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BEYCRE « AKIRIE (1-20) 1THENMEZ R S 720,




2. ARHSDEEEHTICEITHREMR

m. A®RSICEY HEB

RBR RIS RAFIERE PR A7 1] fEa OBl &)

WA R 25°C. #H R 24 5 A Eib7e L
B 4C, #e R 24 5 A B L
o 50°C. #¥ [ 12 » A VX (RAQP
f i 40°C. 80%RH B A 6 » H b7z L

7 40°C. 100%RH B 6 H W L, Wk & e D
= . S, oL G 6 7 /1 Ifb7n L
HiL, UV [ 6 » A b L

3. AMES DHERHARE
H RV VT 25— LEiEsE O MR BRIC L D,

(1) WOERERIE L

3}

(2) TN AT S IVRIETED RAL T U w7 LGEAITE
(3) Mt HE D TEPE RS

4. EPEADERE

ARV T 2 — VBRI OERIEZ L D,
0.1mol/L Mg ik T DI E L

A IE: EERE (100)

FeoR3E . 7 U RAZ AL F Ly N
% EIRORANFOAER CHEROERTDH L E,




IV. ®%|ICB89 518H

1. #E
(1) &5
UIN
(2) FIRORA. NERR UMK
X 5I] EREHXT TV — LAl
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BIF%  E L A YD 5um L F T 5,

4) #Ala—F
L

(5) pH, ZBEELL. #E. LE. E%H pHEHEZE
HrhEE : 1.19
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JRBAVALE : A& /7 —/L - 0.1mol/L FEfig 7 > & =7 ARIRIENR (16 : 5)

(2) Wk v~ 7771 (LESYTOEE

e 2 HOEEEEEE (R iR < 225nm, LR - 305nm) Xid, SEAMEOEE RN (MIE B K  276nm)
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1. BERUVEAZICEET EE

RN LRI 2WE A, /NE 1R 1 ADRHER OCHEESFY ORANL, @5 3 L BN 5 1 0 T,

ZOMIZROWANEITDRNT &), 1 H 4% (JFRIE LT, BRASWA, /NEATAN) ETETHZ &,
[8.1-8.3 &:M]

(f#3R)
*1 AANE 3 RFEICL LR AR T 5, b LARDS 3 el L R WA, ERICHZET 5 K 5
L. WECHERLRNE SHEET 2,

AFIZ 5% 3 BEREOES THIEREEE (FVC, FEVL) RENEAEELTHALONDE Y,
FVC FEVi0
2500 [ 1900
2400 - 1800
1700 [
2300 |-
1600 [
=0 1500 |
2100 | | | | | | | | 1400 | | | | | | | |
0 30 60 120 180 0 30 60 120 180
HIL g J — VIS5 14RERS YL g J — IV BE5 R



V. BRICEY 5EHE

%2 1HAREETETLHI L,
AIIZ IR, BT EE OfaRIC & 2 8 AU R R B RIS @ O L4,

3. ERERALIE
() BERT—F/1\us5r—2
Y L7avy (2009 4F 3 A LLaiA#RME)

(2) ERERZNZR
AR OEARERIL, —EHERHEGEAER A 5 e 15 Mgk, #AEF] 265 BillZoW\W T 1 [EldH 7= b 100~1500pg DY
ABEED ICX 0 FEEESNT, 209 Ho 191 FIOBEKEEIZ. LFO#EY Thotz,

7sh
o FE ok
=S ANS 75.0% (84/112)
AN FS! 54.2% (32/59)
fiti Ui 75.0% ( 3/4)
S BMERE IR 50.0% ( 6/12)
Jifift A% 50.0% ( 2/4)

