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RIEZ PN 2 DHAI T2 < QB SIRERIC L0 B OSVEER 2 858 S D 3HERIEAI TH 5720, 7
VERBIRFIZIR Y AFI R FEH S5 2 &,

RAERURE

RERUVRAE
AT EE— L L UTHEERA 1IE200ug 2 %A), /AR 1T E100pg (1 ]A) ZWAT 5, 7ol i,
FERIZ L0 TR 5,

(2) BERUVHAEICEES HIE

1. BZERUVEEICEET FE

T E 2 A, AN LR R ADFTER OAEEZSTY RANL, @5 3 L B2V ER R+ 5 ¥ o T,
ZORNIROWAEITDLRNT E) 1 HA4E* (JRAJTE LT, kA SHA, /NMEAWA) £TETHZ &,
[8.1-8.3 1]

(f#3R)

* 1 ARFNT 3 FERLL EVRD T 2. b LEhRD 3 RefilFekt L2 WIGEITIE, EMICHRT 2 L 5 xR
L. BEIEALR2NE S HRET 2,
ARHNPG-1% 3 WEH| O W5 C b PEIERE (FVC. FEVio) BB R L72 Y,

FVC FEVio
2500 1900 [
2400 1800 -
1700 [
2300
1600 [
2200 - 1500 |-
2100 | 1 1 1 | | | 1400 | | 1 1 1 | |
0 30 60 120 180 0 30 60 120 180
HILg J — IR %R YL & J — VIS5 %R




V. JARICEY SRR

%2 1HA4REETETDHI L,
AIRIZIBW TR, BATTEE ORI & 5 E B S AR EHIE B WIS @ DR,

3. ERERALAE
(1) BRT—2/\v5—
%X L7ewy (2009 4 3 A LARTAGRGE)

(2) ERERZHER
AR ORERRABRIT, —EE R A 5T 15 iz, AR 265 B2V T 1 [HH72 D 100~1500pg DY
AFER [z X Ef SN, 209 Ho 191 FIOBKRERE L. UFo@mY Thol-,

75h 3%

" U T
U 3 A 75.0% (84/112)
NS 54.2% (32/59)
fiti S 75.0% ( 3/4)
2 BHRE R 50.0% ( 6/12)
filifd % 50.0% ( 2/4)

) AFNOARAREIL, BRATIE 200ug QW A)  /NET1E 100pg (1 %A) THD,

(3) PRI
1) BERSHE
AR L

2) RERSHER
LR L

(4) BRNHBR
LR L

(5) RIFMIEER
1) FAEALLTRERGHE
AR L

2) MLEEER
AR L

3) REWHR
AR L

4) BE - RERHER
EEE R L
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LR L
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VI. EMEEICEHYSHEE

1. FEZNICEEHIILEMITILEDEH
BTa—NTIVEE T RLFU S AT RLF )
B 7 RV U FERNIEE . AV 7LV Fahhra—)v, 7=/ 70—/L5%

2. XHE¢%R
(1) A& - fEREEF
1) fERARLL

i - A

2) ERAKE
PNTZE— NI BZBEDT T Z AT Bi~Bs D Db K[ESCTFBHITAEAET D Po M2 BARAY I
T5Z LR TRESHERIEM 2 RIET 2, P XBRA~DFEEITE D 7T =g 7 7 —E (adenylate
cyclase) MIEMEAL SNVTHIBENT A 7 U » 27 AMP (cAMP) LULs ER. Z OfE A8 181 3 itkE
THELBIT, A MIEND D AT ¢ =— & —ilERERIH SN D,

