CN 103897196 A

(19) e AR EFNE ERFIR =G

*:‘P (12) R BREH|HIF

(10) EHIF %S CN 103897196 A
(43) HIF AT H 2014.07. 02

(21) IS 201210578582. 2
(22) BiEH 2012.12.27

(T BIFA K2
Hetlk 518034 T AR ARYITH AR H X 7% Ja o 7
EANEBH4EDE
FRIEA FRH

(T2) REAAN BrE  RUTT

(74) TR FIIF LR R rH 50T
44237
REA 5KEX

(51) Int. CI.
086 81,00(2006. 01)
086 73/02(2006. 01)

GOTN 33,53 (2006. 01) BRI R BIT WOAPAT R

(54) %AB&FR
B4 R 75
(57) HE
AR IE T R4 TR, 4R T — o Y
B R H T AR IR A I T I, ;
S I R B et
REMR Y R E R WS B, ARERE S
WIEATES (2 FI3E -2 WEREN) KL IR, B
TR A TP 1, B B 5 SR 5 2 SR 1R,
R B LR LA 0 K4 TR R R 46 1 W
LT, 05 P T U R 2 R A I .
W ARSI B RERNA sl W
B HATH (2 FIIE 2 BRI K AL I R
Wy, SEIRIZIR A LA AR (A b b, BE e s
SSRGS £ SR R, [N AR5 B RS AR
TR R g 4 7 R BEE TR R
1 58 BRI SRR SR




CN 103897196 A wm # E Kk B

1/3 1

I —FEEY, BA W&
*HaN *HsN *HgN

0 ~120
20~120 9) /_§2
N
e



CN 103897196 A W OF OE Kk P 2/3 T
HN *HN *HN

Pk x. vz ¥ H 1-500 1K) HAREL, H x+y+z 24 50-500 [ H AR EL.

2. UIRURIELSR | Tl (9 58 & Wil 4% 7%, Ads o oD IR

¥ 2— FRIE —2— WEMEmR A 5 | AN B A ALE T, 7RI R 60-80°C 444 T Y. 6-48
N L T AR SR, N AR, BERE SN 2-24 /NEF, K N I R R RS SRR N
IRBEFRE, W IR BEHE J5 I RN =0 AE pHARA 9-14 2544 T /K f# 2-36 /NI, W /KR fa v pH
{HIHEE R 6-8, BT TR — ™), ik s R AL B 3- RN LREEL 3- IR IR
Wi, PR 28 1500 B A Ko A = R AW

W T S — b [ = s T KPS BB — W M IR BUAE 2 T R R TR
BRI N-(3— RS EENED-N - 23 - TR E bR h, PR 305 — W
TR 28 UM 2250 — VWP, ARSI T O 2-48 /NI, 8 s N S5 VA TRGE BT TR
R

W 2— R —2— WEMEmR AN 5 | &R I N 22 A WL b, 703 R 60-80°C 451 I R 6-48
ZINERE 5 LR TR A AR IR, N Z AR, PR O 2-24 /B, K RN S s B oK B
W 7K BFE J5 16 S L= 0AE pH AR 9-14 451 T ZKA# 2-36 /NI, K 7K A S5 5V pH (B4 2
2 6-8, FHTTHRAFRIH B R AW, Prid 51 & 501k B =5 FREER 1 B8 sl e, prid 2

3



CN 103897196 A W OF OE Kk P 3/3 T

13RI B —A R A AR g s iz, 55— A Rom i A BRI RS

IR (L- M O R ER I R il b, I TR iy SR EE R SRS ) ST ik o — rh [
FE, NN N= (3— IR -N — 23 - R W ERIR £ 5 N- R DRI R Y e hi
BIER, TR AT T RN 1-32 /NI R N S S BOE T TR 1R R AW .

