 343 Bl 5 5, Wl chH D TR
22 kOt DEfk) &HE S - EEGIERIE 31.2% (107 #7343 f5il) Th o7,

COPD BEDIRIEITHETHETH L Z MBI TEY, WEFNS TR 2R\ T
by FEBIOEIGIE, 1.5% (541,343 61) ThH-o7-,

TN O PENS DN TR 7 b A3 B2 722 5 B D BRE I 70 > & T L 72

2) RBEHE LTEBPEONERFEEL-HE - HROBE
LR L

Nzt
AR L



VI. ERhEEEIC B4 5 EH

VI. EZEE(CEI SEE

1. EEFHICEAEHSLEYMXITLLEME
DT S SRR
3SHET vE=ULMMEAY 7T harty, RaRT Iy
AT BT LMMEEY) AT T kR E UL, Y avte=Ty A
EREWERMEII2 ) V3 . ZVava=y LA, UAZYVTV=UL, TI7IJI=0UA
TR : BB G ORREIIZNRFIL, KFTOEFRIESRT 52 L,

2. EBEH
(1) 1EREREL - ERAF
VEFRERAT < Jifi « &0
TEFMET -

FA e vy NMIERRFGA OB AR D Y U HFEEETEETH Y, v FROBEICFTET
DIAT N KDY T 2 A T T DM ~M; ZERITIZIERBE OB RMEZ R, Y L
L, KEZIHEICEICES T2 L 0b DM ~MZR/AED 5 b, M, Z R KN LDF
F b\ A OREEEE IR, P L T F — OMBEEEE DO 1M, 2SIk
THRRMERENEEZ NS, P
SUEIZBWTIE, 74 hrE YA, KUEFEHOM;, SFEICHT278Fral ol
B & BRE L CRUE SUHMEMEIER 2 388 5, £, FERIRRER AR OVERAL) (2
BUVOR SN2 KE SIS ERIZH KA TH Y, Z ORI 24 RFE LU R+ 5.
17, 18)
= OB A EIIAR O BB A VA EBRICHB VL TE L FE R (M3 ZAE
NOOENRZ OO TENI &) ITES BN, ZOMBEHIA 77 hrbe v AR
KL b S HICEY, Y FHEEAREZHOZBRRHC LY, & IR 2 I ER
M3 ZHEMAEHUEM) 137 v v ) iR IER (M2 SABEETUER) 1T~ R
HZEBHLNERSTNS, ZOZ EDD, M3 ZEERN S OMREET M2 2RI & Off#
IZHERTRENWESZSZON Y, L7 ¥ —OMEEERE O D 51X M3 Z ARk 2 BPUER
mWEEBEZHND,

(2) EhEEfTZHEBRAE
S S I
FHEAR (Brey RS0 B R19) IZBWT, AV rHD0NET 4 — RERAKIC L
DUERIGIZR LT, Hia U ARRIC L D &5 2 b HRIKIFH 72 K08 SR 2 7R
T, F 7, AL (BT R, gUET X)) BT, TEFAaU KD
P LT RUE SRR IS LThi = U AR & 5 &5 2 D5 HRAIRTFA A MHIER 277,



. RO IPRICRE Y H IH

47 (11)

S +S. E.

() WNiEBE=T,

DR : Drug Ratio

(FA MY LAEETOAY =
U v ® EDsy/TF A b r B AIELFLE
TOAH Y D EDsy)

log (DR-1)
Do
|

—log [FAIrED AL (W]

HHELT Y FRE B O A Y 2 ) B RIGE IS5
FA a7 AOEM (Schild plot)

() VEFRRIRRER - HinEF
1) YERZE B
15 5% X0 FEVI # 7 2R ICHKE L THEIC LR

2) VEFFHREH
FHEA (BT y 10 9) 1TBIT5 7 4 —/L REXKAKIC X 20624 2 mfivE A & Ot
ARG (BT Y BB 20) 2B AT F LU I kARG ST 5 IIfERIE A 7
7 b vy ARCKFIEOAF Y hrE Y AR LD bR TH D, £, fHIEAR
(B h19) ROERN (£ X17) 1280 Th, K[EIGEIMHIERIIERRN TS 5,

250
o —o—F A4 et v A (lmg/mL)
200 —Oo-AF%T brtEYLA (10mg/mL)
% EHEES.E, n=10
”Tl;\ 150 - ki p<0.01 (Unpaired t-test,
g fio FA I AL
FX b B ADHE)
1007 BT 515 0 b & {TB A BIRAT 5 £ TR &
WY ERIO LN ETE ARG T 2 F COMMOZEEZ R,
50
O T T T T
0 6 12 18 24

F G- OWFRE (hr)

REEENE Y FOTEF /L2 CFERERE SUEIT T 2
FAIRETLLFFT hrE T AOIEH



VI. ERhEEEIC B4 5 EH

3) DAN Y RN T B A TG OB

b N AR Y ZERY T 2 A (Hol, Hu2, Hm3) % F&H&H7- CHO AR I v ERL L 7= 555
BEARZ T, BZFEY T 2 A 700 OB 2 1E L7z, Hn2 28R, Hnl K&
O Hm3 ZHEENEDOF A hr ey LKA 77 b u vy AR/ O TR~ 7=,
Hm3 726 Ofifffia i3 2 &, A MU A, A% b e AR YRS 7T ba
U LB RIIC R 100 5L B o 72,

UIEXD, MyZFEICHEE L, M, KOM, ZZEKNOOF A b vy AOFREEE XTI I
B (KRR, MyZBR), MBSO S IIM, ZHERIRIWER BV 2 L RS,

b P ARD Y CRFET T ZA T 0D OfRBE CERIEFR : hr)

E AN Hml Hm2 Hm3
PH—F A Fr bt A 14.6+2.2 (5) 3.6%+0.5 (4) 34.7%£2.9 (4)
PHl—A 77 br v A 0.11%+0.005 (3) 0.035%+0. 005 (4) 0.26+0.02 (3)

FHEES. D, () PIFIEE RS,

E NARADY UZFRESTH AT (Hm3) > 5 Ofi

£ W FRuksH] (hr)
FAbrEY A 34.8+2.02
A£7F ey A 0.21+0. 01
A N =Ry FN 0.07+0. 01

SEHfEES.D., n=3



VI HEpdhfelZ B4 5 H

VI. EWEBREICET HRE

1. mMPEEDHER
(1) aELAEMGmERE

(2)

B LR

FRERERER CHERR Sz PiRE

1) SR A~OEE (HE#RS.)

