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SABA EHE A EIL | Fr— 2.40 1.50 [-0. 794, —0.302]
/8) JVRE (<0. 0001)
TR 1.86 1.63 —
RILE -4. 448
SGRQFA =T (ARA | THr— 44.0 38.2 [-6. 777, -2.118]
VK JVRE (0. 0002)
ToHR | 44.9 42.9 —
*1 BRI O f % 010 H i o ) E
%21 N—2 T4 v (BEYEOEZOI0H M OFEHE) L& GHMOE ROz, %S
;Fﬁd‘r,a)
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HH A
ok [Z24atk]

BIWEFRBLRIIARLET 7 —4. 5 u gl A2[EEE2. 9% (6/2064]) . RAET 1
—/V9u gl H2[EEE3. 5% (7/199%1) . 77 BHREE3. 4% (7/208%) TH -7z,
TRBIER X, ARV T v —/14. 5y gl B 2[aIEETEMEEAZEMERIR B 1. 0% (2/206
) . R 0% (2/20661) . A/LET T —/L9 1 gl A 2[ERE CIEME B ZEVE i
BL0% (2/19961) | FelE, OEFE), B, HrEiRim, Rigk, KO
Kﬂwﬁﬁféo. 5% (11§J/1991§J) 77w AR TR EME MR AL 0% (2/208
. SRIHEEZR L. 0% (2/2081§J) Thol,
'3‘/1/%7“3_/1/4 5uglH2MIFETHLE (DAEEWREAHOIELE) AN
THRE STz, WY ERNC L VLT LIEBREO R EBRIIGE S
776
WA DOBEEREERSEL LT, AATTF e —14, 5, gl B2EIEET2064]74
Bl (1.9%) (cafk (Wfigeefd, AiSERRE LR, BEIRIE L) | ALET 7 —/19
wgl B2[AIEEC1996HR 761 (3.5%) (274 (Afige2fE, j(% P28 144, g LA
18 PHZEVERTZ B L, AR MBS S L, BeOE L) . 777 B AREET208
FlFafl (1.9%) (24t (IBEPAZEMEARR B, BEtm 11, 1 Lo 2 1{f) 38
oz, B, EEABTANCEE A ERRIIL NIRRT,
BERIFCEST-AERES L LT, AATTFa—4, 5 ¢l H2EIRET2064 417
Bl (3.4%) (28 (1SMEPAZEM R S, DIiARRIE, M1k, IR,
LR TNEEEN ﬁEtMﬁF BHRARI) . AAET o —19 u gl H2MEIEET19961]H9
B (4.5%) (Z100F (12PEPAZEMENGE B1E, PRV REELE, SOE LR, DA
B, R E, KB R o 7T AR T208BH 1161 (5.3%) (2114 (18
PEPAZEMENTE BOME, FEWED T4, IiRER AL N 1) B bhniz, Z
D 5 LM PHEMNE R (7T B REE, R/VET a—/V4. 5 gl H2[BIEE, &K
JLETa—/L9 gl H2MEIEE, A1) | B RLvETae—4. 50 ¢l A2[H]
) . BECAIRE (T/V%TD—ML 5ugl H2ERE) | OEMHENE (RLE
7¢r—n9ug152@%® PeLEVE GRAVET B —L9 4 gl H2[EIFE) 12OV T
. Y ERRC i@(’*%ﬁ%&@l%%‘%i TE SN o T,

D REOARINIZHE - HEE, T, RAZIZ1EITRA (RrvEeETue—L7
< VERHE KT E LT 9ug) 2 1H 2@%&7\&’@#6 1 TH5D,

1 2) TRBREEIARTED & OIRBRIER G- 12 R OREE OZ R (M)