) AAIOARMEL, BATLE200pg 2% A) . /NETLE100pg LHA) THD,

(3) ERFRRIEHE
1) BERSHR
LR L

2) REHRGHER
B R L

4) ERHER
BRI L
(5) #REERIERER
1) EEALETHERIGHER
MR L

2) HEHER
U L

3) REWHER
LR L

4) BE - REHR
UERR L



V. BRICEY SEE

(6) shmER
1) ERRERE - BEEAAERE (BHRE) - WERTEEARER (HREMRRER)
LR L

2) RBEHELELTERTFEDARXITENR L -HEBROHE
YRR L



VI. EFEEICEY SHEE

1. EBEPNICEEHSLEMITILEYME
HTa—nLT IV T RLF >, JAT Rty vk
B2 7 KUV UZBIKHEE . 4 VLSV, Tuhrse—, 7= /)T7a—)L5%

2. ¥EE#%R
(1) YERARL - {EREFF
1) fER#EAL

I -+ St

2) ER%E
PINTHE— )WL BZFNRDY T X AT Bi~Bs D H b, K[E IR INNAFIET D B 52 IR % BN B I
THZ LI Lo TRESHERIER 28T 2, B ZAE~OREEIZLY 7T =gy 7 7 —+E (adenylate
cyclase) 2MEMEAL S THBENY A 27 U » 7 AMP (CAMP) L~UL3 ER. Z O RS SOF- R 23 it kg
THELEBIT, A MIRZENS D AT ¢ =—F — RS IIH SN D,

(2) EMEEFTTHHBRBAE

1) B ZRIEFEIRME (EILEY b, in vitro)
EBE Y NORHRERMEIERN BB & FHOEHRIEN BB 0) OmEolkz - T
B2 Z BRI KT HIEIRFES & LIE LR R, D7 Xe—dA4 Y 7L ) oD 28815, Ay 7L
YLD s, 7=/ Ta—)LdD2ED itz R L2,

B BEIZH T HRIRIEMOD 8"
1ITLFY 1
Ay 7Ly || 3

ANEITLF 7

FILTR) 34

Pl i i 138

HILT2E—I 288

AT VLT Y D pBERME 1 & LR

2) [EXNLREA

a) [UEEEHER (BEILEY M)
PN THE— VIR ARGICIDELEY hOT TNVl UERREERZMEIL, 17U
AN T LT Y L ORAEEIT AR ZOEMITEIL, ORI TH o723 2,

b) FAZEOIMH (HEEE)

FleTreFraly b, NUAX AL (FE), B AZ I BHERTAITHR LI RE S

KB
M 2 A
(KOBRAZE) 1okt L, L7 ZE— L OWAFGIZ LV | ZOBIRBTOIK T, FEV, DUGENERD H7- 5 9,



VI. E3EEICEY SIEE

c) MAFIENRFIDREIRIEADLE (IHEEE)
M EBE IS, YT X T LRARK] (LT ZE—)LE LT 200ug) EVIVTHE—VEE (LT HE—
e LTamg) 7 m AF— "B X5 L, RIS (FEVD) 23IE LTz,
KB SIEBRVER OB, 200 R ORI BV T, LT Z B — LI AFNINIRO A D 1120 D
AETENZDRERLET,

IR EEEDZE b
25 oo HILTHLE—LBAFH
— o P éff%g){_»;;g
?'/ “\ (4mg)
F ol ‘\\‘
E W L
Vi
(¢) i
u’l
2.09
i
010 30 60 120 180 240 300
BE5%OERE (9)
d) FEERAFOXEXNGREFAOLE (HERE)
MRS, FFHERARIE 7 0 A — =R X V5 L, REFFICFERBERE (FEVLD) 2L EHRFL

71:-0
YL T HE—)LTIA Y T LT U b FEV, OEIMENRRRRE Cho7208, ERFEREMIZ L D EhoT,
Fo, AL F Y X EWFEV EINER AR LT Y,

PR RE T 3R
[ o—eo HILTLE—I
il 200 pg
o---efVTLF)>
| 1,000 g
E O—O0 FNTTLFY >
30 & 1,500 g
Vi ‘ P J ® | o0---0F5tK
z & ‘9. O
£ 20 :
$
(%) 10| ! L
N
Ql b T T
0 1620 50 80 110 140 170 230 290

BE#EORRE (5

3) M7 LILX—ER (E+ in vitro)
b MBI Z W2 FEER T, H 7 ZE— /VTHURBURBUSIZ M > Tl Z 2 IBmHifd b o e 22 I o Kk
NSRS-A OEREZIIHI L, TOmS Wb 7 o®27 Y 7T ) 7 AL 0iRn Y,

