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CON 103275177 A W F OE Kk P /13

L. — R HAGE ZM ACE XU HITE /MK, 2 ZE R P41 8 Gly-His—Ser.

2. —FIRUMIEK 1 Bk /MK 26 7712, R EAE TR A 2R

CL R SEFF AR B, 43 BT 28K v, RGBT pH AR 10. 5-11. 5, FF4EHF pH A4Z,
PidE 1-2 h, B0 550 B IS BORIYIE, Pl B35 W08 ST S ORI, PR Ui ie h ikid s
TR S ORI pH AECA 4-5, # B S B OB UTTE , RIS SR 8 FORLER DD 5

2% Pk St & AR B B TR R R KR 5, 73 B i 73 &/ T 2.5-3.5 kDa
[FIZEAF S KR

(DK PTIR G+ B/ T 2. 5-3. 5 kDa [FZHTF 5 [ KR4 K G e i v (i « SOAH e 380
FHEE 53 B, 15 2 Pk /MK

3. ARIEAURELSK 2 Frak /RISl 26 07325, HRFAEAE T 4 3R (O BTk FRE 73 80 T 2%
WA, PGBV Y pHAELA 10. 5-11. 5, FE4ERF pH AR, B, B0 5 B EIE W, Pk g
H AT AR

4. MRAE AR ELSK 3 P ik /> IR il 45 J7 7%, HORefE AR T 22 B8 (2D Prik /K fig 1) H Ak
TIE R KSR E AR TR SR T/ WY pH oA 1.5-2.5, IN A B & A &, 76
36. 5-37. 5°C 4 T AT /KR RN, 5 R N 45 3 J , W pH 22 7. 0-8. 0, i AR AT /K
fif SN o

5. MR ELK 4 Frak /DRI il & 0732, HRp AR AR T PR (3O K A Bt i ik (il 7y
BT, B Sy P& B 270-700 Da FIE T REST

6. MRAEACHE K 5 Frik /MK i 28 07125, HAFRRAEAE T i i ik ik € 1% 43 B8 1K) 7 V2%
BTN Hiload 26/600 Superdex 30 Prep grade, WahAH A&7 0. 1-0. 15 M NaCl.
WRPE R 4060 mM [FIBEBRZE MR, pH 7-7. 5 s B N TAR B KRk 275295 ml B RT3
HI433 18k 270-700 Da [13ETE R4 o

7. WRAEBCRESK 6 Pk il & 77i%, HARHELE T Ik 73124 270-700Da 3 14 ik
53 K F R AH B G L o 2 1 B AR VR

(1) ¥ Pk 5y F &4 270-700 Da WG KA Jupiter C12 (iR T 705, sk
TR T shAl B I ARFIR A 27. 5-30% B IBEIE i F3-C sBERFE T4 :0 ~ 60 min, Jii3))
AH A 95 ~ 20% ZeMEFRAK, Viish4H B 5 ~ 80% e TH A

(2> ¥ % W WF3-C¥ % T 1B J5 K H Vydac C18 4 i # 7 &,
W &£ X M T W o3 B AR Bk B N 27.3-27.4% I ) ¥E ML W F3-C-
L AT E13 R PR DK sTERRE A <0 ~ 30 min , JBNAHA 75 ~ 65% ZePEF#AIK, Jis)
AH B 25-35% L PE T

BTk iahAd A A i [ 43 0. 05-0. 15% =90 SR IKIZKEHL, Ik s AH B 24 it &
T WEE R 0. 05-0. 15% =3 LRI P EEAEE -

8. — R AR ELSK 1 Bk HAT B 22 1 ACE F I P 1) /N R A i) 26 P i s 25400 s 5 A Foe
DR B TR A H o

9. —FhBR I 25 A SV, N IEAE T8 A 2 R P41 h Gly-His—Ser FI/MKo

10. —Fp HA B A DhRER & i, HRFIEAE T3 2 25 741 4 Gly-His—Ser K]/
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B BB E=F0 ACE EMHI & ERY/NK EHI & 7775 R A

