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5 MMBERIIBRICEET HFE
AN BRI R D HERRIER Td 2 O T, AAIOEAIIFRIERBIRFIZIRD Z &,

AFNTKEPAFEMEDIERBED To DI G SN DA TH D, Fio, AHNINEOFEAR2HRETH 5 50E
PAE & N2 D HANTII72 < KAESHERIEMIC X 0 Wi E OB 2 UGE & & D5 HERIEAI TH D720, 3
TEFEBRFICIR Y AAN 2 S5 2 &,

2. BERUVA=

(1) RERURA=
YT HE— L UTHEFRA 1IE 200ug 2 WA, /N 1 E 100pg (1 ]A) ZW AT 5, i, i,
FERIC &0 W EEE T 5,

1 RERUARICEET 218 |
RN TR 2 A /NYE TR T RAD FRER O R ZSE Y ORANL, @ 3 LA R RS 2 " O T,
- CORIFROBAZATORNZ L) 1T H 4R (FRIE LT, BRA AL /NEAWA) £TETDHZ L,
- [8.1-8.3 2] :

@B
£ AKIE 3 BERIDL EAVRARGET 5. b LAIRAS 3 BERTRRRE L2V B AITIE, ERBICIET 5 & 5 Hom
Lo BEICHOR LA & 5 H T 5,

AFZE% SR OBSA THTREEE (FVC, FEV,) REDENEHELTHOND Y,
FVC FEV1o
2500 1900 [
el 1800 -
1700
2300
1600 [
L 1500 -
2100 | | | | | | | 1400 | | | | | | | |
0 30 60 120 180 0 30 60 120 180
HIL & J — LIRS R FIE S — LB S SR

%2 1HAREETETDHZ L,
ARIENT I TIR, JRAETHEE OFFRIC X % e R g AR RE L By RIS I oD R,
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3. ERERALIE
(1) BBRT—2/1\v5r—
Y L7avy (2009 4F 3 A LLaiA#R L EH)

(2) ERERZNER
AARNOERARRBRIL, —EHEREEGEBRAZ 5T 15 Mgk, #AER] 265 BlZOWT 1 [EH72 Y 100~1500pg DY
AP L Efi SNz, 205 b0 191 BlOMBKEEIZ. ULTO@EY Thoiz,

7shR
" e AL
eSS 75.0% (84/112)
UNGL TSN 54.2% (32/59)
it S 75.0% ( 3/4)
S B MERE IR 50.0% ( 6/12)
JitifE A% 50.0% ( 2/4)

) AFNOARHAEIL, AT E 200pug QT A) . /NNETI1E 100pg (1EA) TH5D,

(3) ERFREERER
1) BEREHER
LB L
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1) BEBLLTRERGHR
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AR L
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B 7 R U U RERRIE . Y V), ahru—), T /78— /L5%

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

Jifi + SGE

2) ER%E
PN TZE— I BZBEEDOT T ZA T Bi~B:s DO b KESCHERIICAFIET D B B KA L 0 BINIC
RIS 22 LI Ko TREILEIEMN Z2RET L, b XBER~ORBICEV T T =V 7 77—
(adenylate cyclase) MEMAL SN THIIANT A 7 U v 27 AMP (cAMP) L~ULips B5. . ZOfE RRE SO
WBIRMEET 5 & &b, A MEIREND D AT ¢ =— X —iFfERs sl Sh b,

(2) EshEEMITHHREBRRIE

1) B, ZBRIEREIRE (BEILEY b, /in vitro)
BLE Y ORHKEDMEIER B2/ 0 & MHOEHGEER B ZH/E) oMokt - T
Br TR KT D IIRFEEL & LIE LR R, DT X e—dA Y 7L ) oD 288 5, Ay 7Lt
VD96 fE, 7= /)T a—LD2EDEN B BIRMEE R L2,

B BRI T B BIVEH D LLE™
S Vo P B 1
FITTLFUL || 3

AFRYTLF 7

FILTH 34

/70— 138

HILTE2E—I 288

KA YTV TV oD B iR ME 1 & LD

2) [NEXMLRIEMA

a) [NEXEEMFMER (BILEY M)
PNTHE— IR ABEICE D ELE Y hOT®F L) VEREE SR EMEI L, 4 Y 7L F ) o
TN T LT ) OB ARG, FOERITEN., okl Th o723 Y,

b) SEFAZEDMH (mEEHE)
liogs
(
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c) WAKIENBHOKEZMEEADLE MEEE)
M BB IC, VLT X LR AR] (LT ZE—LE LT 200ug) EVILTHZE—VEE (LT HE—

e LTamg) 27 m A4 —"—EC b L, BRI (FEV) ZHIE L7,
SUE IREEF O3 BRI, 0/ R ORI ic B W T, v 7 22— LW AFNINARD S D 1/20 D

AETENZSRERLET,

FEIRERED ZEAL
25 o —e HILTHE—IBAH
o (200 pg)
P R 7::’:':';;—7_‘\ - —-® H)LTXE—IE
; o Y (4mg)
F |l B
E K L
Vi I\‘ -
(0) f+—=
2-0:'“
h
010 30 60 120 180 240 300

