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L —Fhagy b K2 AL &4, HAb g g s (1) B -
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2. BRIER 1 Frik G0y H 7K i 2% Ak & i il 46 7 32, JURpIE(E iz i FE LR
J 3%% :
(1) B IEET S, N ERER 5, IR mlE S B A H oK i, 2R )5 NN NaOH 7K %57
W pH 2 M, 43 AH, BT KA H N NaCl e bl R v, 1ok 388, FH IE T T 2 BB AV R /K ¥
W, A MU, 2815 B G a4k
(2) F A EE A FKAE S T, fhyE g4l .
3. MRARBURER 2 P iy b I K AR A% UL A WD il 46 75 12, JURRIEAE % 5 A 4
DL PR
(1) BT 2B, N 4 ~ 9mol /L IR Ee e, el S 3 ~ 5 /e, Hit
B 22 =530, AR NN 40 ~ 60 % NaOH K pH 22 P, 4340, BT /K AH A I NaCl iy
VLRI, L0, T IE T T A5 BT A L R K 9 BCA HLARHL, 25T 45 A e F A
(2) ¥ A EARLE LS TEFE T, AR5 H 8 ~ 12 i E R MK &R | ~ 3 /M,

>|i¥|l"n

Ni

ML
4. RERAURIZE sk 3 FFR 4RI K A AL 2 6 7 i, BURSALE T207 EE 0 4
LR A8

(1) B yP T S5 N 6mo 1 /L (R 3R R J5 , I ml S B 4 /BT, BB 22 =50
ARG 50 % NaOH 7K ¥0R pH 22k, 734, BTA3 7K AR I NaCl s A VAN, i 38
FHIE T BEAREUE 98 AT A3 MR K BCE WA, 2815 A 4

(2) ¥ VL PARTE BB AR T, 285 A 10 5 S /K ST K 2/, hyEfs 4l
HH o

5. BURIEK 1 T Ry 30 (7K il 2% Ak A0 () HPLC AN 77 7%, SLRREAE + i 515 LA
+ B e A e e A IR AR s LUAREE A 450 ~ 550 :550 ~ 450 :1 ~ 2 [ ZJiF - 7K — K
B B2 R LB AR s R I A 227 ~ 233nm s a1, Oml/min ;3 EAF 5 s 100 1 s ARV 25 ~
35°C .,

6. BUFIEESK 5 P 4Ry [RI7K il 2% Ak &) 1) HPLC Al 75 v, JLRRHEAE T, % 7V A
+ eSS e A R A SR R T 5 AR LG 9 500 :500 < 1 1 M — 7K - UKEEER A T slAH
R AR 230nm s PEI%E < 1. Oml/min s HEFERE 101 1 4398 :30°C.
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—FGYIE R KR R S R B FI & 5% A 77 35 F0
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[0001] AT W] Jgs B 2y R, W0 e — iy b S IR K AR 2% Jo A & 4 B HL i 246 T3 Al
TIER AT o

EaEA

[0002]  ZiybiH (valsartan) , fh2%44 N-(1- 480 HE ) -N-[4-[2- (1H- PUmg —5- 3 ) 2RI ]
NI 1L AR, A KW TT, 22 i A8 9K 3R 2R S B, B8 B L], B
eI R A I TR AR T 52 MR, W T RS B ey i s, I 650 i B A B IR R
YRR, Lo JUASE 2 | 0 ) 32 98« 51 11 PR B PRE 55 1 LA 98 NPT ARCA B 25 45, ] 5 R PR
) s SEE ) BEAAEH

[0003]

Hy—" \
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b o}
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[0004] SR T-EAYDIE I SCRRAR 2 42 o, 5 BAR R AE 5 s SR 21 b, (R G0V D I IR 2% i
77 1, A R CN102670485B 23 JT 1 Aty b S AR [l 420 & 0 i) 26 7325 RARCHG A B
28 H I BR E, AEZ A o T A THZak B i 2% 5 2 LR S il K Bk, et &
THZAK 2% AT D 2% BN AR SR 0T S ks 2 P R A