AR G
[0001] A B S A= B A, AR B HAT B 280 ACE XU 3 1 14 /08 JIk S L1
S WIRr Y ANAE P

B=REA

[0002] ¥ E¢ - B K OK Z AR G0 (RAS) X AL AR L i R (A 8- 47 Fg 1 1 R AT BE AT AT, RAS
ARG R 2x B LA T Ry, 2E 17 3 O S0 M o I I A5 i S R
PR 55 Wi 26 R T o T RAS R8P IR 2 A OC BK it g 1 25 0 1ML 8 X oK SR AL -
I (ACE), REWS AT RLPILIT RAS R ET. 5 — 5 I, IR AT 98 A B, RHME Y ACE #3045 41 -4
R (Captopril Vb4 FEUME KK 5 — 1 (Ang-DIHERL, Wil 55 815, ¥ K& Ang-1 &
AHAL UM B9k 3 - 11 (Ang— 1D, R4 ‘Ang— [TREIR UG, ™ B 52 M fan ML 95 VR T
SEEAFR BT Al ) Al 0 BT 75 6 A M PAC S P 2R I T A ) o I s 2 SRR A 5
BURZAR DRI VB AL AR T A7 A Sk 2 IR S AN RO o 281 FRAE T ACE SIRIRIRT R 2%
TR P A7 AE R TR, B SE N B3 2 I 5 A A 7] 2 e I 3 1 751, 2 IR 75 5 2 4 il 5 A0
ACE 57, AR BARRARH LR M A, 30847 B Foml DT — AU PR &8 B hRE Bt i . B2,
AT AR B[R] B AT B 2O ACE Uil P X 4 o

XAAE
[0003] AW H 2R A Fl BAT ' ZONT ACE U IN IS VE /MK
[0004] A BT 55— H K2 S (AT 20N ACE XUEE A i3 PE /N IR R 1 46 07 3% %07
T T IRURRRUR TSR, B AXT A2 4
[0005] AR H AR A U0 F BORTT G588 -

—AlRAT I FAN ACE XUE IS PRI IR, @ AR 751 Gly-His—Ser,
[0006]  —Fftpirid/INIK (i 46 7 i, BRI R D BR

C1) R SEFPRBRE, 23 BUT 280800, FIBIBE Y pH B4 10. 5-11. 5, JF4ERF pH A2,
PR 1-2 h, B0y A 70 B IS ONTHE , Frik L38O SR B FORARW, Ak e b bk 14
T PTIARSER R PO RV pH AN 4-5, 5 B 5 B D BITHE , RIS SEFF SR IR

(20 BTk =¥ R AL S0 I o A B AT R B /K it i, 7> Bt > T/ T 2.5-3.5 kDa
RIS 82 K4

3R FTiR 7 58/ 1 2. 5-3. 5 kDa HYZEHF 8 FH KRR AR I 8 (53 S A vy 280
FEIE 28, 2T /MK
[0007] R D BR 1) Hh Bk il 73 BT 28 K b, TRV Y pH Oy 10. 5-11. 5, IF4EF pH
ANAZ, TR, B A BSOS S SR
[o008] R (2) ik /KA AR5 A5 Sk 8 IRV VR T8 S5 1K, 15 pH
A 1.5-2.5, AN B EHEEE, £ 36. 5-37. 5°C5AT N AT KM S L 5 [ M 5 i, Y19 pH
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2 7.0-8. 0, A JEEEIEAT KA Y o

[0000]  ER(3) SR FH HES It 8 (A1 73 B I, W ER 73+ B VG [ R 270-700 Da (135 14 i
5% o
[0010]  PIFiR &Rt 98 (A3 4 B (0 54 R B IAE A Hiload 26/600 Superdex 30 Prep
grade, JBNAHA & A7 0. 1-0. 15 M NaCl WK A 40-60 mM [ BERRZZ MV, pH 7-7. 5 ;UMY
TAREARN 275-295 mL IR GV, BRAS 5>+ 84 270-700 Da [RI3EPERCST o