3. WIALRIELSK 2 Pk -G Wil e& J7 i, JLREAEAE T, 25 ik 55 — v e) =9y 0 3R b, B
B BFIFPTIA 2— FIFE —2— BEMAIRK 1) BE ZRK LE Hy 0. 8-4 :100,

4. GIRURIEL SR 2 Tl 66 Wil 2% J7 325, JORRAEAE -, 2 Tk 55 — rh ) =B 38, i
SRE A FIAT TR 2— 1L 2 WM BE 4K L 4 4-100 :100,

5. WIRIRIELSK 2 Fridk SR-G Wil & 7532, FLREAEAE T, BT o — v [B) 7= 4 R0 ik i 1R B
EE I EIREE A 1 :2-5,

6. WIBCRE SR 2 Tk SR G W28 T7%, HRFEAE T, il 28 (L- 28D R R £ 0 iy
R REE R SYRIEEREE A 1 :0. 002-0. 5,

7. WIRCRIE SR 2 Frid SR-GW #4771, HRFEAE T, Pk 28 (L- iz i) IR IR 2h 40 Py
R A R PR R EE A 120, 002-0. 5,

8. WIRUHIE SR 2 BTk SR-G Wil #& 771, HARFEAE T, fil & ik s R IEE R S0 2 B,
BTk — R vy A AR I s i, o — DR Im s A BRIE 2R S 1E A 4- WRIE R IR LB, 4- UK
WERR NS, HER NS, &R TN, 3- ZIENIR LBEEL 3- LN R FAE.

9. WIRCHE SR 2 FridkSR-G W& 771, HAFEAE T, & Frid i R AL R S0 2 B,
BTk 51 4 5 BT ik 2— FF 3k —2— DRI IBR ) JBE ZR EE 4 0. 84 1100 ; T iR &% 157 1 T ik 2 Ff
Kk —2— WEPERRK 1) E JK EE R 4-100 2100,



CN 103897196 A OB P 1/14 7

AR G
[0001] AR B J& T HrAp R, JCHAW Je—FiER & W SHwi#6 T7 ik

BREA

[0002]  IEAFR, LA EA R 40 RSN Bl A AR R 2 ORI ) — SRR ARBIT R
FEAER R e R R R 22 DI AR LA R BRI A IR 7 A, JL OO IR
AR M8 A B, AR e T R ST R R TR 2 ke 75 0 S Ao R 44 i el S e AR N I
5 Ay T VBATE A J 96 0 1 e S o o 40 i e B AR N LR F) T 2 SO B4k A
PERNRE o QA NVEBIENE — B RG TRV R & T RS AR i 2SR W 3. 38
BN ORS00 A R 40 M 2 8 IR 5 B IR ), A RN AR 1 1E R 4L 20
TSR S SR R o DAL, LRI AR P 128 4 ML PRS0 0 95 ok Ay e L2 WIORTAY S V63 7 7 56
N EE bR BUAN, T I RRAE T A A VRS B4 e 40 Bk P 1 0, 3w ] AR B 2
PRy AT VAL o RO AR A L b B AR /S (BE 10 5 31 10 AZAS i 40
AR A, DR A 2 P8 L P 36 23 il o — A~ AT B PR SR Y AT R 5 25 52 A
FAG3A 28 40 1 5 L8 I 450 40 L PR AR A /N DX 03 AR 34 o g 4 it 5 R e R e 1= ¢
A MRS B 2> DU B A DU SR R R R A SR L ORIEAT I 7 o X5 — b7 S & » 5 2k
IR I A % BN Ry S R 4 S RSB R O 1 (R I BERL B LR AR K Oy 1 AR R P &
FH. IR eI B AR S O B — RO MR R
e B SR I — B AT K I B AR [FIRE, O TIE 3 BL B REK, e 2t i i 4
HA BRI E G R A 0 1, AN eSS AR B R AR A PR 2 A R T
[0003]  H I, X5 H A EHIFAZ I,

ZBEAE

[0004] %Ik, A& HLE TIAE—M R se i R 7 M 45 & LY Koy 7, A
I REFEFS IR A K 7 T AR e S5 A 1 = 0 T L

[0005] AN B A2 XA SEIR I,

[0006] —FPEEEH, HA W4

[0007]



CN 103897196 A i R B

2/14 11

+H3N +H3N +H3N
@] (@] )
H H
*HaN i
3 N N H N EN ®)
o H o
z
NH; NH NH
01 O
v
O N
0 ~120
HN 20 ~120 0
>—N
(T
NH
0
OH

[0008]



