4BOINC

20244 2 AET (BB 1 HR) BAFERmOEES
872259
B SRR 0.5mg 1 mg 2mg
EEAR - 24 AERES | 22500AMX00655000 | 22500AMX00656000 | 22500AMX00657000
BR5TREtA 20064F- 7 H 20064F- 7 H 20064F- 7 H
BREIRNEY - [UEIRRA

nHEERERY

BegRs WOJTF0O—)URREIRINEY ST —T

Y02 50=Jb5-70.5mgvp]
Y02 F0—Ib5—71mgvp)
va2570—=Ib>—72mgIvp

Tulobuterol tapes 0.5mg * 1Tmg * 2mg “YP”
RSO EIC L VAT EZ L

2. foray—4

ZIS/ICN

RDBEICIFIRS LTV E)

2.1 AH OB R LBBHE OB E D & % B

3. 8- MR

3.1 #8mK

et

vy a7 7 u— )b
7—70.5mg[ YP

Y a7 u— )
7 —71mg[ YP]

yu7ru—)
7 — 72mgl YP]

BRI
(1)

(HR) v a7
o —)L0.5mg

(HR)vwe77r
U —)l1lmg

(HE)va7rsr
0 —)l2mg

b1l

JIE BRI S e ALK SR
TAT ), ZOMIG

AFLy AT Ly AFLr7Tay 7ikEAK,
KERIMa Y > 7)) v

3.2 REIDMR

4 va7Jya—)va7srua—)y|ya7ssrua—)
PO 5 70 5mgl YP) |5 — 7 1mgl YP) |5 — 72mg[ YP

PR | HHRHE, T4 T ROBE» LR 2T — THITH b,

2.5cm? 5cm? 10cm?
AL [:nf D% |
16mm <>
22.5mm <>
32mm

W a—F YP-TTO0.5 YP-TT1 YP-TT2

4. MREX ISR
TEEEDOTIERAEMEECE D  [FIREE#E ESEEROIERE

SEXME. SIMTETK. BERESK. HKE

5. WEENIFHRICEET DER

(REZRED

SUE SRR BT B RIBEHOERIL, WAAT T A N
FEOPIAEA O TH ). MAAT T A FHIZFIZL D EERD
UEDPH LN WIGE, & 5VITEFEOIELE,LWAZT 1
A FHRIEEE OB X 20525 &I S NI D,
AH EMAAT O A FHIZFEZPIHLTHENT 22 &,

6. FENUHRHE
EE. ARy o7 o= vk LC2mg. /MNEIZIZY O 7T
O—)b & L TO.5~3m A i2130.5mg. 3~ 9 A 121 Img.
I Ll F1Zid2mgx 1H 1, JEp. BT Bt o w3
W %,

8. EELEANIR

(Gheesti®)

8.1 Hif: - =@ ) ELCMEHL THRMADRRD LN nE
(B3I~ 2B (X, RFID WL TR VWEEZ SNDLDT,
ARS8, B, NIRRT 2LE10E. %
ZIELLCIREL, BBoOEE2 512979 2 &,

8.2 H - AR %l T 7-HmE. NEIR. HallLlo
TR LEILEZRITBZENDSH LD T, HEE - HEZilBz T
ALBWE ) ICEETLI L,

(RETRE. BUSEIR. TR

8.3 KEIME. BHAE LI AIELEROBENEHIZ BV
T AH OG- HIRI P I2 5B 2 2050k LTt SR
PEBNEIL A f o EE3E S DO Mo #8) 2 3850 2§ 5 & ) B,
PREEZ X E D N G2 B 2 F 1B L 52562 L,
Fro. TOFEROBRAESHEIMLZZY . SRS TH TR %o
TEELEIE. BEOERS T TRVWIEPEZLNLD
Ty W R RS 0 IR % 2 LR 2 2T 5 &) B
PREEZ X E D D G2 B 2 F 1B L 52562 L,

(REZHD)

8.4 RFNIMAAT O A REESEOTRIER ORI TIE V70,
BEDPRFOMRAIZ L VIERGZEL KL ETHo T, B
MEOFRRZ S WAAT B A FHISE &2 dmik L, AR5 % 5
MTHWAZ EDRVES, BE, HELE LI E
LMY B FEREGZ LT L,

8.5 FHEEMITEBI AL A B RS, SR IEL BT 57200
FHIOMEAEDIEML 720 . EFTH TR B> TELLE
Wi, e B TR H SO T, WART T A FHISZD
WESOPIIEEEOMLEIT) 2 &,