[0011] BTk 4r 754 270-700Da ff13E M 20 SR SR g ROTBORH € 1% 23 5 1 HL A 7 325
H
(1 B ik 7y 73R 270-700 Da FI3E s> KA Jupiter Cl2 (ifAtidfAT 70 &, Wik
XN FBIAH B AR A 27, 5-30% B (B MEAE (F3-C) s¥EFRT A :0 ~ 60 min, Ji
IAH A 95 ~ 20% ZeMERFAK, iBIAH B 5 ~ 80% Z&METH & 5

(2) ¥GBELTE F3-C AT 5% H Vydac CL8 FiA: 4 5, WCAERT N T-3iahAH B /A
WRE N 27, 3-27. 4% B IPERGIE (F3-C- 1D, Wi T8 515 B TR /MK sBEFE T8 0 ~ 30
min , FENAH A 75 ~ 656% LPERFAR, BizhAH B 25-35% Lo MEFt i

JTR LN AR A A R T A BE A 0. 05-0. 16% =5 L BRI 7K, TR iz AH B 4 it &
H A WEE R 0. 05-0. 15% =R RN PRSI 5

— P il B S FR ACE HI A T 1 /)N JDRAE 1) % [ 1. s 24490 Bl EL A B 1 s Dy e 1) £
it R A
[0012] Rl il R 254 G4, S A R T4 8 Gly-His—Ser HJ/MK.

[0013] R BA PRI DY RERI 50, & A 2 BT 418 Gly-His—Ser /K.
[o014] AR -

A g AR AL /N K, B A i 1 2 AT ACE SSUTE S35 ek, A B ity o I s 285 B, s H
ECUF IR RO T B — Bk o JLJR PRI AT RESRPI T RAS R I 2 AN OCBERE 2R ACE
[E M. 1%/ NIRRT VR 8 K, 5 i TR 29 AR e, B AT 22 4, T DAVE A 24
WA F 5 Bl R O R It 8 R0 I 30 FH 5 R i P AH DG 1R D R i AR S T T R e AR
AR /N IR ER 2% 7 25T 5 F 1 JSUR IR SRR I DA AR 22 4

R ] 152 BA
[0015] K 1 7 FE/NT 3 kDa [FEEFF & (/KM EER T 38 (s .
[oo16] & 2 LRt it B il 43 15 )5 45 B S LV s 1tk 43 1) ACE VB s F0 kv 1, A
iR A 1 mg/mLo,
[0017] [ 3 Jupiter CL2 #E7rBSLeiil F3 il sl 19 2 a1 .
[o018] &4 Jupiter C12 FE43 &1 20 & UE M s Mo 16 ACE AT S AN 1, #
rl IR BE A 0.5 mg/mLo
[0019] &5 PEMIE F3-C i sr K H Vydac C18 #:43 B 453 2 (A K]

Kl 6 Pl F3 € TGS I g
[0020] & 7 AN[EIVREE T GHS il ACE FIE 22 19 S UL — AR se BB 2 ], A | 7 (a)
Ay /N IR GHS ) ACE 1ty 3¢ B g i — A7 se XU 2 s 1 7 (b, /MK GHS i ACE 1 35 15 gk
il — {1 v XU £
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[0021] K] 8 %W i FRAR B & P & i s oK BRI i 280 R (HE A Saline S 2% A 4 B4,
Captopril N RICEFIBEE 24, GHS K/Mk GHS BEB 4, < 3 KD N4 FE/IT 3 KD SEFF
HEAKMYIRES 24D

[0022]