S5 EOEE (4)

d) HEERAFOIEXIREAOLE (MEEE)
Wi EEH S, BB AAZ 7 0 24—/ —IEIC L G L, REFRICIEREERE (FEV)) 2 bRz et L

776
PN THE—)LFA Y T LT L FEV, OHEIMENFRRE CTh o722, /EFEFEREMITL YV Eho7,

Fo, AT LF U L0 b RE AR E R LY,

PR R Z L
0 o o—e HILTHE—N
‘ 200 ug
40 N s = oo 1VTLFX
| o—o— 7 ™ = 1,000 ug
F . Q. O— O FNLTLFY>
E oLl St Sk 1,500 g
Vi “ e i ® o---0 TFER
E: A 9. .
£ 20 - 0
(U) 10 ’Q—"O'-,;T,»'O - ’1)7_”""7)-—7_,,_:\

0 1620 50 80 110 140 170 230 290
#EHORRE (5)

) M7 LILX—1ER (E+ invitro
v M 2 HWEEER T, L7 ¥ B VI BURPUAS SIS - TRE 2 2 BN~ boe 22 I U &

N SRS-A DIWFREZIIHI L, ZORIIINTN S aEZ Y ZEEF FY AL DRy 2,

4) COMT (catechol-0-methy| transferase) ;MiTrIZ POMT (phenyl-O-methyl transferase) |2k 82 (k& +

in vitro)
PN TEZE—T AT RLF Y, A Y7 LF YU 2k LT COMT I TNT POMT D8 A2 145 2 &

BLR, LR TAFIUHEENIZ W, Lo THATHE—LOERARNRENZ LICE#EL TS
LEZHND,
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5 DIRERICHT HFE (HEEH)
AHNOVEBRIEZ DB Z SN, M BBRE THAE LR, I, IGHEBIIE ., EEHImE L iy
VT BT — U NHITE CEBNIA bR -T2,

HIL TR E—ILRARGRIZICHE T HREHRVLEDEL
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100 mery 150" IR M E
n=248
80 82.5} — }83‘4 123‘8%—- - }123-3
100
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40 HLERERM
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201
0 T T D T T
T A [\ FN:T] R A 1%

(3) 1ERFIREFR - Frirra
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1. MhiREOHRS - AEE
(1) ARLAWGMmMApPRE
UERR L

(2) B ek i EISERHR
KR L

(3) BRERHRCTHRE I -IPRE
YRR L
<BE>
HEANT—H) 10
fEEER N 2 % L SH-P v 7 Z B — L 100pg & LR ARG LTS, 1 BloZ s 7 25— Lk
HEA, 5% 145 7T0.67ug/dL, 557 7C 0.38ug/dL Dz R L7223, #5144 10 5006 6 FEE Tk, 7
2=V SR o T,

(4) s
LR L

(5) BE - fRAEOZE
YRR L

(6) BEE (KEaL—3Y) BAFIZE YHB L EDENBELDER
MR L

2. EYERER/ANT A —4
(1) fBWAE
RN G ICHOWT, 2 a2y RR—=h A hETFLZEA LY,

(2) BIEETELR
AR L

Q@) NAATRLSEYT+«
GrEAT—%) 1V
2.3%
(BEFERR A 5 B2 9 LT 2 F—)1 62.5~95ug/kg W N)

(4) HEEEER
KPR L

AHNOAGB SN HHELOME - TV, WmRICET2HA 2. HELAOHE] OESHR
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(6)

(N

DQUTFTSUR

HEANT—H) W

6.94+0.32mL/kg* min

(BEEERE A 5 BIC Y V7 % = —)L 11~57. 1pglkg % Rk $5-)

NEBE

HEAT—H) W

PR RE AR ¢ 9.12L/kg

(BEEERE A 5 BB V7 % B —)L 11~57.1pglkg % ERlRM %5

mMPEQFEEE
t kO IMEE AT in vitro DG TIL 6~8%Th 5 12,

3. IR

WAL = 508 B ONHAR

4. 5%

M

(2)

)

4)

(%)

1 ;% — Rk B P9 @i 14

BMER R L

<BE>

7 MIPH-P V7 ZE—/b 25mg/kg % | BIRRO#E L, 24— N7 V47T DEER LTCRER D B,
IA~DOBATIZFEE A RO LN TV RN ([ (5) ZOMOMB~OBITIE] OESH) |

% — AR @A s

IR 19 HE O F v MIPH-V VT ¥ E— L% 20mg/kg IEIENE G- L7256, RHAMEFH IR D 10% 2361+
Mg ICEI & B,

t DR/ NELE BN in vitro DFEETT 12% (T LT 9,

it~ OB
KPR L

B~ DB THE
LR L

Z DDA~ DT

AR L

<BE>

W A HE 510

E— 7L R 4 JLIZ SH-Y L7 2 E—/L 1,000ug WAL LT, H&EEZOMM, K&, KEX~DBITIZD
WTIE, 64~T70% T AZEE Td 5 glass chamber H & KRB EAE IR L, £152% (9.9~21.6%) 1%
FEEN A~ L. KB R OVRE L A~138 0.85% (0.38~1.54%) MRFFSNDICT Eeh ol