AEANOEFERAB T 12 6, F4 br o L RBAA] 108ug 2 HEIW AL, F4 hn
B AR 14. 4ng & BEERIRN R G- (16 0f), T A b B0 LB 64ng % HIRIRE
A5 LIzfEg, WAL O, YIRS Cd 5854 5 /i@ (65. 4pg/ml) %
AL, ZOBRELHITHELR L T 1 RFEZRICITREHEOK 20% £ TER T L7z, #IRNE SO
B, Frge G TR R T O MR GIRIR EE 1T 378 1pg/mL 2R L, HL/ITIHE L T 1
RERI TR RO T% £ TR T L7z, ROBEEOEAIL, 2L A EOREHCE R N IRA
Rz, W
100

350 1
—O— R (14.4 pe)

—O— WAEES (108 pg)
—o— XO#G (64 ng)

300 1
250
200

150 -

100 -

AP ARZEAC AP (pg/mL)

5 o1 s 6T
R (hr)
TERERR AT 71281 2 MBE P RZA LR EEHER (HElE )

© 4

HREEABFICTFA b r ey A ERGROEYBEE T A —ZE

HIRPY B 5 B 5 BB
(14. 4pg) (108ug) (64pg)
378.1 65.4 4 41
Crax (pg/mL) (252.6 ~ 495. 6, (34.7 ~ 162. 4, (2.85 ~ 16.50, 5)
11) 11)
0.25 N 29
Toax (hT) (0.12 ~ 0.25, 11) 0089 1~8 5
185. 6 92.6
AUCq-g nr (128.1 ~ 240. 4, (60.2 ~ 128.4, -
(pg+hr/mL) 5) 11)

a) FRELRGH TR, b) IRPIOMMATR, o) TR, &) n=11, —: HHEF
KPR ORAE L, HPH R OVER TR B2 R L7z =4,

E) AEOARSINTZHEROHE  @%, RAKIT1E 178V (F4A M rE Y AL LT 18ug)
1 H 1 RIAKIEHOBARE N T 4 ~T7—") ZHWTERATS,



VI dhfelZ B4 55 H

2) A~ (KE#S)

SME N OREFERL A - 5 BT A b r & MR AR 8. 8ug, 17.6ug KUV35.2ug % 1 H 1

[ 14 AFERAZ L LRGSR, 85 1 B BO Coy, EIXZ N2 11, 4pg/mL, 14, 8pg/mL K

O 13.4pg/nl. Th o7z, HhHHE 14 HAD Gy, fEHIE, £HEIL 7.91pg/nl, 24. 6pg/mL KT
32.3pg/mL TH > 7o, WTNOHA b AR R CTd 5 5 43 CThem A P ARZC AR (Conin)
s Lz, Hb4% 1 RFRNTIT MR R AR BE I E & TRRAN 2~ L7z, 14 B ORER

ABEHIZ X T, WULASELE L7z 0 MEN D OWERNSEELZ T 52 Lidan b o L5 X

ni-, ¥

BEMABFICFA e’y agd 1 B 1E 14 ARRERAES LD
Y ERE /N T A — X

P &k 5 &
H#K 8. 8ug 17. 6ug 35. 2ug
13.4
14.8
a) N ~
1 11.4 5.1 ~ 29.1, 4) (10.8 ~ 16.7,
CBmin 2)
(pg/mL) 7.91 24.6 32.3
14 (5.17 ~ 13.9, (16.8 ~ 35.9, (27.4 ~ 37.9
4) 2) 3)
32.1
AUCO*Zhr
14 — — 30.5 ~ 33.8,
(pg-hr/mL) ( 9)

a) 1ploHmE, — "HHET
FRFEIMAN ORI, #iPE R OER TR EE27R L2 fl % R,

) AR OAER SN EROHE - @%, AT 1R 7 (FA ey AE LT 18ug)
Z 1 B 1REAAERORAMGE (N T 4 ~T7=") 2O TBRAT S,

3) 1BMEPAZEMERR BEE ~D L (RERS)
SMEN OEERAZEME MR R (AL (ST A hrE T A 18ug & 1 H 1 RIKEWARE LT
& &, EEARRBIZIIT D Aem A IR EE (Cmax) 1% 17~19pg/mL T Y, Fe/MILE IR EE (Cmin)
X 3~4pg/mL T o7, @

3) b
LR L

@) BF - GFAROBE
KPR L

2. EYEERNTA—F

(1) Rk
LR L



VI HEpy@hfelZ B4 55 H

(2) RIGEEEY
SRR L
(3) HEEEEY
SRR L

4 2IV7S2RA

880mL/min
ShE N DOREEERY A B T 12 FICAH 14. 4pg & 15 S EERIRNES RS- L, 2V T7 50 2%
k-, 2

E) AFIOARBINT-HELOHR  @%, kA 1EL 272 (4B Y AL LT 180g)
1 H 1EIAFISEHOWAFLRE (AT 4 ~TF—) ZHVTHRATS,

(5) AMEHE

32L/kg
SE O A B F 12 FICAH] 14. 4pg & 16 SR BRI 5 L, SHAEEa ko
f:o 21)