CN 103897196 A OB P 3/14 T

[0009] % x.y.z 3L H 1-500 [ HARZL, H x+y+z 24 50-500 ) HAREL

[0010]  DAK, EIREEA Yl ik, Fsu ~ PR

[0011] % 2— FISE —2— BEMRIKAN 5 | &I A HLEF R, LR N 60-80°C 444 K S
648 /|NINF, 4 L R T A B, IO\ A, BB SO 2-24 /NI R RO S TR RS R R
PR KB S5 (0 RN = AE pHAELA 9-14 2518 T ZKAi# 2-36 /NI, 47K i fa s
W pHAE VR EE R 6-8, )E T TR RIS — P =1, %5 | R B 3- RN IR CBEEL 3- RN IR
e, %2R AR R AR EN RS O %, T =%,

[0012]  BRiZ i — PR T K TS RIS — 3 M R B A 22 T = AR e —
PR IR TR JF N N= (3— AR D N — 23 - 3R W I IR Eh i R 2 858
T W25 TIN5 — TR, AR R R RN 2-48 /NE, B S N S i TROE AT A B
ZHE e

[0013]  #f 2- AL —2— BEMRIEAN 5 | &I 28 HLE R, B A 60-80°C 444~ &MY
6-48 /NI, W R TR HE 2 S, N 0BT, B RO 2-24 /NI, K O JiE R R L oK
PFE, B KR J5 B SN 0AE pHABR 9-14 454 T /K Afk 2-36 /N, W4 7K i v pH AL
PR 6-8, BT TS B RRZE MR AW, 1% 5 | R FE B — 5 TR 7 5 sl /P e, %48
1EFAE B — AR A A LB L, 75— ARl A B B R Gk B 4- WRIE R R L,

7



CN 103897196 A OB P 4/14 5T

4- WRIEFR IR T, H 2R L6, H 2R TR, 3- WA IR LB, 3- &N IR T RESE

[0014]  Re 2R (L- M O HIIRIR TR A G2, I ZAT R FE I SR G ) Sz — P )
PR, IMAN= (3= NI N - L3 - i —WHE IR #h 5 N- FRAL BRI BE Y i
BhER, RS AT T SN 1-32 /NI, R S W JE BB BT T 1R B R G

[o015] A WIZE AW, HAT SR (2 A3k —2— WEMemb) B FUAtRE AT, R R i B s ok, Bk
BE S Rr 57 1R 45 5 S L R B (R IN BE 8 P LR 100 K 23 10 B R S 1k 4 A AE LR I, B
figg FH VRO SR80 8 BN R IR e e S R ) s AR W3R A ol 4% g vk, T 2R A S AR 31 A
1758 (2- F 3L —2— WEWEOR) e HAL P 28 54 SBZ R G BAT IR i A= i ok, B RE
figg o S 1 5 HE LR R 1 [R]IN RS B FLAR 1 R 7 W oAb R S M 4 S e LR T, g

FHTAERA « R 72 B R = 280 S e 2 N

M (=35 AR
[oo16] P& 1 JE AR B Sl —H & R A4 H- G .

BiExiA N

[0017] i TAEAR WIS H (0 5ARTs S B ALl SN 22 WY 1, LU 255 B Vel B St x
AR NIATHE— DR UL o B = B, SRR BT IR ) FL ARSIt U ARRBEA A B, IF
AT REARL

[oo18]  AZMISGIR I —FEEW, R EDAA W NS

[0019]



CN 103897196 A '1«5111 HH 5/14 71
*HaN *HsN *HsN
v LSO S T S o
3 N N N

0] 0
Z
NH5* NH NH
O? O
=4
LA
20 ~120
HN 20~ 120 ®)
;o
~X
NH
@)
OH
HN O
:==C)
HN
N/ \N
N @]
SNH
HoN

[0020]



CN 103897196 A OB P 6/14 T

[0021] % x.y.z ¥ H 1-500 [ HAREL, H x+y+z 24 50-500 () HRE. ZBE ST LLE
MO x~ v~z FTARER I =R B3Ry, ICIERY, ARk B R .

