CN 106749477 A

(19)Fhfe A B HFEE R HMIE =G

(12) ZRRE F|EIF

(10)BIFE N FRS CN 106749477 A
(43)BIENTH 2017.05. 31

(21)EiES 201611117364.3
(22)EiEH 2016.12.07

(7O EREA RO EEZNE AR A
ik 430000 A6 BT AR T AR TT
X T T KB 8585 A= s 24 i vh /N
Al el i 45 0

(7)) RBBAN e e XIREC W)IE
Wr

(74) EFKIENA 16508 NG BENR B
HEFTFE A1k 11371
KA AT
(51) Int.CI .
c07J 41,00(2006.01)
CO7K 16/44(2006.01)
GOTIN 33/535(2006.01)

GOIN 33/539(2006.01)
GOIN 33/532(2006.01)
GOIN 33/543(2006.01)

BURIZERA4TT B 45161

(54) ZBA &R

FH 00 2 137 RE R ) Ak &4 B ) 4 T
(57 %

AR R B o 52 i i H R ER A A0 »
WA EA W (A) FRiI 854 -

jed

o e o
a

L0
“fn{‘}
Lk
L B

B o

(A, nJY0EL
(A
IEREH R ENH, 0, S5 Ro H O,NH, CHz; Rait H
SRk VE LA L AR R B e R AU Ak
WA R Tk b H IR 5 B B A B Y A EE
RSE (7 B 389 028 B i 8 2R 1 e SR ) A, {8
TR G  F B 5 i H AR S E e
P2 JE ) & I PR, R RO RN 25 6 H BEIR
LR A 5 B H BRI A4, BT DL ST A % b
T TSI G E I B 43 AT R AR 4 S SR AT 4
G BRI T 4%, SRR AR A A HE R R B 7K P
) VA AR



CON 106749477 A W F ZFE ok B 1/4 1

L H T 3005 I35 H IR R (AL &4, ARSI AE T Firid AL S YO8 B H IRIR T2
Wiy 2R A PEEE B AR TR R A0
2 MR ESR A AL &9, AR AL T, Irid A S H A sk () P45 14

N R T S
\? ] f”‘ (i 3 7 ( A ) ,
m\f“ ;‘a
XK@,
nAOBIE ¥4, 3% ,n=0,1,2,3--+..20, Bk ,n=0,1,2,3--..10;
Ri% FANH, 0, S

Re3% 0, NH, CH;

Ratde [ 2 /K Pt 3L A AR R B e 5 R R ) oA o

3 ARAE R Z R 2T IR AL AW, FLRREAE T - Brid oK PRI A ik B 2, 338, IR 2 1k
5, B AL NHBoc , N-HR HAME WV fli 3 , ¥R 2, R A , Tl 2, I S 2 , MU ML e , FR R 6 , N-
2 L e I i R B VR AL , LA ORI B VAR R N L SR e iE AT 5 TR B
B L s IR S L B U VL L I N BT I I i S B AU ML e

4 KRR E R 2R AL &, JARIEAE T ik Sy R A s ik ik B 2R g A &
ERPNIiINISEA S NS S AN S P

5. AR EE SR LB (1) FH T 00 138 H R ER I Ak & W00 ) 4% 7 32 LR EAE T i 0714
ALFENG B R ER 5B A 2 K M 2L () K VA M R A B

6 . FRAR BRI EL SR 5 Bk 1) il 46 77 V2% HAFAEAE T

FriR KIS R EMIER R B, i, RO 2R A B n, 0 N IEBEG % n
=0,1,2,3-..20, {1k ,n=0,1,2,3--+..10;

FITIR i K P 3 (] 3k | F 0, ST L, R LB AL 5 B U0 , (3, NHBoc , N=BE I I it 32 , ¥R
LB T 2 B BRI , FR R AR , N— 0 fe i fi FR R Vi AL B, T 2R Iy FR i
TS, PR  N-J2 5 SR B e vl AL T , PR R B0 2 s PR ad b , I S /K ME R A 0k Y L 2L B
S N-BRHIBE P 2 A S 2L ORI e 2 A B & 2 S A

7 N AR E R 5 FTIA I 81 4 7 v, HASAEAE T LR A N6 R 2 B NG I N
Wil & B0 ) 83t 9) Frn& ik 5 & g A ur s,



CN 106749477 A m F E Kk P

2/4 10

",

AN
o 88

o
\_‘_,,-v\{ },\A \(V‘.,\R.\A_ﬁf\{_\,_,.\,\vl
13 2

Z
%
4255

7%
7

2

Pt
o

%

o
o , SR %
?@v\\ ; 0 LRRUERR ‘

o

Hpocholie ol
VA
; L S . e

: $

B &
\::}-‘ N NN \g\ N

ENORRRR 3t CHRNY = 9 SN N .