1 3) TRBRIEE R CHEE L7 (i o b

H4) N EROEEZEESREE L, H5RiEE LR L LEREET L
#5) N EROVEEEZEESREE L, #ERiEE LR E LEEET L

2) REMHR

ENE#HERE (D5122C00002) ¥

HH ES

RERT VA v | EIEAL, FEEM. WATHEM., ZMuaxdtE), S5 UIFAEER

EL SIE S H AR O 550 ~ FEfE COPD 4% 251 14

FRMT X5 RIVET w—/VRE 125 il COPD AEHEIRHESEAE - 126 {3

H (4 H AN D RS JE~EE COPD BA 2R E LT, AAl9ug LI 1TWAZ 1A 2

o] 52 M [E 5 U 7o R D 22 BV M O e & it L7z,
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HH N
EEE — 4l 40 LA O BT DS R B
] — A N7 A NHE- T COPD DEFIRFZW A T4, BITE COPD DIERZ AT 2
R LA YE 2
—10 pack year (1 pack year=1 H 20 &% 14E[H]) LAk & [R5 DL EE 2 A4
7 BRI 5 S 3 MR R
— EREWERBIRE SIERER (FA haE v A, YL ATa—LE) ITLDH1A
WA Visit 1 GHAANEE) o 4 BRELLERTL D Z P TW\WbE
— KB KPR 5% 0 1 B (FEV,/FVC) 28 T0% K T D&
—SVE LRI B 544 D FEV, 23 FHIEHE AL O 80% A T 5 #
F72. BEHBA~OBANICHTZ 0 U TOEREZWZT 2L (Visit 3),
— ANBEX T R2F AT a4 ROBE 4 L <IXZ DM )% 29 % COPD DA
Visit 1~Visit 3 (BIV{HTF) ORI D Hiieng
EELL0AN —REXMEOBEEZ AT 5, XIFBEHRKZE 2= TWaHE, A LLIEE
Dt Ji
BRAM A1 — T UAR—PRREOT P E—MRROBE AT 5, ULBERR I £
ZIFTCWAE, A LUAXZEOM )
—Visit 1 OF[ 4 HE (GEEOTZOOIREE TR S 4 ) 12, COPD DR
WZEDABE, XFEHEAT A RO&L, ZHLXZOM T 28R =&
—JRS (AARFEIFFEE) OHA KTA4 125D COPD & DERIZE N ME L X
NHEEEETe COPD UADOKIEREEBEZA L TR, TUNHYEEMIZEY
FRARACHE/RIEETH D LT SN F
— AR A2 E e, FEEINA BERERZ R L T\ a3
—EEBBIFREEZ T TVDE
—COPD LTI Y N U T — a7 a s T MIBINTOE, IIBNETE
LTWBHE
ik 2 A OBEWI%, LLFOWT o OIEEEC T 52 B#E 57 5,
@F/VET B — /LR AR 9pug 1EILRAZ 1 H 2 [RIES
BT 4 WA O KRR, RLET o — 1O ER 7 KLU AEAIC K
HHFBETEROWERME EORIENRD SN HBA . IRBRE(TER OH W T &
NETO—ILOFGEL 4 5ug 1A 1WA, 1 H 2 ENIEET S Z &N ATHE,
P L5 EE 4.5ugl A 2EICHEHEL-HE. RBHMETIXFoR5E&E0F
FTRINVTRST, B 9ug 1 A 2ENZHEEL TTR L2,
@ COPD FEUETEHERE : GOLD B O8N JRS A KT A N HS & ERHIWC X 28] 7
COPD V5 %= 1F 5,
COPD FRYETRIREE : U= U 3 WA B, FIRECHEE, WEGGRHESE, X F 4 F
v, AR L
Eia=m vl 52 1 f5]
FEFMEHEE | AFEFS, WRREM, OEMEOAAS Z Y1
FIIR A RFAT FEV,, FVC

HH

1@ PEF (LAF mPEF) KUY @ PEF (LLF ePEF)

COPD JER A =7 5 SERIC L DKM REE, B R OMERIKNEE, BB
COPD HEME : ¥ 5 W+ o> COPD HEFE D [H1%L

SABA D i [R1%k

SGRQ

FRAT

Tl

BRI, A 2 YA R OLRFELEXOT —Z 2O T, Flik#Et
B, 777 EBACTIAN LTc, 2 COREFRQITEMERIIT LT,

RV H 9T 8 2 A NMERHAR O 72 0 ORENT X RIERT, A —F o XL VCOPD
BRI EIT Shub7e < & bR G S, DI 3% oA 9 B
DT =B PIET DR TOWRE L Uiz, MAIUREEER < 2 CoREERICHIE
SNV AR A R N —2 T o o (EIFTEE) 2D D2, FTlRkE!
B2 AOTHREIE Z LIS Lz, BF BREOHEICOW T, BIERICE
FHETERTOI0H W BUEHIREY) & aiapdiil GaIREY) 126
WTHH S 2o OB L BLEHIR (N—2 T A ) TR D TR
BT LZALRICOWV T, FlalteaH 82 HCTERERE S L IS8 L7,
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THH N
o L 72k