4) COMT (catechol-0O-methy! transferase) MiTrIZ POMT (phenyl-O-methy| transferase) IZ& 352 (E k
in vitro)
PNTHZE—IIIINT KL F U, A7 LF Y 2 LT COMT WNT POMT O BEZ 1752 L
DL LIRS TAF IRV, Ko TH AT HZE— LOERERNEN LIZBEE L TW5
LEZLND,



VI. E3EE(CEET SHIEE

5 DRERICHT HHE (HEEH)
AFNOWAIL G X DIEBRE R~ DOHEIZ OV T, Wi BEE THA L2RER, Itk DUEPImE, Lk
WE & bICY N7 2= AR AR TEBIA DT,

HIL TR E—ILRARGRIEZICE T HIREBRVOLEDEL

BRIAEL m

(E/4) ey (mmHg)
100 =20 500 IR EEA M E

n=248
80 829 — 83.4 12380 — — }123.3

100

60
749}—} 74.9
40 HABREAM E

50 n=246

20

0

WAN WA WART A

(3) YERFIREFR - Friukha
[ (2) FRhz B T DB 2) KB SHRIRIEN ¢ WAH & WARAI ORAE SRR IER O kel (Wi &
BH) | OB



VI. EMEEICEY 51EE

1. MhiREOHRS - BEE
(1) ARLAMGMApPRE
YRR L

(2) B ek iR EISERHR
KR L

() BB THRIN-ODRE
MR L
<HE>
FrEAT—4) 10
LR 2 BTkt L SH-P L7 % &—/L 100pg % B A# G L72BE, 1 Bl s v 7 2 & — L3
HEH., #5% 14T 0.67ug/dL. 5%y T 0.38ug/dL DEZ R L7225, #5410 45705 6 BTk, Y17
2= VIR SR o T,

(4) s
AR L

(5) BF - HAROLE
AR L

(6) BER (KEaL—ay) BATIZE YHE L BN B EEBER
AR L

2. EMRERK/ANT A —4
(1) fBHAE
FRNE GOV T, 23— A hETAZBA LW,

(2) RALEETEHR
KR L

Q@) "AFTRALZEY T+
FrEAT—%) W
2.3%
(BEFERE A 5 Bl % L7 % & — /1 62.5~95uglkg %W \)

(4) HEEETEH
BRI L

AR OAGBSNIZIEXR O E - TV, {RICET2HE 2. HEROHE] OHESR




VI

RYBEICET S1EE

%) YUT7SVA

(6)

HEAT—H) W
6.9+£0.32mL/kg - min
(BEFERE 5 2% L7 % & —)L 11~57.1pglkg % HHRA#E5-)

PTBHE

GEAT—H) W

PRRRE A AR ¢ 9.12L/kg

(BEFERR A 5 B2 9 L7 &% & —)1 11~57.1pglkg % HRA$5-)

(1) mIFEEHEER

b b oIfiEE FV 7z invitro OBRETIE 6~8% TH 5 12,

3. RN

WAL = 508 B UL

4. 3%

(M

(2)

)

(4)

)

1 ;% — R BE P9 @i 14

BNE R L

<BE>

7w MIH-V VT HE—/L 25mglkg & 1B O#EG L, 24— N7 V47T AEER LTSRN DI,
~OBATIZIE E A ERD BTV RN (T (5) ZOMOMEE~OBITHE] OESHR) |,

% — RS EE

AR 19 H A DT » M 3H-Y L7 % F—/ L% 20mglkg ERENTR G L7854, RHAIME P EE D 10% A 61
Mg EI S iz 9,

t N DOIERE/INE Z N invitro DRERTT 12% 84T L7- 9

A ~DBITH
BRI L

BERADIITH
BRI L

Z DDA~ DT

LR L

<HEZ>

N

E— VR 4 CIZ 3H-Y VT # B —) L 1,000pg ZW ARG LT, BGEZOM, [E. [EX~DOBITICD
W, 64~T70%1EW A3EE T 5 glass chamber H & SUEHAE FICFERE L, 9 15.2% (9.9~21.6%) 1%
FHEEN A~ L, R M OV 135 0.85% (0.38~1.54%) MMEEF SN DT ERD -T2,