S N S B R T

o R
N \V} R ‘\\ R i RN -.} o"'\:\w‘»

8. MR HE BRI ZE SR 5 v ik (¥ il 2 U5 i, HAFAEAE T LR S N6 R & — E;«?bfr_il‘*&f“



CON 106749477 A W F ZFE ok B 3/4

Pyt & B A2 (103) B (15) s S RIAL SV & s a2 s

- S
“i" e 2
i 4 'ﬁ \ o § R o &
5‘% ¥/ k \{,.,-f\s §§-/\'( i ~§ .f"\\\_\,.\\-\‘v/.-n,\;}‘_..—\\‘/\,.\)\«‘_,ff\ 'f} ,@»\”_,4\).\‘_\,»"\{\&
P o i &
; CEl
O T g .
(13)
5 &
% Q i
QH E: N"’\ ""\' (\.é
IR ; 3§
s ¥ LJ\ A \"‘“\‘wg\go"’\ SN TN AT .’3,,\ ey N \N ""\f\'\f§
Soul y ;
LR s ¥ H H
& QM N = ﬁ ¥
cn S O i

(15)

. & ¥
S w»‘\.\_.“\}\v\_.\v'\-,\v\.}.s‘\\,‘\.--*.o\-,\_,‘--*‘\&

7
&

TN 3 ot 3 X N
BORS M N QT N RN TR
W

\\Q‘

9@%&%x%ﬁhﬁﬂ%ﬁﬁuﬁ%ﬁﬂ:H%Afﬁmm L NG N
Yot & R A 3K (22) o ﬂm%A%mA&%éwT

. 2
e \.\ ‘ * \3,‘*«»\
3 ‘l.\.«v-“)\.‘ 5 n tg‘ \:\
ﬁ.‘u\\. E "."“‘»/«%{} ‘\3\% PATN . N\,”:r
e ‘ 7 b 4
&N ¥ 2 N
& = b

(22)




CON 106749477 A W F ZFE ok B 4/4 7

10— FhH IR S VEfUA , UM R 1 B U — BT R AL & W e e 1d E 3 e 7
EERACE

UL — B R RS e MEPUA , AR T i U8 BRI 2R 1 B M — IR i 4L
B /INBR, 5 T I 2 AT AR ] 25 1) B T B LA, B DA TP IR AR A5 0 e B 0 22 K A
GBPBURF G e 0 B AL RN 2 kR STk

12— BirE AR A IR, LR AE T 2 A RO ZER 10BN ZER 1 L I (9 H AR
Fr SR, FIBOM ZER1 BEAE— TR AL 54, J T SRR e A A ) I R 6T

13— BirE AR A AR, AR AE T 2 A BOM 2R 10BN 2R 1 L I (9 H IR PR
Fr SR DU, FIBORM ZER1 EAME— TR AL 590, 2 T S L ph i U B i



CN 106749477 A w Bg B 1/16 7

RTNZELFEH BN SIESIE LA

BR G

[0001] A B e H MR R A B AR AU o S8 B AR e AT U e s HARBR A 54 L
& 5k, U P e LS H HE R I DU S5 i) i1 26 T ik SR 2 R B A Y
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I , 22 T S AR S B A VAR B R

[0043] i HEL R AGr U1, 5 A7 _Eah ) H HE R ARy A PR, AN B 1 I 5 AL H HEER
HIAL A, 2 T S B b Bk i S B 5T
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[0051]  HAKK)H &0 BT
[0052] 1.4 EARK @ Slmteay)

[0053]  Sandma Ty i (@) Hin=6;
2%

[0054] A N6 2 ¥ (46g,0.163mol) , FAEEES (18.6g,0.287mol) A
1000mLA¥ B CTREHE AR , SR )5 I N 500mL I DCM,, 3 %35 °C s 75 il FE T A8 in = 2. iz (20g,
0.2445mol) , i EE fa FIEBEFE3h, TLOKL I S B 5E 58 5 4 S BRI U, e T3 711, 45 21 R
BT CIRGTR, /KA 238 Ji , VAT b /K FEEL L , & A HLAE, FTC /K BRER Bh T4, i
I8, e T3 21508 HA K (2) S5 HRE OBUIE, ISR B O BE ERHT T — 2 )N,
[0055] 2. &R HA R B) AWK EY