(2) ENEEMITLHBRAE

1) P ZEMEIRYE (FILEY k. in vitro)
ELE Y FORNKEGMEIERN B0 & MLOEHABER =B/ OmIoka s> T
B ZAMRITHTT B IIRFES & LIE LR, YA T X =3 A Y T LT Y oD 288 5, Ay 7 L)
VD96 ., 7= /)T a—1D2HE0 R RIMAER LY,

o RBKICH T HBIRIGHD LLES
s 1
AnTLF)r §| 3
AXUTLFY 7

FILTR) 34

Jx /70— 138

YILTRE—I 288

KAV TVLF U D PR E 1 & LR bl

2) [EXRIRIER
a) [EXERMHEER (FILEY F)
YT Z T NEBRABRGIZE ) ELVE Y bOTEF LY EREKE SR M LY Y,

b) KERZENMGH (REEH)

W BT F ) o B, NUAF AL (FE), B AFZ I B EEiAITTHR Lo RUE SR
(ROBFAZE) 1Tkt L, YT X E— L OWAFREIC LV | KB T, FEV, DBENRD Stz Y o,



VI. EMEE(ICEHIHER

c) MAFKIERRFI DR EXMFEADLE (REEE)

d)

3)

4)

e BRI, VLT X ET— VAR (LT HZE—LE LT 200ug) &PV THE—)VEE (LT HE—
nELT 4mg) 7 AF—N—EIZ KRG L, REERICFEREERE (FEV) ZHIE L7,

S SHERER OFBURERE] . 201 R O R IC B W T L7 Z 5 — AR ARNINIRO S A D 1/20 O
HECHHREERLET,

FEIRAEREDE L
25 o—eo HILTZE—IRAH
———¢— (200 i g)
[ ¢ e o--—-® H)LTR2E—IEE
] P *5\\ (4mg)
F ol G Y
E ! °
Vi1 : K
(¢) =
J
2.0¢°
"Ti
010 30 60 120 180 240 300

BEROERE ()

M SR %@&Aﬁl /A xﬁ—/\ﬂf CEVEEG L, RIGPICHEREEE (FEV) ZbEEMEL
7=,

YNT HE—)VEIA Y T VF ) vk FEV, OEMERRBE THH- 2R, EAFHERMEIZL D ENoTz,
Fo, AT LT U X0 EWFEV BNRA R LT Y,

IR REE L3R
| o—e HILTZE—I
200 ug
e 1VYTLFUL
] 1,000 g
E o—O ALY TLFY Y
30 g - 1,500 g
; ¢ ... 1 \J ® |o-—-0 75K
£ I .
£ 20 {—= =0)
&
(%) 10 -H—! |
0 1620 50 80 110 140 170 230 290

BE#ORE (5

M7 UILX—ER (E+ in vitro)
v Mgl &2 AWZEER T, 7 ¥ B — WTHURHURIGZE - TR Z 2 BmME»" oo A% I U K
NSRS-A DOIFEEZINHI L, ZOERITWFNL 7 a7 U 7T R oA L0722,

COMT (catechol-O-methyl transferase) ifi T Z POMT (phenyl-0-methyl transferase) 2k B8£Z (E k
in vitro)

PN THEE—T VT KL F U A4 V7T ) A2 LT COMT WTNZ POMT O 8 %515 % 2 L3
D7pl, LR TAFMEIIZL W, Ko THAT XE—/LOERFFRICBEEL WD EEX LT,
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5 DIRERICHT 22E (REEH)
AN OWAFGNZ L DRI AR~ DOEITOWT, i BB TIRA L7, sk, WOMgim T, L5k
WE & BICY T Z = AR ARTR TEBNIA DRI T,

HIL T2 E—ILRAKEGRIZICE T DRPHFR CMLEDEL

RISk m E
(B/ %) - (mmHg)
100 N=edo 500 UL A 0 FE
n=248
80 82.9{ — %83-4 123.8}— = }123.3
100
60
74.9+—}74.9
40 HLAREAIM FE
50 n=246
20

