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L AR [3-(AS, 3R) ~1- BEIR —4- FE AL -3- LR PR -1- TEHRAFEHE)
R —(S)-3" — AL 27 - (JRBESEE {27 - (PUme —5- 3% ) ok —47 -3 ) &0E) TR ]
SRR EY.

2. BMER 1 B AW, e dEaA.

3. BRI 2 1 [3-((1S, 3R) —1- kA —4- FE A -3- LA et —1- T 2R AL )
R —(S)-3" — FIE 27 —(JRBEHE (27 - (DM —5- 3% ) BOOK 47 -3 ) &3L) TR ]
= TLKE Y 7 1 AN RR AL, AR AL BN B 6 4 ARB A NEPL #4318
AR T 15 ARG 1, oA BTk ARB &3 A (S) -N- JRlisE -N-{[27 - (1H- PYme —5- 5 )
WK —4- JE ] W |- G2 B &1 43, T ik NEPi #5431 (2R, 4S) -5- BR A —4- & —4-(3- &
5 - NI EE ) —2- 3 - IRIR O EEBE 7 177 o

4. BORER 1.2 803 R A, HRHEE T -

{8 L AR 0 T R4 O AT A kR (ATR-FTIR) St it HoA T 5 Wik, L K
5 $ % &~ (em®) (+2em™) :2956 (w), 1711 (st), 1637 (st), 1597 (st) , 1488 (w) , 1459 (m) ,
1401 (st) , 1357 (w) , 1295 (m) , 1266 (m) , 1176 (w) , 1085 (m) , 1010 (w) , 1942 (w) , 907 (w) ,
862 (w) , 763 (st) , 742 (m) , 698 (m) , 533 (st)

5. BUFIELR 1.2 8¢ 3 (R &, LHEAET -

Scintag XDS2000 A AT S G & ) X— 5 Sk AR AT 5 B A48 T 41) &t ks~ 1 1R) B
d[A]E0.14): 21.2(s),17.0(8) 7. 1(s) 5. 2(w) , 4. T(w) , 4. 6 (w) , 4. 2(w) , 3.5 (w) ,
3.3(w),

6. WEEHME AW, ZE WA [3-((S,3R) —1- K —4- 3L F 3L -3- L85
B-1- TEAPEE ) WRR - (9)-3"- F3 -2 - (B (27— (UM —5- 2% ) BoR 47 -2
AR &E) TR ] A ToKEaW, T M3k -

(1) F (S)-N- JeBkAE -N-{[2" —(1H- PYgme —5- 2% ) — R —4- 55 ]- A ) - A i
(2R, 48) -5 BK2R —4- 5 —4- (83— JRJHE - NMAEZ AL ) —2- 3L - [NIR LW T B )

(11) FUENE Na A& T8 Al

(1ii) ¥Pug (1) F (i) 3B RIEHE I

(iv) [EAARGTTE R T, AR EAR - Z 59 s8iE

W TP BRI AR (1) M (1) PR RXCEEHNREGY

(iva) ¥ P (1i1) BRIMEBRERET ;

(va) W[ PR FR¥ T

(via) BEMAPTIEIFH LT, BRINEEHEZ S,

7. BRIER 6 (R A, A bIR (1) R/ 8k (va) HPRREE 2 VT A TR .

8. BUFIHELK 6 (A4, Horb gt Na 466494 NaOH. Na,C0,. NaHCO,. NaOMe , NaOAc 8%
NaOCHO.,

9. BURIEK 6 AW, AdimEA.

10. BAE K 6-9 FUE—IKE 5, HKEWIEA.

1. Z5HAEW, e6F -

(a) BRNE K 1-10 FE—IE AW sF
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(b) Z/b—Fp gy LTz as ).

12. BOMESR 11 (5 HA G, Hodh 22 Bl Bz EsnsnliE B A58 50) slidm 72 511 i
i) BhAR) ETE R R G B R R A A .

13, AR R 1-6 ATE—IU SRR FH I E AW 75, Bk 7 ik ass o0 IR .

(1) ¥ (S)-N- Jees -N-{[2" —(1H- DM —5— J% ) — BER —4- 2 ]- F0E | - G e
(2R, 4S) -5— BE2K —4- K& —4- (3- o - B AL ) —2- & - IR S Mevs T 15 i

(11) WU PE Na AL AW T U T

(iii) KB () A Gi) BRIEREIE

(iv) [BEARDTEHFH A, B REEA N EEGY 83

Wik NP BRI AR () MG HEHEFERIEERNEEY -

(iva) K HZE (1ii) FRMERERET ;

(va) [ AR FRHE 38 4 B

(via) [EATTVE IR HABE, BREEH N E S .

14, BUREESR 13 B9 059, Hoh B B8 (1) 1/ 80 (va) FRad 24 s ok A

15, BURESR 13 55 14 (#9777, HA il Na 4k 5490 4 NaOH, Na,C0, NaHCO,  NaOMe . NaOAc
8 NaOCHO,

16. BUFESK 1-10 "R AF— T AP0 625 18 9T SO 0 BOWRE (1 254 h 1K F 3
FIT I 593 SO RE 1B A i s SRR MR I 2R I REAS A HE R AL L O PR 9 P
O VLI 5 R B AV R L B 0 B A1 B S I I 0 LA g R L st
iE B KA IE « ANER 8 BUAR A8 B A 4k R PR T 155 WA i 2290 Ji A e AR 00 D e it sy i s
PRI N 0 LB TR B 2 B R L B /N ERBIEAL, | s M B o 1 K L o UL s B R
o3 PR AV DR ISR D S A F LR 5 i o E B B 2B BRSO GHRFT  R

17, BURIEESR 1-10 HAF— T &G0 625 1A 9T SO 0 BOWRE (1 254 rh 1 3k
JITIR A8 B RE L [ 78 MO0 38 BB R A AERE o 1t 15 Zh REA 2O 2

18, AR K 16 [, BT 5 S0 e b & ik o

19. ZGHAEY, ©aH -

(a) BAER 1-10 PAE—IKE 5D 5

(b) J77 294, 3% FPURE PRI 25 L BRI IR 25 BT AE Rk 25 N il R 25 AT

(c) Z/b—Fpgy2: BTz s gl

20. BURIEESK 19 M2 A G, Horhifyr 2590 0 & e T 2R 2

21, BORIZEESR 19 M A AW, Hhibyr i) 8 S EEE .

22. BURIEESK 16 [ H 3%, P e slomadiE A SRS PO 3L
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[ & B3k EZ R FIF0 NEP IHI KM AMBE =%

ARG

[0001] AR FEAE I A (compound) LA ML B 5K 38 32 PR BELIKT 77 M1 4 |y
JOR A A 0 PR 2EL 57 i 2 e XU AR 8 23 H b i 7 S 7 3R 52 AR BELIT 3510 R w1 P ik
PR R0 o AR B T, e A LA K 5 2R A AR L B )R e A DR 1 ) )
AW (complexe) , WHR A TERL AT 24, B A & i Eh BRIL 45 4t 1, AR BTIEH) & 2K
XA R A YL G 7 i 225 7 i il 26 B SROBCEAE F I R A D 5 ¥ L BCR
HIMESEXUEA R R RS P & 7 iR T BB I ik 5 A, AR W SR TR
EYSAE— P 1 P B AR SAS R AR A SR PR YR80 RO 7 48 54 -

BEREA

[0002] A EEGKER TT A 5| A ML O PSR, i I A e 4 S B0 L R AL I 55 8. A
Mo miEmE Kk 11 e S MR Er 2R EAER . HArCa S g %
5K TT MM 2 AP R, FR O ATL AAT2,. dgedle— B 1), AT T BORIISS ) %€ Re g
5 AT ZARGE G I 5. BRAE O 5018, A Bk R 2RI (ARBs, ME 59K 2 11 59T
) ReMEE I BT A Bk F 1T 5HARMAERE ES2 R4 &, Wi S EUm R R K. T RE
A ATL 324, Bt CLH SR FSHUR AT LA TP m s, 808 H 1097 e ko 3 LA HE
[0003] w9 N kB (EC 3.4.24. 11 s i ME IK B ;atriopeptidase sNEP) k& 2E 1 4 )&
AN, &R R MRS e AR & i E IR [ 20 Pharmacol Rev, Vol. 45,
p. 87(1993) ] o AR L FEAHA IR 00 S5 FIEANIK (ANP, BFR R ANF) s 8k ik (BNP) | FH
it 22 TR P AR 2 2 TR O P I R O A 2 SR AL P B2 4 I I —1 AP ) 0. ANP iy
N MEE KT IR 2 [ 20 J Hypertens,Vol. 19,p. 1923(2001) ] [ IEH %2
TR A ANP S 350R B HE v R R 1R R R 1) ok R, R 3 £ PR I TR
TS/ pERgESE R [ 20 J Clin Pharmacol, Vol. 27, p. 927 (1987) 1. 4R, ANP B
B A TE ], I HL B B2 BT AP 1 NEP 2 BEM8 B 12 K i S22 (1) [ 2 0. Peptides,
Vol.9,p. 173(1988) ], AT LA, NEP HIlF ( Aotk oy SKBRHDHIF], NEP1) BEAE PRI ANP [y 1M
K, BRI e 8% - 200 PR AR R PR AE H

[0004]  FITLL, 254 (5 4 A 55 ok 25 52 AR BELYT 37 T o o SR S50 ) mT CAA T4 5 v
I o J5UR P I A 22 JE R » HE 5 — ¥R 7 ik se s il. 2000 4F, FEL 5 RIAE K4
33300 J7 ALK L) 6500 7 ( =42 W) BA L [ 20, Lancet, 45 365 45, 4
217 BT (2005) LA K Hypertension, 55 44 %, 55 398 TT (2004) ] . K HHAIASSZ 45 1 () v 1ML s
I8 5 B A0 SR A B (O oA ) AR B PR DR o R 1) R L A e A 5 3
RS AT FR G I BT LA, B T BRI A ISR 41, 38 18 D) 7 R i s VA7 B8R 5
AMPILIMAE 2% 5L (endpoints) MCAVEAS, AITEE— 2 AW 40 & 1697 1 2 db

[0005] &y i AL A T ()M TR 2 TR 1R o AESESB 5 00 T, ANTRIVE AL 2540 ] LAIEG
ENH o SR, 5 EAFRE B A ARG A — 8 SRR A REAR A E.
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PRI, BE 5 2 2 A 6 a7 R e SN 7 B H I EER]

ZEAR

[0006]  7EES—J7TH, Ak B RO ENEH IE AW, Bk 7459, fHE

[0007]  (a) ML RIKFRZATEDH

[0008]  (b) itk o BRI T (NEP1) sHIMTIERY

[0009]  (c) 242 L[ HE2 P+

[0010] Ak BRI BORUEAE H A9, Bk oy 7464, nlidid N7 PRk
[0011] (i) #1078 Bk 2 2 ARREHUFRIAN A M oy IR HIF (NEPD) ¥ 118 4 13 5
[0012]  (ii) ¥ Cat FgMEAL GV 118 A HI, H Cat HBHE T

[0013]  (iii) #PER (1) M (i1) SFAFMEBIRS

[0014]  (iv) [EMAUTIEFF IR BINEEH N EEY ;8

[0015] AL FAGEIEEL| () M (1) RS FIAS G 2D EE N E S -
[o016]  (iva) F1FRIKIEEWAKET ;

[0017]  (va) H[Fl 14 B H T AR

[0018]  (via) [ AVLIEHTHARBINEEHKIEZEW.

[0019] AU B SOBERLT AT 2, B -

[0020]  (a) M7 SR AAFEHURBIL 252 Bl B2 ik 2k s

[0021]  (b)NEPi BRI 252 ERl452 12,

[0022] b B 9K 22 RS BRI B 252 EnTH 23 5 NEPT BRIL 22 B HE2 1K)
il R TR

[0023] AR T HIH G 5, B -

[0024]  (a) M RIKZFZZARFEHRIRI L)% Rl HE2 1) #h F0

[0025]  (b) H ok py IKEEFMHIFH] (NEPT) 2425 En[H2 2k

[0026]  H:rb I 9K 22 KRS HUFIAN NEPL (25 %% Bl 252 (0 2k WA RIK, JF 2k A Na. K
oy NH, 5,

[0027]  FEPLLE R SEHE Ty S, M B IK 3= S ARRS BRI A NEPT HAT R BE 141, i AL 1 B
TR ELEHZ AW, B AR A8 5 T 2550

[0028] ik, 7 ok R 2 PRFE P IE B P b P Ty Ry AR B )
b By YR (saprisartan) R P R KA S .