U S &
[0056] AT TR (),
[0057] ¥ H A (2) EHIKALEY (50g,0. 139mol) ¥ T-500mL K DME R, 48 5 I N [#] 44 S
%UAH (18g,0.276mol) F1id Z90 °C Rt 77 s TLOK Il i 87 58 ¥E , 34 s B2 A N 400mL k7K
218 2 BEZEELFIIR (400mL X 2) , ST HLAH 7K ZEEX 24K (200mL X 2) , YL A0 $h /K FEH —
R B FFANAE, oK BREN T 0%, ik U8, e T 4%, 18 226 g B A7 5K (3) S5 M1 7% i 2
1A, AP BRI P 22960, 1% o
[0058]  Frf ¢ s CLBUAR ) 2 RESL IR EE B T
[0059]  'H NMR (400MHz,CDCl3) :2.64 (1H,t,J 8.0),3.38 (2H,t,] 8.0),3.59-3.74 (22H,
t,] 4.0)
[0060] 3. &R HEA @) S EY)

8

&@xwx§\33{5»a¢ﬁ§g§ﬁw

\é (4)3
[0062]  # H AT =X (3) &M IKAk-&4) (10g,32.54mmol) , A HES (4. 1g,35.8mmol) ¥& T
100mLIFDCMH , B 225 °C 5 7E LG S R 221830 N = 2. 1% (3.95g, 39mmo 1) , ¥ 4 Ji5 = d I+
3h, TLCAS I 2 B 56 B2 , 4 e LI 3, e -8 77, 15 B KL S T SR R 7K A5 B 23
Jei > VAN ShK B L3k , & FE A WA, AR BR AN T4, 1 0%, e T3 312¢ A 38 (4)
SR ERE, AR AR EEREHT T —2 RN,
[0063] 4. &REARK G) WKL E

& X
23 3 k‘}\-
{\g.-;, S ™ %\\ N2y SN LN ;
£} 2 N TN A S T ;
MR (5,

[0065] ¥ H AT (4) B HIAL-E Y (11g,28. 5mmol) VAT 200mL I DM , i ABRAR 2, 15 4
(6g,56mmol) Z A H 0. 5h T , S ASKEH , IiF 2 40°C R M Lh &, TLOK I s B2 58 B, 4
LI 200mLI¥ 7K, FHEAZEER IR, AR A ML, 7 /K ZE B IR, VAT £ Eh K AR B — IR,
W EEAHUAE , INTE /K BR R B4 15, 198, s I ik AR 4lifk 5 21010 5g B A7 50 (5) M o ta
WAk, AP BRI 2896 % .

[0066]  FirfS1 TG L A R R RE S IR E IS E A T

[0061]

[0064]

12
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[0067]  'H NMR (400MHz ,CDCls) :2.33 (3H,s) ,3.09 (2H,t,J 8.0),3.39 (2H,t,]8.0) ,3.58-

3.68 (20H,m)

[0068] 5.5 RH AN 6) SIS
.

[0069]  CiHHN \\‘J,J\QQ_%\{\V‘.ss\};wm@\i{\ 63,

[0070] B HE A G) SIS Y (1g,2. T4mmol) ¥4 T 5mLA 2, Tk A15mL I h B8 7K 74 7

(IM) , AN Z 2R (0.76g,2.87Tmmo 1) , # iR T HEHE A, TLOAS I s Bz 58 58 , 45 = bz i 1ok

V8 KGIEM A 2R CEEAEALAIR (2mL X 4) , B FE B S R /K AR 28 18453 2100 75g R A5 (6) 45

R B e RBUE , AP BRI 3 NT2.4%

[00711  FirdS B (PR A AL IR E S R B s 2 -

[0072]  'H NMR (400MHz ,CDCls) :2.32 (3H,s) ,3.09-3.15 (4H,m) ,3.59-3.95 (20H,m) ,3.58-

3.68 (20H,m) ,8.06 (3H, s)

[0073] 6.5 HAR () WKL EY

Q8 g

G &
¥ ;\ﬁ\\.ﬂj{' o ?{5\
. s 3 ¥ g
i s \\:{y-\‘ : ;ﬁ“"\_’ }_,.-\,\“p_{.}\\&,«\ ™ ":‘\\‘. N LN SR e e N
s Y