<FEFEL> (EEFHMEEH)
HEFEGORIRIL, AVETa—/L9ug BHEET 80.0% (100/125 f5) . COPD
FEYEIRIERE (Bt U 3K, B, KL [SABA, LABA], WRIRFRIEIK, X F /L4
vFL. AR EY) T 16.2% (96/126 ) T o7-, COPD FEUEJEWERECHE
C CURMEREE (65 m%l) 25 1 BIRE Stz Y EARC X 0 BRI
DI & Y1RR L ORBEERIT VW EEB BT,
RVETa—ABEOEERLO L, FYERMIC XK > TRRBERAEE IR
MofoEg (BIER) OFBIZIT5. 6% (7/12561) T, 1@MEPAZEMAGE SR, TR
SHOE, Wfide, BB, R T R oBERRME, D EERISMER X OBOE TERE
10.8% (1/125M4) To -7z, 7235, COPDEUEIASWERETIT. KIEBMROHIEIX
FEh L TUVVRY,
WSO EESRAERESR L LT, AAETT 2 —L9 4 gl H2EIEETL2504] 4120
B (16.0%) (2274 (18VEPAZEMEMRE RS, Afide 4, WUk IR #E 14, w144,
MHEAZS 1, B, FioBEMES A, a1, MR RO WEIR+
BUE, BNBELE, R~V =T ME, POEE, 9 o bR, OE
Mk, B, EREER R EA1E, WS XREFE L, O SR, HREE
4, KREDIRAREEL{:) . COPDEEUETAHERE T126%1H 17641 (13.5%) (2221 (18
PAZEMENGRE A, RSTAME2M: . 5 VEMERER R EE L, i1k, B, B
AR, BT RSB0 L1, SEMESREBEIRG LI, THEEPT LI, Akt
FEE, HFEZELE, TADLAME, BRI, 77 FTRE U, ANREL .
KT U, B~ V=7 1, BIEE ) B bhiz, 72k, EIELEIT
ANCEERAEFRIIA NPT,
B ILCE ST HEEG L LT, RAET a2 —/L9 4 gl H2EIHEET12541 494
(7.2%) 129t (B MEPAZEMEMIZE B2, Milaf1of, K21, W1k, &
BMERGR I, BRI, 5 o, KRR B oniz, 205 bH
18 PAZENE it B S ORI LR 1R S R AT IS L 0 TRBREE & ORI R BRI S E
SN o T, COPDEEUEIRWEREIC I TI, 126619541 (4. 0%) NAEFES (18
PEPASEVERTE BBLAE, AISZAREE L, SOBPEREE 11, HEE ST, CTAd Al
1) ORBUC IV RBRE I L=,
F7z, 2 HfE o GHEICE T, AFM EOBRIZLVALVETE— 1 9ug
1H2MENS 4.5ug 1 H 2ENIHE LIEMTIRE SN2 o T,
<DEM> (EEFAMER)
DB RT A—%2 (0da%k. QT [MFE. QTcB &, QTcF k@, RR RE) 2k 0»
THER FRFE T R ESEEMEDOEENI A SN0 o Tz,
<BRPEMAE > (FEEIMHER)
WTNOREEBIZBW TS, MRS b EROICEZE 2B 5tk TOFY
TE DM NI RIE SR o 7=,
<N BZNY A > (FEEFHMEIEE)
IAEHAINE . JE5RH ME & ORI EIC BV T, W b BREA IS BB 22 & 51
% TOLEEOLEEEAILZED SR -T2, R CHRIIC BB %X
RNV (WASIRSY

Atk

FEV,, FVC, mPEF, ePEF, COPD JE:k A =27, SABA ffi FIRI4 K OV SGRQ #e & A 277
(ZOWTLLRIZAR LTz,

KA g B EREC IS D FEV, GRTEL) 13, COPD FEUETAREREIC bl L T
B THER L7,
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HH

AFS

RES

<FEV,> (RIWKFHMIER)

201 -—e——= Formoterol 9 ug bid (n=125)
~=—=——= Standard (n=126)

115

110

Ratio of FEV1
=1
o
.

95

Week

X| FEV, DGR D OEER GRAEY) o
L REMEZ e L7eT — & CHEHE1T- 72, (LOCFEHT)

TE 2 RETEMEA T — v TR U7 SRR 2 e A L 2 i = F — " — L LT

FR LTz,

# _FEV, (L) Otz

. . " HIRIZ BT 5 (i 1y R—=R T A T

NI

i PR Soasqr [ moawm | syame )
AVEFE—LEE 125 1.375 1. 395 101. 46
COPD A2 YR i 126 1. 307 1. 299 99. 42

N=2T A2 BE 0 (RIFHT) R 28R SR OE
T KRB ZMISE LicT — & CHERE1T o7z, (LOCFA#HT)

<FVC> (RIWKFEAmER)

& FVC (L) Oilik#idhaE

. . " IR B 1) D (i -y NR—=RF AT

NV

AR PR TS D T s as il | A (%)
AVET O 125 2.929 2.977 101. 62
COPD FEVETRIERE 126 2.827 2. 802 99.13

N=RTA v FE 0 (BT RIS T 15K SR O

I REMEZ M LT —2 TR ETT o T2,

(LOCFfighr)