[0005]  SRYDIE R AL 25T M 232K 6 3%, WESTIN 7 55 Js kil SR 2R 47 0 EUAIF T, 2 [ 2B A
B R, T R 2 T0E S B IR AR AR R, B RIFEAF AR %K Al % 5, e K A
A AL A WD 2 LA S SR RAIE, 7T LA SR SE AR S JBE 73 A B BES L DA T 2 e 4
YOI R bR AE, D G b I ) 2 4 Y 2 PRI B 4R R

XPAE

[0006] A B H (A T3 0t Phasv b IR K 2k Ak & 40 S L) 26 53 A I T
HIag, B A 2 ARG AL S, TR L AT SRR LA DAL S I S5 Mt s
FCAR Dy Bt b TEAT S0 TR A8 I (10 2% KT HEE it T2 2080 M 42 b T 2% T AR AR T Do
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[0007] g T SEHRACKR I F 10, R 1A B KR RIS, AR T F 7 -
[0008]  — DI KA MA AL &4, HoAL 2 Lh R (1) Fos -

[0009]
HN
N
e,
N
o
I
Y OH
P )
1>
[0010]  ZAL-& i@t DEPT 3. COSY 1% HMBC. "H-NMR i . "*C-NMR 253347 T S5 M FfIIE, fiF
MrET s AL S5-I T
[0011]

18

[0012] S AVEMNTITEEEE W R 1 -
[0013]
[0014]
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e JEL HMQC BT '"H-'H
7 | OCpm) | DEPT | o om) LEM | cosy | TIMBC

e
18 11.903 1% 0.796 3 H-19 H-14,17
19 13.358 1wk 0.977 3.8 H-18 H-5,9

| 1.313-1.546; N
11 21.174 Tk 1L731.1.827 2,m H-9,12 H-9,12
1.852-1.947;
15 23.648 e 5542 518 2.m H-16,17 H-14,16
1.313-1,546;
7 24,168 g L7311 827 2.m H-6,8 H-6,8
6 25.761 e | 1.591-1.690 2.m H-5,7 H-5,7
. | LO11-1,116;
16 29.382 s \T31.1.827 2.m H-15 H-15,17
8 35.351 B0 | 1.313-1.546 1,m H-9,14 H-7,9,14
w | 1.313-1.546;
12 37,899 s 5 1075158 2.m H-11 H-11,17.18
10 39.322 i / / / H-12.4,19
13 44.759 i / / / H-12,14,17,18
9 47.574 #% | 1.011-1,116 1,m H-8,11 H-1,12,19
14 55.761 B | 1.194-1.270 1.m H-8 H-15,18
17 58.342 S0 | 2.350-2.395 | 1t (J=9.0) | H-15 H-15,H-18
1.dd
5 59.627 W | 3.309-3.350 (=4.4.12) H-6 H-1,4,6,19
21, 12037, | FHK 1.d (J=8.4)
24, 120.40, Uik | 7.428,7.449; I H-23 H-23,24.26
26 120.43 B 8.750 *
27 | 121.56-122.11 | &= / / / H-23,24.26
1,dd
2 123.11 FR | 5.784-5.814 (J=2.10) H-1 H-12,4
126.65, == _

22,23 126,69 P 7.710,7.730 | 1.d (J=8) | H-24 H-23,24.26
28 | 134.55-135.53 | & / / / H-23
25 136.45 i / / / H-23,24,26
1 150.56 BB | 6.765, 6790 | 1.d (J=10)| H-=2 H-2,19
3 166.64 B / / / H-1,2,4

H'l?s %
20 171.29 Bk / ! / K
1,8

A KA

NH / / 6.357 ol H-1,2 C-2,3,5,10
2%.‘::

R Ls

NH / / 7.540 KA / C-20,21
A S i,
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[0015]

[oo16]  IE I &5 MMAIELE A Y-S H bRt &AL 2 45 R AHTT o

[0017] AR BHEI S —A B BIAE T3 A5Z 8070 1 K 2% Sk & i il 24 7 v, BFE LT
IR

[oo18] (1) W&@iybIHys T CNEH, IIANERER 5 DA RTAL S NAE 7K, #K 5 i\ NaOH 7K
VSV pH 2 A, 20 A0, BTAS /KA AP NN NaCl s Mo R, ol i, FiE T s 2 B BT A5 f K
WL A VI, 2T 13 B G m A

[0019]  (2) ¥ AR KAERR T2, #hIg1F4ish .