AANOAR SN MIER O E [V, JBRICET5HA 2. ELAOHE] OHESM




A 10

VI. EYEhREICRd 518

Z >~ (Sprague-Dawley 5&) (2. 3H-H /L7 % F—/L 25mglkg %z H[E#E D&% 5 L, Mgtz 25 4— b
TUKXT T T 4= ROEHEY Y OfgsNE DR THhD L, PrTZE—uid, B i & (F—F7 Y
F7T T 4 —=TIEMFEICH) ITEL . DICIEEDLO TORVNEE A ERD LT, MIZITIEE A EBIT

[P QAYSAN
HILTRE—)L 25mg/kg ZHEROBRE L-BHOMBREE (Sv k)
B H % AR T 2GR EICHT 5
s g LT X E— LD EHGE (%)
1 2 4 6 24 48 96
il 0 0.07 0 0 0 0 0
i 0.05 0.08 0.04 0.05 0 0 0
i 0.02 0.04 0.02 0.02 0 0 0
Jiks 2.30 6.79 3.78 3.01 0.39 0.14 0
fig 0.01 0.02 0.01 0.01 0 0 0
B 0.48 0.93 0.40 0.27 0.02 0.02 0
5. f

(1) FCBIERL R DM R R

b N CTOEERGPDIZF LT X E—L O £-O-FfE= AT MEERTH Y ¥ | HEREK A 10 BIiC 400ug % W%
NG LT85 0 24 FEE & CORFEIEIIU T O LB Thole GMEADT—#) ©  HiFEH D\
T CORBR R E TS 7,

HILTRE—ILEZOREMFRERIBEARDRPEIRE (MeantS. D. )

EUEER (hr) YT H e (%) R (%) ig%@ﬁ;f

0-0.5 2.06+0.76 0.45+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 5.25+2.04 8.34+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 23.9145.10 33.46+13.10 57.42+14.90

<HE>

Z v M H AR L7 & —)L 25mglkg & 1 (AR OG- U720, JRIPICI3& 5-1% 48 RE AN e -5
D 60% AP S5, £z, [FERIZ 100mg/kg Z 1 H 2 [0] 5 HRE#E OB Uiz, IRPICIEE G &K
60~65% N HEHE S HL, F DK A0% NN o LA IRTH D 19,

(2) KBEICE5T S8R (CYP4S0 F) D5rFig

LR L

(3) YEBEBENROFEERVZTDEE

GMEANT—2) @2

YT ZE—L O A TR R RIE STV D,

AANOAR SN MIEL O E - [V, JBRICET52HA 2. FELAOHE] OHESM




VI. EYEhREIcBd 1R

4) REDOFHEOEERVLE
KRB DOIEMEITA V7 LTV o d 1/2000 & #HESTNAE D

(5) FEHERBMORERN/NS A—42
GMEANT —%) 12
fEER A 10 1 (22~25 7%, 52~80kg) (W /L7 % E—/LE dmg 2%k 05 L 7=
Wil = 2 7 VAR
I MAE AL« 49.6~120ng/mL
Foe v I R B B R R 0 1.00~5.15 I
B )7 J A 985+23.5mL/min (Mean+S.D.)
PR  48.247.3% (MeanS.D., 8 IR§fH])

6. HEitt
(1) HEHERI R VR
KB ERHICHREIE S v, EP PRI DT Th 5,
<HE>
HHEANT—5) ®
M SR 6 BINZ SH-TP V7 ZB— L% dmg & D5\ ML 8mg HERE O 5 L=, 24 R T 580 58.3~
78.0% M RHICHEE S, 2D BO 44]TiE 3 BT 1.2~7.0% 208 FEPIZPE S Tz,

(2) =
GrEAT—2) ©
BERRRR 2 B2 3H-P 1 7 & & — /L & 100ug IR AR G- L T2 56 e 5-1% 17 RIS & G- 8D 60~70%
DR PR S T

e

o

o
1

S
g
T T T T T T T T

0 Q 1 1 | 1 1 1 1 1 1 1 | 1 1 | 1 1 1 1 1 | 1 | 1
123456 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24
#5#% ()

H-H L TR E—ILIRAREIZE (B Rt =

AR OAGBSNIZIEXR O E - TV, {RICET2HE 2. HEROHE] OHESR




VI. EYEhREICRd 518

(3) HEMERE
FMEAT—%) 19
fatHERR N 10 1 (CEX4EHD 29.3+7.3 ik, IR E 68.3+10.7kg) 12 400pg % W A L 7= 354 o FR th i s 22 | 3 DA
ToEEY ThoT,