AKANOAGB SN HNEL O E - TV, RICBET2HA 2. HEAOHE] OESHR




VI. EYEhREIcBd H1EE

& 15 10

7w ~ (Sprague-Dawley 5&) (2, *H-H¥ /L7 & E—/L 25mg/kg % Bk 0% 5 L, MBIt E2 2854 — bk
FIOFT T T 4= ROBEEY Y DFGNE SR THDL E, PATE2E—E, . M B (=7
AT 7 4 —TEHMEICH) IEL, DIZEEDDTORVNZEALERD LT, MITITIFE A EBIT

[PRQAY AN
HIL TR E—)L 26mg/kg ZHEROBRE LI-BORBNEE (S k)
B HHAARERIC BT DGR EICHT S
s g N LT HE— LD EGHE (%)
1 2 4 6 24 48 96
JilE 0 0.07 0 0 0 0 0
Jit 0.05 0.08 0.04 0.05 0 0 0
i 0.02 0.04 0.02 0.02 0 0 0
JiF 2.30 6.79 3.78 3.01 0.39 0.14 0
G 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. st

(1) RBEBEIR UK BRI
b N TOFEERBDII LT X E— LD £-O-FilET AT NS RTH Y 9 | A 10 B2 400ug % %
NG UT= 4550 24 FE & CORFPEIERIILL T O LB Thote GMEADOT—X) 19 HiFEH 5\
IR CORBA RSN TS 17

HILTRE—ILEZDREMBRERIBEEADKPEIRE (MeantS.D. )

. - YT HE—)L

Bl RERA] (hr) YT EZE—1L (%) R (%) TRE (%)
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 23.91+5.10 33.46+13.10 57.42+14.90

<HBE>

7w M H AZ# Y L7 Z B —)L 25mg/kg & 1 [BIRR OG- LI2fES, JRIPICITE G-1% 48 REELINIC 55
DK 60% NP S D, £, [FERIC 100mg/kg 2 1 H 2[5 5 HRERO#KLG LizfER, IRPICITEEGEORN
60~65% NHEHE S FL, ZDHI 40% N7 N7 o VR SIRTH D 1Y,

(2) RHISE5T HHE CIPI50%) OHTHE
MR L

) MEEENRDEERVZDEE
GrEAT—2%) 2
YT Z = O ARG TIIAIEIEED RS RIE ST D,

| AROABENTIMEROME : TV BRICHT 58 2. MEROMAR OHBH




VI. EYEhREIcEd H1ER

4) REYOFHEOEERVLE
KRB DOIEMEITA VY 7 LF U D 12000 L HESTNAS 17

(5) FHERBYMORERI/NTA—42
HEANT—H) 12
fEEERL A 10 1 (22~25 7%, 52~80kg) (W /L7 ¥ F—/LE dmg 2 D05 L 7= i
g — 2 7 AL AR
e M AFE P ¢ 49.6~120ng/mL
Fe e i R EE B R - 1.00~5.15 FRE[H]
7 U7 TR ;985423 .5mL/min  (Mean+S.D.)
JRHPPEMESR © 48.2+7.3% (MeantS.D., 8 HfH])

6. HEit
(1) HEHBRAL R VR
KBTI ER I HRIE 4, PRI DT Th 5.
<HBE>
FHEANT—5) ¥
M SRS 6 BIZ SH-D V7 ¥ B— L% dmg & 5L 8mg HERE O 5 L7254, 24 R TR 580D 58.3~
78.0% M RHFICHE S, 2D BO 4 H1TIE 3 BT 1.2~7.0% 08 #PIZPE S vz,

(2) HEitER
FrEAT—2) 19
fEREEC 2 B SH-H L7 2 B — )L & 100pg Bl AR5 L7356 & 5% 17 RER LIS B G- 8D 60~70%
DR AN PRI S Az,

o
o
1

[¢2
(=]
T T T T T T T 1T

L L L L L L L L L L L L L L L
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
51 (BFR)

I | N |
1234546789

H-H L TR E—IVRARESICE (B RAP =R

J
\

AAOAR SN MEROHE TV, IBRICET2HA 2. HEROHE] OF




VI. EYEhREIcBd H1EE

(3) HEttiRE
GMEANT —%) 10
fatHERR N 10 61 CEXJAERD 29.3+7.3 ik, IR 68.3+10.7kg) 12 400pg % W A L 7= 354 D FR th B s 2 | 30U
ToEEY ThoT,

(ng/h)
30

HILTE2E-I(a)
miEiaaEk (o)

# 20
i
4

0 5 10 15 20

1. FSURR—2—IZT 515
MR L

8. EFHIZLIRER
AR L

AHNOAR SN MER O E TV, IBRICET2HA 2. ELAOHE] OHSM

R AN
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LEABREFTDIERH
EEH TV

2L DI

. BERRELENER

2R (ROBEICEERELLGNI L)
AFN D BT xE U CHBUEDBAERE D & 5 B
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AN~ EEFETH D,