< mPEF }% (NePEF @ 2R %5

ArE> (BIKEHLIE E )

% mwPEF (L/min) & NePEF (L/min) Db #Eit=

N—=2T A > BRI ORE O 10 A OFEE
T KRB EASE LieT — & CHEFE1T 572, (LOCF fi#hT)

=T fr e \ " . - NR—=RTA )N
A H TRIRERE %K N—=RAT7 A A5 . o
O DLV R
RIVET O
S 125 241.6+88.2 253.7+92.8 12.2+34.9
mPEF (L/min) ;
COPD £t 126 223.9£87.0 231.2+91.2 7.3+26.2
- .9£8T7. .2+91. . 3+26.
FILVET B
U 125 252.4+93.7 261.9+94.6 9.6+34.0
ePEF (L/min) ;
COPD A2 %
. 126 232.1%91.2 240.0+95.6 7.9+28.2
TR
CEXIfE = R ER 72)
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HAH N2
cEE <COPD JEIR A =27 > (BIRFHLIEH)

Mean + SE

224

214

i
204 r?

1.9
k4
18

161

159

Total COPD symptom score

144

131

1214

114

y v

~—=—= Formoterol 9ug bid  (r=125
Standard (n=128)

‘%

W*w L

W

10-

-14 0 28 56 84 M2 140 168 196 224 252 280 308 336 364
Days from treatment
COPD JiEXR A = 7 BRI DI (HARYERRFE) OHER
T REME AT LT — 2 THEE 1T o7, (LOCF figh)
#  COPDJER A = 7 IZBIT % stil st &
e N—2 T A
FEAE H TR Bil%% Siv LRG| v b0%
k&
RIVET T
. . 125 0.2+0.6 0.240.6 0.00. 4
JERIC X B — VR
MREE (/B) COPD #Z% ¥t
s 126 0.2+0.5 0.2+0.6 | -0.1+0.6
B
RIVET
TLWQD 125 | 0.8+0.9 | 0.6+0.8 | -0.2%0.7
I PR 88 (/ 1) COPD
71N
s 126 0.9%1.0 0.7+0.9 | -0.2+0.8
B
NILETH
RIET 125 0.840.9 0.6+0.8 | -0.2+0.8
— LR
% (/H) =
COPD £ 1% 126 0.8%0.8 0.740.8 | -0.1%0.7
Ao, .8+0. . 7+0. .1+0.
RIVET B
. 125 1.9+1.9 1.4+1.8 | -0.5+1.2
COPD JiEIR A = — LR
TER COPD %
aEt (VR) e *T‘E 126 2.0+1.6 1.6+1.8 | -0.4*1.4
TERRE

R—=RAT A BEH

M OK#%D 10 B 04|

T RMEZ e Uo7 — % CEEH a1 T > 72, (LOCF fig#r)

(Tl = AR HER 72)
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HH AFS
g L <SABA i JH[RI% > (BIEHmEH )

| [== tmperow =5 |
bl i1 e
i *!V T ji’ L 1l F}j il el Al il "ﬁ’f@? i
E%E #ﬁ EMFE@“‘E”' Lﬁ@%ﬂ{[@ iﬁﬁﬂ t ¥ ﬁ%ﬁ ik A‘r “:U& nﬂfv]
i # | : % o
N | “P ] W'}l{"m“’? i \‘Jﬁ» *ﬁ ;.j“{ o A

04+ W rﬂﬂiT‘r‘i" ﬂllfd I ‘l i ﬁk‘

Days from treatment

SABA i IR D Pl (EARMERAGE) OHER
VL RIS HSE LT — 5 THFE T o7, (LOCF fiRhT)

#  SABA f#i FH[EI1%k

. " _ S (Vg
NI X ¢ JI— 2 ~ AN
TRIERE %5 ~ T4 £t Ul e DI B
RLET 10— LR 125 0.6x1.3 0.4%1.1 -0.2+0.7
COPD #E HEVRIF I 126 0.7%+1.5 0.6+1.4 0.0%+1.1
CEEE R 22)
NR—=2 T A BEMOERE% O 10 B #OFE)E
o RAME A MSE LT — & CHEi&1To7=,  (LOCF fi#thT)
<SGRQ A =7 > (RIREHEER)
F SCGRQFBAIT (KRA LK)
. . " . _ NR—=RT A
NI R ~ AN
TR Bl FA v et i N
_ . 30. 61
RAET O — LR 123 32.05+17.85 417 50D -1.34+8. 48
COPD FEHETRIR I 126 31.09+16. 09 30. 53 -0.57+7.78
2 it . ) 1694 ) .
CEHE SR A)