[0022]  ARIAREAEY, A K (2- T -2- BEMIpO & AL A, HA IR @it 2E e o, B
REME Ry S MR &5 A 3R L0 8 (0, (RIS BE A8 B P4 LA 19 K2 4 il e M 45 A 7E L3R T, B
i FH T« R S 0 R e B A

[0023] A< B SEil ) gE— B3t LR AW & vk, AR T IR -

[0024] DU SOL, il 55— R =4 -

[0025]  #f 2- AL —2— BEMRBEAN 5 | &5 I S8 HLE R, LB N 60-80°C 444 K S M
6-48 /NI, T A T R 22 B, N b, P R 2-24 /NI g RO R R R
PR BERE W IR B 5 00 5N = A pH AEA 9-14 4540 T KA 2-36 /NN, K 7Kg e %
W pHAE VR EE R 6-8, )BT TR RIS — P R =, %5 KGRI H 3- IR R L REEL 3— IR TN R
RS, 2R B A R W B 2 MR AW, SR R w A 25N RS s
T, T T REBC TGS

[0026] DR S02, il 44 58 a4 -

[0027] B — PR T K P A RIS — 3 B ER B A 2 T = AR el —

10



CON 103897196 A Ww B P 7/14 T

I A RZ TR I N N= (3— —EEERED N’ — 23 - TR W b IR Eh B HR AR 2 58
T PR UM 25— W, FE SR T RV 2-48 /NI, g e N S BB AT A B AR
—HE =Y

[0028] DR SO3, hil % RIENIR AW -

[0029] K 2- FISEE —2— BEMEMRAN 5 | & F 0N A WU, FEIRLEE 4 60-80°C 44 N S
6-48 /NI, KU P T HE 2 B0, N 8 b5, B SO 2-24 /NI K SO JE I R AL K
BEFE, W 07K BERE 5 6 BB FE=0(E pHAE A 914 46 T 7K AR 2-36 /N, B /K i % pH A
WA 6-8, BHT THRAF RN BRI R S, %5 | R FIEE B = 5% R 5 6 ool /7, 1% 2%
1RFE H — AR A A R B &, 75— K A B R G, Wik B 4- URIE R IR
LG, 4- WRIE IR TR s, H &R L8, HEMR TN, 3- "IN HE, 3- BIENR TS .
[0030] S04, |25

[0031] K5 (L- Fa O MIRER I N B MR, I R IE I R AW POz s — e
FEY, N N= (3= R IR N - L3 - R W IZ R 3 5 N- RIS BRI WL i i iR
BIER, IESIRAE T R 1-32 /NI, 4 R Y S B BOE T T8 13RI AW

[0032]  JDEE SO1 A1, %51 & FIFL 2— B2 —2— BEMEmR Y BE /R L4 0. 8-4 1100, 1% 26 11510
2— F3E —2- WEMRK (K BE 2R EE Ry 4-100 21000 %A HLIEFE B ZJE sk — 5 P k.

[0033]  ZDEE SO1 BAKUIF -

[0034]  f 2— R L —2— WE MR IR R 5| % 500 I BV 56 B, B A AR LR R A I,
20-30°C, [A] S N AR ZR H N Z AL, AR G BEHE 2-24 /B B SO I S TRIAE SR A R 2%
7;2,@fif):féiwlﬂm%mﬁ%u%i,?%iﬂ?ﬁﬂji*ﬁﬁiﬁﬁs, EREZR RN M R N A | DAY O
P, 43 BINVRG T FAZIR G WEAE pH BN 9-14 5541 KA 2-36 /NI, 7K Af J5 % pH
{HIHHEZ 6-8, K%L pH & 6-8 [ IE NIBENTR A, fE 258 /K FIENT AL, I [R) 3 K LA
L AR .