[0020]  FEARIERISEHE T S, NEPL & H A5 :SQ 28,603 sN-[N-[lcc— 3 -3 HIHE
FEE - () - KRN ABEEE 1-(S) - B2 EMR N-IN-[((1S) - Fot —2- KL ) 2F ]1-(9)-
WRBEE]-B-NERN-[2()-FEFH -3-Q- PEAEL)-NBEE ] EER;
(cis—4-[[[1-[2- RE -3-Q-FHELHE) NEI-HEEIRE]IAE]-F C
It B2 B8 ) sthiorphan ;retro—thiorphan s Ji§ Bt — ik ;SQ 29072 ;N-(3- 2 3 -1- | L
) - (4S) - Xf - ALK AL ) 4 F I 2R- R TR L/ 5 (S)—cis—4-[1-[2-(5- &
WA EIE AL ) -3-(2- AL LI ) N I-1- H ke B 1-1- RO R IR
3-(1-[6- 1y — FILFERIL [2,2,1] Bege 2- 4b - & FBER ] 3 ) 2- - FREHE L
) IR sN-(1-(3—(N- B — T4 ek — (S) - TR BERE 2 5L ) -2(S) - B - T4 - ek
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L) Mkt et ) -0- "RIE -(S) - 22 s 4-[[2- (L) -1- HAR -3- K%
WIS ] & A ] KR 3-[1-(cis—4- REE —cis3- TEWOHE r-1-ZFWE) 3
S 1-2S5-(2- FAEE CHIEFE) W sN-((29) —2-(4- PR EE F L ) -4- R 5- K
AT ) B N-(1-(N- BB PR P ) -1- ek ) L- REN A ;
(S)= (2= BE2K 4= 55 ) -1-(1H- DY Mg —5- 3L ) L) FEBRIR ;5 (S) -5 (N-(2- ( Bk
SEFRLEIE ) -3-(4- R SEE ) WAL ) —2- RAE LK) PUME s B - TN&IR s3-[1, 17 - BR
55 1-4- 5 N-[ RS AR SE (phosphinyl) ] AL T-L- N2 BEJE sN-(2- FR &L —4- M
Wy 3k ) —3- $i 3k —2- RN WERL ;2- (2- 328 3L -3- KA N BE L ) WEME —4- FLIRIR ;
L)~ (1-((2,2- —HFF -1,3- ZH IR 4-F) - FREI) BE)2- FELHE)-L-FR
BB )-B-THEE N-[N-(L)-[1-[(2,2- Z 3 -1,3- &R —4-F)- L ]
e ]-2- I LT ) -L- RNk 1- (R) - &L sN-[IN-[ (L) -1- &3k —2- I LA ] -L- K
WM 1-(R) - TN &R sN-[2- SBEEE AR 2L —3-(2- F 4k - X308 ) A 1- &R L
B sN-[2- SEE L -3- (2- MRS ) B 1- B2 sN-[2(S) - SiFE A -3-(2- A%k
ZRHE) BESE 1-(S) - a2 2R sN-(S) - [3- 32k —2- (2- FIERIE ) IBESE 1-(S) —2- 4
55— (R) — WL sN-[1-[[1(S) - FFILEIEIRIE -3 ZRIENIE 1 &8 ] R RIE 1-(9) - &
22 1R N-[1-[[1(S) - P HE —3- RAENEE ] @A I- M ILERE - - L2 K 1,
1" [ ZmAR = -[209)-@- FEFTE)-1-8R -3, - =& ]]- = - R2 &K ;
L1 - 2w -[2(9-@- FEFE)-1-8M4 -3, - Ak =& 11- = - HEARK ;
N=(3- K5 2-(HFEEF ) - LR ) - (O 4-( FE A ) HH IR N-[2- LBt T
B -3 ZREE - IEESE 1-3- @K IR N-[2- FRIL AL —3- 2R3 - N B 1-3- AR
B2 N-[1-(2- Ik —4- 2R T 58 ) - BRIe — B di 1-(S) - 2 2 1R sN-[1- ( Z B FEmi
55 Rk - BRIE 1-(S) - RAER LBE 3 (S) - [2- ( LBEIEm T 2L ) -3- 2R3 - WAL ] &
- e - CBLRG N-(2- ZEERRT L -3- (2- EEERL) AW ) - & MORs 84l
Ho ik, WELEHNESWESILAE GRS 746 MRERERsaL 4 k. 1
M T B (A A 25 TR A 1 B st 45 R Ak

[0030]  7EES —J7 T, &KW KA HAEY, WHE N AR -

[0031]  (a) AUIRXENEH IR GWEILA S, Gl UaTR e 54 s H

[0032]  (b) Z2/b—Fh2ys: ERTEs2 s s .

[0033] AR B K A EB IR A2 A&, B T AR

[0034]  (a) MK FZZAREDRIBIL % B2 1k

[0035]  (b)NEPi s Fi2y%% Erl#es2iyh

[0036]  JLrPif 5 B oK 2 2 R FEHuonl sl 2552 BT 23k 5 NEPT sl L2 B Res2 1)
Fhi L E A &R

[0037]  (c) Z/b—Fh2hys: ErT sz Mg sl .

[0038]  7E55 =7 11, A K& B K il & WA I =SR2, vk 5690 i 2 8 4
THEY), A

[0039]  (a) I FIKZEZAFEDHH 5

[0040]  (b) it A KBTI (NEP1) sHIAEILRY

[0041]  (c) Z42%% Bm[ 2 ik B Na. K FNH, [RIRHE 1.
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[0042]  FTIAJTVEESRE T AP

[0043] (i) #4178 oK 2 ARFEHURMA M ]y ARBESDHIF) (NEPL) ¥ T35 4 IV 5
[0044]  (ii) ¥ Cat BMEAL GW¥E T8 AE ], o Cat ACRHE T 5

[0045]  (iii) #DIR (1) 1 (ii) RIBHIEHEEIF

[o046]  (iv) [EAUTIEFF RS IINEEH MR EW ;88

[0047] @i FALLEICEEE G) A Qi) 48RS FIAS a8 20 B T E A -
[0048]  (iva) BEFRFEHEHEKET ;

[0049]  (va) B[l PR EE T T8 0w

[0050]  (via) [l AYLIE H- TR BINEEHMEZ ED.

[0051] AR BHARY A il o6 3 48 A T 24 (1) 5 vk, BT ik i 25 B0 6

[0052]  (a) I FIKEZMFEHURMEIL %% Erl 2 2k

[0053]  (b)NEPi sk 2% Erl Rz i dh, Horp s ok R 2 A gsum sl 2% Erlies
(1) LA NEPT BRI 2% b ] 8252 ¥ $hl i i eI T 5 B i 7 A6 1) i A Rk 3R 2 Ak
FEBUFART NEP [FIVR A9 NN TE BT BRI 71 5

[0054]  (d) 7 B IERITATZ .

[0055] 158 VY J7 [, A< WP B e o7 sl 0 BOBAE R 7732 i 9 993 s i 4 437 2
IS O EE (CEMERTE I ) | FE IO T | 20 S T RE AN AR AR SR RO LR B e ML
i~ 2 B S AL ER S 0 5 F B A I O DA 5 A S 1T L B
HABEALIE D28 (e siAR e L) VB The AN A OFE PR FIAERE IR PP ) O3 VD2
B PRI « 260 DR T 55 et 220 i A A R 4 O e i v ot s Y R (A9 S R T O
A BRI 28 AE B2 B /N ERREAL | 5 B B 1 PR LR B I A e I s ) B PR T AR 1Y
FELH , L I A0, 49 Ak SR 0 T 09 B U6 IR« Luminal hyperplasia IS
B3 CBIANBT JR P BR FC A RN RS ) S F IR AT X, BT 5 i R 4A T 45 5 B a7
(1) 2 ATAXUEAE 2 S Vs L A5, Fe 2 245 78 7 1 445 W BT R E R R AT 2,
RIkZ: 7259

B =] 338 AR

[oo56] & 124 [3-((1S,3R) —1- B —4- ZE AL -3- S AR -1- TERAFTBE) N
i —(S)-3" - A3k -2 - (Bt (27 - (VUM —5-ylate) B —47 - KR} &) TR ]
AN TR SIS THREYREIE (cell) BN, BEIEH DA FRAAL KA FAFiE
Frid KEOE=RIE T ; ZE =817 A =51 1 ;RO =M 1.

[0057] ik

[0058] A B B SUEE AR (K 2 A el HL 20 & 7 o, R 0 B 20 1 4% 6 ) B B 1
2, B R ) 2 B AN [RIAE WL 0 79 A 2 s 73 B0 88 70 - 485 540, P vty M e oy Ay o 78
FIRFR S RFE DU Y IRBED IR, AT U BOMURE B4 PR TR 7 S A
LI AR/ B 2 5 ) AR

[0059] A% BH I — AN St 77 b B A i, A -

[0060]  (a) I BIKRZAFEHUNEIZ % E 2 iy s A

[0061]  (b) Ak N KEEHD I (NEPT) (2525 Erl sz ik

7
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[0062] bl B B ok A2 ARFEHURIA NEPT (1) 24 2% L nl 3232 (9 3 M AR 938 B Na K 5k
NH, .

[0063] RS2 , 03k 1 A I 3 A8 e L DU B — IR UEVE I B A4, U2
TEEY . ik, WITE S 6 2 7 B0 2 708, BN BA B EAFE T R LA A ik
JFo

[0064]  FirLL, Ak BHWS R UEAE G, Fel 2t o 74564, dE

[0065]  (a) I BE5K 2 KDL 5

[00661  (b) Htk Py Ik HDHIFF] (NEP1) ;A0

[0067]  (c) Z4%% LRI EZ2HIBHE 7, ikt B Na. K Fl NH,.

[0068] A BHARI KON EAE H R A1), Fe sl &8 7y 1451, a5 RIS
[0069] (i) iM% Bk 2 2 ARREHURIAN M Py BB HIF (NEP) ¥ F18 4 13 5
[0070]  (ii) ¥ Cat BEMEAL &40 (Cat) OH. (Cat),CO,. (Cat)HCO, 3§ T-3& 4 M%7, H:
i Cat AU E 7, 1Lk B Na. K 1 NH, ;

[00711  (iii) #PER (1) 1 (i1) SRIFHIEHE I 5

[0072]  (iv) [EMAPLEIHF-TEREIIXNEEHBESY) 8

[0073] JEIL FALGRIERLR () A (1) 4 A g BO0EME R 5
[0074]  (iva) F1FRIFIEBAKET ;

[0075]  (va) ¢ [fl 1A BB T8 U

[0076]  (via) [E{AYLIEHTEARBIXEEHBE S .

[0077] AR HH 3 Al SO R AT 24, A0 -

[0078]  (a) M RIKFEZAFEHUR I 2557 Bl Bz ik s

[0079]  (b)NEPi BRI 242 ERlH52 12k,

[0080] oI B8 9K 2 A2 RS HURI B 2525 EnT 4 2 (W 3 NEP T BRIL 242 B2 1)
R SRR PEE

[0081]  PRAN R/ B IE R R E B AL P b, AT TE SO B AT 240 AR IE, BRI AT 25 2 A
A AR BT “EEA BAli R ARai R 90%, BALIER DN 95 %, AL R DK
98%

[0082]  FEAJ B — AL I Sl 77 S8, 22 (R AT 25 HAT 110 45 40 A 45 il e e 2 1A
TEFE PR LY BEE TE SOt 7 T4 A1) o

[0083] FEAKEHT, KRG “WEEHMEAEY” BIFXEG EME—FEEWHRAW
FOASTR BV RS, —Fh 7= 42 B ARB 43738 43 1 100 /8 55 9K 22 2 R B, o5 —Fi o =42
NEP1i 73353 (1) Hh P RIS )

[0084]  FEAK B, RiE“H A7 R Ta1E PR 54005 PE o AL 2 54N B HLAEIX P il
ST sy (ARB FIUNEPL 4» 584y ) Z RSB AH BAE G4k 25 . T8, 76
PRy WyiE k5 (ARB FINEPL 43 15843 ) 2 [AIA] LA S22 S50 . 75 B0 & My Fh 2543 1
B4y (ARB FINEPi 73 T 43 ) < — Bk 2 [ A] REA7AE & T8 . (ER G A n] gefF e
ERAL A, B AR T . T U, AR BRI ST LA R

[0085]  (ARB)—(L),— (NEPi)

[o086]  JLrb L S HE A, 9 dn PH B T ek AR LB, m O 1 BOK T 1 8. 83, ARB
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NEP i #73 A] DAIE i SE LA e e 2, 490 Qi ok S8 o s, e T m T A sl 3 5 49 a1
[0087]  #E—ANSEiti 7 S, AEAE H R G4 mT DL 82 1 a2, B i 3% 42 25 4 41
BHES IR 2535 YE 2y (ARB FINEP) T Rk £ pl 73 (K T 24 5 24 3% 4 10 T 25 B U
W, AT R A8 1 2 BB T

[0088]  FELIERISEHE 77 S, WEAE I E AW AN EED, B A2 0 T4 E5Y)

[0089]  FEAKR A, ARiE “H Iy FEEW” EF WA 25 YE Y IR 7 R AT e
JR (AR, JCHGRIK ) 2 R BEAE A, e s AR 2 T I B AR BAER . 1%
SAH B AR S EGBE S T AP A B 45 8 G TS A YA R TIX e
R E .