AFNDORSY WREEY L7 Z2E—)L, 1,1,12-T T 7 A a2 ) 1Zxt L CORBUEDBEREN & 5 B Tk
AFNOFHIZ LY, FICHEERBEIERNS BRS8N0 H 5, AFIOFKGICEL QXS a2ir0, A
F DS Izxt U CREBUE OBEEREN & 2 55121, AFOE G- E21ThbenwZ &,

. RIRER I RICEEET HEE L TDEH
(V. BB 5TEE] OIERR

. BERUAEICEET R L FDERA
V. BT 5IHE ] DIERR

. BEGEFNIE L EDER

8 EELEARNIEE

8.1 AFNOMH AL, BEIREE DB IE R FIE OV THRICEME L TR Y, BERGICRLIBE
NOBRNZ ERHEREINTWDIEAIZRD Z &, [7., 8.2, 8.3, 13.1, 13.2 /]

8.2 MWEICMHAHEFT-HE. AR, HBAICEIVMEIEZRZTRBZEANRSH Y, FHIRIERBREOWA
BE DA HANEEIC R0 LT WO T, ToICEET D 2, BE UIME#EE 6 L, AR o E
OFERIC L D EMmIEZEME S, 7. OFEBREZOMMBELEZONDIEELZ 52D L, [7., 8.1, 8.3,
13.1, 13.2 &8]]

8.3 HIZHT->TiE, BEOHEHEZIET -0, HIELKVOCHELZELLIFEL, RBRBIZE 012
179528 MEAUHEEBY ELEH L THENRBD 5NRWIGEITIE. KUBRIEDEEN DI,
AFNOBE NGO SN2 NE FITWEOHEHIC 2D A[REMENH D DT, AFIOFKG 2 FIEL, oyl
RO XD 2k, [7., 8.1, 8.2, 13.1, 13.2 ]

8. 4 FAENEE THMAER G OBENR 072855 12iE, AT LI/ ERERE 2 %2 LIEEE2Z T 5 &
IEEEEZDI L,

(fEFR)

8.1

AFN OB HIE, BEN TRO X D 2@ IE 2 A B O W TR L, BERSICRIBZENORNT &
DHERINT-HEBICOBREET HZ L, o, /IIA~BET 2581, LEIE UREE IS8 E ol AL
PR IEBH I L,



. &£ (ERLOIESF) ICEIHIEE

8.2

B AR DT TH 5,
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e~ T, ARFNOFMEHEEDAEIM LG, FREROET, BeRTHIIND,

OB OIEE EZ 35 2 & 2 < ARAN O 28 2 T 725610, REIRSCODME 72 E O R0

WEREEZTEBENRHD (6. ¥EDERZAFTHEFICHEHTIEE (1) A0HE - EERZEDH 5 HEFH )
DIF9.1.3 2 M), FrITKE 3N B O BEIZB N TL, BIERBRFICHE A EEIZ R T < b, Hik -

AEZELIFEEL, RBBEE 0TI ZEBNEETH D,

8.3

ELLFEAHL TOLRENARHS2GEI13, MOBRICYIVEZ S, HDWIEMMOEELEHT D Z &N
BEThD, [VEMHEITKEOBRERIELZ AREL L, FiiT 2XERIEIX, KUEHEE & Z s ki< Xl

WiEDZEL (VET VU Y) Z#&EL CGERVHEORIHIREEZ 7263 70D, lMATITZ 4 DOIRERAT v

FTRTCTREMEHIL L L TICS BEARBKTHD Z LA ENTNDS 2,

8.4

7o B ERFICABI OGN EN R0/ E E B GZ2/T 5 & 2 OMEZ KW EOE(IZ X 5 MR s
172 EOBERBREIFEHLS BENND D, ARG L D IEIRIFEM L2 WRIEDOEAIE., BB IZERER
S Ll nEEZ 5 L) BEICEREE XD 2 L,

6. BENDERZHITHBABICHT HIEE

(1) AHHE - BERZOHLHESE

9.1 &HHE - MERZEOHLESE

9.1.1 FRIRMERETTHESED B E

FRIRAR VT OSIMEEIC LV IEREBLL I T2 B8ZN10H 5,

9.1.25MENEHE

a KO TERICEVILEEZ FERESELBZENEH D,

91.3EEREHT H8F

BIERICE VIERZE(LIELBEZNLH 5,

9. 1.4 ERBDEE

TV a—r U afERIC L VIEREBLSE A BENDEH D,

9. 1.5 KRR IMAED BH

ML VU AMEEZE=X—FT B ENEE LV, EBEMAEIZMIED VU AMEOIKTF20L Y XL KIET
VER AT 20835, [11.1 58]

(fEE5%)

9.1.1

BHEANCILBEOFHEH TH 5,

ORI BARER O XA Z 2 1T TR, —J7, FRIRFALVE VT B ZRIEOKEZENSE S, T7hbb,
FARIRTHEIE I B ZAEEN T H U AT LD b= NEE > TWHIREEICH Y 2V B HIIEAN RIS &S
HHHEMENH D,

