5B02NC

% 20254 2 HESZET (5B 2 hR) BAEERRSBEES
20244 2 AtET (55 1hR) 872259
BT K HiRGE 0.5mg 1 mg 2mg
BREAR  24F AERES | 22500AMX00655000 | 22500AMX00656000 | 22500AMX00657000
BR5TREE 20064F- 7 A 20064F- 7 A 20064F- 7 H
BREIRNEY - [UE IR

nPEERERY

A#gRr VYO T 70— UEREIRINE ST —7
YO250—-Ib5>—70.5mgIvyp
vOa250—-Ib5—71mgIypl
vyao'570=Ib>—72mgIyp]

Tulobuterol tapes 0.5mg * 1Tmg * 2mg “YP”
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vy a7 7 u— )b
7—70.5mg[ YP

Y a7 u— )
7 — 7 1mg[ YP]

yu77u—)
7 — 72mgl YP
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(HR) a7
o —)L0.5mg

(HR)vwe77r
U —)l1lmg

(HR)vywa77r
T —)l2mg
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JIE BRI B e ALK SRR
TAT ), ZOMIG

AFLY ATy - ZAF L rTay rIiEAE,
KERIMa Y > 7)) v

3.2 REIDMHIR

vy a7 7 u— )b

Yy a7 7 u—)

Yy a7y u—)b

il 7=
WRE s 70.5mg[ YP |5 — 71mgl YPJ | — 72mg[ YP
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D
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4. MEENIIZHR
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5. MWEENIFHRICEET ER
(KEXRE)
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EEDE S N WIS
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A NHISE L off I l%(’ﬁfﬁ?ﬁ\lﬂ@]:‘:#ﬂwéﬂt
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WA AT A FH
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AH EMAAT O A FHIZFEZ PN LTI 22 f‘:o

6. AENUHE

JHEL AL

Zvyua7ra—) L LC2mg.

NGNS A

o —)b & L T0.5~ 3 K 12130.5mg. 3~9m K213 1mg.

95 B2

2RS4 %,

13 2mg%& 1H 1, FdEe,

R BRI D g

8. EELEANER

(GhREHE)

8.1 HiLk - HE#YIELLHHL CORIRD SN A
(HZZ1~2 L) 1Z. ARFDWLETHVEEZ HNLDT,
fERARIET A2 L, B, AEICHERT 256100, HHL
FIELLIREL, BBOBEE 51217 2 &,

8.2 M- ﬂﬂ%%%ﬁif@im%ﬁh‘t%u\ ANEERR ko
TR EIEZRISTBZENDSDH LT, HEE - HEZBZ Cfi
HALBWE)ITEET A &

<_l. TihE. EBMREXR. MK

3 AAEIME. EBHAE LR IMAEGEOEHERICBY
T AR OG5 B3 2 SMSAEICR L Cld. R
VEB I A B H RS O oo B ) 2 3EH &2 2 £ 5 B
PR I 2R D 2 WY 2 H IRy 5256 2 t
T, COEFOMEHEARMLZ0 . BT Th L
TEIEIZIE, EEOEHEI ‘Tf;lm_ LS %K%h%@

12 AN
e

T, WRIESLC P ICEHREME 2 2% LinHe 2 5 &) B,
1%1%..74%7\ EZ AU D 152 B 2 H | :‘B‘:‘%‘,%%‘-ié Rl
EXIHER)

&4$%u%kx%u4Pﬁ%@ﬁkf%@ﬁﬁﬁfiawt
BEDPEAOMHHIZ LV IERGEHELEE LA TH- T, B
FiOfRZ: CAAT B A PRI ZHEOEHIE L, ARH % H
MTHWAZEDRWEY ., BH., HEE I DY 1
LEY B HEIEEE G L,