[0090]  FAEFLAN 437 1) (19 Bl mT LA A AT R O R0 AT 4] BE A5 T Rl L5568 43 1 4% & W (1) A
HAEA, Blina B urEe ) n-n HER, AT DAAAAE B TR LI AE B TR 5 A
AN AL SV P AR AR I PR ESH o #E9r T- 24 S D0k LA &5 A7 4, AR A] LA
DIVRASAEAE . AR BRI S 77 S, 85 G008 &5 A, 2EICIE DL, DL R 19 45
PR BAL 2 it 1

[0001]  HEH, XWEAEHKIZ SV 55 28 7 T2 A VR M (s 0L IR LG
&) ARTENRYERE

[0092] ik, RUEAEH I & -EW FEl 2 ¥ 7 140 510, 75 Rl 259035 PR 1 PR 57
CHERAFLE RIS, LK ) 2 B e el (RS ) IPRE . I BRI, X
FEAEHIE A YR 2 5 T 45 G4, 70 R 259075 1t o AR AT 350 (i SRA7AE 1S
ik ) 2 M EAFES A (U B PR asE ) MRS M. BB PRk 5 2 A4
TG, IWNIMAEIX AR B 2 (R e . AUBCIEK B PIRN 25 035 2k 1 7y (RS SE R IR 36
/ BRFEH, IR B AT, a0 R HEALE, RIEAK

[0093]  XUEAEHKIE GV & A ME R EZEFREDRIN > 770 . REWENTAE B I
Rk BRI T 025 T AEEHNEEWRAE. 08 S22 AP
FAEWW—i 4, F55 NEP U5 B3 He sl il AR B e+ o 7 S W, TR A
HIE A, R R AP 7 B AT BUR RS “ M Bk R 2 s 57 EH FA K ¥
(I B 5Kk 22 52 AR5 B0 (ARBs) ALFR(EANER 40y b i &b 3 A DLyb3E BRI A
P SRy | B SE Y YRV (saprisartan) (b

[0094]  ZRYPI KANHE BA T X BFRA E-1477 MALEYD -

[0095]
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0
\/\/\ o
N

N7 “NH
\ /
N=N

[oo96]  HA FXAIFRA SC-52458 [ALEY)

[0097]
Nn—n/—/-
\/\/\ /N
N
7 N\
—N
N“ “NH
\ /
N=N

[00908] HA FAMFR K ZD-8731 WL &Y -
[0099]

Fa

COOH

N7 “NH
\ /
N=N

[0100]  J& i 4 B9k 3 11 2 ARFS Ut AR E AR T S B vb b fr Ik b v 41 i
CGP-63170. EMD-66397. KT3-671. LR-B/081. 4ii ¥b 1H. A-81282. BIBR-363. BIBS—222,
BMS—184698. Ik #h b $H, CV-11194. EXP-3174., KW-3433. L-161177. L-162154. LR-B/057.
LY-235656.PD-150304., U-96849.U-97018.UP-275-22  WAY-126227 . WK-1492. 2K, YM-31472.
VP AR B-4177, EMD-73495. K & &' vl $H | HN-65021 . fft Ul 70 41, 1-159282. ME-3221.
SL-91. 0102, fih & ¥b ., # K b 4. UP-269-6. YM-358. CGP-49870. GA-0056. L-159689.
L-162234,1-162441.1-163007 .PD-123177,A-81988, BMS—180560 , CGP—38560A , CGP—48369
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DA-2079. DE—-3489. DuP-167. EXP-063. EXP-6155, EXP—6803, EXP-7711. EXP-9270. FK-739.
HR-720. ICI-D688S. ICI-D7155. ICI-D8731. isoteoline. KRI-1177. L-158809. L-158978.
L-159874. LR B087.LY-285434. LY-302289. LY-315995., RG—13647 . RWJ-38970. RWJ-46458.
S-8307. S-8308. b & A yb I | ¥b 7 . Sarmesin. WK-1360. X—6803. ZD-6888. ZD-7155.
7D-8731, BIBS39, CI-996, DMP-811, DuP-532, EXP-929, L-163017, LY-301875, XH-148,
XR-510 A Fz b AT PD-123319.
[o101]  _Eyi ¥y ARBs (R4 -A AL HEAE AR BH 1930 L Y
[0102]  FH Tl & AR A7 B A 7011 ARBs 1] LI B Rk, 3038 7T LURTE 2 A1)
JriF 4% o ARBs T] LLILIF B 20 LR ATAT G Y 1 Sh Bk B B X T AR & A
[0103]  fRIERIER I UEER NS . BA 20— A mIEREE ()40, COOH = 5— PU Mk
) MEAEWB LSS . SH0E I A8, a0, 8 3 (6]t 4 8 5%
Bok - < B, i R S R R ), B B MUROE ) 2 (490 G e bk | AR A R bR | WRE |
MR B - - B R R (WL, L - - TR - R - RN E - L
- TR -BCFENER) B - T - BRI R g (L, R - - - 4
Bt ) o W] LU ORI o B AFE AN FH T2 BT DUR T aniis S5 1 sl 2y
7 B AR B ER A B s A i B e SEARIE B Eh M A Ak B E TR R G E TE B AT il
TEARP I — Ak (Rl KGR L TR @b H ik S8 28 68 TB BUgh b TR 4ib
W 8 CReal 2 KA g Eaiy e & (Real 2 K EmE, 282
VKGN ) &5 b AP I B 3 CREA R HOK IR, FERNKEY) Ei i B A
(1145 / BR G . (Rl HoKEWIER) (G TRV RN - ISR CRel 2 HoK &
e, FERKED ) BTV B -L- R =R e WP -L- K2
BR &k o e Ay ¥ B —L— S8R £ 8 TR Ay b LI X —L- M2 1R #h
[0104] il & W EAE H S G Fe ol & A R W 2550, DLide R FH ARB 93 25712 2K
[0105]  FEA K BHRIDLIE ST S rf, T AN B & 7 Wb A - ) R4S B8 5K 38 52 A4 BHL
W) A b, Ho SRR BT
[0106]

5C H

H CH;3
o)
H3CM OH
N
o]

AN
N
\_/

[o107]  SyDIH W] LURSNH BE 3, 8 A2 il pras I Fr i iz — -
[0108]
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H,C CH
H3C\H/CH3 Ly s
(o) C 0 C
H =
c )k ' c :
H,C c C H,C N
TN e N M coom ST e N coon
A OO
c C
0~ :
N SN HNT SN
\ \
N=N 3§ N=N
H,C CH
S\H/ 3
0 C
s J
H,C N
\C/ \C N/H COOH
- H, H, |
OO
HZ
HNT SN
\ /
N=N

[o110] A FARBMLEZPIH ((S)-N- KBS -N-{[2" - (1H- Py -5 3 ) - ek —4- 3% ] -
2L | = 2R ) W LA B RS, B0 AT DURRYE NI 77 a4 o 4040, Gatv b 3H ) il 25 ik
TEEER'T 5,399,578 MEP 0 443 983 1, BA Y UH A AHIIAXAEN ST . 4
YOI AT DU 3 TR 1 T8 X DL AR Y i R T A T AR . 5o 4b, B BR s e AT
AT LU TR I T2 B R R AT DR R DY MR SR FIRT A . 32 52 ARBs I A0 45
% Frl 2 g .
[0111]  fLIE, ARB RS IR . Jit LURIEEVE ) pH, ML 58 5K 22 32 AR BEL ) (¥ £ HEL A 041
2,
[0112]  FEAK BIRIZG ™, ARB S 2% E a2 () T2, Arid #18 B Na K 8% NH,
AR N Na 2o CEFEXLEHE T IH - = - 2, Pk = - b FRRRESIVP AL
ol e, S R A TR IR F8 7 A U W 8 350 b
[0113]  fEXEAEHE S Cheal 2 A KRS 7 251)) B, 15 o # R H ARB
3 i T =X 255 B RS 138 0 n] DA R AN (Cat) OH G
[o114]  XUEAEH G983 b e KB GR350 o IR RTAE B R IR
BRI Ty 2 5 T AEERB S G0 T KBRS 25—
53 3F H5 ARB HLHEAHE SR L A IL N BE R A E . AT @R W, fEA G, JRRE 5
3K 0 3 I, SR P AT rp M Y RIS 500 7o 3 A T AR B £ v P P IR sl 5R L 5 R
X (D KL 54 -
[0115]

R

HS —CH,—CH—C—NH

Q0
Py

w
O—=0

O

H—(CHy), Ri (),

12



CON 101098689 B w BB B 10/27 T2

[o116] A .

[0117] R, A 1-7 MR EIBERE  — 5 AL AR5 BRI 2R — (CH) -~ A JEER - (CHy) -~ BX

A AT 5

[0118] Ry AE1-7 MERIGEIE R 5L U 5 - (CH,) |y~ ARFEEK - (CHy) -~ B 2R

5

[0119] R, AFRHEE1-7 MRERIEE AL B NI,

[0120] n Ky 1-15 [fy38%L

[0121]  REEBUCHI ZEIE P R BRI L B 1-4 DRRAR SR 14 DR KR ke 48 R
1=4 MRS bt B 2E . C1L Br 5 F.

[0122] PRk (1) Ao py IRBEHD HIF ARG L rp I P R 2 &4 -

[0123] R, A5 ;

[0124] R, AE 5

[0125] n K 1-9 (%%, H

[0126] R, NP3,

[0127] 55— AR M BRI IR (3S,27 R)-3-{1-[2" - ( L5 IERIE ) -4 -

Be- THE - BN -1- BEREAEEE -2,3,4,5- PUA -2- AR - 11 RO AE S B -1- a@m

A% Frl B 2.

[o128] & H T A & B I o 1t Py Bk e 0 o SR B RS (H AN FR T T 410 490 J5 -SQ28, 603

N-[N-[1(S) - 2 -3- R NI 1-(S) - KN A BLIE 1-(S) - 7 22 2 % sN-[N-[ ((1S)- &

5 -2-2RHE) L ]-(S) - RNAWEE 1-8 - WR R sN-[2(S) - i -3-(2- FREE

B) - VBRI ] AR s (cis—4-[[[1-[2- I -3-(2- PHEE LA ) NE 1- Bk ]

I BAE - OB ) ;thiorphan ;retro—thiorphan ; B Bt — Ik ;S9Q 29072 ; (2R,

48) =5- e K —4- 3L -5-(3- R - NI & 3L ) —2- F 3L - IR &5 sN-(3- & & -1- 4

R ) - (4S) - X - ZRIL KT F I ) —4- & HE 2R- AR TR 5 (S) —cis—4-[1-[2-(5- ¢fi

WA A e At ) -3-(2- WA QAR ) AR I-1- B e T BEIZ 2L 1-1- RO R IR

3-(1-[6- N - FIEF IR [2,2,1] Bkt —2- 4 - R AEEE ] SRR ) 2-2- R L

JE) IR sN=-(1- (3= (N- L - T - () - AR B EIE ) -2(S) - - THE - R

WES) Mk et )-0- "R —(S) - 22 R F s s4-[[2- (AR &) -1- 8 -3- R &

I ] 20 ] KRR 3-[1-(cis—4- REERIE —cis—3- THH I —r-1- Z PHELE ) 3

Ak 1-2S-(2- AL O EFE P E ) IR N-((2S) 2-(4- ek R L ) —4- B &k —5- K

AR ) HEMR N-(1-(N- R W 2 ) -1- ke e 2t ) -L- RE WA ;