R AR RE TUHEIE R 21T, FRARAS L > O IR IC X 0 ER 2B L S E 0B Z N3 d 5 O CHEEICE
5452 &,

9.1.2, 9.1.3

B R ANC HsmoFHEH TH D,

AANL B ZBRRITIRONBIFINEZ R T2, B ZRIRICHLIOBRERH D 2, £72, o ZREHLIER 2R3
AIREMEN B B,
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INBIEAE O X DRWERREICESGEH TIZ AW, A7 a—n17 v otk
B L THERGEROBRVEIEENPMLETH S,

B HEA N BEOFLH TH B,

—WRIZ B AN A~D I Y 7 AHRY AR ERH ST L0, PO R ) U AMEE K TIES 2
ER®HD (18 BIEH (1) BEXRZAEWEM &PIHPER) OHESM) |

— . TAF T4V EOXY T UBEERIIARAR AT T —PiE AT A b ic kb,
CAMP(H A 27V v 7-TF ) 358 ) T AT7 A B)BREIML No/K R FOIEMALAZ &2 L,
MoK T AMEZIKRTSED, £/o, A7 80A REOTF TV KR, V—7%7% EOHRANLE DR
METOHY T LHEIMEEER 2B T 5720, P oOh ) v AMEZIK TS5,

o T ARAIE ZNDEAOPERHIZE Y, FOH Y o MEOK TR I AlfEEr’H 5, 72,




VI. &£ (FRLOIESF) 1T SRR

HERED Y U AMEIIREIRGEOEREZBIERITIENHHDOT, LEZSCMFDOL Y 7 A
EOE=F—%1TH &,

8. El¥EH
11. 814
WORWERRN S oD Z ENnHDHDT, BEEE2+H0I2iTV, B WO LN HEICIFREE R IET
575 EEIAEEITHY 2L,

(1) EXGEER & WEAER

.1 EXLEER

BERMEHY HLEET GEERH)

XY oFUFHBER, AT oA REAKROFRAOHIZE VIE®RT 52 035 50T, HEiERMBBE TIE
FloEET 228, [9.1.5, 10.2 ]

(fgFR)

B HEANCHIBOFTH TH D, — I P HLANTHIIEN~D B Y 7 ME Y A% R/ S5 720, foh
UV MEZRTEELZ 0352 22 2t B 2AEIRKIC LY 7T =1 7 F—BiGMES N
L., TSV AERSNEZ cAMP (M A2V v 7 =75 /3223 5 F) 75 A7xA ) B Na/K R
TOFEMEE IO EEZLNTNDS 2

_hgwwmi%%/%/ K, AT vA FEL FIRAIORICE VRS ND Z E08H DD T, BIE
h S BE CIIAHCERTA L (7. MEER] OEBMR) |

(2) ZthoEIER

11.2 ZD D EIE A
0.1~5% AT 0.1% At A

s W95, MAETRE, SRS,
i E AT

6 B A | DETLE, IR AEER, i EZE B

et R | EEIE PR KHEZDRE

W oAb #F | B

B 0 & | SOEHEESE R RS SR

= O fh WAL, TRAE, et
FEBUSE (I3 RS ORE R x E Te,




SEBEFRAERMAER VERRREERE -8
1EH

. &£

(ERLDEESF) ICEHY SRR

AEERZERE

v HKFRIRELARE D
RRIHED | e (mnset 2
o 3H31H £ T)
O & M & % 15 % P 355 % At 370 % Fr
@i & JE Bl %% 243 15 2,969 il 3,212 4
OEINEHZEBULE 1155 25 i) 31 4 56 1
@I 1E H 78 Bl 44 %4 311 42 1 73 14
ORIVE & BUE B2 10.3% 1.0% 1.7%
(®+©@x100)
BIIVE R o FEE BER B (%)
<fER#F=HR> 22 (9.1) 21 (0.7 ) 43 (13 )
AN = =S TP 19 (7.8) 16 (0.5) 35 (1.1)
R 5 8 1 (04) 4 (0.1) 5 (02)
N i R 1 (04) 1 (0.03) 2 (0.06)
m E F & 1 (04 ) 0 1 (0.03)
<F{E - HmER> 4 (15) 2 (0.07) 6 (0.2 )
5H ] 3 (1.1) 2 (0.07) 5 (02)
T B IE W 1 (04 ) 0 1 (0.03)
<BB%> 2 (0.8) 10 (0.3 ) 12 (04 )
i) i 1 (04) 7 (02) 8 (0.2)
= G N/ 0 1 (0.03) 1 (0.03)
H ] 0 1 (0.03) 1 (0.03)
T i 0 1 (0.03) 1 (0.03)
73 UL 1 (04 ) 0 1 (0.03)
<F D> 3 (1.2) 9 (0.3) 12 (0.4 )
I ] POE R 1 (04) 8 (0.3) 9 (0.3)
% 1 (04) 0 1 (0.03)
AT 0 AS R J 0 1 (0.03) 1 (0.03)
IR N V) 1 (04) 0 1 (0.03)
. BRI R IR b o Tz,
OEMERE, AHE. EEERVFHOAESFESFORERAKEREE
[RE BB B RRERKR
i PR s | NAmE | HENE g’g@i Wikt | oMt R | AR
WO IE B K 2,256 399 160 314 32 28 4 |3,193
RIVE I T BUE B 27 1 2 2 1 0 0 33
il 1E 8 B 2K 36 1 7 2 2 0 0 48
BIVERFEBUER R (%) 1.2 0.3 1.3 0.6 3.1 0 0 1.0
BHENEEANBIERARRKR
A PHE i S A -
A H il ~ -
WA E B 686 2,271 12 2,969
B VEH F BLE 5112k 12 19 0 31
FIRGENR SRR 21 21 0 42
BITEHIEBUES R (%) 1.7 0.8 0 1.0



VI. &£ (FRLOIESF) 1T SRR
9. REKRRERBRICRITITHE

10.