NR—=RAT Ay #&50E (B RE, 250 : 4~52 H O
1) n=125
W KIWEZEME LT — % THEHEIT-7=,  (LOCFAENT)

(5) BE - FRRERIHER

KPR L
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(6) AERIER
1) FERARERE (—RERARERE. BEFEARERE. FHARELERRAE). HERTE
T—AR—FE., WERFTREKRABOANR
F =X A9 gH —E 2~A T 28 A + 600 A D AT A

HH A

Hi BEIR % OB AFEE TR 2Rk 8+ 52 L 2 HWE LT, 2013 4 1
H7H25 2015 4% 3 H O WA FH B A 4 F2i L 7=,

ELESWE= TR ART T 4 T etk

*REE g%@%ﬁ%%@%%ﬁ%d<%ﬁﬁ®%ﬁmﬂb\ﬁﬁ%ﬁuwfﬁﬁﬁé%

A 2013 41 H~2015 43 A

SiE B4 396 Bl
(2 ENERRAT S SIER] « 369 1)

S 2] [zt ]

FEAPERRAT RS FI369F F . BIERIZLLE] (3.0%) . 13RI b=, BIEH
OWFRITEARBOE L L O A6, WHEEZK, &Y U AMGE, RRERE., REE
PeliE, ANEEAR, B, MHEAAPUE, BEEA N NBOKIFITH T,

B MR O IKBIERICEIH T 5 &5 2 b D RIWERIZIEERE 72 REENR & OB iE D
A1 (0.3%) ThHolz, FIEFOERIFIL, NEAROIFIAAKEE, BHFEO1H)ILE
"WTholo, £, EEROME RAEFFG L U TRLZEROEKL O FEZED
1B (0.3%) 2SS SNT2A, REEBRIEIC OV IR, Y E AR LA DN
ELUCHRASIMEZER L TR Y | DI ZEIZ OV TR, HYEIIARKIE T LD
KRR EGE LTS,
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HH N

T2 RER OF N e 119
QL RVEfRHT R 3K 369
Q@FEIEH % O3 BUEFISK 11
ORIERS ORBMAT 13
@BIWERZEORBUERE (%) [6)/@x100] 3.0

BRI % O

BRI 5 O T FE BLAE

Bi% (%)

JEYIE RS K OVEAE HUE
WEEE ¢
REHER L OREREE
EH Y U AIMmAE
BARIBOE”
PR R E
R
ol
L B
ISR
GUfES
e gy, Mashds K OMitlRREE
MR B AN R
B WlEE
AL
—i% « RHEERL OGO REE
PR
e

1

o= DN DN DN = =W =N =W

(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.
(0.

3)
3)
8)
3)
5)
3)
3)
8)
3)
3)
3)
3)
3)
5)
5)
5)
3)
3)

EBIRTHE (SOC) , FG4 (PT) : MedDRA/J version 18.0

B% (%)
*HMEM EoEE] 2o PHITE RVEIER

) [E] G TR — ORIER (PT L~UL) A%

L LTHERL,

ECLoloY Wik A= dtal =N

L

2) RRFHULELTERFEDANRXIIEMRLRE -

EARY/YA

N =0t
KPR L
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2.

EEIEB(CE I HIEH

EEZPHCEESH DIEEYMRTLEYEF

FAT B AR, TAT Y CREBR, FA AT B AR S RE, A VAT R L
1 B D B, A

EE : BEO D BILAMOMIE - DR, BHFOWRN CELBRT5 2L,

A

(1) YEFRERML - 1ERKRF
YEREBAL = B « &

YRR
— XA B =2 RN L, R SOER AL T D B BR TR L, Gs—7 T =gy 7 7—8
—cAMPRRIE ZTEMEAL L, SFIBOBREA LT EIE5, ZhICk D, [E LIRSS 5 E0OKEIER %
HT5EEZ2LNTWD, FVET B— VTR B2 BREHIEA T, B> Rpe i 7e 5008 X
LIk (=Y eE s N
B HEANC K > TYEH O3 BRI L ORRBERE 2N B 722 B 03, UK EY OIRIAMEDZEIZ LD H O
EEZLND, FVET B —LOREMEZ, YT FZE— L LD R60EE <, AT E—LOK
1/25CTH 2 . 2o O B RNEANT, TREESEWIE (P AT a— >R VET B — AP LT 4
T—0) ITERARBEL . ERREBR A E o 721010
RNVETO—)L PN TZE— N KOYIL AT B—LD B S RKETEEOK/IEIRE & O EA/ERIZR
LTEBENTWARREZKUSRLEY . KUZEBWT, T ZE— Lt KHEDSESNITHE
B CRBIRCRIET 5 2 OEARBITECTH DA, MEED S B Wi S5 7= /B
FRotREMIT < 22 B, W0, v AT a— uid, ZOKE 3 DBIREMEOHIIRIZ A S IZH D A E i,
AT U OB RICEET 2 - OERARBUIER . EARRIFRNELS 25, ALVETE—
TP REDIREME 2B T 5720, —HITMIEEICREE S A28, MIaEAC S B BRI EFAAE
HATEL2ENGFEL, HONI B ZHRMICBEL TEHARBER L, X512, MBI SN0
DMRANKMNCIERE L C B R IRICEIET A - O RFRERAMEEZ T B2 615,