) ARNOARSNIZHHEL O E - @%, AT 1E 172 (FAPrE Y AL LT 18ug)
Z 1 A 1 EAFGEHORARGE T~ —=") 2 TRAT S,

®) zoth
LR L

3. B&H (REaL—va) @i
(1) BHTHA
LR L

(2) 185 A —5 EHER
SRR L

4. B W

WRNERAL - i+ 50E

W - B R L (B F)

<%E.7v k>
IR © 9 T6%
MO—FA R BT L% T v N T HEGE N R OFRIR 3 -1 00 R HHRIESR 0 B DRI 2 SR o
o, ¥

WIFFIRER - RNk L (B 1)

<%E.7v k>
fRAE S =2 — L& LT v MS, YC—F 4 b v A 10mg/ke % B[R EIRNER 514 2 B
[l E CIcPRt Szt &2, IED =2 — L& LIZBIOET v b o+ fihmici s L



VI dhfelZ B4 55 H

L X 5% 6 Bl £ TOMEAFHEIESRIL, B85 LIZHHBEEEDRH 0.5% Th o7, 2D Z
EDD, Ty MBI DIBFERIEW . E RN, P

NRAFTTRAFEY T 1 :19. 5%
SMELN DR B 12 IS F A b e B0 DKW AA] 108ug & HEIW AL, F4 hrt
U LEEWR 14. 4ug & 15 3[R HRIF RN FHTER G- O IR PARZL IR O Foas & A R
RS o)

<ZE  RARLGROT—Z >
NAFTRAFZEYT 4 :2.6%
SEN O NS 7 12 B2 T4 b o B AR 64ug 2 HARR OB, T4 b a o A
K 14. 4ug % 15 43 [ HLEERAIRNFRE R -1 O IR TRZEALR PR D e hs & AW 00 F I 2 %
ki, @

E) AFIOARBINT-HELOHR  @%, kA 1EL 272 (4 herE Y AL LT 180g)
1 H 1EIAFISEHOWAFLERE (NvF 4 ~TF—) ZHVTHRATS,

5. 9% #

FEERe L (B R)

<HBE Ty >

Z» MTHC—F A br B DA 10mg/kg Z HEIRAE NG Lo & &, [E L OWIZIT 5 Kdkhe
TR BE TR DFUBHR IR 25 C do 2 Fe 5-4% 15 43 Themififiz s Uiz, fill, WA OB KE O
R C O RRE SRR Ha, T D Ofifigs T ORGREIRE ORI, MAED S OWER & Ak
IZHERS L, btk 24 RpRITR DIRNRIRIF L, BB RO 1% Th - 72, MilZiT&k 5% 24 F
MCHEGEOR 0. 6% FIE LTz, F7o, FFEMk~OEBEIT VWb DB 2 bz, 2

(1) % —fKEE P&
FAER L (B 1)
<B%E:Tvh>
AR R ~TIT & A EBAT LR,
UC—F A4 b r E'U A 8. Tomg/kg & HEFFIRNE G- L2 & &, I~OHBFBEOBITIZRD bl
Rinoiz, @

(2) Mi%k—RafEErRE T

FAERe L (B 1)

<HBE Ty >

feRA~BATT 5,

MR 12 HEEX VI8 HED T » MZ M"C—F A4 ha v A 10mg/kg & HEFFARNE G- LT &
X, MBIRASOKREDOBATIZZE® DAV, MV P RE R B 1T REER A o O AR IR & 0
HIRWMETH Y, RHERO MR & FRRICBE L, RE~OERMIE2VWb 0 LE
b, ®
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Q) EA~0BITHE
AR L (B k)
<B%E:Tvh>
AHF~BATT 5.,
HEER 13~14 BB O®AF T v M C—F A Fr e'v A 10mg/kg % HEIFFIRN G- L7- &
&, FLHF DI REDRBATIRRD BT, REERO IMSE A RERR T & RIERICEE L,
HHOBFREDOEREEIIRN b D L EZ b, ©

() BEEADBITHE
SRR L

(5) Tt~ DBITHE
MR L (B R)
<B%E:Tvh>
FET Y MIC—F A4 br By L% 10mg/kg FHIRNER G- LT L &, AT =S4 (K&
KOUR) ~OBATHENGRD 20y, 5% 24 B TIEE S ORI EEIXERD B v
T, BRIV LB LR, P

(6) MIFEAKEESE
71.4~73.0% (in vitro)
bt MIAEIZ H—F 4 ha B0 A& REE 10, 50 &V 300pg/mL (FA4 hr vy AEH) L7025
IICHINL, [RASMWIEIC L0 EE A RE RO, »

6. £ #

(1) BB R OCCHHE R
BERERLAIC T A F e B'Y A 14, 4pg & 15 R RIFIRNER R G- Lz & &, IRIPRZEGIEPEIR
TR ERED T4% THY, T4 br ey AORFTOTHTHo72, (B3E SEATOT—H) 2
FHEW L O MNF 70 Y —2FRAW= invitroil@BR LY, REILT v F RO~ T A THERL)»
WCREI SN2, B PR XTIRFEAERB S Nh o7z, & B ROA X TORBHIIIEEESR
B2 b D ThH D, 7 v MR~ U7 A TIHERNRREN ORI E HD D EEZ b,
FERH & LT, g kwf#%%%LIXTwFA#mm MREEI, N-ATF LR
VRO F == T Y a— VBBOERR B R BT, P