BIRIEAR

[0023] 1. #1k} SEKFHI (Brassica napus), 73R TV FR AT 41035 A& A 40
M2 COHILEE 442 B12. B B Al (Pepsin). JJERE (Pancreatin ). Il & Kok Z # L il
(ACED N-[(2S, 3R) —3— & 5& —2- J& 58 —4- KT Bt 1-L- SR & & (FAPGG), Sigma v ;' &
M 2 A B, 26 Cayman chemical A#] EEIRA: (Hiload 26/600 Superdex 30 Prep
grade, 600X 26 mm), ZEEHH AT ;Jupiter C12 & MEAEF: (250 X 21.10 mm, 5
Hm), 36 [E Phenomenex ;Vydac C18 protein & peptide Z3#rFE(4.6 X 250 mm, 5 Hm),3E
[5] VYDAC ; Eclipse Plus C18 RRHD &4+ (2.1 x 100 mm, 1.8 nm)3E[E ZORBAX ;A 7E
ik 96— FLAR R H A T FH AL 238 57), 2 [ Fisher A7),
[0024] 2. BS54 RET ML hitkEds 8 TKA AF) ;FE20K pH BREZTE, I LA
FEi) - FEM 2 s11egrabAR il VR B LML, 26 18 U v 2 B RIRE s 9O FRA, S5 Spectra
MAX Gemini ;Cary 4000 #4n] W6 et E v, 28 B FLHL %2 SAKTA purifyl0 & A4t
1%, £ W@ A ] sVarian 940 i) 48 S ROBAH B3, 2 B FLA) % sStirred Cell 8010
REJESEE, K E Millipore sTITC RMA 253 Bl it, 6B Life Science (IITC) ;
ACQUITY B B AH (3 , 25 [ Waters sMicromass PYZRF ik, 26 H Waters.
[0025] 3. ACE PIHIFE A IN A0 R < ZELLEF P I 1 mL 0.5 mM FAPGG (¥fRAES
0.3 M NaCl ¥KFE2A 50 mM [ Tris—HCL ZZmf,pH 7.5) ,20 wL ACE (1U/mL, #4357
20 mU) ,200 uL FESE CGEAJRIKEE N Ing/mL, Y74 50 mM Tris-HCl 229, & 0.3 M
NaCl, pH 7.5), 8% ;=9 F (18 ~25 °C),2 min FIIE 345 nm FOGIEKIBRGIEZE. &5
FILL Tris - HCL ZEmif AR AR . MRIE LA N AT ACE JvE M -

ACE $IIZ (%) =1-[AA s min " (FEEL )/ AA »min (281 )] X 100%,

Horp, AAemin "CEES) AT AA e min ' (ZFA) 20 BlHe R BTN AS (110 ACE 35 AR
i,
[0026] /MK GHS %F ACE [#) TC, (P 50% ACE 55 1t I [RIRE St BT 5E =43 IR FE S ()N
JIK GHSOH B (IR 2 0. 0625.0. 125.0. 25.,0. 5 mg/mL B %] ACE $RHlvE M, R A AR [H1)H
VL IC, fH.
[0027] 4. "B Z IS PERORIN G A0 o BRSPS T AR A I e AR B R
A& (WL T Cayman Chemical, %5 10006270) &4t i, # UL T PRI E 96— LRk
A (1) ZEFL:20 vl JEY, 160 v L WERAHZEME, 10 vl 4iK ; (DFEXf
HafL:20 wL J&Y), 150 wl JWAHZEMW, 10 wL 4K ; (3) FEtfl :20 v L &4,
150 wL JRRAZME, 10 v LEAKRECLEE Ing/nl N .. 2570 HIAEEAL
A ALAD I 10 v L EFEBZIRN. 96— FLAREIR T 10 s , 46 37 °C KAl
15 min ,7E 10min PINERE S 2 EEREL, ORI 340nm, R ETH K 490nm, RPELLH 2
R HEFE I E ZIEE M CERZME R (%) =1-[AF] »min " (F£MHFL)/AFT » min ' (%

5
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FIXFRESL ) 1 X 100% , HoAdr, AFT emin ' (FESAFL) A1 AFT emin ' (X EAXTHESL) A2k
N e R R S PO RN = By Y T

[0028] U220 50 mM Tris—HC1 22, & 0.1 M NaCl, pH 8.0 .