(S)—(2- BEA —4- 5 ) —-1-(1H- DYy Mg —5- 3 ) SR 2HE ) AR 5 (S) -5- (N-(2- (i

MR )-3-(4- B3 ) WBEEE ) 2- /A 45 ) WM 8- WA ;3-[1,17 -8k

FRF 14 FE N-[ CIREEEAEEE ] A - TR N-(2- B3 —4- WEWYEL ) -3 5

Fh -2 AR WL 52— (2- SAE 2L -3- AR ZE N L2 2k ) e —4-FLIR s (L) - (1-((2,2- =

3L -1,3- AU —4- J5)- PASE) Iedk ) 2- FAE L) -L- XA WIE ) -B- N

AR N-IN-[(L)-[1-[(2,2- —F 3 1,3~ “H I 4-3)- FEE ] BE1-2- kR

LEE]-L-ZFNABE 1-R - N N-IN-[(L)-1- & 2- XELHE ]-L- KN = Bt

E]-R-NRMR N-[2- CWEMFE-3-C-FE-FE) ABE - HAR L
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N-[2- SR A3 -3 (2- AR OREE ) RS - &R N-[2(S) - S P& -3-(2- FREE
) B 1-(S) - 22 R sN-(S)-[3- 3k —2-(2- FEERIE ) WEEEE 1-(S)-2- F4
5 - (R) - HER sN-[1-[[1(S) - FFFEIEIRIE -3- KA 1 & I RREHRIE -9 -7
22 R N-[1-[[1(S) - P 3-KENE] AL ]I-HRERE]-O- 72K 1,
1 [ 2w -[209 - FEFE)-1-8M -3, - =% 1]- = - - R2AK ;
L1 [ ZmAR -[2(8) - (- FEAFRHE ) -1- 88 -3, -k =& 11- = - (9) - AR ;
N-(3- ZRFE —2- (BRI ) - I BEEE ) - (S)-4-( FILAR AL ) |A R N-[2- Z WL/
B -3 JREE - THEEEE ]-3- AR N-[2- FRIE I —3- K - AW 13- mEE T
B sN-[1-(2- FRIE —4- RFE T 58 - B b - 3L 1-(S) - R &R sN-[1-( S B

JE) ME - BRI 1-(S) - AR LM 53 (S)-[2- ( LWEEERR L ) -3- RIE - NIESE ] &=
B - e - CONBERE N-(2- SRR 3L -3- (2- IIEZRIE ) L ) - | M OWE 14l

AN
= o

[0120] Atk Ay SR 10 il 57 P LA 5 Fer b, B33 T DARR R 00 09 75 v i 2%, B 1 47 SR
HETR (K 5 3% <U. S. &5 4,722,810, U.S. £H)5 5,223,516, U.S. £F|'5 4,610, 816,
U.S. &5 4,929,641, 59 2 & F H 1% 84/0670. UK69578. U.S. & F| 5 5,217,996, EP
00342850, GB 02218983, WO 92/14706. EP 00343911, JP 06234754, EP 00361365, WO
90/09374. JP 07157459, WO 94/15908. U. S. EH|'5 5,273,990, U. S. LH|'5 5, 294, 632,
U.S. &5 5,250,522, EP 00636621, WO 93/09101. EP 00590442, WO 93/10773. U.S. &
F5 5,217,996, LA EREAS A TFFEIGT I AAE R 2275 o mp M Rt 00 i 57 mT LG 25 7% 2K
B DR IE 4 I SR i T 2R T AR B o 08 A A 1 P IOt 00 ) ) A B0 6 L 242 B T 32 1)
h

[0130] 7y 4, AT ] 3 55 55 A1 1) s B G e i A 0 DL B AT An] L e M 2 T ) R R A 2
T LU T RE B AT 2910 & . 78 AR B 0 1B B9 55t 7 22 b, NEPL 24 2 (T 1)
5 BKOK —4-JE -5-(3- Ik - N IE & ) —2- 5 - R O R ol 2 UK R T 38 5 Bk
R 4= 3 -5-(3- A - WEBEE & ) —2- & - R

[0131]

OH

| (),
[0132] = (ID) AL&nT L& (2R, 4S) . (2R, 4S) .\ (2R,4S) 8% (2R, 4S) FHMAKE A
P FEFTAR (2R, 45) —5- BEAE —A- J —4- (3- Yol — WREILEUIE ) —2- T3k — AR LIS -
[0133]
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[0134] = (ID) fbG92 NEP (R 3057, AFF T U S. TH)'T 5, 217,996, ‘&R LAY
H L, BCERRYE AN kR X (D A AT DAL B A 2 BT 3 24 1 3 B R
XA TAKH.
[0135]  fLIE NEPi N FRJRT’E. BT LA, IRIEE T pH, NEPI fif LA 0 BR 1.
[0136]  FEAKMIMA G, NEPL A25% EnH2 i, 16 A Na. K 5UNH, 2,
L%k Na 2,
[0137]  EXEAEHPEEWT CREAEAR KA TG ), 6l i R A
NEPi FiF 3 B 3K, 45 A )b B BH B 1T LB R A (Cat) OH 51\,
[0138]  XUEEAEH KIS AW IELE ARB R NEP1 2 [A] R AE Lt et. 4k, BATE A dEidE
A, il an 22 B2 (KBH
[0139]  WEHEPALFRHAIR T8 U224 (GRAS) 4L &M ak Il e 2534 bl $;
TG ERERT RS s 7. AL ERERVE TRE T, BTN
B2 4 8, IR A A M oy T SRR AT 25 3R s ik . AN ATAT R i B A 4
ARB FI NEPi (R BRTE 873 vk tH S 28 e e B I [, AT AR 13 B 16 = b o 85 5 T i —
AT AR RT 250 T BB T I TE BRI R YE A AL R A E R T 25 20
A Y 5 BT AR £ N R e 2 A ok 395 T i 43 AT 3R IR A 28 1 AR 24 L LAYR
57 AH DY B -
[0140]  FEIEEIIRT 25 R8O EAE H I AW I OLT 850 0 8UH & 70 AR 4
HY - - - ST AR R U TR AT 2 M EE I E AW
(CHREHEEY ) WHE T (Cat) ABPEME 7, EIE NS E M E 7. &8 &
TAFEEABRE T Na. K. Cas Mg Zn. Fe 8¢ NH,o 0] DA ARAT AR IR, 04, N, N' - W
FL ¥ 1 (benzathine) \hydrabamine. & % .n—n—- — %3 - £ 2% L- R ER A5 4L
AEG N- AR - A bR I (T ) L- M R . — PR E A Ol (Deanol) AL - T 2ENZ . —
O 2-( R EE ) - GEA- - B CE ) - Bk, Thromethanine (TRIS) \4- L BEZ
FEORM2- 2k -2 AL -1, 3- N R 2- 2Ot -2 AL - TN R IR O R L
e\ LT fig SR WRIE AN = 2
[0141]  ARALLERIFHES 74 Na K & NH,, 140 Nao 7520075 S8, Jiik Ca,
[0142] Y45 A AT 25 4 FL 46 b AN, SE R A0 R mT DL RE A 1R L SR B Re RS I P Pk o
T
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[0143]  FE—SEHi Ty b, ARMERMATAA T s, K EzR () i 2) &,
K (3) ARFIL4h itk -

[0144]  NEPi « Xa * ARB B (1)

[0145]  NEPi » XaYb * ARB  [El7x (2)

[0146] NEPi » Zc * ARB K~ (3),

[0147] Hrp

[0148] X & Ca.Mg. Zn 5% Fe ;

[0149] Y 24 Na.K B NH4 ;

[0150]  Z A4y 1 s H

[0151] A\ b Ml c ACREBRIRTZIALA Y, L avb Rl ¢ 24 17,27 8k 37 47,

[0152]  {& FIREE R (1) F1(2) BERERIRT 25, U1k NEPL & 58 5 H ARB 24 — i ¥ 1R
MY pH, 1045 S5 5k 25 52 PR BELIBT R4 fEL Ry 041 8K 2, NEP 47 FELR 0 B 1, Rl EA4 40
SRR, ARB S5 NEPT IIELBI R 1 0 1.1 ¢ 201 5 3.3 5 1.2 5 1.1 - LiRERs L o 1.
L2813, mitiEN1 ¢ 1,

[0153]  Z iy #h CReal2ERAES 1 ) 75 3CHk b A 0 9041, Chem PharmBull, 5 53
&, 5 6564 7L (2005) o XL 7 LR LTI B LIE B T 2 i R RS dh . B E T
Y HA R 0IE oE B LT B

[0154]  GHyDIASA PIRRERPEZE A R R AN DY ME o 76 A BHAZ 7 T I — AN St 7 &b, G
TR NEPT FR 3442 1A I 24 11 23 1 45 1) A0 3 R IRORH e B ik 11 - T ) 5 o A 5 DY e [
FOERFE A 2 RV EEE o 78— D7 b, RN AT 258 5 B Ay b R TR L[] Y M
IR NEPT ) =R A .

[0155]  TEAN & BHiZ Jy 10 i) — AN S 77 2 vh, SR VD U@ 45 3 s 1 i B (2R, 4S) -5- Bk
K 4= Fk -5- (3 AL - NBRAEZIE ) —2- Ik - IRIR SR

[0156]  FEA K BAPLILE I SETt T S b, FE4L 67 dioREE 43 4 A ) T i 8 Rk R 2 AR F5 Bt
FAFI P YR EEHD IR 2 AR B L 0 11 ¢ 201 5 3.3 5 1.2 1 LBk 1.
TEEFERRT 5 P2 k. FFH, fE4-E Y, A8 5ok 2 52 RS HU 2tk P DR i i 55
FPHE T2 BB REE T ¢ 10 1.1 01 2201 1 ¢ 3,5kl « 10 3. XAk
& TR AT 24

[0157] A&7 MESUELEH I E AW, Rl R AR R A5, v LSRR L EE
HREAEY CRealEg a9 ) SR Lk an i, For s mr DU B T2+ A &5 44, 1
B TAHEAER . KSR EREAK FEE O 2- NEE AR R BE A - - T
FERE OB RR AR, Pk BRI WS M R BN 7 I — B 2 A
Sy AT LAAEAE . ik, Bl 2 Ui Sy i AL 25 vk = (W S A7 AE I, WIAH B R 8 B 2y
oy ¥ RIEAFAE 1.2.3 4 85 CEEARIE R 3) AR (K ) 45+ . B, w5 BLEL9E
2T BB EAFAE o IR B 1] AR IE AT T4k 25 = v 771, 4610 G, A Y. T8N0 M Rl 2 1
S, AT PIAFAE 0. 25.0. 5.0, 75,1, 25.1. 5.1. 75.2. 25.2. 5.2. 75.3. 25.3. 5.3. 75.4. 25.4. 5
475 (A3E 2.5) DR (BIK) 70 1. WRNEEAMESY (FRAl2%EW) N
Ghdn I, W) AT LAVE A 73 1 — 3870 1 S 78 A B A A b

[0158]  FrLALEAC K B ) SEi 77 22, EAEHIE & (Feale o 464 ) W
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T rE A

[0159]  [ARB(NEPi)INa, ., * xH,0, H:A x 24 0.1.2 8¢ 3, flanftik 3,

[0160]  [ARB(NEPi) INa, » xH,0, Hi x g 0.1.2 B 3, 4l sS4 3% 3,

[o161] [ 4ivbIH ((2R,4S) -5- BEA —4- 5 —5- (3- & - WA E I ) 2- B - LIRS
i INa, » x H,0, HoA x 24 0.1.2 8% 3, %40 3.

[0162] Pt LATEA & BHAR L B Sty S b, XCEAE I E 69 (Rl 285 74640 ) W
i A

[0163]  [ARB(NEPi) INa,, * xH,0, Hrp x 24 0-3, fl a0k ik 2. 5,

[0164]  [ARB(NEPi)INa, * xH,0, i x 24 0-3, a0 A% 2. 5,

[o165] [ (N— JRBEFE -N-{[2" —(1H- PYms: 53 ) - BROR —4- 5k ]- FEL ) - 4R ) (5- 8K
IR —4= 55 -5- (3 Rk - WL gk ) —2- Ik - IR & W5 ) Na,y «x H0, el [((S)-N- Ik
M 2k -N-{[2 " —(1H- PU mg —5- 5 ) - BE X —4- 5 - B 1 -4 & 1R ) ((2R,4S) -5— B
K 4= 5 -5 (3- Ik - BRI ) —2- W3k - [N &85 ) Na, » x H,0, 2o x 24 0-3, 4
W 2.5, fEmALIE R SRR T, e G FR R [3-((1S, 3R) —1- 2K —4- FL 3k -3- £ 4
FEPRIL —1- TR WAL ) IR —(S)-37 - 3L 27 - (JRBEIE {27 - (M —5-ylate) Ik
-4 - R AR TR ] S TKEY.