0

D INCT A 1% D INCT] A%

(3) VERRIAREMA - Hihsn
[ Q) haB AT 2R 2) KEILREM o) WMAKIE NARAIORE KHEEM ol (4 8.
BE) | OHEBHR



VI. EMEREICET SHEE

1. mAREOHT - AEE
(1) AREALOPRE
KR L

(2) B R R
MR L

(3) ERERHBRCHE I -IHPRE
MM ERR L
<BHE>
GMENT—24) 10
BERERR 2 BINCXT L S H-P v 7 2 B —)b 100pg 2 B ARG L2, 1 B0 Z iz v 7 25—V 3R
HEH, #5% 14 T0.67pg/dL. 54T 0.38ug/dL DEZ R L7228, #5410 4705 6 B TlE, Y17
= /LI S o Tz,

(4) h
PAE R L

(5) BF - HAEOHEY
AR L

(6) BEE (KEaL—3) BHICE Y LEENFNDEEHER
AR L

2. EMEERN/INSA—4
(1) fRAE
FIRNIR B ICONW T, 2 30— R A FETAAEZBALE Y,

(2) WRUSERBE TE 38
UERR L

@) NAATRAFEY T«
FMENT—24) 1V
2.3%
(fERERR N 5 Bl L7 % = —)L 62.5~95ug/kg % % N)

(4) HEEE T
AR L

AFNOAGRSNIZMIER O E . [V, JBIRICET2HA 2. FELAOHE] OHESH




VI

RMBEICEHT SRR

)

(6)

(N

J9VTFTI VR

GEAT—H) WV

6.940.32mL/kg* min

(BEEERL 5 Bl VL7 2 B —/b 11~57.1pg/kg % B RMES:)

DWBR

HEAT—H) W

AR AR A A FE 1 9.121/kg

(BEEERL 5 BlC VL7 2 B —/b 11~57.1pg/kg % H RN S:)

mPEQFEEE
v ~OIMSEE T invitro DREETTIZ 6~8% Th -~ 7~ 12

3. IR

WAL« 5B M ONHAL A

4. 3

M

(2)

3)

(4)

(%)

i j% — A BE Y@ 14

HMERR L

<HE>

7 v MIPH-YP V7 X E—)L 25mg/kg % | RIRRO#EE L, 23— 8T V47T DEER LTSRN BIE,
~OBITIZIFEE A ERD B ho72 10 (T (5) ZoMOMEE~OBITE] OEER) |

iR — ha B2 EA P @B 14

R 19 HH O Z v MISH-P VT B — L% 20mg/kg BEIENE G L7256 FHAMBEHIRED 10% 2 61
Mgz ER Sz P,

t DR/ INE L VN in vitro DWEETT 12% 84T L7 19

it ~OBE
R L

BEA~OBITIE
PR L

Z DD~ DT

MERR L

<HE>

W A5 10

B — 7 LR 4 JLIZ SH-H V7 2 —)L 1,000pug WSS Lz, #HEZOM, K&, KJEX~OBITICD
WU, 64~70% 13 AZE[E T 5 glass chamber H1 & KUEEANE FICHERE L, £ 152% (9.9~21.6%) (%
FEEEN ~3A0 L. SUE OV 3E~1349 0.85% (0.38~1.54%) MRFFE 472,

AANDOAFB SN ELOME - TV, [RRICET2HA 2. HIEAOHE] OEZK




VI. EYVBEICEY HEE

%05 10

7 v b (Sprague-Dawley 5&) (2, *H-¥ /L7 & E—/L 25mg/kg & B[k D& 45 L, MBIt es 2854 —
TOXTTT 4= KROREGELN Y OGN E SR THDL L, AT ZE—/1E, BT i, ﬁ(ﬁ~%7/
F7T 7 4 —TEHMEICH) IZEL<, DIZEFEDLDTORONILEAEREDLNT ., WITIHITE A EBIT

Lol
HILTRE—)L 25mg/kg #EHEROKRES L-HOBHRNEE (Sv k)
B 5145 A RFRIC Té&@ﬁa NS g B4

i Bgs N LT 2 E— LD EHE (%)

