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L. — ol 00 4 B 5 0 B TR A IR 3 R0 S, U AR AE T, 1B IR S 3 70 6 PR L
A AESRE D PR B B AR AR 48 54 B 5 b B LA AR 1CA) AR SR DR AR VA TR A
T BT IR A B A A K

2 N BRI ZE SR 1 BT I B B ERG e y38 al7) , FLRRAEAE T, BT i 4R S 45 20 B v R A4 B
P yEBE B4, FHCCTCC NO: C2016 1821 =58 I8 A Md Mk Formo terol-3E67™ A& s 1% 248 J& 41 g
PR Ay 4 R 2R A8 e 4R Rk Formo tero 1 -3E6, T-20164E 10 H 26 H 3% 38 v [§ i 78 5% 52 W) {7 %
L (CCTCC) 1758, 17585 CCTCC NO: C2016182,

3. MR BRI ZE SR 1 BT B IG5 i ) 8, HUARRAEAE T, BT 4 S ks B0 B v P S04k FH 48
SRR U AR AR SR DU O AR SRR P S B EE 1 R IR A T R A R AR IR
i, BRI R SR Ak E A N IE A E A RITEAE A R G EA R
RIREA NG EA LEEARAMTAEA .

A4 R AR EE 3R 3 ik 1 IR e 95 R0 6, FLRRAIEAE T, Fird AR B e 0 % il fa 4 1
T8 B R AR 5 BT I A8 B 2R 00 D o FH B3 2 11 A

5. MR P BRI E2 3R 1 BT 19 B 10¢ S 12 3 70 &, HURRAiEAE T, BT iR B A 12 0 A B AR i Bt
s R AR LU BUR A BRI E AL MR AR E S B R B AR, FOR AR AR b 1 I ERAR
Ul Ry TS E SR R LN Y ETR

6 . AR AR L 3R 1 Bk 1 A IG5 R0 6, FLARRAIEAE T, Fiod AR B 50 b i VR IR
43 5 50ug /LA 0. lug/L~0. 3ug/L.0.9ug/L. 2. Tug/L.8. lug/L; B i R4 S5 £ 0 FH JES A RN
JEVIBA 1%, IRAIA A A A B E AR, R AIB Y A8 2R — i B VY R IO i, e AR JEEH)
BHAKFALL 1 LIRS 50 s FriR 2 bW 1 -2mo 1 /LI BR BR VAR s BT VR 4 e i R & A 1 % ik
IEL-20110. 2mo1/L PHT . 4[5 R 22 MR s Fr B B AR B IE BN S 0. 1-5% Ml 05k 1
0.02mol/L PHT.AfKREBELE MK«

T — P i) £ BRI EE SR 138 64T — BRI EE 3R BT ot (1) B 106 S0 02 3k 70 6 1) 46 7 7, LR AR AE
T AFE T DR

(1) il % 5 B B J AW -

(a) V5 XS 28 32 2K FF BRI ) 4% < FR EX Omg P AH PR , YA 7E0 . 35mLZ& 17K 1 , 48 J5 FREL 1 Omg
R IERF IR, ENL . ImL Imo 1 /LI SRER Y, VKIR 4 , 1 3k SV A B2 M v Y028 W7 I N 1) 6
IR F RIS, B SN L h, A3 B AR X I R R

(b) 5 7 R 11 A8 ERR B0 P v TR A [ 1) 4% < FRECAHE B2 B 30mg ¥ 7E5mL . 0. 05mo 1 /LUK
Y2 I BIRD G2 vl Pk D 22 ph v ipH=93F H.550.. 15mo 1 /LR SAL B, VKIS Hi b, 4 10t
VAR ZR R TN BV 1 o 2 5 2 TR R VAR T 5 4 °C DI S N 3, 759 BI85 A7 R BE I AR S 4 B M
HA T A4 VR 5

(c) G5 SR I A B 75 3 17 A7 582 e 1) 48 B e 235 1 o TR A4 9 IO . Imo 1/LNaOH
PPHZET .4, ¥4EDC 140mg NHS 60mgi&f#7E2ml. PBSHY , 28 2 I BIE W = I3 HF:3h  BR
HUBSA 200mg¥fiEAE1mL 0.01mol/LIPBSHY, M HitFE 1 mAN i, I B A S 5 48
RNV T B B BT A4S, AEPBSZE Pl 4 CIEMT72h, SR J o F 28 187K 4 CiEMT48h , £ K i
W2 5 BT TG WA T6000rmp 55 02 30min, B _FiE-20 CARAE ;s Fric AFormoterol —BSA;

() Rz 0 J5 ) A = A 3R T A 82 2 1) A SRR 2 i A v T A 8 N0 . Tmo 1/ LNaOH
PAPHAET. 4, %EDC 140mg NHS 60mgiA it 7E2mL. PBSHY , /D& 2 (I BNV W = I8 B £ 3h ; B
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HLOVA 150mgVA fi£E1mL0. 01mol/LEPBSH , A4 FEiZ A FIR R+ , e B fa 5 B AR I
VI 7 22 3B 48, FEPBSZE MR 4 CIENTT 2h , SR R ol FZ8 17K 4 CiEAfr48h , R R ik 2
R BN G BIA W T-6000rmp & 02 30min, B 120 C{RA4F ;s #n1c AFormoterol —OVA;

(2) il & A4 A A8 e B P S I AR AR -

(a) FHAL: 22 MBS A S s B0 B RV VAR R A0 . 26mg /mL , 100ul /L0 2 b AL
SF

(b) 4°CIF R EL3T CHF & 2h, 01 2= FL HIBAA , B TREE 545K, 401

(©) TN 10 % /N A= LI 1 3 PR 22 i, 200uL/ £, 37 CHiF & 2h s

() WAL s, I+, FIEAE S TRFE A +5h, HEBEESES S, Sa54
1B SRR 2 B R B FRAR 5

Hordr, BriR G4 22 B pHY . 61110 . 05mo 1/ LI B BR #5 2% 1P, 5 P 22 1B 10 % (170N
A= MLE VA s