9. BEDERZEIHEEICHT IR
9.1 GHE - IEFEEDSHDEE
9.1.1 ERBREEBETTEREDEE

JERDPHET 2 BENW0H 5,
9.1.2 SMEFEDEE

MEX AT L ENDH 5,
9.1.3 DREDHDEE

DETUHE, AEREDRDH 5bNEZ ENDH D, [10.2 BH]
9.1.4 FERRDEE

WEREDSTCHE L. I 27V 3 — AWHIHIT 2 BEND D Do
9.1.5 7 RE—MEEEBRDEE

AR & 9 FEIE. RS DH H bR 3 v,
1.6 EEERIEDEE

MEH ) 7 22Ty =352 EDNEF Ly, KEFIMEX
MiEH ) 7 ZEOR T AN A2 I TVEH 2 Bih4 5 & &
Bdbs [10.2, 11.1.2 ]

=]



9.5 1143

TR SRR L T 2 W REE D & 5 IIEIZ I,

HE O

MERIEE L2 LW E NG EICOAEHT S L,

9.6 #%FLIW

R LEOBEFMER OHILRBEORRIETZE L. BILOMHE X
EHIEERETT 5 2 Lo BIWER(T v M) T A ORITH

EIN T D,
9.7 INRE

NSRS G L LR Otk 2 R L L BRI

EREL TR\,
9.8 SHnE

BHED»SENZHIGT 5 7% SEEICHEIT L2 Lo —IZE

PIEEREAMEEN L T\ %0

10. HBEEA

10.2 HAEEHRICERTSIL)

v 7asL /) =)V

HANT HRARAEIR - 8T BT - fabi T
ATA-NT I VEH] IREEIR. B e IS RAR S T a—
7Ly Lo T EEE VT 3 BENT

BT BENDD

b 2SS EAN AR L

T 740 KA
vraz ) v
[9.1.3. 9.1.6, 11.1.2

ZH]

[9.1.3 2] %o e %o,
v T U FEAR A ) A ME S | AR F B Y4 T
FAETAY) X AR A |V FHEARITE DI

TBEINDDH S,

A7 A FH

T rk=vuar
NREYRE )

< N e )5 SRV AN
[9.1.3. 9.1.6, 11.1.2
ZH]

FIFRF)
M) ZzayxF7I R
VARE N
Ty T3 RN
[9.1.3. 9.1.6, 11.1.2
ZH]

MHEN~D ) >
LRATIEH % #

Do

A7 A FEIKEO
FRANLRF~D
71 77 AR A B
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1. BlfER

ROBWEHD & 5N D Z WD HDT, BlEzE T3I14T0,
BRSO DN E 3R G 2 kT 5 7 SR 2 ALE 2 1T

)Tk,
1.1 EXLEIEA
N1 7FI745F0—

(HEEARE)

IR0 R E, A SpElAL, IMENTIE, SRS OEIRAERD 5/
WalldG ek L, EARERZIT) 2 Lo

11.1.2 EEGFIMEAY D LABEOET GHER)
¥ F UFHEMLE AT O FAROFRA OBERIC & b 15
TH5IENHAHOT, FEMBEFTIIHICEETL I L.

[9.1.6. 10.2 1]
11.2 ZOfhDEIER

5951 0.1~5%Kifh | 0.1%Kih | A
B YN
FEAE
e SR B, A
IR, HiR
PR T R, B S HBRE. B ChiT
IR ORI 1D
. LUR
WL Tl WL £ B IR | R
Tl
T AST 3.
ALT b5

5%DIE | 0.1~5%Ki | 0.1%Kik | BUEA

7 TR ER RN

[T BT Z 5 R A
SR, S W AL
FEALHE, 7t
PRz %

ZoM  |[CKLES [0k ) 7 & [ lfe. 7 |18 A
BT

TE) SEBUVHE (3 Rt AL % 5 o

4. BALOZER

14.1 ZRIZMEOER

14.1.71 BEfAD
BEICEAFZNEOE THEL. AFEMHT 2 & 1T,
LY S XRS5 2 Lo

14.1.2 BREAIBS

(1) IERHEBAZ O B2 8 2 3 BRI L T b AR 2 32 2 &

() BT 5720, MERAAEL R 5 2 LT L,

(3) AHNZEHTWHEMEA D 5 /NRIZIE. FOJEd 2 WERALIZHE
o2 ENREE L

(4) EyEER(Z v &) THERRE IS L7236,
AVEDHNT=2DOT, BIGHIZHE LW &

MAFREE D -

16. ZHEhEe

16.1 MAEE

16.1.1 A

(1) BOHRREZIESE

TR BB Y 107 F 1 — )b T — 7 2mg % 24165 [ ] 2 3

H L7 EOEYHRENRT XA—FZUTOEB) THo720,
B[R P G- R OSE TRE /ST A — &

Cumax(ng/mL) | Tuwax(hr) |AUCo-w(ng - hr/mL)| Tiz(hr)*
1.4%0.1 11.8+2.0 27.8x1.6 5.9%£0.6
(P = IR )