[ote6]  H T 1IE X oH B AH XA 43 7 & 19 [3-((1S, 3R) —1- BE 2K —4- JE 6 -3- L S Ik o
51 TR ) WK -(9)-37 - % 27 - (Bt {27 -(PUmk —5- % (ylate)) BE
R4 -FERE Y HE) TR ] = oKREW B 20 TR -

[0167]

\\/O O

f
®

. 3Na*. 25H,0

[o168]  ZybIHEAT P BRIESL A1 IR AN DY WK o £EAS S W12 7 T 1K) — AN S g S Batid
HANEPT B EEY CRAlRZEY ) 3 7 aih &R 5 HE 1 (B
) B (Bl ) Z IR R ELAE AL, s S5 A2 DY M P 5 BR 7 (94 Na) sn) - (491
K ) ZIRRPEREE R AR5 — ST &b, MBI E &Y CReil 2% ey ) s
G b SHR R R [ D Mk [T s NEP 1 5 AT 55 BH S 7 (4914 Na) sl 571 (91K ) 22 TRJ PRI AH L
e
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[0169]  ARHIHIAH G MBONEEHKEEY (R4 E%) kA BATEA. 7R
RARZS T, ERT LRSS B 45 i e BB B 2, AR A 45 i B K

[0170] AR BIRIH G MEBOEEH B EY CReal28561)) 5 WIRE 7 18 fi
B EEIR A1 201 ARB A1 NEP1 [FVREWESRAF . I L, & BA AR R 5T, Refe {8 3
FlIE T A AR N . WEERME &9 CRl2say ) SIREGWINZn ] LA
Hik (S)-N- Bk -N-{[2" —(1H- PYmg —5- F& ) — B —4- 55 - 58 | - @i fn (2R,
48) ~5- IR —4- 5k -5 (3- R I - WL &3 ) —2- 3L - R S MR N EAEH R A%
B8, %2 AW R IELE TR B B S R B, IXAEPER AW b HI A WS 3
01711 B AR, SR XUEANE M 2 G0 RREAE TR A Scintag XDS2000 #3 R AT
ST B X— 5 Bk AR AT 5 1ok, A28 K H] Cu—Ka U (A = 1.54056 A), T2 T
(25°C ) f# H Peltier—cooled Silicon Krillf#EAT. 1 HMWHEAE20 XEH 1.5° £
40°  FHGEEN 3° / 4rBhe 1E X— STEATH B b e BB SO RS T A A k- 18 R RS
(interlattice plane intervals) :

[0172]  [3-((1S,3R)-1- kK 4-FL AL 3- S A e 2k -1- T R A P B ) ™
M —-(S)-3" — M3k —27 —(JRmtdE {27 - (M —5-ylate) R —4" - FEHEL | 20k ) T ]
AN TR G IR R AR SR B A E (1) X— 59 2T 568 B0 () ekt~ T TRD B L, T 20EUE A
L L° 120 20 BPsE (REEHEN £0.2) -

[0173] 4.5.5.5.5.6.9.9.12.8.15.7.17.0.17.1.17.2.,18.3,18.5.19.8.21.5.21. 7.
23.2.23.3.24.9.25. 3,27. 4.27. 9.28. 0.30. 2,

[0174]  BEERZENHEA £0. 1 FPFEEE -

[0175] 4.45.5.52.5.57.9.94.12.82.15.66.17.01.17.12.17.2.18.32.18. 46.19. 76.
21.53.21.72.23. 17.23. 27.24. 88.25. 3.27. 4.27. 88.28. 04.30. 2,

[0176]  X— SFF 2 fir it i o S v B ) S SR S s 1) St Y i )

(01771 20 [° ]:4.5.5.6.12.8.17.0.17.2.19. 8.21.5.27. 4, ¥ A& 4. 45.5. 57.17. 01,
17.2.19. 76.21.27. 4,

[0178]  XFT—Fi &5 & W) 5T, B0 AIE b ket~ i 1R) B 1~ 40 (B R0 X— 5 2R A5 s 38 I e
(1758 P BRI ) T A AAE v A 1 B0 5 4 1K) 1 TR) o A HE R 2 o 22 5 R0 7 43 21 v i
W ROAR A0 E, EATFAE N T B 44 1) X— 5 Se i 56 3% R o od ok v S LA B ok 577 8
Lih s, SR BIFET N N A Materials Studio (Accelrys) ] Powder Pattern. F
TR T I B TE b e A R R AT B B LA, R [3- (1S, 3R) —1- B —4- &
AL -3- S FEIRIE -1- TR T IAEL ) NIR -(9)-3" - Pk -27 - (Bt {27 - (1Y
M —5-ylate) B —47 - FEAEL } &) TR ] =8 K& i B2 W 2 1 a1 1
(i) I R 3t P ) 80 Ll

[0179] *

[0180]

18
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A AL HEE ComERE | W
20[°] B 201 | ®AE | 20[] 9 20 [] b BRA
445 | EFE 415 | EFZ | 1976 3% 19.6 EF
5.52 % 5 % 21.53 25 19.8 FEH
5.57 % 6.5 & 21.72 EFH 214 k¥ 55
9.94 | EFEH | 9.75 5 23.17 B 23.1 FFEH
12.82 | EFE 12.6 85 23.27 8 23.15 T
15.66 | FFH | 15.05 % 24.88 EFH EFEH
17.01 5 169 |dEFEZE| 253 55 253 EEEH
17.12 % 17.1 3% 27.4 5 27.3 FEH
17.2 5 17.15 85 27.88 EFEH 27.9 FFH
18.32 85 18.25 | k55 | 28.04 55
18.46 L) 18.3 L 30.2 A

AARTIR B 100%-50%Z 18 HAEF iR, 50%-10%H 5%, 10%-5%H 5, &TF 5%H3k
.

[01811 A M [3-((1S, 3R) —1- AR —4- BE L -3 SAUIEHAE —1- T 22 L )
IR - (S)=3"— AL 27— ( Bt {27~ (VUM -5-ylate) BH 47— FEFIL } &0E) TR ]
SRR TUREW, (e gk il [ AR, SRR AR T 5l X— 58 BT RT X— S Gk AR A
SRIFIIEAR A 250, OC T 50 X— B ZRRT 5 7 R I BEIR IR N IR CL RO 45 it U4 T 248
HITFAT B2 X AT A2 L Stout & Jensen, X—Ray Structure Determination ;A Practical
Guide, Mac Millian Co., NewYork, N. Y. (1968) % 3 &,

[0182] &5l %dE

[0183] J#H CyeHssNsOgNa, * 2. 5H,0

[0184] “r 1 & 957. 99

[o185] &Rt o i)

[o186]  &5fRTEIR Ji ¥ NI

[0187]  ZidhfA R BRI R

[o188]  “F[AJHf P2,

[0189] /%L a=20.344 A

[0190] b=142.018 A

[0191] c=20.374 A

[0192] a =90 °

[0193] B =119.29°

[0194] y =90 °

19
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[0195]  ERAo7 5 O (AR

[0196] 15190. 03 A3

[0197] 7 ( A7 df i P AN FR B R 2 ) 2

[0198] o 1. 26845g/cm3

[0199]  Hi X— S il g B

[0200]  fTHHX Nonius KappaCCD

[0201]  X- S &R A4s A ER g BHAR 1Y Nonius
[0202] FR571 X- St k485
[0203] V& E 270 K A1 150 K

[0204] V17 -

[0205] TP 24 FrD 5 o P P 4L B0 2 A6 AN (R OER P R IO 1), DUBRAEZE A EIIA R AN &5 &
A FZ

[0206]  7E Fourier Kl H &AW 2K AR 1 B B R 1, BT LURG ] (refinement) HH
ANFEEAT.

[0207]  FH T 25 fd BT H S HLRRST -

[0208]  SHELXD (Sheldrick, Gottingen)

[0209]  7E =42 (0], SA i Ml i =AU (ab Fl o) FI=ANEIE M (a v B F0 Y ) 10
CLE Mo PRI, TT DU 2 B S R AR Vo I it 2 5 S50 i BA DX 3 PR 34 23 DL Stout
& Jensen (W, FiR) 55355, 13 HHLEBIE CREE IR AR 25 ] [F) P FA S 40 SR A8 4%
LK AR P45 ) RIS 800) 1 13- (1S, 3R) —1 - A —4- FE I3 -3- Z4 6t -1- T3
APEE ) IR —(S)-3"— L —27 - (Bt (27— (/Y™ —5-ylate) IR —47 - FEHE ) &
5 TR 1 = ToKE W g TRk R R R R I ERAT S8 M7 AE , L CuglseN,OgNay, 2.5
H,0 [ 12 A~ g5 k6 AL B 2 2 LA 3T A1 B P DS A KRR A A7 A o
[0210] 0 X— 5 Lo 5 A I 2 i Je Hh oL [RIBE Y P2, A ML IR0 A 4l 1) 231 IR TR) R A » 1%
[T RE A A A — A B (general position), XA R T HA7 b B A 12 424 5
B, TEARFR AL P —E A 18 M EFH1 156 47K,
[0211]  SAH N AXFRBAL [3-((1S, 3R) ~1- B -4- FE I -3- IR -1- T
FAPEE ) NI -(9)-3" - B -27 — (Wt (27 - (PUME: —5-ylate) BEAK —47 - FEFHE
AAE) TR 1 =8 TUKEGYRIE 75 145G H A7 5 M B LK 1,
[0212] B FHR SRS MU, [3- (1S, 3R) —1- B —4- 3L -3- SR -1- T EA
WAL ) AR —(S)-3" — AL —27 — ( JBE3E {27 - (VYM: -5-ylate) BEA 47 - SEFIL | &
7)) TR 1 =8 ToKE -+ BFIA X IR BAL B — AN 5 6 4~ ARB R NEPi #4318
BT A5 Ko [3-((1S, 3R) —1- BEK —4- FE AL -3- S AR —1- T A% Tht
5 AR —(S)-3" — B3 27 — (Bt (27 - (VUM 5-ylate) BLIK 47 - FEFEL ) &)
TR ] =8 HKEW T AR AN 7 74564, v DA S R FOAT . X EE 40k B B
YR 12 ANRES EEFLFIA 18 NRIEIEF LA K 15 DK T 134 %45 iR iX deih sk &
W) TE R = 4 2 (] PR 55 44 o
[0213]  MRE AWt mT LLd ok R A8 kAR e s g 4 40 A ik vk (ATR-FTIR) Jii
% (Nicolet Magna—IR 560) Ifi43 3 HILLAMR O & 11, KA P i B S Be (LA
20
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KEIE B (em ™) FoR) @ -

[0214] 2956 (w), 1711 (st), 1637 (st), 1597 (st), 1488 (w), 1459 (m) , 1401 (st), 1357 (w),
1295 (m) , 1266 (m) , 1176 (w) , 1085 (m) , 1010 (w) , 1942 (w) , 907 (w) , 862 (w) , 763 (st) , 742 (m) ,
698 (m) ,533 (st) o £% & W) 1A K fF 5 ) 76 T °F 41 04 <1711 (st) , 1637 (st) , 1597 (st) Al
1401 (st) o ATR-TR BT A W T B iR 22 00 & 2em™ o WSO BB E KR T - (w) =59 ;
(m) = ;H (st) =5k

[0215]  HRE A YRR DU o fr by 2 k00 e b hr 2 e M, E A A 785nm
BOLHRIE (Kaiser Optical Systems,Inc.), PAFAEE R EE (LK ZEE FEIZ (em™)
E

[0216] 3061 (m), 2930 (m, %% ), 1612 (st) , 1523 (m), 1461 (w) , 1427 (w) , 1287 (st) , 1195 (w),
1108 (W) , 11053 (w) , 1041 (w) , 1011 (w) , 997 (m) , 866 (w) , 850 (w) , 822 (w) , 808 (w) , 735 (w) ,
715 (w) , 669 (w) , 643 (w) , 631 (w) , 618 (w) , 602 (w) , 557 (w) , 522 (w) , 453 (w) , 410 (w) , 328 (w) »
[0217]  FrARIP2 B BIRZE £2em s WREBBRER AT ) =59 5(m) = ;
M (st) =5,

[0218] KRB G thnT LLd i i 22 /- 4 4 2 A i B AN [R] s A e o e . SR
QL1000 (TA Instruments) B4, H T HREE G W HIFE A IR BTG RE FH 5 KRR FE 73 70 R 139°C
M 145°Co InFE A 10 K/min,

[0219] Ak IS —ANSEE 77 Rvb LA A G, e A b BB AT 2 SO E A
HEEY CRRRASCT TR G ) FE/b—Fh2y2: Eal 2 ang. 55 ARB
HMIUNEP B4 S AL S 4R SRk b i A BB — AN SRt 7 = h irads

[0220] A% BH 25 FH A6 mT DRSS A i i) kil es, e a8 s 25 (fin o
BB 25 ) FIE s a2, ¢ TIVALE GRS , AN, iR A & asEbirf
MENAG T MBOEE-BEEY (Real2gsay ), efin UL elis 2 0 —F
255 ET R B EUA CRe 2 1E T 8 i sl B A FH B3804 ) a8 A o 2R 6 11 i 1)
VLG 5] RS B T R RV T o TR PR 3 B 50 L R VR AR R VR