RE SN TV

BEHRS

13. BEHRE

13. 1 IR

WEFR GRS N DR S —REZERIT. —ErEo pIERZ N T 2IERTH S, KA U 7 AMIENTEH
TOHBENWRHLOT, MIEL ) VAMEEZE=F—FT5Z L, £z, W TRAIOEHERSIZEY, A
7 v R—=Y 2 G EHMET > =0 ARHE SN TNDH O T, MEUIRIES, B ORIEL /0128152
THZ L, [8.1-8.3 &=H]

13.2 g

AHNOFGOFIEEEE L, O RER (RIS, OEITHES) 234 55 BE TIRODEGRIRE B
WAl O 525 OEY) LE 2 BT 2 2 b, 2L BIERRIOERICH - - Tid, K& B OMED H
LIBETIIAICERET S 2 L, [8.1-8.3 ]

(f#E5R)

(V. WRICET2HA 2.0 MELOHE] KO 15 BEREARNER L ZOMHH] OEBHR

1. BALOIE

4 EBRALEDIE

141 ZRIZFEOTE

14.1.1 R AR

BEIEHRATEZE L, ERFEEZEYE T2 L,

14.1. 2 R ABF

IR

14.1.3 REKF

() 7 X752 —3FH %2 BAFIC RS2, D7 &bl 1 BIPLERAKRNES T L <y, st L
THRICRE T 228 (e - SRS AR LMBERRORR L 72%),

(2) R NFHEHTIES SN2 & (BERANOSEDRK L 225),

12. ZDMDFE

M

(2)

EREREAICE D 1B

15. Z DR

15,1 EREREEAICE D < 1B#R

AEIZEBNWT, X7 TA P =X 2PV T X ET—VERE L A 7T b r ey ARAYKF OB 21T -
ToBE T, MABEDBIRIZA > T2 5B B ZEB A RENIE D & & bl &L ORENRH 5,

(f#E5)
AFNOMBZER LTI, IRICALZRWE I EETDHZ &,

JEEERRERER [T E D < 1B
BEEN TV




X. JFERFREABRICREY HIRE

1. FEHER
(1) ExhZEEHRER (VI ENFEEICEHTLHIER] 8)
(2) BIRHFEERAER
YR L
(3) ReMFEEAR
A T L R e R % - EBRE
mg/kg
O—BATENC 5- 2 D2 ~ A 25, 50 &z (—) Irwin DITEIBIZERIZ LD
100, 200 [ AR P SN
H R EEHOIK T
OIRIZ 9 B 1EH ~ A 100 & (—)
S 3.2 O, (—)
QPUEHEIEH ~ A 200 s (=) PUERKEE - JL T T Y —
IVREAEER
@8R IEA ~ A 200 s (—) Haffner 2875, Stretching {%
GBI EE KT HIEH ~ 7R 5. 50< o m Fe 5 BB X 0 ME R IT R
L7720
®lalfstE, EEMEIEGTEC | ~ T A 200 n (=)
H1EH
D8 B FEERNE < 2 /R AV 5 fiaen (=) {5 BT % 3A T
>10 i WO 03, MC D
ECHRMg e i8 HH B
SMEARERCXTDER | vy F 40 [iaan (=)
®F S x4 H1EM = 20pug/kg FE (—)
QF A H—1 ~ A 200 ®n (1) HEBRVE AT A0 Fg
JEREE R AE
OfERRTER ~ A 400 A (=) NAREEIIANEES
QJF TR EMER ELE Y R 2% SR (—) £ SIS
@iEFLIC 9 B 1EH ~ A 25 Z 0 (N)
OEt1ER A X 5 FE (—)
@/ MBE T A1ER Y | 'LEY M| 1X1077 wmn (—) TeFY CHE BEe =2
g/mL WHE, 77 %= IUE, & A
1X1074 wm L35l & 3 HE
g/mL
OFERMEM <R 25 & 10 (1) NS RS ERRE, R
GFRIEA 7 bk <0.5 o (=)
>25 JR BN OVERE
Bk Ak
OFETIETER 27
(1) e Z v b 1X107° win B &S ) & Ml
g/mL
1X10°8 Frle gl
g/mL
(2) FEATIRAEN = v b Iug/kg FERER (—)
3ug/kg B R
BFLRIEIEA 7 b 1.5 &1 (=) 1T 57 = R 5 R
>3.1 il
<> (=) e T (N) weveeeees SHRICH L CTHEZER L
(1) v SIS L oIk (1) v SR i LT