7 — THBEAROMH
(@) RERRIESE
flEEER 661y 175 1 — )b 7 — 7 (dmg) % L H 1], FI5[E
B HG- L7z & & D IiE P RZALRIRE IS BT, &5 1HH
fifl & Conaxld 301 H $e 5 & S 045 G- CRIAR 2 il 2 75 L 72V,
1) ARFN OAR S N2 A DL & IE2mg TH 5o
16.1.2 IR
RETWE/NBEE6FIC Y 07 70— LT — 7 R4~ 9%
(fk#E18.0~26.5kg) 121X 1mg. FEHFI~13m% (fAHE33.0~
41.7kg) I 1E2mg % 24 B B IR R 4% 5 L 72 & & o i R
ALARIEEEHERS e OSSEMBIRE ST A —Z T D EB Y TH - 727,

(ng/mL)
2 -

EES SRS
— &

o
o

0

0 4 8 12 2 % % (hr)
EpacRcAHili]
B A% G- 0 I T R LR EEHE RS (138 = e Rhse)

HAIFER 4 G- R DS BRE ST A — 5

Crax (ng/mL) Tmax (hr) AUCo~2(ng - hr/mL)
1.33+0.21 14.0+2.0 27.06+4.24
(P = R R )



16.1.3 £MFEHIEEFER
(yOJFO—-)L7—70.5mglYP.)
Yyua77u—)V7—70.5mglYPl& &2+ 7 —70.5mg
. ZURAF == TCENETAR (v e T e - Lk LT
2mg) BEHEBL AT T 1224 B HLRHRE 2 $55- L i oo vy v 7
TH-VEEXMEL., #OoNTEYWEHENNT 2 —¥
(AUCo~18v Cuna) 1D THEGHRNT AT o 725 R, WA DALY
M FRE AR S 72,
FWBRE/ ST A — &

AUCo-4s Crax Tnax
U 1) I
BT (ng - hr/mL) | (ng/mL) (hr)
YU Fa— T —7
34.56+22.96 11.66+0.69| 10.8t2.5
0.5mg[ YP
R I TF—T
72T 40.02%29.34 | 1.62+0.74 | 14.0%5.7
0.5mg
(P iR, n=10)
3r —e— v u 75 u— L5 —705mg YP)
i o RS F Y ¥ 7 —F05mg
TR SR
o !
7 9 b I+ IR A, n=10
Z
o
1 L
o 18
b3
|
(ng/mL)
05
0 - . . . X
0 12 24 36 48

Fe 541K 1 (hr)
MG EEENE IZAUC, Can5iD /85 X — &1, Bl osR
PR OTRILAEL - B E OB L o TR 2 WD S 5,
yoJFO—ILF—ImeglYP])

vya7 70— V7 —71lmg[YPl& K7 )V 7 —Tlmgx.
JUAF—N—FlTENRETN2H (v TFa—)Le LT
2mg) B R NS 12 24 R [B] B Rl R By P 5- L C i i oo v 1 7
T VgEERNEL, BONEYTHE ST X —F
(AUCo-18v Cuna) 1D THEGTHRNT A AT o 725 R, T O Y
ZE R ST RE S 720

W EHE ST R — 5

AUCo-4s Conax Tinax
un 51 3|
BT A (ng - hr/mL) | (ng/mL) (hr)
Va7 F U — )T —F
42.99+24.51 [2.03=0. 3=1.
Imgl YP 99 5 03+0.63| 9.3 5
K7 7 —7Img|48.15+30.21 | 1.95+0.82| 12.5*1.8

(FIg = BUEfRE, n=8)

3r —e— v 75— )7 —71mg[ YPJ
i Lok v — T Img
25 | I
i L
Z Sty 4 B n=8
7 2
z
=]
115
2
i
B
(ng/mL)
05
O (/»“ 1 1 1 1