HILTZE—IL(4)
sk (o)

1. FSVRR—2—IZET S1EH
BRI L

8. BIFFI-& BREE
MR L

AFNOARBSNIZER O E - TV, [RICET2HE 2. HELOHE] OHESR




. ®£% (ERLOZEES) (CBEJISEE

. BERB LT DOEA
RESH TV

. BERBEETDERB
2. 22 (ROEBFIZIT/BELAENIE)

©h

(
AN DB U CTHBUEDBAERE D & 5 B
(f#E5)
AN R 2EBFHTH D,
AKRNDOR Gy (P T 2E—UhigE, 1,1,12-7 87 70 A ax o) (Zxk L CGREUEOBEEEN & 5 BE T
FIARAOEEIZ LY RICEERBEERP R T 282000 5, AFORGIZEE L TIMZEF 21TV,
AFN DB U CTHBUE DRAERED 5 5561213, ARIOREZ21THhRn &,

. FDIRER IS RICEET 5B L TDER
(V. BB AHEE] OHERRK

. AERUREICEET HER L ZDOHER
(V. IGRICET2IHE ] OESMR

. BEEGERNIR L TDER

8. EELAARNEE

8.1 AFIOM AL, BEIMREE DBEIE R FIECOWTHRICEME L TRV, BERGICRLIBE
NOBRNZ ERHER SN TWDIEAIZRD Z L, [7., 8.2, 8.3, 13.1, 13.2 5]

8.2 WE M EFT -HE., REIR, HBAICLV MEIEZRITBZEANRH Y, FHIRIERBROWA
BEOEAIIIMEHADNBEICR VLT VO T, FOICEET L2 L, BEIMEEST TR L. AF OB E
OERIC L DM, 7. OEBELZOMMBELEZONDIEELZE2DHZ L, [1., 8.1, 8.3,
13.1, 13.2 /]

8.3 WHITHI-->TlE, BWEOHEHZHIET S22, HELAVCHELZIELLIFE L, fB8lEL 512
179528, HIEAUHEEBY ELMEH L THENRBD LNRWIGEITIE, KUBRIEDEEN DI,
AFN OB NGB SN2 NE FITWEOHERIC 2D RN H DD T, AFIOFK G2 FIEL, o)
ROV 2D 2, [7., 8.1, 8.2, 13.1, 13.2 ]

8.4 FAENEE THMARGOBENR 07285 120, Al LR/ ERERE 2 %2 LIAREZ T 5 &
TEEEHEZDI L,

(&)

8.1

AROMHERIL, BEPTIRO X S B IEREHHTEZOWTHoEE L, MERGICRIBELORNT &
PHER SNIZHEZOHREEST L2 8, £lo, DMEARET 5613 BEIDIE CHRH#ER ITHEIE L5714
AHfRSED 2 L,



VI. &£ (FRLOIESF) ICEI SRR

8.2

B AR DT TH B,

ARANTEAE I B il U S O KB BAZE M DO FEIE IR & fB iR S B B SHERIERI TH D,

e~ T, ARBNOFEHREEDAEEM L2512, FUEROET, BeR TSNS,

OB OIEE E 35 2 & 2 < ARFN O 2B 2T 725 A1, AR OME 172 E O R0

WHREREZTBENRHD (6. ¥rEOEREZAHTHEFICHEITIEE (1) AE - BEERZEOH 2 B3
DIF9.1.3 2 M), FrICKE 3N B O BE BN L, BIERBRFICHE AP BEIZ R 00T < b, Hik -

AEZTFELIFEEL, BBBIEE 0TI ZEDNEETH D,

8.3

ELLFEAHL TORENARHS2GEIE, MOBRICYI VLS, HDWISMMOEELZEHT D Z &N
WThDH, [EIMEBITREDEBMERIELZAREL L, Ft T 2XERIEIX, KUEEE & 2ICs] & K0E