JEERIREBRICEE HIEHE

(4)

Z Dith D FEIEEHAER

YRR L

2. FHR
(1) BEKES5SMHHR Y
~ 7 AROT v MIBERERE KR LTV T e — URiisE 2 5 FRIRN. BT, &, IEFERN)

LR, ~ T A« Z v MZHT 5V 07 XE—/10 LDsy (mgkg) 1FKRDEY THoiz,

(7 BHE#E

YXIOR -y kIHITS LD lE (mg/kg AE)

3 YA 7k
B 5% = 3 = 3
g Ak N 50.5 (47.2~54.1) 487 (45.9~51.6) 62.1 (58.1~66.5) 59.1 (56.3~62.1)
4 T 795 (704~899) 737 (664~819) >2.500 >2.500
S 0 | 4,620 (4,160~5,130) | 4,750 (4,240~5,320) >2.500 >2.500
8 e N 274 (247~304) 239 (223~256) 320 (238~361) 295 (266~327)

(2) REHRGSHEHER
AR - BENE (T b)) W
Y7 52— OFAERNTHEER T K& SHRIR VSN B T4 2 Tl 035380 b v,

)

() T 95% EHHR A

ehyk | BEHE GA) | B5E (mgkg) AT A
s o5 B 1o N 1R 3£ O I 1797 N | R 5T e e = Y e ¢
) : AN AR
i 5 s —
2 125, 500. 1.000 SUE SRR, IREEEEMEH () . M. BF. Bo
M N A 9ol (1,000) . HFERRE= 2 A Ko (1,000)
E 25, 50 EIIH BN
E T 5 150. 300. 600 SUEHEAE . B B EAL O R TG, 1B, D EE
> N D HENN
., 0.6, 10 e BNy a WA
g | FEH 26 30. 60 B XL
% 03. 3 S
PE| T 26 10. 30 R TIE, DEERIMER (M) | BEEALO
\ A 3 E T Ak
ETE RS RER
<~ 7 A (90~100 H ) Z v kb (80~90 H#H)
B 5 4R TR 7~12 H D 6 H EE R IR 9~14 H D 6 H ke
e HRR o BT ®n KF
b 200, 20, Img/kg | 200, 10, 0.lmg/kg | 200, 20. Img/kg 100, 5. 0.1mg/kg
RRR -~ 2 W L BeH- BT L ORIt 3 2 B EMHIER SR bz
RFOBHZ~D | KRERGTIEE 14 g™ ok rsEE N
pE & R S HIRICH S FELERRRL

#) EFRESW IS 4B RGEELRVD, ~ U A TEE 4 e BARRENRKEH LIELIEALN D,




X. JERRREAERICEET 51EE

t MRREOHTHEOV LT HE—E, ~UZADHSHMKOGERINI L TG L, BIEORER,
B, WO BRFIZOWTRAE L7, B LTHEHEFEOFENBAEL, TORERITa L ba—/L 1%

LY LT ZE—LTIL 0% ThHhoT2

4) ZOMOHHEN
AR L



X. EHyIEIEICEY H5IEH

1. REXS
B HHAE = T —100pg  ALSTEEESR LT
) R ERSOWMGEICLVERTLZ L
BEhESY L

2. AR ILERBR
SRR @ 24 % H (2RI IR 2 FLd)

3. Bk - RESM
ERRAF

4. EXIRFNEDEEA
(1) ZEETORFEWEDEESIZDOINT
BN AR

(2) EFIRMBFORFWNZDOVNT (BEBZICBETANENWASTESE)

1) BEICIERARAELZE L, EHATEERETS 2 L,

2) FHWHER

3) RE EoER
a) TH T IEHEE BIFICROTD, A E B 1 BILLERAKRNEE TL BV, HaoIcEg L

BRIRET D& Gl - AR EEERRDOFIK E D) |

b) RN I ITTED Szt (ERANRSEDFK E2D) |
¢) 30CLL EDOLGFTIZRE L2 &,
d) RrNTKFUIZEA LN &,
e) HITHIBIKICL D EDONIZAR L RNOBEFWHEGTIEICHED 2 &,
f) R ~_TREFITD EXIFZBICLThBEITD Z &,

4) BERMEERLTA R A, <FTHOLEY : HY

(3) FAFBEDBEAICDONT
EARM/YA

5 RBRHFHE
Y LA

6. B
P =)Ao ~T—100ug : 13.5mL X1 (BT # 7 % —f})



1. BHROME

Ry7mvLy (F7Fax—F—

8. R—m% - RE
[F]

9. EfEEAEERAB
1968 4E 11 A 29 H (FEE)

10. HERTEREBFABRUERRES

B

LX) TAI=TL (RN)

O T = Tu— VRBAWKERE., Tu T a— VIR K

X. EEMERICEYSEE

F—R 3 . % b U VBE2mg, R hY a7 0.04%, <% b U KA 0.5%,
TA 1 =TTV —/L 100ug %

PG ) —nA ~T7—100ug

BLERoEAGEE A B

TR

2008 =10 H 6 H
o (HERFEL) YL Z ) —Af T —

(EAEFIZL D)