[0221]  J& H] T A BH 1 245 2 b n] 42 52 R0 0 3504 438 ELAS PR 1 F30RE 77 SCHEL 78 5] L i A 711
WA T )AL S R LA A BT R BT TR A A T R IR, BRI AN 2 % 41 67 i
SO AR B E A1) A2 S g, [ PR30 A A —Fias ) 4 2 n] DAAE AR ST RIS
PO o 5 1 R R0 i S (Y 25 2% BTS2 B R B S Dy RS B A U R L H
o T AN B S UE RG2S, 9 L R OK SR R SR RN b G s AT e S AT AR, ) R
RO ET o 20N, CHEAT Y 3R R IR 4T 4 22 s IR AT 28, 9 ol 19— RN IR — 45 SR IR M
i B 5 28 LI Mg e I 5 3 0T S TR AR 5 ol IR i - 4 i R, 491 o ol R 7 5 ARl T 7
B S HERRIR s FE A IS, 450 WA e A= Yo AR I 2 BRI S BEORE Jeh R K s FE B B B AR
BRGSO REREW 5 B - MWK s IR RS s A WK i e UL e e e
A A 25 B IE R RGBS 0 A 2 ) 95 S A BRI R AR L S AR 25 A
W B R

[0222]  FH 5 Wkl 5 40eh 2419 250 300 A 10 2 B 50 28 8] B R ) R ) s B2
RN B e B ATTAT LIARI A B JE A 7 v 64, i, R AR Ge R A« iR LA
fESA T BTLL, AT ORMZSH AT DOl b S8 1 ar 25 416 7= S s EAE
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HEEY Rl 245 ) S5 REARRIEFRNR G 3k, WU FH 2, % IR SAR MR A Y
i, I B R 7 E B A0, A5 NI A KA S R I VR S ) BORURE il SR BRALA )
(A 5
[0223] A MEEEHNESY CRERESEY) P EEEAL SRR T2
FRPRIER, o4, 25 25 S X LI B AP R R A/ BRI L o TR 5 2 rh U
I7 0 RS 25 5 SV B B 29 0. Img/kg/ KAL) 1000mg/kg/ K, NIRRT & I &=
HZ)0. Img/ RKE ) 2000mg/ K o B AT 25 LI 7 &7 H B 25 40mg/ R 22 960mg/
R, FALIEZ) 80mg/ KAL) 640mg/ K. ARB /4525 7 H Y 40mg/ REL) 320mg/ K,
NEPi J 43 45 25 I ) & [ 29 40mg/ K 24 320mg/ Ko L%, ARB/NEPi {115 & 43 W A5
40mg/40mg+80mg/80mg . 160mg/160mg. 320mg/320mg 40mg/80mg80mg/160mg - 160mg/320mg
320mg/640mg . 80mg/40mg . 160mg/80mg H1 320mg/ 160mg. IXLE5|&E K “ VAT HMUE". AR
ZIHAGYRERN T AE T MBS EER RS (RS EY ) RIRIERHE
MIGITH RGN & .
[0224] 2GR LLEH J1— M dT Besy, B, & — Fh 35 ) A USR8 BH 206
SR ARG a) DUBE PR 254, B W i B RS R AT AR L) 5 R B AR A,
A51) G T T FOR 28 A 4 1) PR L ) o B T M) 5 R R 0y 3R T I O 52 AR B AR 2K, 497 s 471 2% 2K
WA 1 23 A A% 210 2% 5 1 S A VDB AR S AE ) 0 52 A (PPAR) BCAR 5 8 3 T 2 IR 2% 12 IS
—1B(PTP-1B) i3, % 4 PTP-112 ;GSK3 (8 Jsi 5 BBl —3) ki35, 44 4 SB-517955.
SB-4195052. SB-216763. NN-57-05441 F1 NN-57-05445 ;RXR Fic 14, ] 21 GW-0791 Fi
AGN-194204 ;4 — F{CR 24 4] 25 B g 18 AR F0 551, 40 4 T-1095 8% R R AL A $03H155), 41
W1 BAY R3401 s XU, 45 4n — FOSUIK 5 o — 08 B S0 500, 480 anB) =98l sGLP—1 ( Jik sy
BEZFERK 1), GLP—1 28U 510 Exendin—4 F1 GLP—1 &L 514 A1 DPPTV ( ik 1V) #0ikl
5], %40 LAF237
[0225]  b) B IMARZGY), 9 3- ¥Rk —3— AL — AL Wil A (IMG—CoA) 186 [ B i
), 4040, ¥EARARTT DCARARTT BT AT AT P2 AT VR ARAYT L velostatin, 4
AT T VAT BFEARAIT (B ETRAb T T B AR EVT i G B HIF) sFXR (VEJElE X 52
&) FHLXRCHF X 524K ) FeAER 25 KM 5 DURRR s HEER AN =) DTAK
[0226]  c) P24, 45l SR ) A o0
[0227]  d) Hifi LR 259, 1, #ER R 24, dnfi i Je /R 1k ZE K FIHE hr 28K s 1 ok 2=
KA (ACE) FPHIF, 1 a8 HE A R T AR S A =3 1) v ) S )
R R W S S ) A R 22 M) sNa—K—ATP 5 42 410 il 551) , 1]l o= s ACE/NEP
IR, B an B i hz (omapatrilat) IRz RVEPE 2 i 5 B — 5 B IR BE 32 AR FELI 771,
AT T IR B R A BRI IR EE RIS IR AR IR VN 298 IR I 2898 IR R AR R
FIBEND Y& IR 5 IEPE L 2590, 49 ankh =y = « LI T JERToK DA 5405 200 3 FEL A 710, 91, 2 S
TR HREE B AR T B R L JE ST R T L JE M TR R K
P 45 IR 52 AR FE U0 5 A0 S P S B TR0 o e IR B ALA B A PR (A9 B S Ui R )
/B4 TE FH AR () P e R ) o
[0228]  H.EMHiHE RS H Patel Mona$iiR T Expert Opin InvestigDrugs, 2003,
12(4) ,623-633, 7/E K] 1-7 o, EAWEM G I AMEAN S . KRR GV LURII 25 25 FE e
22
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T RGO 2 BT B G 45 245 B 43 i CAAH R BRAS [R] 1R 25 2 i 42 25 2, B A 1R — iR h —
L.

[0220]  Fh A4 8 FH 44 B b 4 R A TT 259 R S5 A mT LA HIRAT R “Merck  Index”
FIFRUE B 3%, 8015 B30 EH i Patents International (41 IMS World Publications) .
HAHN N BRI EINEA ST .

[0230] PRI, AR R ILIE SR R A E R 5 — s A s A&, ik 55—
FRIGTT Zi LI 1E B URE PR 25« FRIAR 25 B IR e 25 slb i i s 25, BRI ik B Bk bkl
PRIV Z590) Pt e 10 Hs 250 B 1T I 254 o

[0231] ARSI AR 2 58 4 BR A 1L BA G I SL B Y LIGIE B bR SCrp ik i A R BH 1)
A= SR AEVRTT BT IR IE NRE H 1) Zh A

[0232]  ARERMEWFFURH SR GWEEAT [3- (1S, 3R) —1- BEAK ~4- FL L -3- 45 3
PRIE -1- TR P BEI ) WIR -(S)-3" - F 3 27 - (B {27 - 1Y M —5-ylate) Ik
K- -FERE L ) TR ] =B ToKEY, BN H T N5 5 E 0

[0233]  [3-((1S,3R)-1- Mk K 4-FL AL 3- S A e Bk -1- T R A P BL L) ™
Mg - (S)-3"— 2L -27 - (JelE2E (27— (VUM —5-ylate) koK -4 - FLHIL T 2008) TR ] =
- FKEWPT AP ) BKEE 24, 11 (NEP) — 301 YE S R SR AT VRN . AERd
FEZRIE NG 2= SR N & Bk 3 IR R0 JE R R R (ATGRs) H RO If A PR AR S 7R
(Bohlender 2%, High human reninhypertension in transgenic rats. Hypertension ;29 (1
Pt 2) :428-34,1997) . S, XREEFY ) HA M KoK &= T1- fOBA & k. [3-((S,
3R) —1- B —4- FEPIAE -3— ZAUIEIRAE —1- T AR TIEE ) IR - (S)-37- Ik -2 - (JK
Wk (27-(PUmE —5-ylate) Bhok —4"- PR T 25) TR 1 —81°F /KE WK NEP- #lll
VE FHAE R St S0P O b B R R IEK (ANP) (135 B Sprague—Dawley K IFATINE . 13K
ANP 7K R HG I FHAE AR Y NEP SRI 4605 . EPIRMBERL A, [3-((1S, 3R) —1- IR —4- 2
AL -3- SR I -1- THRAFHIE) WL -(9)-3" - BE -27 - (JRHEL 2 {27 -1
e —5-ylate) BEAK —47 - FEFZE &) TR 1 =4k ToKEW LU RKIH S N IR 5 b
PR 2. gi R EEi T,

[0234] @ iF iR dTGRs, 48 A& M & i e KR W8 8 ik 45 25 )5, [3-((1S, 3R) -1- Bk
WA FEEE 3 CHERE -1 TEATERE) W -(9)-3" - BE 27 - (LBt
{27 - (UM —5-ylate) Bk —47 - S | &) TR ] =8P HoKEW A=W KX
FEAPE M AE A .

[0235]  @PRLidZs T [3-((1S,3R) —1- B —4- FE AL -3- S4B —1- T R L)
NI -(8)-3" - AL -2 —(GBEIE {27 -( UM 5-ylate) Bea -4" - FEHFIL ) &IE) T
M 1 =80 TUKREY, & e LRI & AR 1) 77 KPP NEP F 754U ki) 1) py e #5276
P AR T 0 S S ME ANP ()75 8 Sprague—Dawle K B E A HG hi M % ANP 605z Js2 3 14
(ANPir) FITEH

[0236] @

[0237]  fApW BT AR

[0238] ¥ dTGRs ¢ b ok i i AL ik 4%, FH Tl 2 sh ik A2, skl 7
RN (2 A RE) SR T4l (FIE 2.6.20 5% 60mg/ ke, AR ) o 7EATH L, 24

23
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NP (MAP) FIEEZZ 04 170-180mmHg. [3-((1S, 3R) —1- B —4- FEHEE -3- &
AL —1- TR TIEEL ) AR - (S)-3" - WIS -27 - (JRltdE (27— (P4ME —5-ylate) BK
a8 -47 - FERIL L AR ) TR 1 =8k TuKA W)5R) & HORME PRI MAP. 1§ B ¥Ry 4 I{E
R EMARIER], 13 B = A fmn i & A 1 45 R 5 B AL B AN

[0230]  {AKP4 NEP f47]

[0240]  [3-((1S,3R)—1-Jk 8 —4- 5k Ik -3- Sl B e 2 —1- T e ad WHEEE ) N
M -(S)-3" - B2 -2" -( R BEEE (27 -(DY M S-ylate) BEK 4" -EHRE &AE) T
B2 1 =80 F To K G 1) X NEP FRTAA A 100 i) 1) R 5 R 65 8 1) 1) W] DAAR 948 617 3k 77 2 3R AT o7
€ (Trapani %%, CGS 35601 and its orally active prodrug CGS 37808 astriple
inhibitors of endothelin—converting enzyme-1, neutral endopeptidase24.11,

and angiotensin—converting enzyme. ] Cardiovasc Pharmacol ;44 (Suppl 1) :S211-5,
2004) . #f Rat ANP(1-28) LA 450ng/kg/min ft) 3 & &% bk 4 v N 35 R K 300 9 8 100 Ik
Sprague-Dawley Ko FvE 1 /M JE, K EBENL M BC RN A2 — RS H4L UE 5
(ZFPRCEE ) W R sk DA R 22 — (2.6.20 51 60mg/kg, 1) ) o ANP $iriE el )
AN 8 /NI o WCEE T T M2 ANP Ly PRI, 18 ek 7 MV 5 23 BT A & TR AN T
JE =60 73 Bh ( RIITAG ANP 41 2 8 ) « =30 730 Bf (ANP 43 JF 46 fa 30 708 ) 0 738 ( “2&
47 sANP Hird J5 60 73 8h, (HAEZE T2 s R FIET ) BAAZE 255 0. 25.0. 5.1.2.3.4.5,
6.7 F1 8 /Mt

[0241] %y ANP 2 {1, ANPir 41K (0. 9-1. 4ng/ml) , JF HLUTA 6 ZHI5 R AHLIT . ANP PR
BITE (30 2B ) K5 ANPir HEEIE ~ 10ng/mlo £ 5250 3 18] A A FH 20 R T 751 %o L 20— P
FF1Z ANPir P AHR, PRIE (15 7080 N ) 457 [3-((1S,3R) —1- BaR —4- L -3- 45
IR -1 TEAFEE) WIR -(9)-3" - B3 -27 -(REEE (27 - (VUM —5-ylate) Bt
-4 FEHEL Y S ) TR ] AN TR EWAEAS ANPLr S BB ERIE . Bz, DR
PRt s 7 LCZ696 ) S O M 1 in NEP, FLAE A I TRV G, bRl 78 T iM% ANPir FI3E
[0242]  ZAF RN 45 LR WA K WE S EAA BRI BUR .