E) AFIOARBINT-HEL AR @%, kAR 1EL 272 (4B Y AL LT 180g)
1 H 1EIAFISEHOWAFLRE (N F 4 ~TF—) ZHWTHRATS,



VI dhfelZ B4 55 H

(2) RHEIEET S8R (VP ONFE FE5E
CYP2D6 Jz T} CYP3A4 73 Z < oG4 %, *
t MFIZ7 ey —AKk0t MFHilaZ AWZERERCTF b7 10— A P-450 12 L - T S i1k
W RN D TN FF A ED DT AH BT, 0 Z O CYP2D6 K U 3A4 O
FEICEVIH SN NG, FAIrE T LADHERO Z < —HIZ CYP2D6 KT 3A4 23R 5
LTWbEEZ LN, Y

in vitro@RERIZIIT 5T b7 a— A5 P4s0 REEEE OMLERBR LV, CYP1AL, 1A2, 2B6, 2C9,
2C19, 2D6, 2E1 ROV3AIZX L CFA bu By A 1M OREIZBWTH BREMINEIA L7

o7,

(3) DEBBHROEREFTORE
G L

4) REYMOFEOFERVEMSL, FELE
FA MR ADTEERIHD THAN-AF LAy, PF=—)L 7Y a—EoF ) oL
WR OGO LA D) U RARY 7 2 A Tkt T 28 EE, 4 ba U AR
10, 000 fF{KD > 72, 2

7. B
(1) BRI R U
BERRR NI T A b 1m0 A 14, 4pg & 156 S B RIFFIRNERiR G- L72 & &, IRIPORZEIEYRE
RIT14% TH o7,

E) AFIOARBINT-HEL AR @%, kA 1EL 2720 (4 berE Y AL LT 180g)
1 H 1 EIAFISEHOWAFRE (AT 4 ~TF—) ZHWTHRATS,

(2) B it =

AAEN O EPAZEMERTR BERE 118 BIlCT A ha v AR AAK] 18ug 2 1 H 1 [8] 1 4FK

ERARE LT2RBRIC W T, #5144 50 H B AR D 5-1% 24 Kefl £ T O R PR L ARk
(Aeg o) 13K 6~8% L IFIE—EDETH -T2, ?

<HBE: Ty >
JRH 9 40~46%
F ;9 54~60%
MEREZ ~ M MC—F A b B A 10mg/kg HAFISUE PNHE G-4. 0> 120 BERE E TORUREED IR 1 &%
OGERPEIEERIT, 2R Z NG HEREDKT 40~46% L U%) 54~60% CTh -7, =¥
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(3) HEit=RRE
TN B FICFF Fa B DR AR 70.4 O 141ug 2 1 B 1 [\ 7 AMKER AR5

DOIMBEFRBACRIEE 1L, WTNOBREEICBWTHERABEZICRbEWEEZRL, TOH%K
RMMITIHR LT 2 BERIZITIT Copin DRI 20~30% F Tl Lo, F7o, 5% 8 KEf] £ CTOJRT
REACEYEER (Aeg g 1, 51 HH TIX1.99~2.92%, #&5% 7 HH TIL5.57~5.82%
Thol, P

E) AFIOERBINT-HELOHRE  @%, kA 1EL 272V (4 brE Y AL LT 180g)
1 H 1 EIAFISEHOWAFLRE NvF 4 ~TF—) ZHVTHRATS,

8. FSUARKR—E—ICEHT H1EHR
HoLERze L

9. BHEILIREE
AR L

10. HREDERERTHEE
(1) BHEER T BHE~ORS

1) H[RIEGO%E
S E N OB HEREDNEE (CL., fE : 50~80mL/min), TP (CL., & : 30~50mL/min), &E (CL.,

B : 30mL/min Rji) (AK T L7283 18 il LR A (CL.fE : 80mL/min LA E) 6 iz A4
7 vy AR 4. 8ug & HRIERIRNERGc G- (16 7o) L7eikBRIZEBWN T, Chy SOV AUC) 4y,
1Y, BHEBEDIR FIC > TENFIVE 1A~ 5 fE LU 1. 4~1. 9 i L7-, %

R A OB BEREIR TR IS T4 b e B0 AFRIRNEE 5% 0
VT F=r s VT T AMER Oy ERE T X — 2 H

FEFERR A BHEREIR T ABE
CL., FEYEfE >80 IR T PRI T T
(nL/min) 50~80 30~50 <30
223
147 200 223
Cons L 176 ~ 269,
(pg/nl) (103 ~ 186, 6) (129 ~ 287, 5) | (162 ~ 314, 7) ( &)
55. 5 77.1 101 108
AUCo-4pr
(ool (43.2 ~ 69. 4, (60.9 ~ 105, (69.4 ~ 156, (76.3 ~ 145,
b8 6) 5) 7) 6)

KPR OEAEL, #PH N OVER FIRU L2758 L7 BilEE =7,

1) ABNOKRBINIZHAEROHE: @F, AT 1B 1A' (A ey AL LT 18ug)

1B 1EARFEHOWARARE N T 4 ~T7—=") ZHVTERATS,




VI dhfelZ B4 55 H

2) REHEGOHE GMEADT —4)
SNELA D18 PAZEME TR BB 118 BlC T A b o B SR A 18ug & 1 H 1 [A] 1 F[HIRKIE
WAF G LT3 BRI IV T, #8592 H BT MmAE P REBARIRE A RIE L7afR, 7 L7y =
7 VT T v AMEDIR T ES T 5 4314 M O 2 el o MU PR (U IRIR EE O A BTz,
CL, f7S 50~80mL/min @ EFE DR PARZ(LAYEM 1L, CL., 23 80nL/min LA DB L1FF
[ U235 20% DIE T Td> - 7273, CL,ABAS 30~50mL/min o HBFH TR P ARZAb PR 036
20~50%1% 3 DM N3 A Bz, *

PSR B T b B ' AR ASR 4% D
VT F =2 0T T AEMOREIRE ST A — 5

Py 5. CL¢y (mL/min)
H#K 30~50 50~80 80 LAk
37.1 23.7 14. 3
C min L
sain (pg/nl) (28.7 ~ 47.8, 4) (6.23 ~ 56.6, 40) (4.28 ~ 36.0, 39)
92
10. 4 9.01 7.10
Conr L
2 (pg/nl) (4.61 ~ 23.7, 7) (4.66 ~ 25.1, 44) (2.51 ~ 32.8, 49)




VIL.