22000AMX02177000

11. EMEERHEFAB

KA H 1988422 H 26 H

PB )= A T —100ug CHTHRFEA) @ 2008 412 H 19 H

(] By ) —vg ~TF— ([HIRFE4)  19784F4 A 1 H

12.
BN AR

13.
A% LR

14. BEEHM
L

BEERE. BIMBRAREABRUEORE

15, HEYEFRERRICET 5FR
AFNEHIIRZBIT 2 BIRITE D ST,

HMEXIHREM. RERVAEEEENFOFABRUVZORNE

PR E AT 20094 8 A 31 H

16. &£#EJ31—F
s - JRAE T B S A e Ry .
iy 78 = E — K
M 72 4 HOT (9 #7) %% IS, o — Le7 bR |
Y Z ) — A ~TF—100ug 104037101 2254700G4037 620008998




X. EEMERICEY SEE

1. RS LDER
A L7



X 1. X#h

1. 5IAX#

1) fFRFERIZEN  BEFEOHPI. 1972 ;81 (13) : 856.

2)  Offermeier J, etal. : Med Proc. 1972 ; 18 : 5.

3)  Cullum VA, etal. : BrJPharmacol. 1969 ; 35 : 141.

4)  Brittain RT : Postgrad Med J. 1971 ; 47 (Suppl.) : 11.

5)  Gayrard P, etal. : Postgrad Med J. 1971 ; 47 (Suppl.) : 46.
6)  Trindade JC, etal. : Allergol Immunopathol. 1973 ; 1 : 401.
7) WebblJ, etal. : BrJDis Chest. 1982 ; 76 : 351.

) Choo-Kang YFJ, etal. : BMJ. 1969 ; 2 : 287.

9) Butchers PR, etal. : BrJ Pharmacol. 1979 ; 67 : 23.

10)  Martin LE, etal. : Eur J Pharmacol. 1971 ; 14 : 183.

11)  Vaisman N, etal. : J Pediatr. 1987 ; 111 (6 Partl) : 914.

12)  Morgan DJ, etal. : BrJ Clin Pharmacol. 1986 ; 22 : 587.

13)  Gardey-Levassort C, etal. : Dev Pharmacol Ther. 1982 ; 4 (3-4) : 151.

14)  Nandakumarau M, etal. : Dev Pharmacol Ther. 1981 ; 3 : 88.

15) LinC, etal. : Drug Metab Dispos. 1977 ; 5 (3) : 234.

16)  Hindle M & Chrystyn H : Br J Clin Pharmacol. 1992 ; 34 (4) : 311.

17)  Evans ME, etal. : Xenobiotica. 1973 ;3 (2) : 113.

18)  Walker SR, etal. : Clin Pharmacol Ther. 1972 ; 13 (6) : 861.

19)  Kennedy MCS & Simpson WT : BrJ Dis Chest. 1969 ; 63 (3) : 165.

200  —AEENENBART LovF—22 Tl - HHATA T 142015 {EER : WETE - FEIA R
A4 2015, tHFnAEE, 2015.

21)  IIARERIED  SEPR LR, 1983 11 @ 3975.

22)  HIRWZ - HARSEAIRISHMEEE. 1997 ; 49 @ 435,

23)  ZEHBEA 0 BARERK. 1981 ;39 (2) : 304.

24)  PEREIRT  EFEOH DI 1984 5 130 (3) : 188.

25)  Szabo KT, etal. : Teratology. 1975 ; 12 : 336.

26) Haalboom JR, etal. : Lancet. 1985 ; 1 (8438) : 1125.

27)  JIREEIED - EIESMFZE. 197152 (2) : 120.

28)  HEH A EIESAFZE. 197152 (2) @ 128.

2. Z0tnSEXR
KPR L



XI. &84

1. £G5S ETOHRKTKR
BRI I DNREX T T, HELROHEIZLTO LB TH Y, HETORRRILE LR D,
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R EOARELORARBOARM 2 EE L, RAILOME XTI 2R 252 &

R LR A
KIE DA SH Pregnancy
(20194F12 ) 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.

Lactation
Risk Summary
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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.

gi[E > SPC Pregnancy

(2019 4 12 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.

g

FDA ®453%f : Pregnancy Category %Y L2

F—=A T VT OB
ISy
An Australian categorisation of risk of drug use in pregnancy A (2020 45 IREAS)

W

5% nEOME

A —A 87 U7 O43FH : An Australian categorisation of risk of drug use 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.

INRFICEET HECE

HARDEATSCEFED 197 /0% ] OEOTLHIZLUTO@EY TH Y | KE DA LE K OEE D SPC & 1357

Do

AIN BT DN EOEER

9.7/NR%

EMELZIELHEEL, RBOBEEL 7T 2 L,

it RS
NN S B'E Pediatric Use
(20194 12 A) The safety and effectiveness of VENTOLIN HFA in children aged 4 years and older

have been established based upon 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 children 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,
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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.

H[E D SPC
(201547 A9 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 Ventolin Evohaler has a safety profile comparable
to that in children > 4 years, adolescents and adults.
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