(3) il 2 A B L v B AR AW -

(a) NP s ke B ib O A IIE A E A %R, H6-8 W K #EMEBalb/ e/
bR » A R 2 J&] S0 02 1IR 5 3R G 9% Ji Wit B B 0 5 205 AFH 4110 1) 252, 27 3 285 S e A 1) /) B 7 %

b

op

(b) 4R A« BUD B8 (a) 3% 72 (149 /0 BRI AL 400 B R /) BB R0 SP2/ O 4l i 4 47 Rk &, [ 422
EL1SAVE I & b 375 702 B BH M = () AL J8 0 A PR AR R v20) FH PR L3R AT v b, Bl & = AR
B AR B B 5 R AR (1) 2% A8 IR A AR 12 2 S8 TR A LR B i 44 D 2R A8 U At A
Formoterol—3E6, o [ ML U 1% 32 M {5 5% P 4Ly (CCTCC) AR I8 , 138 5 J¥CCTCC NO:C2016182;

(c) BR T R HUAAR 1) K& ) 4%« 3 BB K I E PEBal b/ e /N, R F A N 5 A= I K23
KE NG, st 2 R - B UTUE 20 IR K, 73 B/ NVE , 20 CARAF , A3 48 545 B B
B rifds s

(4) il AR C P 46 T AW -

(a) SEPURPUHTARI 2% « LA G 30, DLR IR PUAE % 5 G 9% o i JE Ak =, 15

BIETUR DTIUAE 5
(b) B AR 3 U B FUITA MK i) 26 « A5 BOR L S AL W 5 = DU B S A4 R PR R i it
(RGIS

(5) 20 4 F T 4 S e 2 () i 0K e s iR 6, 0 G N IR - 4

() B4 A 4 S e D LR T AT AR

(b) & % ir D PR S R AR T AR

(c) BFRICH) « BRI A B —=E BB A

(d) 2 A7 2R oV R < R PSR A R V2 T 1) ot B e DA YA v VAV, L/ R VA B2 43
HA0Rg/L.0.1ng/L.0.31g/L0.9ug/L.2.Tng/L.8. lug/L;

(&) JEMD 2 A WAV it S A IR VAL, SR A Y0 2 VBV g DY PR R IR e (TMB) V1V

(f) 2% 1B N 1-2mo | /LI BR BR VA TR 5

(@) WA BN A 1 % IR -20090. 2mo1 /L PHT . 4R IR £R 5% 1Ak

() FERZIER NS 0. 1-5% I IE Wk 1110 02mo1 /L PHT . AR TR BRZE M -

8. ) B R 1B A 1 Il 3 4 3 X 70 S A8 TR I Sh A A 23 R VBURA A 5 v 4R B 45 B0 1)
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IV
9 . ARSEBUFEROFTIA R N H , AR T, B4~ 25k
(1) BESH AT AR

(a) JRFE : BUPRAE = IE5000rpm 25 0r5min, B F 5 100uL FRE 5L A BRI A B A4S, B 35 8k
AT 5

(b) (P25 JEBFIESS) A4 IREXA FEL 212, 0g 0. 05g, IIANGmLZ R 2,185 , ¥R %
Imin, 5000rpmZ 0 10mins B HL L2 8 B8 ZIE W T 1 — 808, K AHE H5mL 1R 2.
i A R, A A HUR ST I ImL & V8 AR A i, BLs0ul T4

(c) Tkl BRELGARL2. 0g£0.05g, I BmLZ 2 2. B , #2¥% Imin, 5000rpm & > L Omin ; £
W RZGBR GBREERT 5—BO0E A B HonL 48R O BR 2 A HL, A 3R ANHAS
W s I IMLE 35 TAERA G, BX50uL T4 7 s

(2) A8 AR gk AT Ao

L T S A 0 4 B e 0 B 1) B B A R B R B R =R (20-257C) L EE WK
B 30minbh s %75 BHUHAR &, BB AERE AR AR I #5 75 E R B R S D R B ik T AE
TRFIBEAR IO TAEM 25 : LEC BIR G 5 3] L A I b ot BRCARR A T 50uL 8 B B0
TR PR T AR AEEbRIC Y TAETR VR A 50Ul , R IRG 1R 51, 25 C G B 30min ; #F
FUP VA FEL T, 5 e 74 ARV 25 88 7K 48 20 X R 4 E I TR 20 F5 F B S5 » 250ul /4L, Phidk4
UOAAT 4 B O RAR S (BB AR FREL 12 LEL BVE 4, 100ul /FL NN 1, 25 C R &
15min; % 1B 50uL 2 1k R B, BFARAX 450nm T % FH AL A 450nm/6 30nmill & , H2 45 b 14 it
AT E EBUE T

(3) e &5

(a) 7& BT« 43 T T H SR ot AR UAE AR 1)~ 400 ' AR, A oA o BRI ARE AR ) R
FEAE (B) B LAOng/ LARHE St (TR 5% FEAE (Bo) 3R LA100 % , RIS E WO FEAE, B 40RO A
= (B/Bo) X 100% 5 LA H 73 WG FEAR P AAAR , Bl il 2 (RO B AR A , e il b v il 28 5 1%
R WAL A ) WO PEARLARN AR HE i 28, RIRT SR H T B2 F R B, 7 3fe LA FRORE A5 B R0 e A
(RS2 R AR B 5

(b) 58 VRS« PR DUV A 1) 1 AW e AR R R v o PR R ' 8 (A B B, BRI 45t A5 0
FEAR A SE G, DA 90 . 1ug/mL-8. Lug/mL,
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—MENERHF TR R RAFZLESEREZSNA