[0020] ]Ik GHS X5 22 1K) TCo, G 50% 1 2235 PR I BRIASE Sl DI 2 = 43 A (/)
Ik GHSO 8 I 4 0. 0625.0. 125.0. 25,0. 5, 1. 0 mg/mL I 1 25 (9 iliE 1k, S FH AR 4k
i A1 R = = W (O 8

[0030]  SEjfs] 1 /MKl 2

. SEFFER KRR &

KBS TR T 7 25 4 SR E 1 RS PRR R i 80 H i, 23 BT 10 £ F i Y 7518
KA, FIM NaOH 75 pH A 11. 0, FF4EHRF pH AR, SEBEFE2 h J5 ,8000 g JJ &L &
I VEERIYTE » WO T R SR A R BRI, UTIE N iR SAE TR TR E R NN E & 5 £
(P25 17K, FH IM NaOH 75 pH 4 11. 0, FF4ERF pH AR, =il H 2 h f5 ,8000 g S
I3 LB THE AR LVE O S B R . &0 LIRSk B R, A I HCL
P pH 2 4.5, 5 2 h 5 AL, BUTIERS B30 AR . R38R s h A
D EEZEMRIK, BT, R pH A 7.0 )5, AR TS (S 2O R R (GEA A &2 85. 2%) .
VSR E R s T 20K, T SR IR A 50g/L, pH 2. 0,388 37 CLHiFEL h S,
TN B R S B 1 FUEE = 4% ()8 B TR /KR 2h, PR pHAE R 7. 5, R 5 I B
AU B 4% )RR AR Sk AR 4 ho KAREFEH B 1 mol/L ¥y HC1 1 NaOH fREF K NVHF
A pH AEE o AKAR RNV E5 T KM 90 CHRYEL 10min K, VKK G PRI A H1
Ja LA 8000 X g J3E0y 1 h, BU R IEWRAE Ky 32K R (A 7K AR o
[0031]  SEFE /KIS S T80 3 kDa KM HIES, BUE W (4> T8/ T3
kDa) AT G T eaitt. KA lorry EEXEARE & B0 FR/DT 3 kDa
(RIS B KR R R AR 2 1 mg/mL, P2 He ACE R 25 (303G ME, 20 B4 61. 52
+ 1.77% F142.06 + 1.32%,

[0032] 2. Z3F /T 3 kDa SEFFER EI/KARMIIN 73 5 FH2lifh

oy Fi/NT 3 kDa BISEAF 8L CL KR T 50 mM (1) B IR Eh &2 vl i W (pH. 7. 2,
G4 0.15 M NaCl) B, AWK E N 10 mg/mL. NHBECH HaWERRF Hiload 26/600
Superdex 30 Prep grade il 2 g ALK 8 1 AL AU 7> T2/ T 3 kDa FIZEFF 8
IR IHAT YL 24k, BEFEARRRCA 5 mL, SFREPEMEALEY 3 mL/min, ViBAH A EH 0. 15 M
NaCl. ¥k 50 mM [ ER £5 22 i, pH 7. 2. 23 T B ARt 4 M35 1 & 1 (66, 000 Da).
Yt E C (12,384 Da) JAKES (6,512 Da)f4EA= % B12 (1,855 Da)H T4z i+
PRfEhZ . > TR/ T 3 kDa [SEF 8 FIK A B I IR s B 5, 15 3 6 el
F1-F6, Wi 1 from. Horr, BRI F3 i el 1940 7 Va2 270-700 Da, PEILIE F3 X
MR B ARRRCA 275295 mL AR EEIF[A] A 91. 7-98. 3min. RS- BEMiH, 70l AR 40 T &
100 Da [ HT LT T 0 Eh VAR T8 5 AR T80 20 BT 235 e J8 980 ¥7% 14k i 2 19 B 25 FH ACE
FPHIE M, W 2 s . KRR SR I AR RS TR 2R 1 mg/mL, BRIV F3 A b
A B R ) ACE RIS A dG 1, S 22000 74,15 £ 3.45% H133.34 £ 0.65% ;
PR F4 HH i o 70 2 T HH 4 o 1R 3 A ok, F A4 36,70 + 0. 14%. 534k, i
P (AT AR AR it 2 S 25 VRV 35 1R A3 B 41 8K/, AT AHERT FS (193 Da) i F6 (78