8.5 MRFIIMERI I A B IR SE . B IEE BT 27200
ﬁﬂwﬁﬁéﬁﬁmLfb RSB TRL o TESE

JiE. ERmEELTWREESHLDOT, WARTEA FHIED
WMESOMBERTOMILEITH 2 &

9. BEDERZEIHEEICHT IR
9.1 BHE - BIEEEDSH HEE
9.1.1 ERBREKBETTEREDEE

JERDPHEET 2 BENW0H 5,
9.1.2 SMEFEDEE

MENEFTEIEDH 5,

9.1.3 DREDHDEE

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

WEEDSTCHE L. I 7V 3 — ANHIHIT 2 BENDD Do
9.1.5 7 RE—MEEERDEE

HERHBALIC & 9 FEIE. RSDH H b3,
1.6 (EEERIMEDEE

MiEH ) 7 2fliR Ty —F 52 ENEF L, KEFIREX
MEA ) 7 AMEOILT AN A A RITTER A BT 2 2 &
b b [10.2, 11.1.2 ]
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9.5 1143

T SRR L T 2 WTREIE D & 5 L2 I,

HE EOA M

HMERIEE L2 LW E NG EICOAEHT S &,

9.6 #%FLIW

R LEOFEFMER OHILREOAFME L ZE L. AL ORI
EHIEERETS 5 2 Lo BIER(T v M) TIUTH~ORITH

EIN TV D,
9.7 INREE

NREE R L LA R O At 2 R b L e RRSREE

FEREL TR\,
9.8 SHnE

BHED?SEM IS 5 7% SHEEICHENT L Lo —fKiZE

PIBEREAMEE N L T\ %0

10. HBEEA

10.2 HAEEHRICERTSIL)

5%LAL | 0.1~5%AKiii | 0.1%AKd | SHEAY]
1K} T FRER A
] AL E 9 AL
FEIG ., B TS A R A
frALBE, Ffl i
(A PS
Z oAt CK.ES (ML 77 0 7 & | Wi, FIE |8, A
EDET

HANT HRARAEIR - &0 BT - fabi T
ATA=NT I VEH] IREEIR. B e IS RARC S T a—
7RV Y Lo T EEE VT 3 AT
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BZTBENDD

b2 S EAN AL

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

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

ZH]

TBEINDDH S,

A7 A Nl

T rk=vuor
NRYRE )

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

FIFRF)

M) ZzayxF7I R
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VT AN
[9.1.3, 9.1.6, 11.1.2
ZH]
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ARATIEH % #

Do

AT A FEIKZO
FRANLRFA~D
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1. BlER

ROBWEHD S 5N 2 LDHHDOT, BlEL 7147w,
BRSO DN E I3RS 2 kS b 4 EEY L E 2 AT

)T &,
1.1 EXLFEIER
NI 7r7453FY—

(HEEEAE)

NP0 R, A S AL, MR, SRS SE IR RO S
HalldG ek L, ElRRERIT) 2 Lo
11.1.2 EEGMEAY D LABEOET GHER)

¥ F UFHELE AT OA FHROFRAOPE I XD 38R
TH5IENHAHOT, HEMBAE TIFFICEERT L2 Lo

[9.1.6. 10.2 ]
11.2 ZOfhDEIER

5951 0. 1~5%Kifh | 0.1%Ki | A
B EY NI
T I PR NS
IR HIR
P T R, B S S BRE. B CbiE
IR ORI 1D
. LUR
WL Tl WL £ BRI | R
Tl
T AST 3.
ALT 54