B GuE
[0001] RIS B — Ml U048 B 251 i MK S 58 7 e B L 1) vk S R Y, LR i
T A R Aa SR B S B ORI, J T S S BOR U AT 15 25 5 B 0 B BoAR AU

BEEAR

[0002]  #EEE4FE (Formoterol) A& HH H A1 2 P ) ZG 0k A& 4 v Sk 70 BT R 1 38 =AXB
28 LR E AR T0G 25, BSOS RAE R G Suad SO K i A BT
FTF VR 718 P SR WA s A 1) 2 I T ) P 2 s 1 e L 2 M oo DA J% ) L B8 A0 Wiy P IR R
TE R o T AT 2K, B A8 T LS00t 22 A M A 7 B 1) et , 0o e 24 P8 24 14 1 5 77 5 53 An
KW B AR G I G A B il AE2 I T P AR 09 PR AR DL B AR A i IR
BAPEHILG B AL RS AR B S AR R B R = R R M B A R R R4
AR K 3 PR ZE PR, 200248 400015195 469 50 5 £ L BN AR 148 FH B SN 125 25
WIVE N GDRRES INF o 4 B4 VR U T B i, U PR I ™= it k=, [ 58 R 2578 T IR AE
TN SR 2 Y PRDRE A B P RAE v, TR B A B TR S A L R O P AR D i AR
TRF A MY ) 75

[0003]  E R JSARZLRR 2 ik B R I AR 32 B v R AE € 05V (HPLC) i AH 2 3% - i
TEIE FHE (LC-MS) VRURH £2. 33 £ 16 B (LC-MS/MS) KA A Wi R, B = FhJy 5 8 il 7
1, AR B AE BT, 0 S0 U A AN AR BEREL &, AN A R = AR R RS I o B0 % 43 B 7
TEATHE R IR G S R B (ELLSA) FHJRAR 4 )% 01k (GLCA) , oA R &1 VRr e PR LT L ik
AR B E S0 2 & T RHEE RS IR 1% P R AR LR B % W i B T s &
B B BT YA R A D, A7 R ) H AR K et o () B A P % B B R b ] A 2 v A BB AR
PNUREITE =3I o oy (G O

ZARE

[0004] A% B BT B2 g v () i A I A8 2 o IR B AT i A S0 B 14— Pl 00 4 B 51 (1 Tl TG
G A Z R e B B RS R 2 R =, 28 OB i, A E T i
AFIF TR, 45V 1T B, B, 3 A KL AE S BT IR I A £ e A, AR B ik — D 3R I 4G 4
BLIRE B I R IEG G 12 R B 1) 1) 4 T Tk S R

[0005] AR B T A In] i 1 DA R AR T B

[0006]  — Fofuk: I ke B 45 B 1) G K 92 k71 3, 2 K B 38 k7 5 Hh E0 AB A S B B
(I BEAT AR « P10 AR S AF 2 B0 b B B4R S BB 040 A S B v i VT SR A S (R R IRV
WRAR VBRI AR TR TR R o

[0007] | 3 g BB 5 28 3K ) 6, 4 TR B B S B B Ak g ROV BR 5 B 4K, FHCCTCC NO:
C2016 1821 2= A I8 4 fu Pk Formo tero 1 —3E6 77 A , 12 2% A 8 20 i A 4 i 44 9 44 22 98 2 A
Formoterol-3E6, T20164F10 H26 H 1658 o [5 it B 324 (75 H o0 (CCTCO) 1R 58K, (R 5 A
CCTCC NO:C2016182.,
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[0008] |- iR PRI G0 i), Pl 4 S 2 B S B A HH AR R B L T A AR S
B HUR N AR B S8R E O SR AL RS AR B, A4 s 5 R I
Frids ks S A EA RO EA B EED  FREED  INEED LS
EABAMEAER, SZ FEOUEBAE N ILIE A& w0 R P 88 8 UG & E s ik
B AR 1Y) B AR LS B AR IC PR B AR IC DI Ad s Bk B bric ) o AR B R R i
AL BT P T R R 5

[0009] bR P IEC fe 2 ok R A, Pt A B A 21 o v o 4 Dy SR UL S5 U =R TR SR U BRI BR
PEAUAA , DL A S 2 SR U B e B oA s FL HH AR SRR B P e A5 2

[0010]  FaR BRI S0 i) &, Frih B A e fu s A B AR 10 £ SR B b dd , HoR AR 4
ERARICEE S WL =E PR FUITA MBI 2

[0011] 2R ¥ 5 {H I 37 M ¥ A0 K S AR AR O 25, P s 168 TEK % 7R G0 2 B, i 4 B e 2 A
TR W) S VR 2 LR IR A T I TR BE AR B R, H DL AR g1t

[0012] b EFIBK Sy T 78, Pk A e 0 B o VA TR IR 2 4 3l 9 Oug /L. 0 . Lug /Ly
0.3ug/L0.9ug/L+2.7ug/L\8. 1ng/L; Frids Jl 4 & (L HH IR ADA R R BLE B, JIEADA N 1L A
A BOL AR B AR R s VY B BRI O i, IR AR R B I AR AR L 1 : 1TRIEA38
55 Bk 2 1B 1 -2mo L /LI B R VSV s Ik W AR W U & 1 %6 R 20150 . 2mo 1 /L
PHT . AR PR B ML s TR RE AR VBT N & 0. 1-5% B Wk 190 . 02mo1 /L PHT . 4[] T 1%
G MR

[0013] A% BH Fiv s 4 If 1EK O 3 R il 2% U7 v 0 AP R

[0014] (1) fill &4 e 2 PR TAR -

[0015]  (a) JH Ak A2 I 2 FR R A 1) 4% - AR E 6me YV RS R AW, VA ZE0 . 35mLZ&ME /K o , SR JE Bk X
10mg A 2 F AR IR, i AL ImL Lmol /LI ER IR , KIS 1, 4 Fodk MV AH R ANV VBOZ T I
BN IR IRVE TR P, BEG N Lh, 43 2075 Aot 2 Ok FR R