0 12 24 36 43
%5451 (hr)
M5 PRI NCAUC, Crud$078T A — 813, BB OER,
R OTINE L - RSO L > TRELTHNED D 2o

vOoJrFO—)bT—F2mglYP.)
va 77— V7 —72mg[YPl& KT ) T —T2mg%x .
JUAAF = N—=FIITCENRENIH (YT 7O —-)LE LT
2mg) FEHE LAY F 12 2415 B B IR R # 5- L C il oo v 1 7
TO—VigEEMEL, BONTEYEHE T X —%
(AUCo~18v Cuna) I DV THEGTRNT 2 AT o 7245 8. WHI DAY
F RS S Y,
WWBEE N T 2 — 5

AUCo-4s Crnax Thnax
L 11 ]
B3 B (ng - hr/mL) | (ng/mL) (hr)
vya7ra—)r—7
+ + +
omgl YP 37.85£16.03 |2.00+0.73| 9.2£2.5
K7V 7T —72mg|39.24+16.03|1.82+0.48 | 10.8+3.4

(PIg = EiE(R7E, n=10)

3 r
J-[Il w o = _ o
i —e— VO 7FU— LT —72mgl YP)
ﬁ; 25 o RS YT — Fomg
o
7> 2t
7 I B
i L S+ B, =10
I 15t
)%
i
2

(ng/mL)
05
0 & ‘ ‘ ‘ ‘

0 12 24 36 48
PG5 (hr)

MR ONICAUC, CondB D785 A — & 13, WERE OFIR,
PRI OPRILAI S - WERIEEOMBRGM & o THRZ 2 WREEED S % .

16.3 971

16.3.1 @AM
BN O# 5 v MIZHC-y 1 75 b — V7 — 710mg/kg % 24
BRI RS L7z & & TR, BRI, TLE 5 o Kb ok
THE £ D b B IETRES A A%RO bz, F 7o, FEIEEAL &
Z 2 BNDEE L OMNOBITHRER S N7z i, 5 O
B ME TR LR TH o 70 S 512, BRI EEHER
B O TIRIFRBETH - 7249,

16.3.2 MIFELREEE
MR PG A 31328% TH 59,

16.4 X34
EHE Y O 77 0 — )b — 7 (dmg) % 24 [H] B [l Rz ¢ 5-
L7zE &, RPZIEyae 7758 — )b, 3-hydroxyfk.
4-hydroxyfk & O5-hydroxyff & TN 6 O EMEK KL
4-hydroxy-5-methoxy A DFIGES FICHHE S Nz SO
Ty a7 70— VOPREENR D KE 10729,
1) AR OAR SN2 ADO LR E1E2mg TH 5o

16.5 HEMH
MEHER ALY 07 F 0 — )V 7 — 7 2mg % 24 B B R R %5 L
72l EORPHREEREHHZIAM E Ty H 7T 00— L)%
Tho72Y,

17. ERIRANHE

17.1 BMENRUR2MICE T DHER

(REXIHE)

17.1.1 EN#ZRHASE D4EEER

M mA
AELMEEEIIFEZ R E L2y 7T H— )T — 7 2mg/
HESM 3, 3mg/ HBEAHEE R OV 1 75 0 — )V $E (2mg/ H) A
FEDSWIZ & 5 ZHEEMILEGARIZ B 2 & 5-4E B O R Ak
YGEREICOWT, [WEEUE IV LA R L-AREITEEN
55.1%. 51.9%. 33.3%Tad» . [T I 2R L-A%)
FIZENZTNE3.7%. 78.8%. 66.7%TdhH 7=,



FEIERSEHEIE. 2me/ H I #£16.1%(10/6261) . 3mg/ H I
f+#20.0% (13/65%1) . v a7 71— )V (2mg/H) IR A
19.7% (12/6161) T o720 Y U750 — 7 — TR EETE
BL7-F50E. 2mg/ H M CIRIR4 . 8% (3/6261) . Hi. L
DI ZIENL.6%(1/6261) . A 53414.8%(3/6281) . %
FERK3.2% (2/6261) . 3mg/ 0BG BECEYIE. Rk 22N
4.6%(3/6501) . B, ZH 5D, BEK, AR, HE4.