WiEDOZEL (VET VU Y) Z#H&E L CGERVEORIHIIREEZ 7253 70D, MATIE 4 DOIRERT v

TRTTEMEHIEL L LTICS DEARBIKTHL Z LARRENTNS D,

8.4

B 7o BB ERFICABI O EN AR+ 07 E E G Z2T 5 & 2 OMEZ KW EOE(NIZ I 5 M s
LR EOBERDEREHSBENLRD D, AFRGIZ L VIERIERE L2 WBIEOLEEIR, B HICERFER
T2 UHYIREREZ T 5 L) BEICEEE 52D L,

6. RENERZEITHEBICHITHIE

(1) AHHE - BEEZEOHLEE

9.1 BHHE - MEBRZEDHLEE

9. 1.1 FARBRHEBE ST EED B H

R AR VT > O3 IMEEIC L W IEREZENL ST BEZNNH D,

9.1.25MENDEE

a LB ERHIC LV IEA ERSE2B8ZN00H 5,

91.3IEBEHT HESE

BERIC L VIERZE(NL ST L BEZNLH 5,

9. 1.4 ERIFDEE

TV a—r U aERIC L VIEREELSE L BENRH D,

9. 1.5 ERZRMENEE

MDYV U LMEEZE=F—FT 52 ENEE LV, KRR MIEZMIED Y 7 LMEOK FALY XA KIET
TEf #0252 e 5, [11.1 58]

(fRER)

9.1.1

BHEANCILBEOFREH TH 5,

ORI I AR R O AL Z 5 1T TR Y, —JF, FRIRFLVE AL B ZBEROEEZEMSE S, T7hbb,
R CEE CIE B AR ENT DL AT LD b= RNEE > TWAIREEICH Y 2V B FHIBAN @RS T
HA[REMEN B B,

R R AR TUHEE AR 11T, ORI LV O UM I X 0 IEIR 2 BAL S D BZNNH 5 O CHEEIC
Hyrz L,

9.1.2, 9.1.3

B AN LEDO R TH D,

AANT B Z AR OEFINEZ R T2, P BRI HIVEFENH 5 2, £12, o ZEEHIER 2R~
FREMED B B,




VII.

et (FRLDOIES) 1T SRR

(2)

)

(4)

(%)

(N

o ZREERIET S & MENFEERICE Y MEN EFT 25, 70, 2B EZHET 5 & g - L
HENHR LIGEIIES LR L7720, DEMAREIREZEZ 52185,
ZOEIRIEANLEMEBRESCODEROD L BFIITHEBICRGTIHLERD D,

9.1.4

B R ANC BT TH D,

Bo ZAMHITHAERIC L0 i3T5 7 ) a—57 U foMeE S D FER, ok & OFLEEA IS 2 7]
RN DD, FERFOEBEIZIT, 7Y a—F U oEMIC I VIEREZE(LSE L2 B ZNRH 5D THEICK
HFpZ L,

9.1.5

— I B A ANTAILN~D T Y 7 LIV iAHZ LA ST D720, PO ) U MEZKTIEDLZ 035
W2 Fim EKMEBEMECLVED Y U AMENDY XA KIETIEAZEBRT 2 035 D,

E-> T, HIEMEBERFTEORBAEMIEICHNT, AFERETHLEICIIMEL VU AMEEE=F—F5Z
ERHERE IS,

BEHelEERE
RESH TV

FreEfEE BE
RESH TV

HIEREE BT HE
RESH TV

YR

9.5 b1t
TS S TIENR LT 2 IREMED 8 2 I MEIZIE, 16 LA RIES falRrt 2 LR 2 Ll S D582 D
BETLZL, BWER (U R) THRFBEARRESA TS P,

(FRER)

t MREEOHTHEOI VT ZE— L%, v~ ADODEM LGS ERERIICE TESG L, BEOKRES, &
¥, PIBOBRFIZOVWTHRE L, B LTHEZLDHGENEAEL, TORIERITa L ba— 1%I(2xt
LY LT HEE—/LTIT10% TH-o7- 29,

9.6 #&RFLIF
1B EOARIERORFLARROAEMEZ ZIE L, IO UT T IR 2 REd 5 2 &

INR
9.7 /MR

MARATE L M L, BOBE L +1cAT) 2 &,
(fRE)