[0020] 20, PLEE il 48 VARG LU AP IR -

[0021] (1) B&yMEE T 205, N 4 ~ 9mol/L B, INFABIA R M 3 ~ 5 /i,
PPk B 22 =30, ARG NN 40 ~ 60 % NaOH AR pH 2= M, 23 4H, BT 15K A0 i\ NaCl
AR R, 1oL 3E, I IE T BE AR BT A B RV, U MU, 2543 AL 1k

[0022]  (2) K AEFEAEE T TEETH_T, REH 8 ~ 12 G EEM/KERITHK L~ 3
INE S FHPETS AL .

[0023]  SEE-— 2D, DLk )i i HE DL R 2D ER -

[0024] (1) K&y HEEE T ZHEH, I 6mol /L MIEhER 5, Nl S MY 4 /e, kR &
R, IRJE NN 50 % NaOH KV pH 227 %, 73 4H, T A3 7K AHS NN NaCl BA HATE
Rh g, FE T ARG 8 AT A R K VA, O HLAH, 28 15 B el A

[0025]  (2) ¥ B (A [E AR B TEAR TR A, AR5 H 10 5 B B /K ST 3K 2 /i, il
34t

[0026] AR BHISHRAE T %A% AL G AR ARy A S IR 2 IR A 2% SO FE 1 3%

[0027]  GRVSHHA ) A B IS I S 45 -

[0028] DL+ \ S8t AR IR LM - K - KB R (AR AR L 1450 ~
550:550 ~ 450:1 ~ 2) N PLBIAH s KT I K Ny 227 ~ 233nm 5 L 1. Oml/min ; ZEFE &
10w 1 ;A5 25 ~ 35°C,

[0020]  HE—20 (), PLIERT HPLC 45410

[0030] DA )\ KB it b B A i IO SR A7) 5 LA OB — /K — VKBS IR (AAFRLEE A :500:500:1)
AR sEE I KA 230nm s IE 1. Oml/min s BEFEE 10w 1 4R :30°C,

[0031]  SEEG/PER HUATVDH AR IS &, K35 HOE , INBIAR A i - AR il i B 1ml TR 295
GiyDIH 0. 5mg VAR, #2757, BE I, HUEE AR 0 S m s v s kG 2 2 U s e &=, P
BIAHE BB IR Inl TS 1w g BV ME X RO DIRS 2 PR UK g 2% JTo0T B
T &, FSAH E E AR Il S L g IR AR A 6 BRI VA TR o TR P R € iy
(P E 2 2010 SFEAR ARV D) 56, T/ \ G2 B S e RO IH A7), LA - 7K - 9K
BERE (500:500: 1) AIREIAE s K K 230nm,. BRAS MR ELFE 45 bR I +1 B AMK T 4000, 45
YO E 55 AR AR 4% B0 (1) 73 B B AT A SR . B EON HREVE 10 1 1 3 N VEAH L nE A, YRR U
KRBT, A8 T 06 = R 0 R B TR 15 % o FRS 25 2 U S VA TR X R VA TR A 6 T
WA 100 1, 23 BE N RO C A3, 0 3% i ] 22 32 i 7 W AR BE I TRD T 4 i PR
)€ 15 ] A 2% DU, 7K AR 2 SO 0 T AR ANAS K T 06 RV R i AR (0. 2% ), oAt s A
e SRS T FRASAE K T 506 RV VR U TR (0. 2% ), 8 2 SBR[ AR R AN 75K T 0 R s v =
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W T AR AR 3.5 4% (0.7% )