[0016]  (b) 7 A & J: 1 48 < r 2 1 v 18] A4 11 i) &%« PR BUAE 3E 45 2 30mg ¥ /£ 5mL
0.05mo 1 /LIKA RS G2 by (pH=9,0. 15mol /LI GALEN) , UK BEFE , 1 L8 MR
TN BT 2 2 o8 ERVE TR R, 4 C T [ ML 3h, 453 31 A F2 A% (1) A S 7 20 1 v 1) 44
T s

[0017]  (c) B JEL I A hl « 75 T3 Ty A7 482 5 P 4 S 45 251358 A v (AR Y R IO . Tmo 1/
LNaOHYHpHZ 7.4, ¥4EDC 140mg NHS 60mgVA fififr 2mL. PBSHY , 28 £ Ik N F) v i 2= 18 he b
3ho HREXBSA 200mgiAf#AEImL 0.01mol /LAIPBSH , itk inN iR i , N )
AR B BT ES, FEPBSZE MR 4 CiEMT72h, 48 I o F 7848 7K 4°C iE#148h, B
RBTR 2K - 15 W7 Ja VAR T-6000rmp 25 00 30min , X Fi5-20 C1#-4% . Fric NFormoterol-
BSA;

[0018]  (d) o I J5E 1) A ol « £E 13 T A7 482 s P 4 S 5 28190 A v (AR VA R IO . Tmo 1/
LNaOHipH#7 . 4, FFEDC 140mg NHS 60mgiA fifift2mL PBSH , /& 2 /K INBVA W 2= iR H HF:
3h. FRELOVA150mg A fif /E ImLO . 01mo 1 /LEYPBSHY, I FEL N by rb , [ Nk )i, Fe
TR VE TR G #S BB AR, fEPBSGE /P H 4 CiE M 72h, R Ja o 28 17K 4 C i Hrash, fE K
B 2% 3T G B VAR T6000rmp 25 0> 30min, B i —20 CAR1F . #nit AFormoterol-0VA,
[0019]  (2) fill &0 45 A 4 S e 2 S0 i RT AR AR -
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[0020]  (a) FH/E04% 22 PR 1S AR B B0 U R VA VURR RE 10 - 25mg /m 1, 100u T /AL BIEE FR AR
L

[0021]  (b) 4°CIF A BL37 CHF & 2h , 0 L AL H AL , Beidt BBt 54511, 01

[0022]  (c) NN 10 %% /A= 375 ) 3 AT i » 200ul /£L, 37 C % A 2h;

[0023]  (d) fil 2L ¥BAA, 9, FEALE S TR fhT5h, HERE S BB H, A6
WA A8 B R B ARAR 5

[0024]  Jrp, BT A48 22 1B A pHO . 6190 . 05mo |/ LIFI Ak IR 5 2% iy, 3 P 2% il 210 %
) /N2 L7 VA 5

[0025]  (3) ffill & i i ir 2 B o B A4 ARV

[0026]  (a) ZNH) 4% « I PR A AR LS A A A0 e T, S 68 RS I E Tk Ba b/
c/INER T e 2 ] G 1R, SYR G 2 I W JR8 I ) 58 R A R ) 2R, 1 B s e 1 /N SR TR &%
Rl G s

[0027]  (b) AL A : BUDBR (a) 3 7 1) /0N 5RO B AH M A0 /I B BB SP2/ 041 Bu Bh AT R
[ EZEL T SATA I T 375 v 32 B RH M v () AL, T8 R s Ay 0t P PR FL AT U v B, EL AR T
77 AR B U SR B I B b B A TR 2 A8 TR 4 A

[0028]  (c) Hp vl Pifd 1) K & il &« e HU MR BE T Balb/ c /NS, SR AR P9 5 AR IR K
5, KEHE K, FF i 2 IR -TR B Fe e S0 IEIK , 3 /N, —20 CHURAT  fH AR S B
SR AL

[0029]  (d) B v P HUAAAR 12 55 0 « XS LA R0 S S 0 77 I 2 S5 T 3R AT 25 58

[0030]  (4) fill & EE R0 As TAR :

[0031]  (a) =470 SR FLHUA IR il %« LA=E S IZ sh 4, LA SRR AR Oy H 0% iR 4 0% o o A4
F R RETUR LI

[0032]  (b) B HR 102 B SR HLIUAR A Hi) & < K BRI A A Y 5 2 0 SR BT T A4 R FH L 7 Y
TEEATAR R

[0033]  (5) ZH 2 FH T o M4 S5 B0 T A IEK S 2 im0 T iR 5245

[0034] (&) 04 A #E B4 2 P S [ B AR AR 5

[0035]  (b) #E A4 2 B va B Priddk T ARV s

[0036]  (c) BgbriC 4 BRI S ALY —=E P SR i dids s

[0037]  (d) #& S 4RF DA St VAL < SR PR JEE AR RV TG 1 A B s B0 AR v, 1L /R, IR
FE4 7 A0ug /L. 0. 1lug/L.0.3ug/L.0.9ug/L.2.7ug/L.8.1ug/L;

[0038] (o) JECA . A VR AT it A8 A IRVE WL 5 JERAA) Yl B VBV g DY F R TG R i (TMB) Y4V
[0039]  (F) & 1B A 1-2mol /LI B B VA WAL 5

[0040]  (g) IRAAVLIRIB N E A1 % IR -201490. 2mo 1 /L PHT . A il R R 2 1R

[0041]  (h) FEARBIEB NS H0.1-5% B YN0, 02mol /L PHT . 4] B FRZE M o

[0042] | 3R I G g5 X5 G A0 FH T A DU B A0 4 23 | R RN )l v B e 50 1 182 FH o

[0043] | PG S 28 X0 2 A8 FH TR M B A 2EL 23 R VBURT o ek rb 8 S e 2 1 B2 Y 0,
wWr AR