EyEhREIC B9 5 TEHE

FPIEIMN ORI, FIROER FRU 27 Lepke st (2) @lE~okh (KERE)
SHEL A OIBMEPAZEME B EE O mlinE 13 6] (15 74 5%, #PH 69~80 %) M OMBMEPAZEMERE
BEF OGRS 12 6] CFY) 53 7%, #PH 45~685%) 1, FA o'y LR AR 18ug % 1 H
1[E] 14 AR A G UTER, Bh5% 1 B, 7 AR 14 A B O REWRRE X2
miing OFimE<, B2 V7 7 v A dmEind kOIS EE TEN LR 1630l /min, 326ml/min T
bV, EEEICBWTETL, ZAUIINEICHE D BEEDIRTICE b0 LB 2 bz, &5i% 14
H B O lng & OFEEEE O AUC, 4, EIXENZI 26. 1pg-hr/mL OV 18, 2pg-hr/nl. &, EfpE I
BWTIESME TR LT 43% @Mz R L=2S, EREZE 2585 &, R
FEITIRIC X D R&E psEidien Bz bz, ¥

E K OFEE e e B ZEMEI R BB I TF A b v A S0 18ug 2 1 B 1 [H] 2 8
EW AT G- LTz & & OEMEIRE T X — X ED L

e (h=13) T (h=12) . L
(e ” = Fallo IR e
SEYE 9% EHEX I | EIfE 95% 5 HE X ]
C min L
o (pg/(m )_ AT 3.68~13.6 | (487  2.71~8.74 (1.45)
o-thr P8 (13.7) 10. 4~18.0 (11.2) 9.34~13. 4 (1.22)
hr/mL)
C min H]L
/iUC (pg/(p) ; 13.2 6.76~25.8 | 11.6 4.86~27.7 1. 14
0-4hr g*
21.8 14.3~33.3 | 17.9 10.7~29.9 1.22
hr/mL)
C min mL
;UC (pg/(pg) " 15.3 9.27~25.3 | 9.63 3.58~25.9 1.59
0-4hr °
2. 1 15.5~43.9 | 18.2 10. 1~32.8 1.43
hr/mL)
Ty, (days) 6.5 4. 98~8. 48 5.5 4.18~17. 29 1.18

PG DML, E& TIRE R LA ER TIROESOMICE S Hx THE Lo L E DA RT,

(3) PRUREEREIC T RE ~0&E (RKEHRE)

SMELN OB MPAZEME T BB 118 BlZ, T4 bu vy ZBRWAA 18pg 2 1 A 1 [\ 1 4E[H
BAEW AR L LT RBRIZ I W T, #5450 A B O M PR G R EE X RE (FEV, i) (2
Eo TEWIA NI ST, T4 ba B0 AOKRNEREIZFFREEEEIR T ORELZ T 20D
D LI, P

1SVEPAZEMEIIR BB ST A b vy AR AR G4 D FEV, 3] O Y Ehe N T A — 2 fi

Pk FEV, (L)
A% 0. 80 ik 0.80 ~ 1.25 1.25 ~ 1.50 1.50 &I I
o 16.6 18.9 16.3 15.6
(6.29 ~ 30.3, (3.47 ~ 54.9, (6.19 ~ 49.9, (6.44 ~ 36.8,
(pg/mL)
15) 38) 14) 17)
50
. 8. 46 9.75 7.80 7.79
( j‘“nrlL) (5.25 ~ 24.6, (2.86 ~ 32.7, (3.70 ~ 17.5, (3.10 ~ 15.5,
be 19) 41) 16) 20)

PRI OEAE L, HPH M OVE R F IR B2 L7 B2 7=,
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. ¥&4 (EALOFIEF) ICEYTSHEHR

ERBRETNER
REEN TV

1.

g

2. EFRRBELETDEH

2. BB (ROBFIZIIHRELLEWNI &)

2.1 PAZEMRARRINBE D B
[IRNEZE D, EREZELIEBZANH D, ] [8.4, 11. 1.3 ]

2.2 BINEIRIR RS C X D HEREE D B 5 B
[(HIZRAZMIIKLS T2 E03H 5,1 [9.1.2 2]

2.3 7 hu v RO ORRRWE & D\ IEAF OS2 5E L COREBUE DBERE D & 2 B F

(fiFa5)

2.1 O AFIOHL =2 Y AERIZ LY #iliE & HICFEAKBE IR 720, BRNEZED, IE
REESEDIBENLLD D,

2.2 OfFE : AFIOH = Y AR X DRI OUHE & PERT ORI LV, I HITK
KT orBENLDLH D,

2.3 Offd  BpREO—RFERIE L CRE L, T4 by 237 ke v EHEEOME
WxE b, 7 by KO ORGYEIEEUED b 5 BE L, KHlE
I _RETRY, 2, RFORDZIIETFA Fa By AOENIEINA L L
THBEEZEA L TV D720, Z ORISR LIRBUE OBERERE D & 2 B 21T,
KA & e G- _RE TR,

3. BMEXFHMRICEHAET HER L TOEA
(V. 2. AREITRRICBIES H7EE) OEEABRT S 2 L,

4. BERUVHAEICEET 58 L TOER
(V. 4. AELKOHEICEET  EE] OEEZZRTHZ L,



VI Z24etk (B EodEsSs) (C425H

5. EEGERMEIE L EDEH

8.1

8.2

8.3

8.4

8.5

8. EELQERMIEE

AELAOCHEEBY IELEHA L THEIEPBD SNRWIGEITIE, ARFIHE Y Tl
RNWEEBEZLNLDOT, BREKEELMGEETFILTHZ L,

VR AR D 7o DICiE, FRERIVERER A B, FIPH SRS 0> fth D35 1) 7 K41 4 fef A 5
HEIBEICEEEGZDHI L,

T, ZOEAOBAENEMULIZY . HDHVITIEN 5 TR > TEIHAITIT,
REOBEBN T TRV ENEZ LN LD T, A REELICEREME % %2 LIEA
DIREERDD L O BEICEREE G252 &,