[0032]  SIRA AR, AR BH¥5 K (145 v 0 HH K i 2% Ak 4 B LT 46 5 32 RS0 7
AR A R SCRAE T A TF T Wy AR 7= figis R A = AR (0 — Bl 32 B2 (R /K i 2% T4k
EW, AT G S B D R ARSI I 2 T AR B Ak A ik
ZAE D, I LT S M RIE L VO S S5, I A TF T HPLC A5 77 4 FAE K
B0 A ) SRS 25 R PR 2% JTROGT R s AT T A 285 ) M s b 4 e %) 2 P AR A D
AR B B SE A B G0y BT bR v R B R, DT BB G 4 A D L P T, IR
HA e EAEERE .

R 1 152 AR

[0033] [ 1 4RyPHUKMAEZRAL AP H-NUR 3% ]
[0034] [ 2 4RVPHUKEZTAL G PC-NUR 3
[0035] & 3 ZRyPIHIKARAFLAL G411 HMBC 35 K .
[0036] & 4 ZRVDIHKAEZ AL A1 DEPT % K
[0037] &5 ZRVDHHKEZ AL S COSY i K

BIRLHEA

[0038] DA A2 AC A BH IR HLAR S 491, %o A & B 0 e AR 7 S Aol — 0 R, 152 A % B
(R ERA G T AN R T IX Le S g o FLAR AN TS B A i B ) JE ) e B 4 ) A AR A R A E A
B ORI 2 N

[0039]  SHEMH) 1 ARyDIH KRR T B Y 4%

[0040] (1) HU4RVPIH 30g, % T 200ml ZJEH, MU 6mol/L ) Eh /R 200m1, 4% [A] i & M.
4 /NI, BrbE R A2 2, AR NN 50 % NaOH /K VW pH 22 ik, 4540, Br 8K AE TR in N
NaCl R A VRIS, 1k 38, FAE T AR BT A v R, BCA HUAE, 2519 BT el 1k
[0041]  (2) ¥ (€ [ AR AE B2 TR ot T, ARG 10 £5 T /K SR AT I 2 /i, Hihj
5405 . Tk DEPT 3. COSY % . HMBC. 'H-NMR if% . ""C-NMR 25847 T S5 HIRMiIE , St i 1351
L 1,

[0042]  SEJtEf] 2 4RV IE K fR IR AL S R 4%

[0043] (1) HU4RVPIH 30g, % T 200ml ZJEH, I 4mol/L [ EhER 300m1, i [al i & A
5 /NBT G PibE R 2 2R, ARSI 60 % NaOH 7K 357 3 pH 22 0 1, 4048, BT 8 K8 Foim o
NaCl A VRIS, ik 38, HAE T B AR BT A Y R, BXCA HLAE, 2813 B s ik
[0044]  (2) ¥ HEE AL TR T, ARG H 8 A ERM/KEIRFTH 3 /NI, Hhjk
545 . T8t DEPT 3. COSY #% . HMBC. 'H-NMR % . ""C-NMR {25 8E4T T S5 MIRM3IE , St 1351
K 1,

[0045]  SEJtifs] 3 LRSI K fER AL AL SR 4%

[0046] (1) HUARVPIH 30g, % 200ml ZJEH, I 9mol/L (¥ Eh AR 140m1, Ik [ml i & M.
3N, BB A SR, ARG N 40 % NaOH 7K 3 pH 22 b ik, 4340, IR AKAE TR in N
NaCl RCPR TN, i 38, FIE T B AR BT AV AR, BCA LA, 2813 Bl ik
[0047]  (2) ¥ At AR AR LA A T, 2R 5 H 12 f5 B S /K SR AT L/, Shgk
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940, 3B DEPT % . COSY % . HMBC. "H-NMR % . *C-NMR 145 3E4T T 45 RBAIIE , AT BT 194k
FIE 1,