[0044] (1) ¢ St U AL 3R

[0045]  (a) fRAE : BUREE S IR5000rpm B Ca5min, B i 100uL RS 0 # Bk A k4%, B |

7
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TEBEATA I 5

[0046]  (b) (PIZEEEHIESE) HEA AR RIAEZH 232.0g £ 0. 05, I ABmL R . B , ik
% 1min, 5000rpmZ 0 10min s B HL 2 2R . BREE T R— 80, K AHE FH5mL 2, 1
LEREE AL, A3 A VAR AW T IO InLE 18 TAERVE R, B50ul T4 s

[0047]  (c) Tk} : BREXGIKL2.0g0.05g, MASNLZ R 286, Pi ¥ Imin, 5000 rpm & L
10min;s BEL LR R ABEZ T 5— 808, KAHE LR R E SR, 5 IFF
HFUAHESWK T TN ImLE V8 TAE RN , BLS0ulL T 4347

[0048]  (2) {3 A3k ) s i3 A T A )

[0049]  EXHH Frid A AR S A 2 B8 1A i A S % ) &, iR B R = (20-25°C) 7R =
BB 30minbh b 4% 75 ZERUH AR 5%, BB AE R ARAR b s 4% 75 20 SR AR S R B R SRR S i
TAERFABEAR 1) AR5 : L LU TR B 5 1AL Y AR KO BR AR S BORR I ARE 1 50u ] HE B
B B AR AR B AR 10 TAE R I VR A i50ul , RIRIRFIRS), 25 C LI &
30min s L VB LT BB TARM A 25 B 700 20 X 4 e B L 20 (5 4 B¢ i » 250u 1/
FL, BEBAK AT, o 0 BORART 2 B BRAR AL 1 LEL BVR A5 100ul /LN B2, 25°C
WG & 15min; N2 1L50ul 28 16 S B, B R 450nm T SR F A K 450nm/6 30nm i€ , 1R
P br At it 28 34T 2 EB0E T

[0050]  (3) - #fr ksl SR

[0051]  (a) SE & HT = 20 BT S ARHE S AR DU AR AR I P 3500 o AR, A vh ot BRI AR AR 11
W FEAE (B) B BAOwg /LARTE it IR BEAE (Bo) F-IfeLA100% , RIAE 43 WR 56 FEAE , B AWk
JE{E = (B/Bo) X 100% ; LA T AW G JE A RPN AL AR , R AE IR T 1) X BN R AL AR , 2 il bk v
28 AR IREAS T e BEAELAR N AR il 28, B RT SR H 6F 2 PR R, B SR ARG R A5 S HD Sy
FEARHSEBR R H s

[0052] (b 5 PR3 A1« FHASR DURE AR T ~F- 29U 't AR FTA 7F ot FRT IR (B AR B 3, B AT 45 1Y
R URE AR [ B2 TR S IS FE A0 . 1ug/mL=8. 1ug/mL.

[0053] A %2 HH ok F s B 3 k7 A DN it B My L 26 A0 A 4 S e R B i, 2
INAR DURE AR, R I AE AR v AR SRR B 5 T () A DL i o e AR B R B e e PR oA, )
AN B AR, a2 0k, WO FEAE 5 R DIARE i R AR S B 5 & 2 A O AR B IR 1
Pl D6 A, 28 3% 7)1y i 2R G I 72 0. 09756 . 251g /LIt Bl Y 5 41 23 v o s e 5B A 2249 51 My
94.6616.04.83.92£6.65.78.6216.70, HL A4S 55 RECIHAED . 48% LA T, Hh W) 4% 7 R &)
7E10.84% LAR 5 PRV 48 5545 B AU 22 45 7] 996 . 43 +6 . 43.85.51 6.24.82.10£6.41,
e AZ 7 WA AEL10.26 % DAR  #HUIA) AR e A AELL.85% LU s Wik rh g 55 2 [l i 22
A3 H978.48+6.46.81.06E5.44.84.85+6.69, HL N AF F RBUIHAET.81% LA T, #Ht /45 &
REONAES.52% LLR , FF A (RN U AR IR & [2005] 175 X R RUE A A S & RS H
PEPIRRAE P 00K 25 5 R0 AE 0 JE ML 2 o L Ab , it 0 2 4 SR B ) CRBERGA DT B
B ZATRE D SRR AR B e 2 T T B RR D) KNI R R HA 2 (R
T VU PR Z 8 W U R SIS VT e SIS) S JL R 25 1) 28 U BEZR , 4 B s B I A8 YOO 2 hy
100.00% , 5 3 & JURPAAUAA) R 5 A 254 058 KO NE 5 83 1 I 4y R & IS B /E2°C -8
CORAEL2A H, JATAVRERE 1A HASI— %, 058 i) &0/ LCH0E . ODmax , [t 2 45 % T2 4,
45 R LIRS SO I E G R R S U E A3 7 CRI-20 CTUE 6K , B R A il —
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I I BRI B 1650 %6 L ODmax « [ 28 45 - T 2 20 4 AE 1R H Va2 I, PRI, ik 22 mT
IAE2C-8CIRIE R D124 Ho

Bfit (=354 B

[0054]  J&] 1A i B Fr ik A S i 201 B o 470 4 555 A1 77 000 5 €]

[0055]  [&| 27 Ji B Fv ik A S i 201 B o 470 4 P 20 0 5 [

[0056] ] 34 i BH Ffr ot I EBG £ 928 k) A6 1 4 B e 1 () o A it 82 1]

[0057] I BH PIradk R i A S 5 20 B B AR 1) 28 28 SR Al g ARk Formo tero 1 -3E6, £ 12016
10 H26 HIRAS H [ SR 85 32 W (R 58 o0 (FIPRCCTCC , bl « eGOK 5 , v [E LARY B 32 ) Ok
SO, BIS 2R - 430072) 1R, FRiE 2R 5 CCTCC NO:C2016182,