6
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Da) 3= E A2V & A IR B HA R HE IR &4, iIX AT RE A2 X 2 N4 4 HA S8AIK ) ACE i
FAN TS T B IR Ao BRI, 255 7% RS R v P % 14 1 43 Y ACE TS 22 A s 1, 16
PEVEMGE F3 thig e AT — 2 0 o
[0033] PRI F3 VAT T5 0. 1% =R O GE'5 0 TRAKIZ 5 /KT, 4 H
FEAWE 10 mg/mL. RABCA BEIBEESA Jupiter C12 Hil#& AL (Jupiter 4um
Proteo 90A) i) ERRAR X (Varian) 3E— 04y B iG K. WshAH A R & H ik e
0. 1% TFA [R)25 B 1 7KES B, MLahAH B b i 5 40 RN 0. 1% TFA I FRE . dhFE A
B 1 mL, Wik 5 mL/mine PEMRFEF A :0 ~ 60 min , VEIAH A 95 ~ 20% £ P4, 7t
BB 5~ 80% LeMETt . WEE 6 PRk F3-A ~ F3-E (W 3 Fizn), [{ishaH B (A
TR Bl 27. 5-30%, WX EE BIVENGE F3-Co W4 25 BRIV T8 BT 8 0 A L3 R
4311 ACE A Z= IS 1t Can Pl 4 ) o BOARVENG I F3-D i M i 73 7 (i B A B 2
R S U, {12 BR EL At J VA B, I F3—D 12 HE A 1 15 25 0 ACE FRIVE 1k, B
BN R F3-D RN IR . AR, BEARVENGE F3-C 70 (i [ rh it g i /), HI3R
DR B ) ACE FIE 2= NG R o EER EIUKAEN 0.5 mg/mL IR AL, et F3—-C
RS 23 TRT ACE TS =143 )k 56.86 + 1.38% Fil 41.67 + 2. 18%,
[0034]  RH] Vydac C18 43#fAE (protein & peptide) #E—4r BEYENLIK F3-C Fid Pk
5o BEFEAARL R 0.5 mL, YiidE o 0.5 mL/min. JBNAH A 4 JFE K 0. 1% TRA {253
FIRKESWL, VLBhAH B A T (402 R 0. 1% TFA [ AR BRI PERRFE P24 :0 ~ 30 min , ¥l
FIFH A 75 ~ 65% LMK, WiahAH B 25-35% et T wmro Wedk 2 i v F3-C-I M1 F3-C-=Z
(K 5), MAsIAH B AR N 27. 3-27. 4 BYUSCERAS BIVEIE F3-C- 1. ¥ &P iivA %1
WIS BT R, 23 B 3L ACE AT 200G 1tk o PRI F3-C- T Hhyd M sy A B =111 ACE Fi
WM EIEYE, 2350k 16. 1341, 08% F1 18. 35+ 1. 21%. BRI AT LAX BRI F3-C— 1 (I
YERr AT 2R H) 2 5
[0035] 3. ZEifEE