(V. JBRICET2HE 2. HIELROHE] OHESH




VI. &£ (FRLOIESF) ICEI SRR

(8) &itnE

9.8 BEhE
BEOREBZBE LN OEBEICREGT 2L, IS, AFEEEMETLTWD,

(f#E5)
AFNTFEE LTEBESHRE SN D28, — RIS mlnE TIIAEBEENK T LT D 2 enZ iz, KAl
DY INH] S v, i PR EE AR DB D D,

1. tHE{EH
(1) HREZEREZFNDER
BRE I LTV ZR0
(2) BtREFEEZFDER
10.2 BtEEEE (BFRICEET B2 &)
HA 4 % B RSER - HHE s KR -« falialn 1
HFa—)LT RERR B Lo Il EZRZ | T RLF U v A Y F LT Uik
T RLFU TRENRD S *, MBIREDO T a—LT I O
A IS 1. 3 ) W20 7 FLF U oAEEh R
% RO NE X 5,
FOH, REREEZZ T2 &N
H5,
XY FUFHER B Y U LAMIEIC LD REfRAZ R | 2V FUoF8EI7r RvrY
AT A RH| TEFNRD S, MIEH Y 7 AMEOE | EEIER R 2 8K S 5
FIPR A =R —RATH T L 72, MigEA Y 7 AMEOIK T % H#
[11.1 =[] WMITDHZENHD,
AT A RE| K& OF R AN R Al
BTOA Y T AR EEEH 2
HHT=D, MEN Y 7 AMEOIKT
DHIRT 52 ENEZBND,
(FRER)
%1 BHIEAICBEOFHEH TH D,

*2

TRLFU L AT VVF ) UEBRBIES DT a— T 2 R LESRE. TR HIERAY pREE
HAxbold, ARl ZRERE LR R B OEBZG & 2 aREnFHlsnsd (15
EEAREANEER X OHEB ] OHE2BMAR LT 6. FFEDY REHFTHIEEICHTIEER (1)
APHE - MERLZEOH 5 BE ] OHEHILISM) |

ZNHEAIE OPFRIC L ARWERHR G ICES SRR TR WA, 7 a—17 I v L O ARFCITR
BLLTRERELRLRVWEIEERLETH D,

B ANMANCHBORLE TH D,

— I B HEERITHIEN~D B U 7 LED AR E LR SEL20, mMFAOh ) U AMEEKTFEES5 2
EndD (18 BIEM (1) BERAREWER & FIWIER) OBEER)

—H. TAT 4V EOXY T UFBERIIAF AR AT T —BIER AN TS 2 L2k,
CAMP(HA 27 ) w7 -TF ) 35E ) T+ AT A R)BEEIL Na/K R 7 OiEM LA &7~ L,
mHEOHV T MEZIETIES, £72. 2784 RERTFT YRR, V—7R7e EOFRANIE DR
METONY T AP EERZ AT 5720, mMPoh ) v AMEZKTEIES,

W T AAIE ZNHEFOPEFHICE Y D H ) U MEDIK TR I NS /MRS 5, T2,



VI. &£ (FRLOIESF) 1T SRR

HERKA Y U AMEITREIRGEOEREZSI SR ITIERHHDOT, LEWSCMFDOL Y oA
BEOE=H—%4THZ &,
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H FLHUNE
KEOEATCFE Pregnancy
(2021478 ) 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.




(2)

XO. 3Z28&H

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.

JL[E DSPC Pregnancy
(20214£8H) 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.

S3HA

F—=AZ T VT O
The Australian categorisation system for prescribing medicines in | A (2023 =3 A% TGA* Database)
pregnancy

KR L2 A
*TGA : Therapeutic Goods Administration

2% THEOBE

A —A ~Z U7 ®43%A : 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.

INRFICBH T HE0E

HARDOUH SCED 19.7 /NREE ) OIEOEHEIILLFO@EY TH Y | KEOUH SCE K OHEO SPC & 137
5,
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(2021 -8 A) 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
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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 (h = 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
(2021 %8 H)

Pharmacodynamic properties

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 VVentolin Evohaler has a safety profile comparable
to that in children > 4 years, adolescents and adults.
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