BRI AER

[0058] T~ (i &5 A FAK K SEAA R 3t — A B iR A i I o B FE i, IR S SE AN T Ut AR KB
T AS F SRR i) A & B I YE

[0059] " RSt 45 v Fi FH IS AR RIS, an ek i B L SR R I 4243 2

[0060]  SEJil ] — A< B v iR AR S B0 Bt J ) i &

[0061] (1) V& 2 2 48 R R 1) i 4 « R B 6mg MV A PR A » VA E0 . 35mLZ& 1R /K v, SR JE R HL
10mg A 28 FR IR, i AL ImL Lmol /LI Eh IR , KIS 1, 45 Fodk MV AH R ANV VBOZ R I
BRI IR FFIRVE TR, OGN Lh, 43 27 A 2 Ok R R

[0062]  (2) 7 A 7R s 1 48 5 e 230 1 v 1A) A4 11 i) &%« PR RS S 5 B 30mg ¥ AE HmL
0.05mo 1 /LUK (R Hl RS 22 Mg h (pH=9, 0. 15mol /LIS EALAN) , UKIHHE , 1 VA TR
TN BT 2 5 o8 ERVE TR R , 4 C T [ ML 3h, 453 317 A F2 A% (1) A S5 210 1 v 1) 44
TS5

[0063]  (3) # % JiR (1) & i« £E b A5 7R Ak 1 8 S e 20 Vi ek v TR A4SV VB IO L Tmo 1/
LNaOHfpH#A 7.4, ¥4 EDC 140mg NHS 60mgi& fifift.2mL. PBSH, /& 2 N2 i = IR h F
3ho FREXBSA 200mgVAf#EAEImL 0.01mol/LIPBSH , it HE L inN Bk A b, st 4
VARV S B BT 4%, 7EPBSGE PR P 4 CaFEHT72h, S8 5 o FH 28 18/K 4 C &N 48h , &
B 2IR o BT G AR T-6000rmp &5 0 30min, B i —20 CI# 4% - ¥ it NFormoterol -
BSA;

[0064]  (4) Fax I J5E 1) A Jl « £E T3 Ty A7 482 5 PR 4 S 5 28135 A o (AR VA R IO . Tmo 1/
LNaOHifipH#7 . 4, #FEDC 140mg NHS 60mgi#A fifift:2mL PBSH1 , /& 22k INBVA W 2= i P+
3ho FRELOVA 150mgiAffAE ImL 0.01mol/LIKPBSH, ittt bk vy, N 5
VARV e B BT 4%, FTEPBSGE MR P 4 CaEHT72h, S8 5 o FH 28 187K 4 C &N 48h, &
R 2IR BN TG BB T 6000rmp & 030min, B FiE-20 CAR4F .t it NFormoterol -
OVA,

[0065]  SE 5] — A= % BH Bl o A0 4 A7 A SRR 20 e 5 ) B A AR 1) Al 4%

[0066]  FIPHO. 61 R #h % (U 48 S e 2 0 IR AR BE 1800 . 26mg /m1, 100uL /L0 BB AR
PR AL b, A A B AR 20 B i A O % R R DL, B S AR LY B 1 A e D R DR TS
B NEAE 4 CIERE3TCIF A 2h, Beif4-50K, 10T IS 10 %6 /N4 L3 1 3 T 22
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7, 200uL/FL, 37°CHF & 2h; FEALE 2 THAR P i 5h, HERTEISE S H .

[0067]  SLjia sl = Ak BH Pl i A S 21 B v B U IS o) 2%

[0068] (1) B4 35 - B AR E 3 2R L3 8 1 19 B0 % i 4 94 6 -8 JEL IS T EE T Ba 1 b/ ¢ /)N
bR [ 2 o S % LR, = 9 e b7 R UL 0 7 R AT i 28, e R 5 A e A 1 /D SRV S R
[0069]  (2) 4 M fk & B /UM B 1) AL 40 M /0 B e BB SP2/ O ATl e, JEAT B, [ FEEL 1 SATE
W52 L iE I BSH M 1 AL, 3 I A BR A et BH M AL AT W v e, & N 7 AR B — i
LR B 1) B v R AR ) 2R AT T A AR

[0070]  (3) HR SR P i) K& i) &« e EU MR BE:Bal b/ c /N, SR A& P9 5 AR IR K
5, KEH &K, FF i 2 R - TR R Fe e 0L IE K, 73 N, —20 CHURAT  fH AR R B
SLRESAR

[0071]  SEiti 5] Y A< B} i iR A B B0 0 v B A e 1 25 e

[0072]  1.3EA0 770 5E

[0073] SR R 56+ B JEC 2 125 TN E A 5 e 01 B0 S o A4 () SR A 3L, 45 R A LR 5 58
FIH HKa=7.24 X 10%L/mol .

[0074] 2 FHLiE

[0075] >R FHTA H Sigma/Zy 7 [ &R 5 500 2 46 s 3 70 Sk A7 W R0 5 , 45 3 WL 2P
GELER R T2 RN S

[0076] 3. %HrilsE

[0077] L1 : 4000047 % G4 i A0 A8 A IUAR , K 404k J B 55 Bl B 4 #E4T 12 2000, 1: 4000,
[0078]  1:8000,-- 1:1024000%5 % , TN RIBEFRAR AL 5 JOB S INNHRPAR IE I SE U —
P, e e FHTMB R 4, 45 R B 7R 44k J5 1) AR S5 e 20 B0 v B 0 A4 TR 52 9 Lmg /mLIRF (1) 280 24 1L
512000,

[0079]