1 2 4 6 24 48 96
Jibd 0 0.07 0 0 0 0 0
il 0.05 0.08 0.04 0.05 0 0 0
i 0.02 0.04 0.02 0.02 0 0 0
i 2.30 6.79 3.78 3.01 0.39 0.14 0
JIA 0.01 0.02 0.01 0.01 0 0 0
=) 0.48 0.93 0.40 0.27 0.02 0.02 0

5. R

(1) BB R O R R
b FTOEERBDIIV LT X E—L O 40T AT AEKRTH Y 19 | EHEA 10 B 400pg %K
ABH LT BA 0 24 B E TORPENRIZUTO LB Tho7z GFEADT—%) 19, HIFEH 5\
Il C OB RE S 17

YL T2 E—)LEZTDOREMBRIZSADRPEIE (Mean=S.D.)

EIIE (hr) ST H T (%) fa (%) ig%@ﬁ%f
0-0.5 2.06+0.76 0.454+0.51 2.51+0.89
0.5-1.0 1.60+0.44 0.77+0.45 2.37+0.79
1.0-2.0 2.95+1.00 3.49+1.14 6.43+1.91
2.0-4.0 4.19+1.14 8.09+1.37 12.28+1.63
4.0-6.0 3.09+1.07 5.2542.04 8.344+2.54
6.0-10.0 3.78+0.94 6.84+8.18 10.62+8.18
10.0-24.0 6.25+3.68 8.57+4.92 14.82+7.30
Total 23.91+£5.10 33.46+13.10 57.42+14.90
<nE>

Z v MZOH iYL 7 Z T —)L 25mg/kg & 1 B OGS U2 R, R385 48 BEFLINICHR 55
DHI 60% 3 HEt S iz, £/, FEEIC 100mg/kg 2 1 H 2 [8] 5 HRERR DS LR, RPIQ3EE5EE08
60~65%MNPEHE S AL, ZDFKI40% N7 V7 a VISR THh -T2 W,

(2) KBEIZBA5 ¥ HBER (CYP4S0 F) DoyFig
EEE R L

Q) MEBRBENRDEERVZDEE
GrEANT—%) 12
YT FF— L OR A G- TIEAEEE R AVRIZ S L7,

AANOEFB SN ELOME TV, IRICET2HA 2. HIEAUHE] OEZMR




VI. EVEBEICEY HEE

4) REMOFHEOEER VLR
REDOIEMEITA V7L F U > ® 12000 L HESNTNS 17

(5) EHRHHYVORERN/NTA—4
FMENT—4) 12
fEEERE A 10 6 (22~25 7%, 52~80kg) W /L7 ZE—/LEE dmg % #% 05 L 7= iy
fils— A7 VA AR
B A PR L 49.6~120ng/mL
Foe v I A R B BRI 0 1.00~5.15 FREfH
B U7 Z & 98.5423.5mL/min  (Mean+S.D.)
JRFBPEIESR © 48.247.3% (Mean+S.D., 8 L)

6. kit
(1) HEHERML R VR
KEBIERPICHR <, #EhPEtT DT Th o7,
<BE>
GMENT—24) ¥
s BB 6 BIZ SH-Y LT ¥ E—/L % dmg & DL 8mg HEE G L7546, 24 Bl T 550 583~
78.0% IRFICHE &AL, ZDH B O 4B TIX3 HRET 1.2~7.0% 2B PR S 7z,

(2) HEftER
FMENT—2%) 19
fERERCN 2 B SH-H L 7 2 B — )L & 100ug BRI A G- L7256 & 5% 17 RE LLNIC B G- 80D 60~70%
DR YR S A7z,

100
)
80
Ef 70
# 60
Mt 50
==
(%) 30
20

10
0 Q 1

n=2

| | | | | 1 | I | | | | | 1 1 1 1 | |
12 3 45 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24

w5 1% (¥

H-HIL TR E—IVRAKRSITE T HRPHEM R

AAOAGB SN ER O E : TV, [RICET2HA 2. HIEAOHE] OEZR




VI. EYVBEICEY HEE

(3) HEithERE
FMENT—4) 1
fatHERR A 10 61 CEFIAEED 29.347.3 7%, XK E 68.3+£10.7kg) 12 400pg Z W A L 7=354 0 FR th k5 13 LA
ToLsyThHhotz,