YT HE—)L RVETT—)L P AT a—)L

lf
S
LWiTLLLE

T
111 @I

oK TR DR VAT Je Vet
FIRER R M R RERE M IR E
T 7 1 T 8L e 1 B FEAR 72 AF 568

1 B2 BRI O K/ E R m I T D B2 HIEH ORGERA B HE
(Anderson 1993, —IBCLZY)
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(2) EMEFZEN T SHAEBRAE

1) B, ZREIKT DN (in vitro)

B\ ZEMRITH T D B RIRD in vitrofEEERME (B3 IRME © B,/ 8 1) 2R, A
T =L 60, BT HE— T 13, 7 = /T a—E 5 ROV AT o — 03190 Tho T,

RLETO— IV AL T ZE— N F O T = /)T — L L0 & 425 FON12 f2m< . L AFn—
LD 1/3 Tho7- 1,

F EALEY MHRERCLEZ AN THELET B =0 B, BRI OWTRE LTI L 25,

RIVET 01— )L ORISR,

CHAEEEINTER X 0 49 200 558 ) CTh o7z (F DY,

F 1 HARIHRE &0 XIET R (pDy” : F-H4)fiED)
Pl SEILEE © BLAFH BB - B AR | BLEEIRIE (B./BY)

RLETF T —)L 9.29 (9) 6.98 (8) 204

AT HE—I 7.13 (6) 5.90 (4) 17

AV TLFY v 8.57 (91) 8.62 (67) 0.9

a) pDs : ECo IED A DRI (-logECs) A3, () WITEREOHK

2) KB YRR (in vitro)

ENLEy MEHEEEZHANT, RAETTF O —/LOH AN a— VHERINE T AER R LT,
rreETa—L, YT EE—), T ) Ta— )V KEORA YT LS 0F, 0.1 pmol/L HsNa
— VBRI kT U TR BRI e iR (B 2 7R Lz, B/VET v—/Lid, BN a— LR
ML TCHATEE—, T2/ Ta—VROA YT LT L0 b7 ER 2R L7z

15)
o

100 -~
2
o
'g 50
© ] —e— Formoterol
'7‘3 —a— Salbutamol
~
—0— Fenoterol
—o— Isoproterenol
0 T T T T 1
-12 -11 -10 -9 -8 -7 -6 -5 -4

log [drug concentration] (mol/L)

X2 ELEy MEHEE DD VS 3 — Vil TN 253 2 45 380 o stz 1

EEy MEHKEICBWT, AETR =L, AT a— LKL T ZE— L DX HERIE
[ZDWT, BN a— LRI k3 2 VE AR BLE OE ARG 2 it Lz, RAET o —
NEOY T ZE— VTV AT r—)L L0 bl RE NG9 5 tFEEA 2 R 8L L 7=,
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WELTng) ZIA2BIMAKEG TS, | THD,

400
300
200

100

m#ZPAILETA—ILEE (pmolil)
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(G DER OR5R) (I2Xk 0 IEHED 5. RERZEZ T2 L85 5.
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ENRdHD (VL 7. AR, TVIL 6. FEDE ma AT 2 BFICHET 2R OBEEM), £z,
KR MIEIZ L VIS Y 7 AMIES LY XA KIETERZEET2 228355, 20k 5748
FICAKN B EGT 25 8TMEN ) U MEEZE=F2—T 25 Z &S D,

(2) ZDithDEI1ER

11.2 Z0hoEIER
FRRE SR 0. 1~5%ii B AR
2z %é-—;‘ ‘Z/\\ 37 A | P NENTE
. ﬁr\ RIS, SRR R R 5% O B U
FIEE - PR S SRR
e A
) PN s BE. TRk, D EU. DRGEREE., W,
T
KR i
J— BiE. R (LEMB). oPERER. (SR, MU 5
- WSS | B
i - R i