[0080]  SEifh 5] T1 AR A B I i A 10 = 70 bR LU () il &

[0081]  ZEH70ER FLPTAR T 1l 4% « LA=E J Sz sh ), LA SR IR B4R G )% )7 e e Jo i IR AR =, 13
BIEPUR DU

[0082]  PfAric=Edu R PTHUAE ERFRICHIIUAR) (6] & R BRI S AL I S5 E bR Su s
R PR AT AT ARG

[0083] Sl 5] 1. AR A2 B v 3 FH -6 Y048 B2 A 251 1 IR G e 93 X ) e 4 2

[0084]  ZH g4 B B0 R IEC S A AR 8, B N IR S 2

[0085] (1) A4 A 4 S5 2 P S (1) B AR AR 5

[0086]  (2) #E A B B vi B Priddk T ARV s

[0087]  (3) EgbmicHiditd : BRI ARG —=E TR Fidids s

[0088]  (4) &S 4Rr BUARHE St VL < SR PR JEE AR RV THC 1) AR S5 B0 AR V8, T/ R, IR
FE4 7 A0ug /L. 0. 1lug/L.0.3ug/L.0.9ug/L.2.7ug/L.8.1ug/L;

[0089]  (5) e . C VR AV it A8 A IRVE L 5 JERA) Yl £ YRBYR Sg DY H R TG R i (TMB) Y41V
[0090]  (6) &1LV A 1-2mol /LAY B B VA WAL 5

[0091] (7)) WRZAEVRIFBUN S A1 % IR -20/90. 2mo 1 /L. PHT . 4FK T IR 5k 22 1P 5

[0092]  (8) FEARR AW AN EAHO. 1-5% B g UK 0. 02mol /L PHT . AFFI Tl FR 2% PR

10
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[0093]  SE il ] 7 A5 FH 4R 7 BH Ffr s P TG S 28 1k 1) A Y AE AR rp A S e 2

[0094] 1. EEAKATALHE

[0095]  (a) fRAE : BURKEZ IE5000rpm B Cabmin, B 5 LOOuL FRE A Bk A 4%, B |
TE AT R

[0096]  (b) (RIZE.'EREHERESS) A2 FREVAIFELLZ12.0g 0. 058, AL LR 2.1 , #%
% 1min,5000rpm 0 10min; B HL b2 AR O BRJZ W T H— B0 EH , KAHH HI5mL 2,78
LEREE AR, A3 A VAR ST IO InLE 18 TAERVE AR, B50ul T2 #7 s

[0097]  (c) Wikl : FREXGIRL2. 0g£0.05g, IIASNL LR B, #7355 Imin, 5000 pm & L
10min; BBE 2R B ZEM T H— 8 0ad , KA HonL 4 R O BR B B 2L, A A
HUAHES KT TN ImLE V8 TAE RN , BLS0ulL T 4347

[0098] 2.5 v

[0099] (1) B HH B IR o iR &, R IR 2 % iR (20-25°C) , 2 /D AE % N JSUE 30min;
[0100]  (2) #& 7/ LA RS, B AR bRAR |

[0101]  (3) #& 7% EM SN A SRR B B e B HuAR TARMAIBE b0 AR 3%5 : LEL TR 5 s
[0102]  (4) Al LA AR IR INAARHE i (BURFIIARE 5 50uL | 48 52 4r B 58 5 B B T AR W Al
PrRicd) TAER IR A R50uL, B4R 1R 2J, 25 CHELHF B 30min;

[0103]  (5) FAL Py A4 FEL T, AP TR (F 25 B8 7K. 20 X IR 48 BRI M 205 4 BE) 250
uL/ AL, Bel 4k, 01

[0104]  (6) % & LR AT L BIZ L LLE BV &, 100ul /FLINA &2, 25 C LT &
1bmin;

[0105]  (7) N 1L 50uL LS b S B, BEAR A A50nm T Ul 5 (R XU K:450/6 3011 7E)
MR PR ARt 23047 2 EBUE .

[0106] 3.4 u4h 5

[01071  ((a) & &4 1 : 70 Al TH S FR A ot AR WUASE AR 1~ VRO FEARL » s oA vt BOARR M A AR
(I FEAE (B) B BAOwg /LARTE i IR ' BEAE (Bo) FE e LA100% , RN H 43 MR BEAEL , T 43Ik
FEPEAE = (B/Bo) X 100 % 5 LA 43R SEAE AR AARR , A vHE A B IR R B5 A A A4 5 223 il s 1
[ 28 s KRR MR AR 19 1 WO FE AR AN AR 1 22, B AT SR HH S6f B () R 52, P e DA R i 25 R
FEAR I SEBR IR E

[0108]  (2) 5 Pk Hr « FHASR DUAE AR I ~1- 2908 't R ARL AN A 7HE ot FRTIR  BEAEL AR B 35, B AT 45 1Y
REMAE A ) BTG

[0109] A% J&h SR AR ] LA F B i) oF AL A AT v, DU 20 . 1ug/m1-8. 1ug/ml
[0110] Kl 8] A i BH Bk Al K H % 791 6 R BB PE e e e G 28 P2 A 1 R R O J s
3%

01111 1l & REUZ Iz

[0112] R LA SARKT MR (mg/kgBlung/ k) FKow o 43 7l I 5E 204 48 R L 23 4 PR AN e
S FARE N, B 2040 R TR B RRAE S o 3K (B/Bo) Y6 (B SE B (X) FlbRvtE 22 (SD) , M bRk il
2% 1 3R tH X—2 SDAELNT B2 I BRAE St R 5 S A R B8 A AR ) S AR DU

[0113]  5RI& (1) Hh ZRYEH 420 0975-6 . 250g /Ly [l P9 (WLIEI3) , 2H 23 Hh 4 5 e B JRR 2y
0.5ug/L, R PR 0. 2ug/L, Tk oA JURR 90 3ug/L.
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[0114] 2 R G Rt P SN 1A P D