(ug/h)
30
YILTHZE—IL(A)
Tilkasik(e)
B 20
it
=
E

1. FSURR—E2—ICEHT 51EH
FeuER e L

8. BNFICKBHIRER
MR L

AAOAGB SN ER O E : TV, [RICET2HA 2. HIEAOHE] OEZR

7
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. EERB L TDER

.22 (ROBHIZIXIBE LGN L)

AR DR S3ZxF U CHRBEUE OB O & 5 B3

(FRER)

AN R EBEREETH D,

ARG (AT ZE—WEEE. 1,1,12-7 F I 7 vFax i ) 125 U OREUEDB TN H 2 BE T
IEAFN OB EIZ LY, BICEERBEIERNBR T BN H D, AAOREIZEE L IR SE AT,
AFN DA U CHRBEE DN H 5 BE5121%. AHIOF G 21T7hnz &y,

. DRERIIHRICEET HIE L EDOERA
(V. IGRICET2THE ] OESH

. RERUVHAEICEET IR L TOEB
(V. IGRICET2THE ] OESH

. BEEGERKIE LT OER

8. EELEKRNIE

8.1 AFIOM AL, BE IIMREE DB IEREHFIECOWTHRICHEFEL TREY, BERGICRIEBZ
NORNT ERFERINTHDLEICRD Z &, [7. 8.2, 83, 13.1, 132 &[]

8.2 WMEICHA AT I-HE. NEIR, HBAEICIVMEIEZREZTBZERRH . FHIRIERBERORA
BEHEOEAITIIHERANBEIC 2D R2T VO T, THICEETDHZ L, BEIMEHEE T L, AR oOEE
OFERIC L DMt 2HER ST, 7. OEBRLZOMMBELEZONIEELH2D2 8, [71.. 8.1, 83,
13.1, 132 2]

8.3 HIZHI->TL, BEOHHAEZIET 7201, HIELRVCHEZ ELLEEL, RB8ZEE oI
17528, HEEAUOHEEBYIELMEHR L THERIRDRD bR WIGEITIE, KUBRIEDHEEN DI,
AFN OB FEPFRD SN2 NE FITREOHERIZR D AN H DD T, AFOFKG 2 FI1E L, thowEy)
BRI 2 5 2 L, [7.. 8.1, 8.2, 13.1, 132 &MH]

8.4 FAENEE TMAERG OBEN R85 120%, o] LA/ CERERBE 222 LIAREZ T 5 &
IHEBEEHAD L,

(fEER)

8.1

AFNIOFERIL, BENTRO X 5 REIERMEHTEICOWTHSBEME L, BEHRGICRLIBEFRLORN L
DHERENTHEICORKET D2 L, o, MRAREGT 2561, LEIDIG UIRER IS IE 2 H 7k
EHEfESELZ L,
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8.2

B HPIEAISEO LM TH D,

ARHN T RS 0 Bl KR O KB BAZEM: O FEIEIR & B S & B RHERIERITH B,

PE- T, ARFN OB L5613, JFREEROHEIT, BN TS5,

Z ORI OIRIRE 5 2 & R ABIOFE R 2Bk T 2 5A 10T, REIRCOE IR/ EOBERARD
BHREEZTEBENLEHD (6. FHrEOHEERZAHTHEFICHETIEE (1) AHE - EERZEOH 2 B3|
DIH 9.1.3 ), FRZERE B O BF T W TIL, FEERBIRFICE AN BEIZ 20 0T < b 72D, Hik -
HEZELLHEEL, BBBEL+2IATO ZEDREETH S,