[0035]  APEES02 H, 1% — (Al ) BTk M BR B AR 2= B R AR B 1225, AP ER S02 H
AR -

[0036]  KfiZ s — [ =00 oK A, DEFEAS B — W

[0037] ARG R A Z T T S WA E = A R IF N N= (3-
) -N” = L3 - Tk W R R R i 115 B 28 W

[0038]  HFiZEE VSN 2258 — IR, 7E =0 N BFE, Y 2-48 NI, 5 R S TR
OGBS, £ B KPENT 3 RULL, BEH B SR RAE TS, 535 i
=Y

[0039] DR SO3 A1, %5 | RFIMPTAER 2- AL —2- BEMeObk 1) B /R LE 4 0. 84 1100 ;1% 2611
FFH 2— B —2— DEMEIR 1) R JR BG4 4-100 100, 1A ML IR IR S01 HAH TR, 7E A &
=1 0p

[0040]  ZPE SO3 BAKUIF -

[0041]  f 2— R 3L —2— W@ MR bk AT 5| % 300 I Y. 56 B, B A B LR R R A 0,
20-30°C, [A] S N AR ZR HF N Z AL, SR 5 B HE 2-24 /B B SO I S TRILE SR A4 R 2%
R, @&Wﬁéi&ﬁlﬂéﬂﬁﬂﬁ%ﬂﬁ%z,?%»iﬂ?ﬂﬂk*ﬁﬁ?&ﬁs, EREZR RN M R N A | DAY O
P, 13 BITR GV B2 TR GV TEAE pHAE Y 9-14 54 T /KR 2-36 /NINF, K Kt s %5 pH

11



CN 103897196 A OB P 8/14 T

{HIHEE 2 6-8, % pH AR 6-8 MR ENBENT T, £ L F/KFENT AL, £33 & Rt
E/JEX/\

[0042] 5%%MP@ B (L- 2 ) IR TR EhoF i iy B B R S W BE R EE R 1
0.002-0. 5 ;1% 5 (L— FE ) IR ER Eh A0 P il 55 — (8] = BEZR EE A 1:0. 002-0. 55 i%
(L a8 WIRIR R R N- (3— NI N - L5 — i WL Eh IR Eh i R /R LE
M 1:0.02-10, %5 (L- #a ) IRIRERA S N- SR ILBE ML i i B2 B AR i R AR B 1
0. 004-0. 50 ZZEMWALIE N 0. 01mol /L, pH=7. 4 IR R £h 22 VK

[0043] DU S04 1, N 56 G » 1 N i ST B8 BB MT A8, J3 AR B IR 3h 2 i iR
FETIRFIEN 3 RELE K E&H R SRR R T, SRR 5, B8 $h oz rhp
AUIRAH ], AE AN E T IR

[0044]  ASBIZEGHIETIE, ML G RNVATE HA S (2- FI5E —2- BEMO & AR F]
WAV, LR G EAIRE N EDNETE, BB Ry = 45 & L (A 5, [AI B ReagpH

PIHR K7 TV AR v 1t S5 A R L3R, Re % F T HERR L R A B R e e 2 A

N

[0045]  LLR &5 & HAR SR 0T 3R 28 A 4% 7 8- T VRGN I3k

[0046] S fs]—

[0047] Ak BHSE M R GO I = S5 T -
[0048]

12



CN 103897196 A OB P 9/14 Tt

*HaN *HaN *H,N
o LSS M T S o
3 N o(N 2
o 0
67
NH,* NH NH
oz o
v
[ae.
0
HN 20 o /3\2
>\~N
I
NH
0
OH
HN O
;\:o
HN
/4 i
N° N
N>—§:O
YNH
H,N

[0049] A% BH Sl o) 56 -G il 4% 7 v, B G an AP BR

[0050] 1. PR 43l s i 2k 5 S BE I 58 (2- AL —2— DM (195 A

[0051] ¥ 2— 3L —2— W@ M ibk (8. 5mL, 100mmol) ¥ T 2 JiF (30mL), 44 3- ¥R T8 & 2 g
(0. 520mL, 4mmo ) A B [ AR R H1, 2 JGHIRE IR 70°C, O 8 /Yo Bl J5 45 1
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NI o BT KA R AV R TR BB AT, 13 8 T B4 N 2K I 5 (2-

B —o— WEMEORD P 1, 2k -
[0068]

16



CN 103897196 A OB P 13/14 B

[0069] 2. AEWEASMEE (2— FIHE —2— WEIAAIED) )5 K -

[0070] bR 75 30 i P9 S R s 23 il i e s 5 2 2k 1) B (2 FRE —2— WE MR [ €[] 1
(2K, 0. 20g, 0. Immo1) ¥ fi# T 25 B 77K (6. 0mL) T LA B S WK KB . BB LD E
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WA (2- B —2- TEMm [ ek, g50R s -