[0115] ¥ ff S5 A2 Fi M S L 5 TR S ALIA) O RF AR 5 o P IR AC S0 3R o B S L U
THEX R R B AR 2 DN 58 PG 45 R R R L, B ARt R BRI o WA TN 5 4% 1)k
PR g5 o e B ] — SR ANAS [ R B BEEARAR , 7EZL 2 (R AL PRVBURTEA] e} o 28 TN 94 2 90 .9
ng/L.2.Tug/L 8. lug/LIAESRF & bRl st iR H5 LA _E i (K AL BT VA IR L, (A —HE R ANF
LR RS, ME L k) A2 5 R A e 5 R LR L R 2R3

[0116]  FR1HZ O ) A Atb A 3L Te] A2 7 R B [ 20 2

[0117]

Redh IR (ug/l) P YRR AR R AR R
90.62:£6.27
91.7246.35
0.9 89.24+525 94.66+6.04  7.14% 8.07%
103.56+6.72
98.18+5.37
78.85+6.43
81.63+7.84
77354533 83.9246.65 8.37% 9.52%
92.54+6.74
89.24:5.28
76.63+6.43
70.5247.52
8.1 83.35+6.83  78.62+6.70  9.48% 10.84%
87.36+7.72
75.26+8.34

[0118] R 1AAE P ZH L AR SR BN I [l Yie 22 R85 R85 45 SRR BH , AE 3N IR B2 T
o 7 (AT PA) 2L 2 P A4 i B (RIS 2243 1) 994 . 66 £6.04.83.92+6.65.78.6216.70, fL X
AP 5 REAE9 . 48% LA, ) A8 S REIAIFE10.84% LR S

[0119]  ZR2JRIEAEE AP HEIR] AR 57 R A A 2

[0120]

FES  BIRIE (ug/L) e PR R ERRE HEER R
102.3545.37
98.84+6.48
88.74+4.93 96434643 8.36% 9.83%
0.9 90.42+6.47
101.82+5.93
95.62+6.86
81.63+4.45
TR 2.7 86.48+5.57 8551624  7.37% 7.59%
84.38+7.27
79.47+7.36
78.73£7.48
8.1 83.84+6.83
76.86£7.66  $2,10£6.41  10.26% 11.85%
78.52+7.86
92.57+£5.73

G g
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[0121] K2y PRI +E T4 B S N [RNACR AN AR S R 25 SRR B, ZE 3NN IR ST, X 2
1) PRV P 48 S 5 B MR 24 196 . 431+6.43.85 .51 76.24.82. 10 6. 41, HE N AX 7t %L
HE10.26% PLR , kA 28 5 R B E11.85% DL N,
[0122]  FR3TEPRAE AL A HEIR) 2 7 R IR 58
[0123]
BEM I Cug/L) Efez FHEGE AN RAN MR RE
82.41+543
84.64+8.32
0.9 70.81+£7.35 78.48+6.46 7.81% 8.52%
72.19+6.77
82.35+5.32
87.54+7.55
85.96+6.73
kel 2.7 78.57+4.46 81.06+5.44  7.36% 7.94%
74.76+5.68
78.45+7.72
77.72+5.58
89.56+3.24
8.1 87.75+6.42 84.85+6.69 6.53% 7.28%
91.61+7.47
77.63+£6.57
[0124] R 3JgTaRE o #E S B S N [RNUACER AN AR S R 45 SRR B, ZE 3NN IR ST, 4 2
[ 25 4 b A B B (A R 43 SN 78 . 48 £6.46.81.06 £5.44.84.85£6.69, it N AR 7 R 8L
PITET .81 % LAT , #blH) A8 ¢ REIAES . 52% LA T o
[0125]  Zx BRrak , EFXT2H 2R GERD < FRV DRI s N el e 22 256, [RIUA R BB 4E 77 % -86 %
Z 1), HEPS SHENE) AR S REAE15% AT, FF A CAOEEE ST AR 2= & [2005] 175 XA R 2
IR 5 8 RS 25 VF AR E TP 11 RS 55 B AR 1 O o
[0126] 3.8 M ML ZE
[0127]  EFEU P R IE O BEREA D T RGBS . AT Y B et o R 2 B i A Y
W KA AR I A 25 (E R VU 3R IS B I S T %) 25 JURR W 28
S pE, G BAINRAFT IR o 28 X N ZECR= (4 545 B 1) 1C50 /%5 45 M A1 1C50) X 100
% o
[0128] R4 E I A X B

13
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[0129]

wa 1C50(ug/L) R EE (%)
R 1.1 <0.01
DR >1.0%10* <0.01
RS i A B >1.0x10° <0.01
T R >1.0%10* < 0,01
T A >1.0x10° <0.001
Bt 2 >1.0x10" <001
BATEEY >1.0x10° < 0.001
alEx >1.0x10* <0.01
PUFR >1.0x10* <0.01
S e R >1.0x10" <001
WG AE R >1,0%10* <0.01

[0130] 4 3XFERAFHHSL G

[0131] B H &M EAE2C-8CIRAF L2 H , R BERE 1A HAa U — %, I 52 12X 77 & 1
1C50{H - ODmax - [F] i 28 %5 5 T 2 K0 35 75 1E 5 G ] A o 5] i3 6 3 B AE 3 7 C A -20 C Il
6, BTG I — 7k, I 5 R £ 19 1650 % L ODmax « 1] Wit 2245 & T S H8 48 IR a2 1 o
[0132]  MUBL B4 3E tH, = R4 AR AR, A &0 25 TR AR S A7 & & 2K, [
I, & AT PAE2C-8 CIRIE = 124 H .

[0133] ok SEas) X Ay idt B A B IR B AR A B A5, AR Bt T AR H s e AR
b, AR AN 5 FT B, Edk SE A GES B0 A B ORAPSE A I s YEAE A X
AR T AR SRR U, AE AR R BRI R S R AR 4098 B P SR R 22 AR T R B S it
141], 3X 6 A5 T NS it 18] S 4 75 A R B AR R ORI 2 A
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