WMAFEDG A HAIOWAIT LY QG SRR FER SN D ATRERH 5D T, BEHHR
WOOLNTGAITIE, B E2RIL, B@URMELZITI Z &,

RENOEGRHZ, RAIPBIZADLRNEIICEBFCEREZ 5252 L, o, MED
Fe i e OV VRIS O REIR & & HICIRIE ., IRORPRIE, ., R ERbD 50
IR REEL L 725 A . SERAZEMARENEOBEDO RTREMERH D, T b OFER AT
BL7HEIE, TRESCICERBEAZZ2 T2 X0 CBEICEEEX 52D 2
Lo (2.1, 11.1.3 B #]

AFNIRARATH Y | HLE S OWRIERITR N2, WIRL THHIRFT 5205803
BFBohnewn, LER->T, ARLAVWE S BEFICHSEREZ 52D &,

(fiFL)

8.1

DFERL : AF O B ENTEHRIE I LY, RO TP - &, QOLOWE, EERES Dlh
b, RPEEEORRARY SEDL L THDH, MELAUHELSRB Y IEL MM
L THRRDBO HNRWEEITIE, AFIPEL TE RN LRBELLN DI
O, AFlzhik L, MOMBRIELRTT D2 LERH D,

8.2 DR + AT PAZENE I B 0D MR 2 8RR S 2 A TIT vy, AAIFE G-I

FEHL U T RMIERIS S LTI, R E PR A B 20130 7 & DI {RIR IR HE %
HEHT 2L O BEFICEEZGAD 2 &, T, FEERIEMAMER B 2RIHEAI 72 &
DFENRFEROFBEHES ML 720, BEDPEIERFEEORE AN+ LT
L E DTG EIIE, REDEHN 15TV LIZ X 2 REDELDOE
RTHDHIENBZEZLNLDT, AIRAIECMIEREE 222725 X 0 BHF
IHEEZ G252 &,

8.3 DL« W AAIBE IR O RE A~ ORI 2 B R L TRE Lz, WAHIE R 5 2 0

AT 52 L CRE R, R EN—ICEZ 5 2 AR STV AT,
AANTIBNTHWATERICEE LA EREG L L CEAIOW A X D58 R
N OWZ DR N E I TV 5D,

8.4 OfFHL : AFUEHFFICAKIBIRICAS &, fi=a Y AR L HEREEOERIF B

TORRMER DD, LTZB > T, fio TRICANBRWE S IZHERT D L & I,
ZOX D IERDBFEI L2 HA 1203, EMEICLDELHRBENLETH D,
7B, MOERNOH = Y AMEESHLEANZ W TS NEH EoER] & LT, IR
WZAD EBEEIERD & 2 O TIRICIHNT THES L2 2 & AEERE ST 5,




VI Z24etk (B EoEsSs) (C4 25H

8.5 OO AANTEHIANTMAT D Z LI K VR 2RI D & O IR SN2 AITH
Do FIENT 7T /NTZN, WIRL THRIRITEED S,

150 Roche N. et al : Ambulatory Inhalation Therapy in Obstructive Lung Diseases.
Respiration, 64: 121-130, 1997

6. RENDERZHIHBEICAHT HEE
(1) AHHE - BEEFD0HHBE

9.1 AHHE - MEREOHLEE

9.1.1 DAL, LEMS. HNRBEOEE. RIFZNLOBEEOHLEE
OAE, DEME), WSMGHERRET 52 L03d 5, [11.1.1 2]

9.1.2 RIMARIER (BERFBEERH 25654 R<) OHHEE
PEIRBEENRBT 28RS D, [2.2 B

(i)

9. 1.1 O ENOREAREBRIZINT, BIEAE LTOARSE, LEHME), HIFMUHEAFE
DN &G, EREEZMET H7-OICEE LT,

9.1.2 offin : ENTHE S TR RO THERBEE ] OREGIA FHG L7255, Az i
JERKZH L TODEENRO N2 LD, TRINRIEROH 5 B3] 12D
WTHEEMREZITR) 2L L L, A MrETLOH Y AERICK D
JE AR, OULHE & PERFFOMFRIC L 0, PEREEEZFRTIBETIARSH 5,

0.21 BHENASEHAVWITEERTLTWEESE (VLF7FUIUTSUREN
50mL/min I FDEE)
MHBRED ERABRAELND, RANIEYEMTICH S, [16.5, 16.6.1 ]

(fiF#n)

VI 10. FEOHREATHEE ] ODHAESHRT L Z L,

AFNTEHEMTRI DA TH Y, PEE~EE OBAEIR T DO H 5 B Tl R LR
EDOMMA I ST L, RAIORGIZBIT2EEEWET 5720 E Lz,

(3) FTHaelE=EESE
PRE I LTV

4) KGERexHT 5E
PRE STV
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(5) 4Ei&

9.5 bEim
g S TR LT D ATREMED 8 2 e PEIZ I, TR LA REPEA a2 LRl % &l &
NOGENDHFETHZ L, TR (T v ) TRIZIZBITT 2 Z L5380 6T o,

(FFw)

'VIL 5. (2) Mig—ReAEBM @M OHEEZSRT 5 &,
PERR T T 2 BRRFRBRARR 1 72 <, 2B MEITMESZ L Ty, BIEER (7 b)) TR~
BATREO LTS,

(6) XL

9.6 &R3LIm
165 EOARNE R ORFLREOARIELZE L, RAOMBEUT P IEZBRET 5 2 &
BWEER (7> &) THHPICBTT 2 Z L0 b TV,

(figat)