K B S R i — TS 3 B R S e BRI F3-C- TPy Ml o I R P41 1
FERT, B VeI F3-C- TR TV T 22 B 1K (5 0. 1% TFA). il s B4kt - (il
L ACQUITY UPLC system, (aifiAtEclipse Plus C18 RRHD, HEFE/ARIN 10 w L, i N 0.2
mL/min. YEMEFEFF :0 ~ 6 min, & 0. 1% TFA i) ZJE 5-30% £k METH &, % 0. 1% TFA (25 1
7K 95-70% L PEFRAK . JRIESAT i ¢ Quadrupole Mass Spectrometer, EST Y&, M4 FE
=30 V, B HIE 1.5 kV, HEFLHLE 20 V, B ENRE 150 °C. EMREEE T, 1 E¥
ZRRFTRERE y— BRI b— ARy o PRMidR F3-C- I gt sy &t Eclipse Plus C18 RRHD
EaEAE o B 5 BB s e A B — AN (B, UL BER M F3-C-T gt L &H
— A . VENGIE F3-C— Trp g I i I — 4 Suis B an ke 6 o, m] Mg iy F3-C- 1
TGRS 5y B2 299. 8 Dao Ju4b, BH ] W—ANE 21 b- BB R I 194. 7 m/z,
HHARA PR R C o y— BRI 88. 0 m/z (y1-18) , 7] WAZ & T 4 ) C R & 42
AR (Ser)o AR, IR FEXE) b- MEFE I 57.3 m/z (b1) &S T EXE
y- BB PRI 241, 3 m/z (y2) , W] DARIWTZ S PE Rl 2 N i 2 R R 4 H &R (Gly), M Fr

7
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I 137. 2 m/z WZEZH 2R (His) I E] -y,
A 3 Ik Gly-His—Ser (GHS).
[0036]  SEZiEfs) 2 /MK GHS 35 ME

KA S 1 £ IR /NIR GHS BEAT 4R 5258
[0037] 1. /]Nk GHS AR MG 1

(1) /]Mik GHS 46 ACE AT 21 1C,, 18

/NBK GHS i) ACE RN 21 1C,, 43 742 0.52 £+ 0.01 mg/mL A10.32 + 0.01 mg/
mL, 57> FE/NT 3 kDa FISEF 8 FUKAEMIAR L (IC,, fE 05142 0. 79+ 0.007 mg/mL Al
1.19 £ 0.008 mg/mL), /MK GHS #1511 1. 5 f% (%) ACE #Pilld MR 3. 5 A5 Z TS 1k
[0038]  (2) /MK GHS (9 ACE B Z2 0l 3 ek A ) 7 2 1) 300 52

TR /MK GHS 5] ACE 3h ) 22 Mk 2. 24 FAPGG 3K & 4 0. 0625.0. 125.0. 25,
0.5 mM I, 73 70 i S T T o R Bl 2 s W P (R0 (L /v O XS IRk B R 3R 1/ [s D
RUENER it 2 b G gl — A8 se SURI D, v B AL S N ER Y, K, T K
[0039]  JUiA/MIK GHS 'S &= I8 ) 24l HIRIRE A 0.625.1. 25.2. 5.5 H
10 1B, 43 00 7 i I TH T o R AR Bl 2 S Ao P (KR E C /v ) R FE AR5 (1/ [sDD
RUEN £ it 2 1 Gie gl — A8 e XURI D, vH AL S N ER Y, K, T A
[0040] 4] 7a, /MK GHS i) ACE Ry XUSIE ith £ B2 T x A, DB /N ik GHS 72 ACE 1 —
ANESE SIS U, N IK GHS ] LLE I 45 & ACELACE- K4 (FAPGG) A W)ak &
ACE FFABAS [F] T I S PEAL 55, 1B 248 ACE F IR A #5 R HR Jeim k. A4, iR A
NHIBN 12 S H K, ALV, B BERIRE s, ] LAWK GHS X ACE B8 Y 2 A 36 4
PEGEE Do
[0041]  FE{DAHE, ZEARIRE T (0. 25 mg/mL), & 7b B T /Mik GHS 2B Z i — AN e 4k
IR, MAE SR EET (0.5 mg/mL) , IR A 288 28 SR Rl S 5 0l B ot 3gf i U, (KU
/K GHS W LLIE I 45 5 B R EE B 8 - KW E S W RAT LRSS, AL SR, /MK GHS
FE@E R GHS- B 5 - R E A VRAE L g o [RIFEHE, /N IK GHS B 22 i sl X 4l
A L i A H B ) 2 SR S . 2E/NIK GHS WRAZ 0. 25,0, bmg/mL T, B B AEAL AV K]
BRRMNIERE v, 38.58 FIU/min 43 B FFF) 23.35 and 12.34 FIU/min, fid 4, tHH
4. 7824 mg/mL, AL 4. 8473,3. 0694 mg/ml (K 1. XFh &, v, [FIRAEKAAL, 3]
GHS XJ'B B M HI R AR s il B 346, R 1 BoR 7B =5l ) 2= 30 £ (&)
KT ACE 3MHIBh 172 B3N B0 BB, /M Ik GHS 5 ACE WM BRI Sos T8 &, st 2 i
ELHNHE 2= IS 1, 77 55 S K/ K GHS WK