[0243] 55 =7 (i, AN R BHWE B il 46 ARB BRIL 2% bl B2 (1 $hFINEPT BIL25% bRl %2
(1) R IR B B AT 25 0 53 2T VB AR

[0244] (&) [T IO TCALERIE R, T B2 (10 24 (1 3R 8 O

[0245]  (b) [r] ARB Fl NEPi JRA W NN ERTE O, 15545 ARB I NEP1 B s HE IR ZY
FH

[0246]  (c) 7r B IERMIATZ .

[0247] 1%, 25 B AR R S &N

[0248]  JEHLERTE BRI ELFEHARR T S A S AR AT . S TRAS IR IR &4
RS SR AL EE . OIREE . P IRBEABR IR EUBE S AL BN RN TR EN . IR AN . EHLER
TV GRS 3% 3 R0 43 R TRV 771, A1 24 ARB R NEP1 A7 7R IN T OB BRI AT 24

[0249] AR B [l N L 48 (9 A FE (AN R T 1% ARB NEPi FIEAL 3R T BRI 42
o HAT (R RS AR A B I AT 2 e NS &5 0 OV ) o IR RS ] LB BN K L R
L2 TR IR L RS — - T Mk OB B2 A — &0 B e DL I R IR A4
[0250] M TEHLERTE R FIRIA IR A B, S AN AZ A &R (¥ T 25 T2 B pHe pH A]

24
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CIEZ) 2 220 6 2 [0), fRIEAEL) 3 FNL 5 2 18], ik 4E 3.9 Fl 4. 7 2 [A].,

[0251] % AT 2 m] LA ik 45 S A o0 8 o (iR o2 I 2R A B ) B AR e 1k
P AR EEL T« S AR i € i R g 1 A2 e IR i o

[0252] R IR S A9 A 46 AT 1S JE B R A 25 10— PP I A 3 5 55— Moo I AN 3
Mo @I AT AP IH 5 R 5 NEPL B g3 BN ER R A AR VP AT T (nono-basic) NEPi
(PR PRV A I h o T8 I BRI &5 B0 PR S PR T € o SORE AR Tl 0 B - AT 4 b T
ST T R R A TR 2 B o [RIFE, 1207 VT CUR A PR PR 20 1 SR A 3R R4 T, 190 i
B BV ER o

[0253]  FEA BHIZ 7 10 (1) 55— AL 7 S, SRAFEFL I AT 25 IR 25 S i o 704 4%
(RHT 25 3L 4 S AR vk rp, WL T BGAR H Re i SR A S5 A R Re R Ry AR .
AT LA 53 I 4, SH 78 I e BE A e Ak

[0254]  7E55 = J7 [ AR IE I St 7 Sy, AR B B il 4 SUEAE I 2 A 7 B
RE S

[0255]  (a) I RIKEZAFEH ;

[0256]  (b) Tt A KB HIFH) (NEP1) s ATk

[0257]  (c) 2% ERHE2 I E T

[0258]  JiTiR 0 G RO R

[0250] (i) 1M /8 Bk 2 52 RFEHURIAT b M Py IKBEPD 157 (NEPL) 8 T U 5
[0260]  (ii) ¥ Cat BEIHEAL G T 4 S, Horb Cat AT 5

[0261]  (iii) #FPER (1) F (i1) FRIFHIEH A I

[0262]  (iv) [EMAUCHEFF1EE, RBEEHNE G 8

[0263] it TR IFACHAAEE (1) F1 i) FEH SR, SRS EMEH M E S -
[0264]  (iva) FH1FRIFIEBAKET ;

[0265]  (va) FH[E AR EEHTH T8 QA

[0266]  (via) [E[RUTyE T4, IR BIEEH K EED.

[0267]  XF4A4) (FLHE ARB. NEPT FIRHES T ) HIEAN gkl b i Ak B 55 — St 77 &=
TR

[0268]  {hik, 7B (i) o, IR ARB FII NEP1 [¥) & A AH [F] (¥ BE /K & . ARB HI NEPi 344k
R E R D] (1) A R DU BRI % ARB R NEPL B{TAT 55 AL
ARG F IRV, BIK I 4 2- TNEE A LR LBE . LR A FERS . P
5 — B - T IEBE OB PR DMFNMF F1 50 e DA S SRS FIIR A4, P Ve &9 an
LT - KRR - K 2- THEE - KL ZBE - K E - /K. 2- TR EE - K. 28R LG - Pt
LR SN FEE — AN RS — B — T BRIk — Pabe A — B - T K - OB OBE - BEkE N
Wi — 12 LWETAEE - 2R Ce K - B, SEARIE T .

[0269] ik, BER (i1) " Cat BIEALEW A BE 5 ARB A1 NEPT RIRRMEE e F1E L Eh 1)
WEY) . I FERE L FR G, il an SR AR SR AR L A . SRS . STRES (B IR
S PR A AL CTREE IR BRI IR EVEE L SR AN IR R B ik R S R T4t
CHERN CTREN R AN S AL Ik TR AP IR IR A L R O, TR IR APV &L
A TR O AR IR . B IR A s &R 2h o R nT ORI R Bk i ka £h %
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AR, B2 benzathineL— ¥52 8 . cholin, & % . L- i Rk RS . 1@, TTHL S
AR ER) Cat —&AFH . LI, WAL G4 (Cat) OH, (Cat) ,C0,. (Cat)HCO,, SEALIE
Cat (OH) , 151 41 NaOH., G40 &40 B FH ) = 9 AH > T ARB B NEP [ 22/ 3 i, ik & LAk
Yt ERENHNMARIEE-GE Y, feal 2 A =AM e Rsay. 2] (1)
AT R R )] DU RERE S A Cat (OH) IRMEATSFRIBRSTINE G4 UL SR EdE 7K L R
B L 2- N BE VI« STR S LR NS BE FR 2 — B - T 25 O AR — S e
DL SR T TR G4, ALK

[0270]  7EDIR (iii) ", K008 () (i) RIS R A . XA LB DR
R DB G) PEIKERNELE (1) PERIRERT, B2 IMR, Lk, B2 8]
(i1) HEIMEEMRPE (1) PEIIEE .

[0271] AR —DAIEFER 7k, — B A IR IR A, SUEMEH N E AW (R &4
G AP (v) WPy, I8 T ST R R 1S 2 I R SR {2 gk iR A R
VE, Bl EEE 20 7380 A 6 /NI, ARIE 30 ZrBh A 3 /N, BEARIE 2 /DI INAXCEAEHETE
R RFRA . 1 EA BT .

[0272] RS — WA AP IR Gv) B, @ H AR KA B8 5457220 ARB
MINEPL 7F A BA RS BV A, E 815 B AW Be % Uile . 230V RIZR08 (4t
B R SRS & S LR AR QB 2- TNEE N &
B MG R S TN FEIG S FR3E — B — T Mk 25 - B 2R — G0 A e LR I 2R IR S
S QB2 e N EERE . AL, SR B TUT0E (1) dme /D & R ) o 38k ) i e B [ 1, s
HABESEDNEEHNE Y, Rl 2 A K H G . TP B DA T8
FEBR R IR R BT, 0 30-60°C, A3k 30-40°C . W] LUK s LA Bh TRR 2w 5, A
6, FEAEH R N EORE T 54T, 440 10-30bar, 41 20bar.

[0273]  AREEE AL 5, — B EIFFIRIER G G, WEEHKE A (Rl
S EHNREY ) PUETE SEETE M. 8% T 20 T B SR IE A i [l i 4T
ZIRA S BIAIHEFE 20 3 Bh AR 6 /NEE, LIk 30 3P 3 /A, FEALIE | /A, WS EEE, v LA
P& L R DALRAIEAS 2P I Lo

[0274]  RJE, #3453 HITR GPt— Dl HIZ HoR B LS BIEER B &, fr
LG

[0275]  #E58 AN AR BRI B R (Gva) B, IRIEEIR B RS M ERRAERE
T, e TSR E 50°C, AL 30-40°C.

[0276] {1k, 7E0 58 (va) o, A0 ISR B FRVR A1) A 5 50T 20U ARB R NEPT 71
o HA (VR FE 50, B B AT IS SUEAE A9 CREAES A1) TE DT « PLIERY
WHRIEFE LA ) FFREHL BlanK . L8 2- NEE AR L8R L5 LR SR B
0 - B - TR O R A R DA A SRS R A, FALE SR T NN, L
%5, KBRS A B T e i & & S IS R 5

[0277]  #E0ER (via) A, YTUEn] UAE S F T &0l LUl DR A Y & ool o Hi b
TREYAT, R BEFEEAT . P BROUE W B/ s A AN BT . piie S, il
ol SRR I A, TR BIA RN B G THP B LAE IR N T 8iF e de m
(IR R JEAT, 491 1 30-60°C, PLidk &l W LR HIIBOE LA B T B 2905500, ik, TIRAe s
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& FHEAT .

[0278] 2R VYT5 1T, AN K WP B BT BT s SO IE 1R T4 I3 5 491 2 vy I s < 00 5
(AMERZ MR ) ARl O3 200 E T REAN TN JE AL A B MO e = Y
UL 2 ALV L By B0 B S0 8 A A 0 L A 2 % S 380RE B ik A AL E
QI (AR sAe e 8 ) E D se A A CHR PRI AERE PR TE ) 0032 L &0 Bl PR 4%
R MRS 5 Wk 22 L SRR M RN 4 A v I s B R (o PR T Y | I ER M
98 il K7 B ANERREAL | R R PR e AR 1 PR DA LA R s ) B R e A D , T
A9 19 A Sk 08 A1 B ML 598 < B BS 9 Lluminal hyperplasiaiAZnkEmg (4140
B SR 2R it B PG SN RS ) T BHR A X, BTk 5 VA BFRSS T 45 T T B IR T M B arid
WA= M EBRNAT SN EEH R AT, Rl 2% 5.

[0279]  ZF—NSEHE T RA A BRI A BN EEHNEZ &Y (CRAE%E% )
A DLRARES 2, B DASE S RN A A MRIERE 2. NEAET M BRI
BONEEHIE S Rl 2aay ) KHmMIT G2, flE (e A8 ) 24
76

[0280] 25 [ BIVE K —LIAYT  HIFII 7 (8 M AN AR ™= () 5 P, 467 i I B 1 T 24 B
EEHMESY (FRA24G ) B ARBs g A 14 P SR e o 571 S A 1 B B sl g
ARB/NEPi H& R FH 58 A A

[02811 23 N 21 S5t 41] 13 BH A BH )R s S 7 5o T DAL, X S8 S i) ) 24 2
TR A A B, Al LA 77 X PR A & B

[0282]  SEjitf 1

[0283] [ ZiybiH ((2R,4S)-5- AR —4- 2% —5-(3- B2k - WA ) 2- B - R &
fi& INa; * 2.5 H0

[0284]  JHIHF 0. 42g 1) (2R, 4S) —5- BRI —4- 55 —5- (3- & - NI ZIE ) 2- FHL -k
M2 LR IR (~ 95% (AT ) M1 0. 41g BIZYSIHTE B IREE T 40mL TA i 7 il 2% 4oty H A
(2R, 48) -5— B A —4- 5 -5 (3— F&E - WEEIEZ L ) —2- F3E - IR SR EAEH &R
GWe TN F 0. 111g I NaOHVE T Tml H,0 o KA JF, T 20 T8k 1 /b,
13 BIPEE IV RIS T 35°C ARG BB 7k . R)G , FBIRIR A ATk & T
40m1 A, K5 B (KRS B R S B LRI PTE R (~ 5 20 8h) » I UiEM T
BREAT SR PSP TR 2 KA RE 8045 W E k.