8.3
ELLEALTHLENRH02BE8I100E, MOBEICH D BEZXS, HDHWVIIMMOIEREEZRT 5 Z &R H%
TCThHhDH, [EIMEBITREOEBMERIELZ AL L, Rt 2 XERIEX, KUEEHE & 2cs] ki< Kl
WEDZEA (VET Y ) ZEE L CIHETHEEOKIRHIEZ 72563720, BATIZ4 DOIRERAT v 7
FTRTCCTEMEIIKE L CICS BEARFETHD Z LR ENTND 2,

8.4

7 BARAERFICAFN OB DR+ F ER G280 5 & 2O % RO B ORI L 25 s
R EOBERBEREHLSBENNRD D, AAFLGIZ X VERIER L2 WRIEOGEIX., HHICIEEHER
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6. REDEREFITHBEICHTIER
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9.1.25MmENEE

a XOBERICE WV IEEZ ER S BENBH 5,
02.1.3VEEEEFTHEE
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9. 1.4 BERRDEE

7 a—F U ERIC 0V IEREZEL ST BENR D D,

9. 1.5 EBRZMEDNEE

MiEA ) U LMEEZE=F—FT 5 ENREE LV, KRB IAEITMED YV 7 AMEOEK TR0 U XL KIET
TERZMT 5 2 03b 5, [11.1.1 B8]
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9.1.1

B HIEAC B O TH 5,

FERBIS A BRI RER DKL Z 5 1 TR Y . —J7, HRIRARLVE 13 B ZAROKEZHINESE DL, $bb,
ORI THEIE CIX B Z AR ENT DU AT LD b=V RNEE - TOWDIRIEICH Y 2V, B REANC @R SS
DAREMED B D,

PR IRBE RE TS B 11T, AR Ve o O MBI KV IER B b S B2 B2 & 5,
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B A S O R T D B,
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9L5
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Habod, KRl BERSG L AR ERRDREE S SR ZFfamiEnrilsnsd (Is.
HIEREANEE L Z OB OIEZ2 MR LN 6. HEODER2ATH2BREICHETIERE (1)
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TREBOTEMEMEEICH & D HEKDER

OKEXMmA
ORI E
Offi& g

O= - BHEREXX

Olfi#&#%

RERUVAE
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FEMRIZ X0 T EIERT 5,

(FEE : 202542107, KE : 20244F4H)

=4 T[]

St GlaxoSmithKline UK

R4 Ventolin Evohaler

FIE - Hikg | EEEBERRAAL - 1EZEHT-0 ., AT ZE—)L 100pg (LT X E—)URiEEHE & LTC)
FE TR 1969 £ 1 A (K#R)

IR EESIIES

Ventolin Evohaler (% A, TV N 4~11 EO/NRICHE)G S5,

Ventolin Evohaler 1%, A[#MEDOKIEAZEICKS W T, HHRAERRE (5 0UN) 2FHbH,
SRR (4~6 IRF[H) TER 2RI 5,

KRBT HEHEOBBRER OTIHICE ICELTWDS, B Z IR OREE, KO BFEMEE 5|
ST ZEBBEFIC Lo ThOro TV HEEE (B EBORTH 5WVIET VLS v OlgdE
DNEET AV VIR (TR W TERZ PRI 272 DI R&E Th 5.

Wi EUZ 3V TIE, Ventolin Evohaler % & Tefa e HI/E FIME By (EENHKE 2 = 2R I B IRR
ELTHWSRE TIEARY, EREERME g EBEKIT, WAz LFazTaf B (Hik
JEF) OO TG T 5 Z ERHERIND,

FE R OV &
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i
e

Ventolin Evohaler 1%, #&AWAIZ X > TOHAFEH X415, Ventolin Evohaler 1%, 5k &
ORI N7 BF ClE. Volumatic A~X—H—THEHTX %,
A (EnE &)
R e A a e s BIER ORI L. 1 A (100pg) ASEA[EIA/NBAE & &
LCEEGEEND, DERLIZ2WMAEITHETE 5, 7 LT LESFERERO T
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PRSI, 1RI2WAZ 1 B 4EFT,
NI
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T LIV v AT E SRR SOt
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FCHETX 3,
12 L Eo/NR  RADHAELFC,
&R
12 WA O/ N o e 1R 2WAZ 1 H4EFET,
12 L Eo/NR  RADHAEEFEC,
ST O/NRICK LTiE, G2 T 57201 —~T—2HHTx %,
Ventolin Evohaler OME i CTid. 24 RRILINIZ S WA Z B2 H5_X& TiIVW, Dk
9 TR AREL IR BV T~ DARAE U RO B OB, =2 b e —/L O R X B0
B ERLTWD,
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ESE2 KIE
244 GlaxoSmithKline
AR5 VENTOLIN HFA