7417



VA i L

1) FRFFEBTL A B2 RIBEA 2 %595 72 EOWY R LEE1T D Z &

<fiE >

EIEGRRER, ERELFRBARRR (AANBELET) ORBBEEICESESTHL VD
M BUE

PRI E TICFE i S L7z [EWNER R X O E B REEARRE (B ARANEZE L ET) 1BV T, K
FNZ X DHANT L — LB 2 55 WEEIT, %%1@ (0.2%) P@|ESHNLTND,

2O &9 A BUER A R D DIER SR EL LG A X, AR OG- E kT 5 7 L) e L
1152 &,

FIARAN DRI U CBRBUIE DB ERE D H 2 BFITIE, AHZREG LAVWESEETLHZ &,
(TVI. 2. 2N EZ0EE] OESH)

HfZE - PR R

ARERRF E Tl S A7z [ENERIR B K O E BRI (A ANEEZEZEGT) 2BV T,
WX 2o T,

S S

AENZ X2 TRESEE ) ORWERIZIEFRICENTH Y . JREIEL T AR TOREMIES G

DR SN EiT AN L S TR (AIRR) T LR —k] ThdHeEZbND, Z

D XD IR D B oG E IR, ERFEEEIRIA B, I & 8 59 5 72 & O bl 7 JLiE & 17
STk,

PR R

ARRIRF E CIZ S S A7z [ENERIR B K O E BRI (A ANEEZEZET) 2BV T,
RE% 2 B (0.3%) . AIRJE 161 (0.2%) G SN TVD

HRHE 72

B o Z R EHERIC X 23 PEER E B2 o b0, —i@tEThy | AL TS5 5
AL (M) 2834 CTIREIED S LUTHEEAT 2L & Tn5

BREARIE T 2T  EAE (E 2 OPHES G L CRERIUEE 725 2 &) LEIEEZ > TV DA,
FRRMED B o SZ AR A LT 2 &l %2 DT HENE O R G 23 H Shv, FhoEIB3 P35, 20
fEAL fE 2 OIHMERBIELT D720, IR IND, o, ORI EZ—EIRST7 4 —F
Ny KRR B X A b ORISR ER LIRER & R T2,
Ph B &

ARGRIE E TIZF i S L7z [EWER IR X O E B R (B ARANEZEZET) 180T, Ik
OME 2 651 (0. 3%) . LEEMEISMIHE 161 (0.2%) . LB kHED 161 (0.2%) . 161 (0.2%) 2
WEENTWD

ARFNL B ZRBITEVBIER H 228 B B ZHEEIC L DTN T 2720, m%ﬁ%ﬂ
BWAERNC & 2. 080K (BMEZR R EH] O H58) | I ) O 3R (B2 i E o #R) 12
W%%E@L%\Kﬁméﬁzﬁz&ﬁ%éoUw.&(Déﬁﬁ-%ﬁgﬁwaéﬁﬁjmﬁ
ZH)
/\%[/‘\

AR £ TIZ i S U7z EWNERR R X O E BRI (HARANBEEZET) I2BWT, R
7 R s E 161 (0.2%) A SN TVWD

>
N

7427



BoZAERFERC L 7Y =7 R X0 . IBHEAS ER 2 ArRErERs % 2 5 Tv
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FAEI1EH pD, @ ¢ M pm”:ﬁ@@
PREK

SURPRIE ) FAEhEEN Y B, BIRME|KUERIE @ mENEEN Y B, IR
: BoEH : B TEH (Bo/ B : BoAEH : B 1EH (Bo/BY)
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M L7z, LDy A 2 1T d, B —IREBOZE T, ARENK T, MFRORE | #REk,
VREEDHIN M MR TR T o 72, FIRRPT R L QYR B F R A Il W T, —CIRRBICEHE R A
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HHE (0. 128mg/kg) M OVE A ERE (0. 852mg/kg) DEMBINT I\ TEEFL 70 Lo if; DFRAEILEL DS FR D
BTz,

7477



3) A X 1 & A R AL G505 0

A X1 fEHBRKERAR SRR T 2R BEERITRIL. AREEOREIRCH -7, &5 1
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B BN A BRI TFC A LN, 2, 1 HABKERD&EGRBR TP HER (151 e/kg) D
1L O I ERE (100 1 g/kg) D4R, 12 & A MBER N 538 CIX A ERED 1 L O
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8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are limited available data with PERFOROMIST Inhalation Solution use in pregnant women
to inform a drug—associated risk of adverse developmental outcomes. Beta—agonists may
interfere with uterine contractility (see Clinical Considerations). In animal reproduction
studies, oral administration of formoterol fumarate to pregnant rats and rabbits caused
increased fetal malformations (rats and rabbits), decreased fetal weight (rats), and increased
neonatal mortality (rats) following administration of doses that produced exposures
approximately 730 to 29,000 times the MRHD on a mg/m> or AUC basis. These adverse effects
generally occurred at large multiples of the MRHD when formoterol fumarate was administered
by the oral route to achieve high systemic exposures. No effects were observed in a study with
rats that received formoterol fumarate by the inhalation route at an exposure approximately
300 times the MRHD (see Data).