VI. 5. 3) Fit~DOBATIH] ODHEEZZMTLHZ L,

BRI D AR RBR R 12720 <, RAMRIFRES LT\ i, BIER (T v b) Tkt
~BATRRD LTINS,

(N hNR
9.7 /MR
INREZ G L U2 BERRBR 133056 L CTuheuy,
(FRFL)
SNSRI 2 ARAN O EERARBRITIEE SN TE 59, 28R OEIMEEHESY LT\ anizd
PRIE LT,

(8) =&

9.8 EknE
BIERORBUCIEET A Z L, —RICEZ VT 7 U ASOAFSRENMET L CRY . M
HIREDN EAT 28NN H L, o, KRR THEITSERE TL Y mWIEBLRENGR
HHITWD, [16.6.2 B

(i)

VI 10. HEOHEREATLEE] OHEZRT LI L,
N OEERRER (77 v A% R, 77 Fa vy ARk RS cBiT 2 6%
FR % 60 LA T, 61~70 5%, 71 #%lL LT L7256 0% R T o AEREBLRITAFTRE
FECAEIR I Hu ] LT L7z,
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Finil T0¥8) AFFZEIE (%)

e Fiea 60 LA T 61~70 1% 71k b
FA b o v ARERE 11.3 16. 1 20.5
7T v R
7 Z v REE 3.0 1.9 3.5
{4 TS5 raEwy s | TAMEEY LB 7.7 14.5 13.7
xf FGAR A N 8.2 6.1 4.2
7. tHE{EHA
(1) HAZEZEZDERH
REIHTHRN

(2) BHRZEELZDERH
BEESH TR

8. Bl £ H

1. BlERE
WOREWER RN HoiLd 2 ENdH DT, BlEEH3ITiTV, BEDRD LN HAITIE
b a2 mikd 572 AR 0EEZTH 2 L,

(1) ERGEER & HERK

1.1 EXGEIEA
1111 DAL (0.1%KE) . DEME (0.2%). HAsURHE (0. 19%KiH)
[9.1.1 &M]
11.1.2 41 LIR (BEEFH)
11.1.3 FAEBAKNE EETRH)
FAMET, IR, 38, IROFMENH b O HEICITRG A2 L, @Y7 E
ITH 2k, [2.1, 8.4 ]
N1.4 7F745F>— (BEETH)
T 74 7F% v — (CAMS, MEMZE, WREES) SRITLZE18H 5,

(fiFah)
11.1.1 OfF  ARANOE M PAZEMERIR BEE 2 x5 & L EWNERRRBRICB O TLAS 1
i, O EED 2 1, BISMIE 1O BIER ARG STV 5,
[r4z]
DARE LI, JERH 5 W03 % KA DR OSSR, BEREMRE I X v 84Y)
T, EHREE Vo T BRRIER, TRIESCT e EOBRBEENE T, ABiE
DIKL, QOL DIKT, SfOfEs & - EFERETH D, LDARPETT D
EIPRINEE I Z E E ARWEEI THIEE Z 5 K O cR Y, RRICIEE
FICL T THRZID LIk D (N Y UNEE AR 2013 4),
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SR AREBEINIAREE OV A v B2 N5, 8HOEKERET
DE=Z Y CTNEELRD, Tg/ AUTREORME OB SHIRE T 5,
T D DIERN BN B I IAR O G- 2 ik LS R B 2175 2 &,
| YT
HSEIR T, MATENREIZ & B S0 B kIZA LN WEE S H 203, Bk
D BRI A EERO DA L H D,
MATERE~DHEL SESETHY, EE 2B O LM & DERE
\ARTFT 5, EEORILE, i) -, PEOERAHETE 2 bbb 5, &
IfE, BERBLOARIE, KEWRFEZE 2 & O RIERRERENH 5 &, Fi
DA < DEFRM A3 70 & Z2E, SR AR 22 0 g, iEB
KR TSR 7L, EEROLMEEa Y br—ARNARTHL I L%
R 2, D EN S L RFOIRE IEIZPE D 5RO E Y, & D W TR ME—
DIER ERDZE L HD (N Y UNEEE B4R 2013 4F),
DEMENL, WFEIEZR EOERIER 25| i 2 FRE & 72 5 O THED L
BWTH D,
S DIERB A DTGB IIARFI O % Pk L 2 @& 2475 Z &
(IPANING )|
G T HEVE, W, BIRERT, MRRERH Y, EREETIEDEN
DFEZHHY DD (NRZETY: 5 2 kil 2008 4)
NS DIERDB A DTG AIIARFI O % Pk Ll 2 @& 2475 Z &
11. 1.2 Offan « ARAN ORI PAZEME IR B A 2 x5 & L-ERRRRR ClamE S nTtn
2R, MEPAZEMEIR R T, AAIDMERICE Y A LT ZAR3FH Hi T
Al
A LU AL, a2 ERIC K o TRENEOBITR S ST, BENAEDIL
G TNSIEIZIL TR N LIC L > TELAHEEZ VD 1 DOEBERETH 5,
BRIRAIZIIRENR, Wantk, AR OKRMEOPE 1L, BRI 722 & O RTEER &
HERAHERME X CTE TRMICKRRT 5, (o TELIZH - BENEDOR
SIRENS VBT, AMEOFEHEIZ L > TUIRWNIHAR TN X v RRZ2RET 5
VENH LD (EFERE EFEREE 52 R 2009 4),
TS DIER DI DN TG A IEIAF OG- 2 ik L) R @ &217 5 2 &,
11. 1.3 Offan « ARAN O PHZEME TR B A 2 5 & L ERRRRER ClamE S nTtn
IR, ABVEPAZEMENTR B T, AFIOF NI XV PAZEMARRANIEDGED b
nTn5,
PHIER A RN IR It - BIEDIED, R ENHD 5.
D PAZERR A RENIE TIX, /KDY T & 2 Fil 7 M A 23 8 SR O HEfih
WCE VB L, BAROFHAESE SN CIRES QM EAT 5, KAICESZ
Lbbb, BRIERE LT, [BORThELRD LS %) HOEE (T, #
BERD[E] V0 ITHEHY L 2 D UTERBI N 2, WU WARTE, S & LV, B - MEm:
72 EORER A & 7277, IRIEIX 40~T70mmHg & 3 LW EIRIEA 255, 18MEDPAZE
BRI, IRIE EA2SER T, QPERNED X5 2 LW B RIERZ R S
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: e B} 0. 0001~ .
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f}% %ffﬁ%‘iﬁﬁggfﬁ Eney b | (g“”” 10~100 | FIRAEAFHICING L 7=,