A - Bikg | EEEZEATLAKA
| FHT=0 . TOAT T a— VEiEEE 108ug (777 r—/L & LT 90pg) *
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s id V7
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FRA KON 4 T LA oD/ R oD SE B 38 AU SR D TP,
MIELOHE | BABAICE > ToREE SN, BARNIITH2ICIRD 2 L,

RE TR (AR B Y — RXIRE BT X 2 ER) (2B 2 HESEH &
RN 4 5% EO/NRBFICR L, 2 WAZE 4~6 Rl KET 5, —HDBE
Tid, 4 BEEmEIC 1A THo20b LRy, 2 k0 HEEIOR AT KEDOWA
IIHERE L Z2u,

EWEIFRERE RO TR T AHEE A&

AN 4 5 Ph Eo/NREBEIZR L, EBO 15~30 R 2 WA TH 5,

2. BHNZEITHERTIEER
(1) ESRICBET BiBoMER
HARDEAT SCED 195 i) . 9.6 R OEOTFIILLTOEY THY . KEOWST TR, HED

SPC K OF—A NZ VT MEE TR 5,

9.5 44w

PRI SATHENR LTV D ATREMED 8 2 ZMEIT T, 16 O AREMENfERRMEZ L[R2 &l S 2 B E s D
BETHZL, BWER (v R) THRABEARRESTND Y,

9.6 =7L1m

B EOA MR ORIREZEOARIELBE L, RALOMKGUIPIEZEd 5 2 &,

BEE AP
KE OB SCE Pregnancy
(2024 4 H) Risk Summary

There are no randomized clinical studies of use of albuterol sulfate during pregnancy.
Available data from epidemiological studies and postmarketing case reports of
pregnancy outcomes following inhaled albuterol use do not consistently demonstrate a
risk of major birth defects or miscarriage. There are, however, clinical considerations in
pregnant women with asthma. (See Clinical Considerations.)

Administration of VENTOLIN HFA to mice and rabbits during the period of
organogenesis revealed evidence of adverse developmental outcomes (cleft palate in
mice, delayed ossification in rabbits) at less than the maximum recommended human
daily inhaled dose (MRHDID). (See Data.)

The estimated background risk of major birth defects and miscarriage for the indicated
population(s) 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.




XIOI. &84

HH IR LAY
Lactation
Risk Summary

There are no available data on the presence of albuterol or the components of
VENTOLIN HFA in human milk, the effects on the breastfed child, or the effects on
milk production. However, plasma levels of albuterol after inhaled therapeutic doses are
low in humans, and if present in breast milk, are likely to be correspondingly low [see
Clinical Pharmacology (12.3)]. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for VENTOLIN HFA and
any potential adverse effects on the breastfed child from VENTOLIN HFA or from the
underlying maternal condition.

H[E D SPC Pregnancy
(2025410 H) Studies in animals have shown reproductive toxicity (see section 5.3). Safety in pregnant

women has not been established. No controlled clinical trials with salbutamol have been
conducted in pregnant women. Rare reports of various congenital anomalies following
intrauterine exposure to salbutamol (including cleft palate, limb defects and cardiac
disorders) have been received. Some of the mothers were taking multiple medications
during their pregnancies. Ventolin Evohaler should not be used during pregnancy unless
clearly necessary.