TE) SEBUVHE (3 Rt A % 5 o

14. BRALDZEFE

14.1 ERIZSROER

14.1.1 Bhf<tRT
BECEARFAZNEOETFEL, AAEMLEHT 2 & S ICHEDR
LEY T L) ICiERT AT L,

14.1.2 Bh{IBS

(1) BEAFERAL O B2 RE 2 38w RIS LT S ARFI F i3 2 2 &,

(@) KRl a #5720, R A ZEZ 5 2 EHEE Ly,

Q) AHN 2 I DT MDD 2 /NEIZIE. FORA % EALIZ I
352 EDLEFE Ly,

(4) BWEEER (5 v b) TIREHE IO L2 5a .
ADBDENFzOT, AIBGHEICHER L 2w &,

MARED k-

16. Z4EhEe

16.1 MEEE

16.1.1 A

(1) BOHRREZIESE

TERERASFIC Y 0 7 F 0 — )L F — 7 2mg & 2415 [H] 5. [ Hz 4%

H L7 EOEYWHRENRT A—=FIZUTOEB) THo720,
B[R P G- R OSE THRE /N T A — &

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

%7 — THBEAROMH

(@) RERRESE
flEEER 661y 175 1 — )5 — 7 (dmg) % L H 1], FI5[E K
R G- L7z & S O MiE R RZAURIRE BT, 5 ER
fifl & Cruael &y 3101 H #2510 & & AP 5K TR el & 78 L 72V
1) ARFIOKFRE N WAL HEIE2mgTH 5.

16.1.2 IR
SEHE/NEBRFCHI Yy 0 7T O — VT — 7 & A~ 9%
(#£#18.0~26.5kg) 121 1mg. FH9~13m (FE33.0~
41.7kg) I 1E2mg % 24 B B Al RE R 4% 5 L 72 & & o i R 2
AR EEHERS B VS BIRE S5 X — Z IZL T D E B Y ThH - 722,

(ng/mL)
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ERERC SRS
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o
o

0

0 4 8 12 2 % % (hr)
EpacRcAHili|
BN R $%- G- O I T R LR BEHE RS (138 = e RR %)

HAIFER A G- R DS B RE/ 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 = IR )



16.1.3 £MFEHIEZEFER
(yO7JFO0—-)L7—70.5mglYP.)
Yyua77u—)V7—70.5mglYPl& &2+ 7 —70.5mg
. ZURAF—N—RIITCENETAR (v e T -k LT
2mg) BEHEB AT T 1224 M HLRHE 2 55 L i ooy v 7
TH-VEEXMEL., #OoNTEYEENT X -4
(AUCo~18v Cuna) 1D THEGTHRAT AT o 7285 R, WA DAY
S FE AR S 7Y,
HWBYRE/ ST A — &

AUCo-4s Crax Tnax
U 1) I
BT (ng - hr/mL) | (ng/mL) (hr)
ST FU— L — T
34.56+22.96 [1.66=0.69| 10.8+2.5
0.5mg[ YP|
ArFN =T
I 40.02+29.34 | 1.62+0.74| 14.0%5.7
0.5mg
(¥ + k{72, n=10)
3r —e— Y7510 — )7 —705mgl YPJ
% 0 Ry F) ¥ F—F05mg
A SR
o !
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Z
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(ng/mL)
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0 12 24 36 48

P10 (hr)
ML I EEIE ONICAUC, CradlB /8T A — 213, BB IR,
AR OTRIUAEL - BEHEEORERGIFZ X > TRE 2D D 5o
(yO7FO0—ILF—Imgl[YPl)
va77u—)V7r—71lmg[YPl&KZ7 ) vF—Tlmgx.
yuAF—nN—FilcERERR (YT Fa— )Lk LT
2mg) BEHEBL AT T 24 B AR 2 # 5- L T ooy v 7
FU— VEEANEL. BN EYBHENT X -5
(AUCo-s87 Cunax) IZ 2V THEEHRNT % 1T o 7285 5. WAl A
ZE R ST RE S A7
FMBRE NS X —

AUCo-4s Conax Tinax
Ju 51 3|
BT A (ng - hr/mL) | (ng/mL) (hr)
YT FU— )V F—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

(P31 = BUEfR 7, n=8)

3r —e— v 75 0— L7 —71lmg[ YPJ
I L O Ry ) Y7 =T 1lmg
Wooos | i
i ¥
4 T+ B, n=8
7 2
z
o
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7
i
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(ng/mL)
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O (/ 1 1 1 1

0 12 24 36 43
515195 (r)