[0048] St f8] 4 GV HH K 2% AL B WD AE G5 38 AT S IR 2 s 4R kg 2% JOGT RS 4 R
H

[0049] (A 45At < DA )\ e SR B A R O S AT s LA S — 7K — UKESTR (ARFRLEEA -
500:500:1) NFBIAH KIS K 230nm ALE < 1. Oml/min s HEFE & :10 0 1 43 :30°C,

[0050]  SEEGDIR (VLGS AR B, RS SO, NS AR R F MR R Iml HH A&
GiyDIH 0. 5mg VTR, #2757, dE I, HUEVEAE o S s vl s kG 2 2 U S vOE =, T
BIAHE BB SR Inl TS 1w g BRIV VE XS RO KGR UK g 2% o0
T, A E BB AR Iml 8 1w g PV 1 5t IR S v o T va 5 it v
(258 2010 4FRR B %V D) 5, T )\ Be s S RER A IS, L ORE - 7K - 9K
BER (500:500: 1) SRzl KK 0 230nm. BB HEUZ G vb I T8 MK T 4000, 45
Yo 5 AH A1k T 1 3 B P Y R A R B EOG BV 10 1 1 ¥ N TRAH (LB, TR
R, AE 06 1 A0S SO BRI 1596 o THORS 25 Ha B 0 v VB R R V0 B v 1R
B 101 1, 23 BVE N TBAH GRS, 0 5 Bk B 22 32 oo I AR BE I TR) 1T 4 fif o Rl
[0y €0l P] G % SO0, K fig 2 SO UEE T AR AN 15 K 0 RV VR e T AR (0. 2% ), HoAth oA
T S TH FRASAE K T 06 PRI VR 0 AR (0. 2% ), % 2% 0068 1) B PR AT AN A5 K 0 R =
W TR AR 3.5 4% (0.7% )

[0051]  JK % TAL B AR 29 S IR 23 B (06 R h DN 2 2 b 4HL (A DR ) T Ay A

ZERWE -
[0052]
e AR | BOR R R | IR TR A
T EWEeER R Wi T
120401 0.005% 0.006% 0.020%
120402 0.004% 0.005% 0.022%
120403 0.003% 0.004% 0.019%

[0053]  SEjifs] 5 b IH ZK g 2% AL & W) 1E b S0 D) TR, B iR DAy 2% 0N R 1 Y
H

[0054]  EAif 4 At LAt J\ e SE ke St S Ik RO SE 78 57 s L O — /K — UKIETR (RRAEE A -
450:550: 1) JPLaNAH KPR 227nm 0K 1. Oml/min s BEFEE (100 1 4R :25°C

[0055]  SEEGDER «[F] S 4.

[0056]  JK A% AL G W) VE A A D4 JBORS: 2 N 49 X6T JE ot ) 5 28D 3H K ) i 2 A A
SR

[0057]



in P

CN 104072433 A 7/7 7L
s KRR BT R | BOR R RIGT R AE | BRI TR R A
VAR e T R VAV U T A W W R
120401 0.006% 0.007% 0.021%
120402 0.005% 0.006% 0.023%
120403 0.004% 0.004% 0.022%
[0058] S 6 49yl H K i 2% Ak & ) AE A5 SHAT S TR B AR Sk % TS T 1) R
H
[0059] B iE4ctE (DLt )\ B rE b B A i i A SE 78 7 s LA O — K — UKESER (AAFRLEE A -

550:450:2) MURBIAH AP A K 233nm RIE < 1. Oml /min ;HEFEE 100 1 ;4598 :35°C,

[0060]  SZEGID IR - [F]SEHE 4.
[0061]  JKAEZLFAL G AT J 8 W) ks A B i 6k BE 0 s 4R v b $H A R & B &
SERWT .
[0062]
- KRG AIE | BRI E | SR IR R
7
Vo b T AR VA W T AR W W T AR
120401 0.007% 0.008% 0.023%
120402 0.004% 0.006% 0.022%
120403 0.006% 0.005% 0.024%
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