Breast-feeding

As salbutamol is probably secreted in breast milk, its use in nursing mothers requires
careful consideration. It is not known whether salbutamol has a harmful effect on the
neonate, and so its use should be restricted to situations where it is felt that the expected
benefit to the mother is likely to outweigh any potential risk to the neonate.

3

F—=A N7 VT OB
Australian categorisation system for prescribing medicines in | A (2026 451 H* TGA™ Database)
pregnancy

XeHERR U724 H
*TGA : Therapeutic Goods Administration

2% HEOHE

A —A K7 U7 D434 : The Australian categorisation system for prescribing medicines in pregnancy
A : Drugs which have been taken by a large number of pregnant women and women of childbearing age without
any proven increase in the frequency of malformations or other direct or indirect harmful effects on the fetus

having been observed.
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(2024 -4 H) The safety and effectiveness of VENTOLIN HFA for treatment or prevention of

bronchospasm and for prevention of exercised-induced bronchospasm in pediatric patients
aged 4 years and older have been established. Use of VENTOLIN HFA for this indication
is supported by evidence from adequate and well-controlled studies of two 12-week
clinical trials in subjects aged 12 years and older with asthma and one 2-week clinical trial
in subjects aged 4 to 11 years with asthma.

The safety and effectiveness of VENTOLIN HFA in pediatric patients younger than 4
years have not been established. Three trials have been conducted to evaluate the safety
and efficacy of VENTOLIN HFA in subjects younger than 4 years and the findings are
described below.

Two 4-week randomized, double-blind, placebo-controlled trials were conducted in 163
pediatric subjects aged from birth to 48 months with symptoms of bronchospasm
associated with obstructive airway disease (presenting symptoms included: wheeze,
cough, dyspnea, or chest tightness). VENTOLIN HFA or placebo HFA was delivered with
either an AeroChamber Plus Valved Holding Chamber or an Optichamber Valved
Holding Chamber with mask 3 times daily. In one trial, VENTOLIN HFA 90 mcg (n =
26), VENTOLIN HFA 180 mcg (n = 25), and placebo HFA (n = 26) were administered to
children aged between 24 and 48 months. In the second trial, VENTOLIN HFA 90 mcg (n
=29), VENTOLIN HFA 180 mcg (n =29), and placebo HFA (n = 28) were administered
to children aged between birth and 24 months. Over the 4-week treatment period, there
were no treatment differences in asthma symptom scores between the groups receiving
VENTOLIN HFA 90 mcg, VENTOLIN HFA 180 mcg, and placebo in either trial.

In a third trial, VENTOLIN HFA was evaluated in 87 pediatric subjects younger than 24

months for the treatment of acute wheezing. VENTOLIN HFA was delivered with an
AeroChamber Plus Valved Holding Chamber in this trial. There were no significant
differences in asthma symptom scores and mean change from baseline in an asthma
symptom score between VENTOLIN HFA 180 mcg and VENTOLIN HFA 360 mcg.
In vitro dose characterization studies were performed to evaluate the delivery of
VENTOLIN HFA via holding chambers with attached masks. The studies were conducted
with 2 different holding chambers with masks (small and medium size). The in vitro study
data when simulating patient breathing suggest that the dose of VENTOLIN HFA
presented for inhalation via a valved holding chamber with mask will be comparable to
the dose delivered in adults without a spacer and mask per kilogram of body weight.
However, clinical trials in children younger than 4 years described above suggest that
either the optimal dose of VENTOLIN HFA has not been defined in this age group or
VENTOLIN HFA is not effective in this age group. The safety and effectiveness of
VENTOLIN HFA administered with or without a spacer device in children younger than 4
years have not been demonstrated.

#[E D SPC Pharmacodynamic properties

(2025 410 H) Special Patient Populations
Children < 4 years of age
Paediatric clinical studies conducted at the recommended dose (SB020001, SB030001,
SB030002), in patients < 4 years with bronchospasm associated with reversible
obstructive airways disease, show that Ventolin Evohaler has a safety profile comparable
to that in children > 4 years, adolescents and adults.
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