THIL FEB TN TN 5% (1/656]) . Z 9 FEKT. 7% (5/6501)

5 4.6% (3/6561) . FE7R1.5% (1/6561) TH - 727,
1) ARHN OGRS N2 AD LR E1E2mg TH 5o

17.1.2 EAE MBLLEREER

M A
SETWEBRELINEZ NG E L2y a7 50— )T — 7 2mg/
HESS B O 770 7 7 b — VIR ERIE KA 545 (50 1 g/ Al 1
H2IE) B FBE D28 IS X 2 “EERICEGRERC B 1) 21 540
DRAEMYEEEIZOWT, [HEEEYEE L AR LR
XENEN52.1%. 32.5%CTH Y. [EREEGE I EERLE
BERIEF N Z169.9%, 66.2%TdH > 720
EIVER S, ya 77 a— LT — TR EETI.6%(8/83
B THorze ML AERIE, BIFE, RS ZNEN2.4%
(2/83%1) . BRI, Bl HERKBZNZNL.2%(1/8361) .
ZI L DENDENEN2.4%(2/836B1) TH - 729,

@) g
MEEE N BEEL EZ R L LizyuTra— vy —7
0.5mg. lmg# L < 1Z2mg/HEMAHEEIE NIC Yy o770 — vl
BRI N9 4 2oy 78%](0.25mg. 0.5mg# L < 1&1.0mg/ A,
1TH2I) R8I L 5 ZEEMRILERABRIC BT 545528
B ORI EFEIZ OV T, [ DL 2R LR
FiEy a7 7=y — THRHET2.9%, v o7 T u— ViR
WRIA oy 7EFAHEG5H. 1% TH Y . [THREWE D L%
RLUEFERFEE Y07 70— v 7 — THiAHE0.0%. v a7 T
O — VIRERIE K9 4 2oy 7K 58H88.2% T - 72,
BIEMZEHZI, va7r7ra—)7r— ZFHifBET7.5%(6/80

Bl) Thotoo FEHLAFRIL, 29 HIKS.0%4/8061) . Fek.

PENDZNZEN2.5%(2/80f) T - 727

1) RANOAGE S N z/NE o1 #1305~ 3/ i 12120 . 5mg.

3~ R 1213 Img. 9%l EI21E2meTH b,

18. ZENEE

18.1 {ERR
REL TGO BB ARIER Ly BBk & B IR
& %W Fadenyl cyclase KiGL3 5. 212X D MEANO
ATP?cyclic AMPIZZHL L. A IR 2779710,

18.2 Fit&EECE(ER

18.2.1 A
AETREEE (RN 12y a7 Fa— )b — 7 2mgE BERTC
4RI ¥ 5 L 723 BR I BT, IR R O T O PEFE
RN A ER 2R L. IR ) siin b7,

18.2.2 INR
A B/ NE B (e H~15%) 12y a7 7a— )Ly —
70.5mg. 1mg X 1£2mg % WL a2 238 MR R P 5 L 72 3lBR1c
BT, R O ERT O PEFE LTI LGB 2 LA
R L. MR AATRD 6 72,

18.3 [EXILIRIEA
AZRPELEY MZyvaTra—r— T E&EkS5$5 &
CAY I V& B FGESAE DRI S

18.4 SUERICK T DIEREIRME
ANy BT T U= )T — T EREEEGT 5 LRI R
5 Z &  GUESAEEWE 2R Lze 720 yu T ru—)
TEE AR R R OO BRI 2R 905, Z OSE IR
TR EIUE (B2 BRI 5 2 I 134 v Ta T L
J =), YV THF¥E—), Tahru—), 7/ T7THa—)V|C
HLUBEWZ &5 5172 (i vitro) o

18.5 [EMEEDEFANUEXIER
V077 a = VIR I S TR RAE R (O b)) T O
TER (A X) &R L 72",

19. BMHZICET 2B EFMAR

—MEZH5 - 175 10— )b (Tulobuterol)

1524 © (LRS)-1-(2-Chlorophenyl)-2-(1, 1-dimethylethyl)
aminoethanol

433 1 CizHisCINO

GrfE 227.73

IR oK OISR EO R ETH S,
AXE = VIBOTETRS L, 187 =) (99.5) X
IWERR (L00) 12T 3 <L KIS E A ETET v,
0. Imol/LIEEEFE I AT %0
40C TIEAIZHET 5,
A Y = VIER (1—20) 1 ZHEE 2 7R & 2 v,

L

HOH y
> N CH,
H,C CH
cl ° RUHHG R

Al A1 90~93T

22. 3%
vyOJFO—/)L7—70.5mglYP])

T0H% (10 / 48 % 704%)
vOJFO—-IL7—7ImglYPD

70H% (10 / 48 % 704%)
vyoJrOo—Ib7—72melYPD

TOBC (IHL/48 X 7048) . 2108 (1FL/48 x 2104%)
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