X, BRI F3-C- TG M ple oy Wial 25 02

[0042] & 1 GHS i) ACE A HARAL SN 50 )y 2 25
G g LCE =
NFEH
0 025 |05 0 0.25 0.5
Ve | 00151 00110 | 00081 | 385802 233481 | 123487
s 03310 |03920 |03937 |47824 48473 |30694
ki 0.3827 1.0158

ky ARBHEL X ACE MU R RAL T A8 mM R M v, A KW, Xf ACE
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N 103275177 A i BB /7 R

AEF R BAL A4 AA/min FFIU/min sk, 20500 20, 54078 mg/mL.
[0043] 2. /]I GHS A4 Py Bt o v

T B B M R U K B CSHRs ), BR45F T /N Ik GHS F AR Py BRI R i e . FLAK
JiiER AR TE (bw) 340-380g MM H A M i s K B CSHRD, BEAL 7 4 4 41, B2 6 1, &
FIHEE 1 mL PBS ZE3iR Chf IR . RALHEH) (3 mg/kg bw) /MK GHS (30 mg/kg bw) 14y
T/ T 3kDa FUSENFER K ARY) (100 mg/kg bw), HorpRFGCERIFI/ MK GHS f 7+ &)
T 3kDa [FZHF 8 UK T PBS 221l K H 2 2200 & SHRs 1 I U4 s (SBP), v
HWEH G 2.4.6.8.24h SHRs [1) SBP %72 & GEEH )5 14 He ok 2 8 B8 e 4 O, WLIE 8 i
7INo
[0044] 52 (X HEAHEL, 30 mg/kg bw T, /MK GHS RIWH B &M FEIM B . #EF GHS
6 h /)&, R T SHRs MK 17. 29 4+ 2.47 mmHg, 7 H AT LLEFEEE]24 h (10 + 7. 15 mmHg) .
TER T HIFE T (100 mg/kg bw), 7 F8/NT 3kDa HISEFFE /K RILE T 847 1)
PR R MR PE, #E'E 4 h 5, v DURECE SHRs (MR FRAIC 21,29 + 9. 29 mmHg. 4r F 3
/T 3kDa FRYSIENT E 1 7K A A P PRk e s 255 SR RT DAV Dy T A6 vy ) ) 0 22 i e PR 25
ASVERSCR. MW 8 AT LLE W, (R T GHS M B A B R, i 5 4 T8/ T
3kDa [RIZHT 85 /K B AH LG, GHS A B HAT SE sV HRDL 5 M T v A0 Bl (X 7K A 1) e i A 45
HRIM RGN . B A8, GHS Fi4r /N T 3kDa [RISEFF AR 1 /K A4 4 i R0 SR 3 5 7 A P
R RIEER (3 mg/kg bw) FEIMASCRAHLL, FI, GHS HA BT KR MR
[0045]  ZE BATIR, /MK GHS HA BT 119 ¥ 25 A0 ACE Sy M, [RIB HAA TR L oA o B ot s
R, AT LR i) 2% Bt i s 245400 s H AT Bk s D B R B vt R DR AR
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