[0071]

[0072] 3. 2— FR3E —2— BRIk (8. 5mL, 100mmo 1) T 2 (30mL), Fi-t4 = i P Tl i% P i
(0. 44mL, 4mmo 1) WA B NAKZR A, 2 J5 BHRAWINAE] 70°C, M 8 /Mo Bl 552 1k
P FHR A IR S0, N 4- WRIE R IR ZF5 (1. 224mL, Smmo 1) Hi# 12 /N, EHUE R
FH ks 3 73 vas 70 g b, A5 B HPIRRSE AR AR . BN 25 B 17K & 50mL 2 Ji5 , £F pH=14 [ 41
AR 24 /NI KR pH I 2T, B S R A WS B BE TR T, AR R K
HOENT 24 /NI o S5 JE S S E AW BV IRV R IR E H BT, 19 3 2N 2K 1)
T (2— FIE —2- WEMEHRD (@A, g

[0073]
el o

N
A \/isNﬁ)J\OH
[0074] 4.5 (L- M2 ) — ¥l — 58 (2— FIE —2- WEMEIHO A W) =B 5 (2- AR —2- 1@
PRI T
[0075] ¥ 5 (L- M & O MR R 3t (O + = 21K, 21mg, 1 v mol) ¥ i T 3mL % [R 2% f
#5.(0. 01mol/L, pH=7. 4 ¥, IO J3 F 824 2K, A0 3R 3 il 2% I R o i 7 26 1) B e
(22— FEE —2- TEMEIRD (48mg, 24 umol) 5 FlR 1S BRI W R (2 2L -2 Tgmk
W (2. 2K,13. 2mg, 6 umol). FFIIA N- (3—- RGN N - L5 - i D Eh iR &L
(57. 6mg, 300 b mol) 5 N- FRIL PRI W LM 1 #5 (6. 51mg, 30 b mol) , TR T RV 16
NI RN SRR, KB A YU R RE TS, 4 AR R 22 b £h (0. 01mol/
L, pH=7. D) WM L EF/KFIENT 7 R w5, BEA RSB R TR, 33057 7 &
A 80K Z& (L- M ) — &k — 58 (2— H & —2— NEMet) LW = A1 5 (2- 2 —2- g
W) O [ A e 25 E 0. 3, Hrp AR BB 58 (2— AR —2- BEMER) (5 20%)
[0076] A B S it 91— Fr i) 4% 1K) 28 -6 ) BRI AZ R 1 BT R RTIR IR 2R 0L, AE AN BB B R . 1%
AWz kAT T i R v TP PR BT AR SR A B A o I A i TR
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A TR A AR AR A B B AR S AR B AR R R I LA, B
(L— D AT IE AT o REER (L- MR — R - MR AB MR (2 T AL -2 BEMEIHO 1)
i S VG 6 220 N AR S VR AE A A B 1 — A A e 5 s B AT DL L e U < JB AL
Wyl A ARRE S 2RI, 2R (L B - A — AW HRAB SR (2- F2E —2- WEMENR) £E 7
LT 25 B W B B 0 A R T TR IR = T IRDE AR 7 1 REWS 5 el
PRAMFIEFENE S 17, [R5 (2— PR —2— WEMEb) REPHLIA LM 70 7 I ARRr 7 PR B » o
AN AS U (¥ B0 A4 B i 8 11 mT DIOE 5 [ 5 1 A2 % (0 S R A i [ 2 ) phiZzb ek 1
B (10205 0 5 AT RE W 228 6 M MR BT A8 P S L ) 0 S sl AR R e S S e e e e
QA OB el 2 S EOR, W] UG I P 25 Pl S s R B 8R4 HEfR L R E &
UK HT o

[0077] LA BTk A by A S B I 5 A2 S Tt ) v 25 AN FH LA BR T A 52 BT, NLAE A 5 B 0K
PRI ) 2 P BT AR R S4B 5 S5 R SR 50dE 55, 8 A 8 PR A e I R AR BP E TFH 2 PA
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