M5 R NCAUC, CrulB 078 T A — 813, BB OB

AL OTRINE L - RSO L > TRELTRNED D 2o

vOoJrFO—=)bT—F2mglYPL)
va77ra—) V7 —72mg[YPl& KT FY) T —T2mg%x .
JURAF—=N—FIITCERENIH (YT T )LELT
2mg) FEHE LS F 12 2415 [ B IR B #5 5- L C il oy 1 7
TUO—VigEERZHEL., BONEYTHE ST X —%
(AUCo~18v Cuna) I DWW THERTRNT 2 AT o 725 K. WHIO AW
F RS S Y,
WWBEE N T 2 —

AUCo-4s Crnax Thnax
Ju fg—g |
B3 B (ng - hr/mL) | (ng/mL) (hr)
vya7ra—)r—7
+ + +
omglYP 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

(FIg = BiE(R7E, n=10)
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(ng/mL)
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0 12 24 36 48
PG5 (hr)
MR EEE ONICAUC, Cond5 D785 A — & 13, WERE OFIR,
PRI OFRILAI S - WERIEEORERGE & o THRZ W REED S % o
16.3 9%
16.3.1 @AM
B OS# 5 v MIcHC-r 1 77 b — V57— 710mg/kg % 24
REMRRE LS L7z & &0 BT, BRI, TS o K o M1
THE £ D b B ETRES A A%R0 H iz, F 72, FEREEAL &
EZBNDEE L OM~OBITHRER S N7z Sl 5 O
JAZ MRS L MR CH o 720 S 510, MBI EEIER
B O TIRIFRBETH - 7249,
16.3.2 MIFEBFEEE
MR PG 31328% T 59,
16.4 X4
EHER Y B 77 80— b7 — 7 (dmg) % 24 [H] B [l 6Kz ¢ 5-
L7zt &, RPilZidva 770 —)b, 3-hydroxyfk,
4-hydroxyfk & O5-hydroxyff & TN 6 O EMEK KL
4-hydroxy-5-methoxy A DFI GRS FIZHHE S Nz SO
Ty a7 70— VOPREENR D KE 10729,
1) ARFNOAE SN HAD L EZ2mgTH 5,
16.5 HEiH
EHERR ALY 07 F 0 — )V 7 — 7 2mg % 24BE B B R 2 %5 L
7oL EORPHEEERIEMEHHEIAM E C Ty a7 70— )L)5%
THho72Y,

17. ERPRANHE

17.1 BWAENRUR2MICE T DR

(REXIRE)

17.1.1 ENRHASE D4EEER

M mA
AELMEEEII EZ R L2y 7T H— )T — 7 2mg/
HESM 3. 3mg/H B R OV 1 75 1 — )V $E (2mg/ H) A
FEDSMIZ & 2 ZEHEMRILEGARIZ B 2 5-LE B O R A
UGEREIC DWW, [WEREUEE I EA R L72ARIRIEZNZEN
55.1%. 51.9%. 33.3%Td» . [ I 2R LG5
FIZENZTNE3. 7%, 78.8%. 66.7%TdhH -7,



FIERSEBEIE. 2me/ H I #£16.1%(10/62%1) . 3mg/ H I
fH#£20.0% (13/656) . v o775 u— Vit (2meg/H) IR B
19.7%(12/6161)) TH o720 YO 7510 — )b F — FHIRHEETH
BL7-H50%. 2mg/ H AT CIRIRA . 8% (3/6261) . Fif. L
O IEDZIENL.6%(1/6261) . A 53414.8%(3/6281) . %
FERK3.2% (2/6261) . 3mg/ O UG BECEYIE. Rk 22N
4.6%(3/6501) . B, ZH 5D, BEK, AR, &4,

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

2 54.6% (3/6561) . FE7R1.5%(1/6561) TH - 727,
1) ARFN OAGR SN2 ADO LR E1E2mg TH 5o

17.1.2 EM%E MBS ER

M A
SETWEBRELTINAZ NS E L2y a7 50— )T — 7 2mg/
HRGRHEEG N 7 1 o 7 1 — U e e KA 3450 (50 w g/ 18], 1
H2IE) AR BE D28 1S X 2 “EERICEGRERC B 1) 2 5401
DIFEEREYGEEEE 2D WC, [N DB 2R L 72 A %
IEZENEN52.1%. 32.5%THh . [EBESE D LER LA
I EINEIN69.9%. 66.2%Tdh > 720
BWERSH =, varsu— 75— 7R EET9.6%(8/83
B TH otz L -ESIE, BF, REEASZENZN2.4%
(2/83%1) . R, Bl HERKZNZNL.2%(1/8361) .
ZI R, DENDENEN2.4%(2/836]) TH - 7Y,