[0285]  ZHfiE M VA AR RENEUE REARVP AT (2R, 4S) -5- BXAS —4- Fk -5 (3- JRFL - N 3L
L) —2- I - IR SR AT AE L AR T SR R S S TE . &1
1) R TE AR 4 XRPD TR Ay S0kl h A Re g W 2, e A 1{EW IR AV T EALF
TEo VEW R TH I E M Y o

[0286]  SLZjitifs 2

[0287] [ &RybIH ((2R,4S)-5- B —4- 3 —-5-(3- & - AR R ) -2- R - B o
Bi5 )Nay « 2.5 H,0 [0 ] k3% £8 1 i 2% 7 72

[0288] ¥ 22.96mmol f] (2R, 4S) —5- LA —4- 55 —5- (3- FRJE - AL AL ) —2- AL - 1L
M ORI B (~ 95% RI4ERE ) FI&ivhIE (10. 00g ;22. 96mmol) ¥ T A B (300mL) = il
SV (2R, 4S) —5— TEHE —4— Ft 5 (3= ¥t — FiRL AL ) —2— T — 1R 6 2, S [0
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FEEARESY. BEEHR T S0 FHEE 15 2 BhE RIS KV . SR)5, F NaOH (2. 76g ;
68. 90mmo 1) [fI7K (8mL) ¥&VEAE 10 /380 N INZE EIR¥EH T . 10 4380 P I 46 T8 B [ AR HE o
s, AT LB I SRS SUTTE T . FHZ BRI T 20-25 CHERE 2 /N Bz BIFm T
15-30°CIRJE (180-250mbar) IR4EEHL AR K~ 150mL. RJ5, ¥ L5 AFLRS (150mL) i
AL, B BIF PR T 156-30°Ci . (180-250mbar) i 4g R HEAAR A ~ 150mL. Ff %R
ERLFE (8 150mL [ SR N ZE N I 2 LTk 4s ) ER —k. BEIFH T 20-25°CHi
1N ERIEE T A U S o e RO A, FH S N SRR (20mL) PR, T 35°C
ML (20mbar) T, HEIEED.

[0289] &tk Bo/n 5 SEHER 1 = AH A o

[0290]  SEjitifsl 3

[0201] [ 4HybIH ((2R,4S)-5- BEAS —4- %5 —5- (3- BJk - WL AL ) -2- F3 - LR &
Wi ) Nay « 2.5 H,0 Y] (LB RE IR 732, SR dib A 7 s

[0292] [ ORI 2. 00kg (2, 323mmol) [f] AHU3TT 5 Eh i1 201 (¥) LR S TN 1S » #51%
BTEUET 2343 CHidE, I 4. 56L [#1 2 N HCl. BHRAWT 23+3CHidk 15 43045, 15300
THPIPARE . T EEVUEFFH 3X4. 001 FI/K¥ES: . BAHLUET 30-100mbar F1 224+5C
WA, 133~ 3. 5L (3. 47kg) [ AHUSTT i B3R LR 5 A FE BRI, M o Ea s il

[0293] [ 4 ~ 3. 5L (3. 47kg) [ AHU3TT Jiff B IR £ 1% S TAI 22k IR ¥4 1) S 4 h N
1. 984kg (4, 556mmol) ¥y 4 ¥b HFT 401 1) AWl 4 | MR AW T 2313 °C 4+, 13 2%
TV B g AN RN B, T 2343°C, £F 15-30 4» Bl N 1 R MRS TR i
547. 6g (13, 690mmo1) ¥ NaOH ] 1. OL /KM (IR HI & 20 £5°CIHFAEL L IE ) , RN PREF
PRI RE AE 20-28°C (P A TR ) o BB AT 190mL 7K phdle, TN R NITRG W) o B [
MIREY T 23 £3°CHEEE 155080, I 4. 0g i) [V IH (2R, 4S) -5- BEK —4- 3 -5- (3- &
5 - WA AL ) —2- P2k - R LMBE )Na, « 2.5 H,0 d4FFAE 50mL LR 5+ A ZEME T 3RIR
Yo RGN T 23 £ 3°CHLRE 2 /N, 15 BIRTEIE 1 BIF AT 20 7380 In#A 2R 40+ 3°C,
20 S BRI INN 20 L1 SR TR IR, (R B DR R PR 7E 40 +3°C o BB W T I il
AR 30 43 Bh. TAENEIE 35£5°C (T 4515°C ) ¥REW N (200-350 mbar) ¥
4, 133~ 35L A OIRY) CBCEEIEH « ~ 250) o ARIG I 30L 1) &2 53 AT E T, 1 1%V
AT 35+5C (1j45+5°C ) JHE (100-250 mbar) K45, 15 2]~ 30L HEFARY (Ut
VR~ 40L) o FRKIMA 0L [ LRSI IERE, BB G W T 3525°C (1j4545°C ) W/E
(100-200mbar) ¥4, 13 E]~ 30L 1) HEFARY OB : ~ 30L) « K RIIREY) 20 4
BhNVA IR 23+ 3°C, TR FHHLRE 3 /DI ZERIAEE N A0 20w 2 B H g8
R PR o B [ H 2 X 5L 1) LR 7 N FZEBEUE SR, T 35 CId k. (20mbar) -5 B 2 L8 7 5
BRI << 0. 5%, 33 iR F=4, A A EalE ik,

[0204]  JEPE R RS RIS 5 S HEH] 1 P AT .

[0205]  X— Sy RATH

[0206] KA Scintag XDS2000 # R ATHI AT | X— G Bk A B3, X4 bt 1 i 15 22 1 2kl
AT ek T T () B AT, 15 21 R A1) 25 4L

[02971 d[ A 1:21.2(s),17.0(w),7.1(s),5.2(w),4.7(w),4.6(w),4.2(w),3.5(),
3.3(w)
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[0208]  JITAT M1 St ST RIRG KT 220 £0.1 A TR RRWT :(w) =59 ;(m) = ;
(st) =5,

[0200] 20 [* ] WPIMER RN CIRETER £0. 2)

[0300] 4.5,5.5,5.6,9.9,12.8,15.7,17.0,17.1,17.2,18. 3,18.5,19.8,21.5,21. 7,
23.2,23.3,24.9,25. 3,27. 4,27.9,28. 0, 30. 2,

[0301]  JUEAHT

[0302]  JCE TR P AAER TR FAIEE. ERZEEFE N, TR I g R
il (CgHseNOgNay) « 2. 5H,0 —3 -

[0303]  SEZilfA :C :60.05% H :6.24% N :8.80%

[0304]  {}45{H™ :C :60.18% H :6.31% N :8.77%

[0305]  ZL4Mi

[0306] SR A {f HL i A% 60 5 o 4 S S 4040185 (ATR-FTIR) 6 iE{X (NicoletMagna-1R
560) SEIFFE S LT AR, R A1) H B ey, IR BERR (em?) -

[0307] 2956 (w), 1711 (st), 1637 (st), 1597 (st), 1488 (w) , 1459 (m) , 1401 (st) , 1357 (w) ,
1295 (m) , 1266 (m) , 1176 (w) , 1085 (m) , 1010 (w) , 1942 (w) , 907 () , 862 (w) , 763 (st) , 742 (m) ,
698 (m) , 533 (st)

[0308]  ATR-IR [FIFTH HINBOEH R ZE R £+ 2em s

[0309] WO R R < (w) =59 5 (m) =1 5 (st) =5,

[0310]  H7 & Ohi

[0311]  EA 785nm POCHUR IR MY Hih 261X (Kaiser Optical Systems,Inc.) JlI5E
FIFE SR 260 BB A DL KBRS (em )RR

[0312] 3061 (m) , 2930 (m, %% ), 1612 (st), 1523 (m) , 1461 (w) , 1427 (w) , 1287 (st) , 1195 (w) ,
1108 (w) , 11053 (w), 1041 (w) , 1011 (w) , 997 (m) , 866 (w) , 850 (w) , 822 (w) , 808 (w) , 735 (w) ,
715 (w) , 669 (w) , 643 (w) , 631 (w) , 618 (w) , 602 (w) , 557 (w) , 522 (w) , 453 (w) , 410 (w) , 328 (w) »

[0313]  JTA RIRLEEH IR ZE N £ 2cem .

[0314]  WRWOEHBRER R (W) =59 5 (m) = f (st) =7,

[0315] /i CP-MAS™C NMR Y1

[0316] % H Bruker—BioSpin AVANCE 500 NMR & i 1%, i o 51 4> #% % CP-MAS (Cross
Polarization Magic Angle Spinning)'’C NMR JGi2f il s #8 5, ik (i AR EL A 300 B
e "H AN 500 FLRTREE X- JBORHS (A R REE I - ORHS ) v — > “MAS” %8 il 45
1 4mm BioSolids &7 ##% Bruker ¥4t -

[0317] 4 f—MFEMIAR S 4nm Zr0, 7. SCHESCIR SH0H 3msec °C BEfili R] L 12
KHz [ B F e T8, “ ramped ” $E Ay 7], SR “SPINAL64” 'H RARG 77 &, A PR GEIR I (]
10 75, T 293deg K 1HFAT 1024 k44 LAT 176. 04ppm Ab 1) H 2B B A Sl s 4k 2
%

[0318] /&4 #EZE CP-MAS °C NMR B7R FAIEE K (ppm) -

[0319]  179.0,177.9 177.0,176.7,162.0,141.0,137.2,129.6,129.1,126.7,125. 3,
64.0,61.5,60. 4,50. 2,46. 4,40. 6, 38. 6,33.5,32. 4,29. 8,28.7,22. 3,20. 2,19. 1, 17. 8,
16.8,13.1,12. 1, 11. 1,
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[0320]  ZHyPHLAN (2R, 4S)-5- BAOR —4- 2 -5-(3- %k - Wl &5 ) 2- F - WK &
BRI SRk SR ) SRS ) Won AP SR T RAE MR G AL 5 1 L L FAERIR G
FHEG, St 1 il es 2 SR i B B B AN R DGR .

[0321]  DSC F TGA

[0322]  SKH] QLO00 (TA Tnstruments) {3, it ZE /R4l B HGE (DSC) W5E , A i 4 il
AEC AR P R A v VeI PR 43 0 A 139°C AT 145°C

[0323]  DSC AFAE 3 H1ik (TGA) R, IS, K& IACHE L P 2D BE L 58 — 2 R AR AE
100°C LR, 38 =D R AAE 120°C L E

[0324]  DSC A1 TGA {5 Ky INAHEE A4 10K/ 738

[0325]  sJtEfh 4

[0326] VAR (1) AaEREirI Al 25 1 &

[0327]  4yDIHANG RN (2R, 4S) -5- BAOK —4- 2 —5- (3 Ak - W BEAE 2L ) —2- W3 - Ik
M CBEER R RT 254 IR PSR F B 11dmg A& 70 A5 £ 71 86me ) (2R, 4S) -5- Fk
oK —4- 55 -5- (3- I - NI IE 2 ) —2- Ik - IR S lEF S ¥ T 2l D, AR e F
7% 02 o B 1) B IERR A AR B TP NN SmL 255 5P 10 43, B Ab T, SR JERE P
F 20 /Do L IERCER S 120mg AR EAHETE (LC) MITER KB (2R, 4S5) -5- Hk
IR 4= Fk -5 (3 R Ik - NWEIE 2 ) —2- WL — JRIR MM @y b 2 TR LE B 8 1 0 1,
X— STk R AT R A T T

[0328]  VALRE (2) HOERLRI AT 25 1 &

[0320]  ZRyPIHAG LA (2R, 4S) -5- BEZE —4- K& —5- (3— R FE - IEEIL & 3 ) —2- 3k - Ik
MR LR AN Tris (3% 35 /T 25 1025 Q0T 4% 57mg (1 400 ¥0 3145 25 . 43mg 1 (2R, 4S) -5- Bk
2R —4- F -5 (3- R FE - WERIEZIE ) —2- FEE - IR L MEUF B IR AN 12. 6mg (1) = (RIEH
i) 2 AP (Tris) ¥ T 2mL FEED, SRJEH TREZ8 . BEJE , 1) SRR [ 4% B 4
A 3nl SIEF-FH 10 7380, @B, ARG WDHEHE 20 /iy o i IEIRHE LY 83mg (1) €4 [k
o LC FICE TR E] (2R, 4S) -5- BRR —4- J& —5- (3— & - NI & 3L ) —2- T - Ik
T CEEFIZRy D 2 [RGB 1 0 1o X— ST R ATH K R I T E Ko

[0330]  JE i - [HIHE E SR T UL T AR B, (HAR AR, fEAN T B A 4 TF R W3R )
UL, T LR 2 P4k e FIAR T 7775 o BRLE, BT B 2R A 5 RN A 38 g v
B LE B I BCRIEL SR RS A ARG R Y o AR ST 5 | B BT B9 &R &R DR e R
MU H AN ETINERS .
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ALIEPADARI IR AL [3-((1S, 3R) —1- BEA —4- FE IS -3- L5 AR —1- T &
PBEEL ) AR —(S)-37 — A3k 27 — (B (27 - (PUMe —5-ylate) A -4 - FFIL) &
) TR 1 =K G D TG (cell) .

RE=WIRT ;= E=82T ;

A= T s RE=ME T
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