5) KM OEMEAHNC KITT B
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RO 14 HERE#SE I, B G sl (R TR L7228, [RIRFICBIEE L 7= 3R5h
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A D HPE PN B L 7= 2k &l L7,

A XITBIT D 13 KO b52 @& GEERBRICB T, KDl MERICK &2 b6
L, e - SRR, A A & OB AR SR TP S R E AN 23 A H ATz,
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st | mprn | O8N B o5 R BB
7wk oY VA - 13 38R | 70, 600, 5000pg/kg/H | MEFEMEE : <T0ug/ke/H
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AR ¢ 10

(6) BFTRIBMEEAER

T X EHWTHRB RO 14 HBINE SRR G2 K 2 IRRSHRER 2 5805 L7223, BT RR
OB T,
. BeHARREE B DT eEH8 T -
RERIE E B TR g, g ARG R
o A SR, HAE 20mg FE 72 L
SR PTG - '
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- PR

7 v P ROA X & T A &G wtE

N ol=Z &b

- FRWI

preeXis

JEUHR K OV 2
BaClE, SHEOBEBGWMEIZOWTE hADIREL EO L-UUZB T AR R S,
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PANES IS SIPRAY TR IV

E 4 He[E (2026 4F 9 A RfaD)

R7E44 Spiriva® 18 microgram Inhalation Powder, Hard Capsules

#l WH AR R AHD

17 'BAHRFA br D A 18g
(F4 v vy LBk Fnd & LT 22. 5ng)
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& OB REHT 5HBHE
EEFIC L TCHOHRAREZERT 2 N TE S,
BRI TEEICH L COHREHAER AT N TE D, BEHDIVITTEEDOR
MR THRE (VL 7F =027 U7 I A250nl/nin LLF) 1I22oWTIE, EEROEER,
i%@ @@%%%ﬁé &
JFRSREREE AR I L CHOHRAREZERT 2 &N TE 5,

(2023 4 3 HkET)
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(2024 4F 12 A %ET)

R 71 DETEEINTWS (2026 4F 9 HERS),

2. BB HBREXIRIEHR
(1) BB 2 oG R
AARDEFIHRLZBT D 19.5 4w, 9.6 R3] OFTHILUTOLEBY THY, KEEKD
F—ARNT VT ORMCEL TR D,

9.5 bE4m
Wb TR LT D ATREMED 8 2 e PEIZ I, TR LA REPEA a2 LRl % &l &
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Pregnancy

Risk Summary

The limited human data with SPIRIVA HANDIHALER use during pregnancy are

KEO T E insufficient to inform a dr.ug*associated ri.sk of adve.rse pregnancy-related
(2024 4E 12 ) outcomes.. .Based on animal rfaprodu.ctlon stu.dl.es, no ftructul.ral

abnormalities were observed when tiotropium was administered by inhalation
to pregnant rats and rabbits during the period of organogenesis at doses
790 and 8 times, respectively, the maximum recommended human daily
inhalation dose (MRHDID). Increased post—implantation loss was observed
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in rats and rabbits administered tiotropium at maternally toxic doses 430
times and 40 times the MRHDID, respectively

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to
20%, respectively

Lactation

Risk Summary

There are no data on the presence of tiotropium in human milk, the effects
on the breastfed infant, or the effects on milk production. Tiotropium is
present in milk of lactating rats; however, due to species—specific
differences in lactation physiology, the clinical relevance of these data
are not clear. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for SPIRIVA
HANDIHALER and any potential adverse effects on the breastfed child from
SPIRIVA HANDIHALER or from the underlying maternal condition.

A=A LT VT D
ISP
(202146 A)

Use in Pregnancy (Category B1)

There is a limited amount of data from the use of tiotropium in pregnant
women. Reproductive toxicity studies with tiotropium bromide administered
by inhalation to rats and rabbits at doses up to 2.0 and 0.5 mg/kg/day,
respectively, produced no evidence of fetal malformations. These doses
correspond to 750x and 400x the maximum recommended human daily dose of
22.5 pg based on body surface area. Animal studies do not suggest direct
or indirect harmful effects with respect to reproductive toxicity at
clinically relevant doses.

As a precautionary measure, it is preferable to avoid the use of SPIRIVA
during pregnancy

Use in Lactation

Clinical data from lactating women exposed to tiotropium are not
available. Based on studies in lactating rats, a small amount of tiotropium
is excreted in breast milk

Therefore, tiotropium should not be used in lactating women unless the
expected benefit outweighs any possible risk to the infant.

(Category Bl : 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 not shown evidence of an increased occurrence of fetal

damage. )
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(2) /NREICET SR

HARDEFIRXIZB TS 19.7 /NE%E ] OFTEIILLTOLEY TH Y, KEROREOFRM L

EL3RRD,

9.7 INRZE
INREE ARG & LT BRREREBR I3 30 L Tuviguy,
H FLEINA
K O TR SE SPIRIV/.\ HANDIHALER is not indicated for us%ﬁ in'childljen. The safety and
effectiveness of SPIRIVA HANDIHALER in pediatric patients have not been
(2024 F£ 12 ) .
established.
COPD
SO E There’ is ’no re‘levant use in the paediatric population (below 18 years).
(2023 4£ 3 A) Cystic fibrosis
The safety and efficacy of Spiriva 18 microgram in children and
adolescents has not been established. No data are available.
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