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 2-4 % and 15-20 %,
respectively.

Clinical Considerations

Labor or delivery

There are no adequate and well-controlled human studies that have studied the effects of
PERFOROMIST Inhalation Solution during labor and delivery. Because of the potential for
beta—agonists interference with uterine contractility, use of PERFOROMIST Inhalation Solution
during labor should be restricted to those patients in whom the benefits clearly outweigh the
risk.

Data

Animal Data

In embryofetal development studies with pregnant rats and rabbits dosed throughout the period
of organogenesis, formoterol fumarate did not cause malformations in either species. However,
for pregnant rats dosed throughout organogenesis, formoterol fumarate caused delayed fetal
ossification at an exposure approximately 50 times the MRHD (on a mcg/m® basis with maternal

oral doses of 200 mcg/kg and higher) and decreased fetal weight at an exposure approximately
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1,500 times the MRHD (on a mcg/m® basis with maternal oral doses of 6,000 mcg/kg and above)
In a pre—and post—natal development study with rats dosed during the late stage of pregnancy,
formoterol fumarate caused stillbirth and neonatal mortality at an exposure approximately
1,500 times the MRHD (on a mcg/m® basis with maternal oral doses of 6,000 mcg/kg and above)
However, no effects were observed in this study at an exposure approximately 50 times the MRHD
(on a meg/m? basis with a maternal oral dose of 200 mcg/kg)

In embryofetal development studies, conducted by another testing laboratory, with pregnant
rats and rabbits dosed throughout the period of organogenesis, formoterol fumarate was
teratogenic in both species. Umbilical hernia, a malformation, was observed in rat fetuses
at exposures approximately 730 times the MRHD (on a mcg/m® basis with maternal oral doses of
3,000 mcg/kg/day and above). Brachygnathia, a skeletal malformation, was observed in rat
fetuses at an exposure approximately 3,600 times the MRHD (on a mcg/m® basis with a maternal
oral dose of 15,000 mcg/kg/day). In another study with rats, no teratogenic effects were
observed with exposures up to approximately 300 times the MRHD (on a mcg/m? basis with a maternal
inhalation dose of 1,200 mcg/kg/day). Subcapsular cysts on the liver were observed in rabbit
fetuses at an exposure approximately 29, 000 times the MRHD (on a mcg/m? basis with a maternal
oral dose of 60,000 mcg/kg/day). No teratogenic effects were observed with exposures up to

approximately 1, 700 times the MRHD (on a mcg/m? basis with a maternal oral dose of 3, 500 mcg/kg).

8.2 Lactation

Risk Summary

There are no well-controlled human studies of the use of PERFOROMIST Inhalation Solution in
nursing mothers. It is not known whether formoterol fumarate is excreted in human milk, or
whether there are effects on the breastfed infant or on the milk production.

In reproductive studies in rats formoterol was excreted in the milk (see Data).

The developmental and health benefits of breastfeeding should be considered along with the
mother s clinical need for PERFOROMIST Inhalation Solution and any potential adverse effects
on the breastfed child from PERFOROMIST Inhalation Solution or from the underlying maternal
condition.

Data

In a pharmacokinetic study in rats formoterol was excreted in the milk. The amount of

radioactive labelled *H-formoterol fumarate was less than 2% of that in the maternal plasma.

F—AMZ U T DO4¥E : (An Australian categorisation of risk of drug use in pregnancy)
Category B3*

https://www. tga. gov. au/products/medicines/find-information—about-medicine/prescribing—medicines—pr
egnancy—database (202441 H 15 H7 7 & R)

Drugs which have been taken by only a 1imited 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
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Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.

(2) /NRFICBET 250
AR T HREDOE REA T HBEICHT2EET. 7T /NEE | OEOFTHITLLTO LEBY THY |
KERMSCE L3RR 5,

9.7 /hR

/NREET R 2 BRARRER 1T 940 L TV 72wy,

KIEFATSCEOTHE (2019 455 )

8. USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

PERFOROMIST Inhalation Solution is not indicated for use in children. The safety and
effectiveness of PERFOROMIST Inhalation Solution in pediatric patients have not been
established. The pharmacokinetics of formoterol fumarate has not been studied in pediatric

patients.
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