@) g
NRRE T MERELISH AR E L zyva T ra— v —7
0.5mg. lmg# L < iZ2mg/HEMAHEEIENIc Yy o 77 o— vl
BRI N9 4 2oy 78%](0.25mg. 0.5mg# L < 1Z1.0mg/[Hl.
TH2[ED) AR08 £ 2 Z“EEMRILEGERERIZ B 28520
B OB EUERE IOV, TSRS DL AR LA
FiZva77ru— )7 —7AET2.9%, v o770 — ViR
WRI Aoy 7RARES#69.1%TH Y . [HEFYEE D EE
RLAEREEY O 7T a— )L F — SR E90.0%. v a7 T
O — VIRERIE K9 4 2oy 7HEI5888.2% TdH - 72,
BIEMZEHZIZ, va7r7ra— 75— ZFHifBET7.5%(6/80

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

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

1) RANOAGE S N z/NE o1 #1305~ 3/ AKi12120 . 5mg.

3~ R 1213 Img. 9%l EI21E2meTH 5,

18. ZEXNEE

18.1 {ERR
REL TGO BB ARIER Ly o2 BR & B IR
& % WEFadenyl cyclase KiGLT 5. 22X D MEANO
ATP?cyclic AMPIZZAL L. A ZIRIEH 2789710,

18.2 Fit&EECE(ER

18.2.1 A
AETRMEEE (RN 12y a7 Fa— )b — 7 2mgE BERTC
4RI ¥ 5 L 72 3BR 1 BT IR R O T O PEFE
RN A 5 ER 2R L, IR fensiied 57,

18.2.2 INR
B I BN (FFle oy H~15%) 12y a7 7a— b7 —
70.5mg. 1mg X 1£2mg % WL A2 238 MR R e 5 L 72 3lBR1C
BT, RN ORLERT OPEFME Z M HATIC LG & L5
R L. MR AATRo 6 72,

18.3 [EXILIRIEA
AXJPENVEY MYy TTFa— VT — T2 EHEGT5 L
CAY I V& B EESAE DRI S

18.4 [UERICK T DIEREIRME
A2y 7T U= )VTF — T EREEG T 5 LR E T
5 T GUESRAEIEWER 2R LTz F72, vuar7u—)L
TEE AR R R VO REE 2R TAY, EOSE IR
TV EIUE (B2 BRI 5 2 I 134 v Tao T L
J =), SV THFE—I, TaBsTUO—), T/ TH—)V|C
HLBEWZ &5 572" (i vitro) o

18.5 [IEMEEDEFANUEXIER
V07T a— VIR I S TR B RAEER (O b) T O
TER (A X) &R L 72",

19. B ICET 2B EFMAR
— M H5 - 175 10— )b (Tulobuterol)
1524 © (LRS)-1-(2-Chlorophenyl)-2-(1, 1-dimethylethyl)
aminoethanol
433 1 CizHisCINO
rfE 227.73
IR BRSO EO R ETH S,
XE )= VIBOTHETRS 187 =) (99.5) X
IWERR (L00) 12T 3 <L KIZIZE AETEIT 2V,
0. Imol/LIEEEEE I AT %0
40C T4 IZHET B,
A Y = VIER (1—20) \ZHEHE %2 7R & 2,
== S
HOH y
> N CH,
cl HCCR e

Al A1 90~93T

*22. A%
yOJ>rO—/)L7—70.5mglYP))
TOR (1K /48 X 70%%)
vOJFO—IL7—7ImelYPD
TOR (1K /48 X 70%%)
vyoJrO—IL7—7F2melYPD
TOR (1K /48 X 70%%)
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