[0074] \LL\}’*N/ &
P fud oM

oo

(7)s
[0075]  f¢ H A (6) AN EY (0.75g,1.997mmo) ¥& T 3mLEDMF 1, N A H H R
(0.97g,2.09mmo1) ,DCC (0.453g,2. 19mmol) , =Z. % (0.242¢,2.396mmo1) ; = L IHHE L% ,
TLCAS I 52 B 58 58 5 F T AE $37 DME , 88 f il AR 24k , 19 210 . 6 g B A 20 (7) G541 7 £ (1 R A
TR, AP BRIV - 22 N38.7% .
[0076]  Frf5 i) (A LI RN BRIV B R RE S IR RS R Z dm T
[0077]  'H NMR (400MHz,CDC13) :0.68 (3H,s) ,0.89 (3H,s) ,0.99 (3H,d,J 8.0),1.09-1.13
(1H,m) ,1.25-1.29 (2H,m) ,1.35-1.45 (2H,m) ,1.50-1.60 (6H,m) ,1.62-1.76 (6H,m) ,1.91-
1.98 (4H,m) ,2.14-2.26 (4H,m) ,2.35 (3H,s) ,2.67-2.72 (1H,m) ,3.08 (1H,t,J4.0) ,3.42-
3.48 (2H,m) ,3.55-3.67 (20H,m) ,3.84 (1H,s) ,3.91-3.96 (2H,m) ,6.78 (1H,s) ,7.32 (1H, s)
[0078] 7.5 REA R Q) EMWHKLE

S AT
U e
#® I;:E:‘ "J"\ B \é AM"\QN ?’i B R ‘C}A\"‘"{'}\"'N‘"} NG L S
oo
2 S AN T

(8);
[0080] ¥ ELA 2R (7) S5 MIKAL-& 4 (0.6g,0. 76mmol) ¥4 T 5mL [ B % A1 5mLIK NaOH (1M) f¥)
KR, B R AR TR, ZEA T A, TLOR I s B258 5 , InbmLY £ B8 2. B
B, KA &R B R AR (viv=3:1) MBSV FRIZEEU IR, A 3F A VA, InJe KRR
BT, S SRR VA 1S 210 . 6g AL I A A4k 19 210 3g A 3K (8) L5 MK (1 il 44, AR
IR 7 2 46.6% .
[0081]  FrfSHY (A o [l AT R RE SRS 1 20 a0

13
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[0082]  'H NMR (400MHz,CDC13) :0.69 (3H,s) ,0.89 (3H,s) ,0.99 (3H,d,J 8.0),1.09-2.32
(m) ,2.69 (2H,m) ,3.42-3.76 (18H,m) ,3.84 (1H,s) ,3.93-3.97 (3H,m) ,6.75 (1H,s)

[0083]  sLjifafsi2

[0084] il & H A7 5\ (9) AL &)

TR N
j. 1 e . .
ﬁ;{ };§ A\ S“’V\‘{_‘f&i“’\\,.«\~*\\_..-~~¢o\ LN fm‘,} N AR \8 M’\I{ '~Q§
e SR gy
9) 3
[0086]
[0087]

CHaCOOH

[oos8] st 1A m A (8) S5 MMAL & D MR, & B AR 9) S &
ORI SRR

[0089]  HX10mLF 4848 K , T B BRI B A K 8) Atk 54 (0. 3g,
0.4mmo1) , AUERMENE (0.17g,0.8mmol) , FBEE W (8mL) , N0 . 008g (Z—) 1 4.2 , =il
NI A, TLOR I, S B 58 5, el FR I L 15 2R ™ ok 1, B4 2= 300 16g BA U (9)
SER A U A, AP BRI 341 .8%

[0090]  Frf5i) (A E AN AR ) Z G E IR S I B an R -

[00911  'H NMR (400MHz ,CDC13) :0.69 (3H,s) ,0.89 (3H,s) ,0.99 (3H,d,J 8.0),1.09-1.19
(1H,m) ,1.20-1.28 (4H,m) ,1.29-1.53 (10H,m) ,1.75-2.32 (14H,m) ,2.99 (1H,t,] 8.0),
3.42-3.49 (2H,m) ,3.55-3.76 (20H,m) ,3.84 (1H,s) ,3.93-3.97 (2H,m) ,6.63 (1H,s) ,7.08
(1H,t,] 4.0),7.65(1H,t,J 8.0),7.76 (1H,d,] 8.0),8.45(1H,d,J 4.0)

[0092] st f43

[0093]  ffil#& B AN (13) ML &

&S ¥
;e BNk

» 3 o W ¥
Y 3 N DV AN Y SR A N
N §§’\:’§?§‘ P N T N g N e gy
& R o
o
&

N
7N

9

& {,{:\:L

[0094] UK e W
i Hotow

O \’\,r" Nt ';3{’*

(13) 3
[0095]  H.ARRESAZWITE

14
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[0096]
MsCI o
EA ” ‘ NaN 3
HO(/\/ )‘H W I o('\/qsl/ : Né\/\o«(\/ }\/\Va i £
O ELO/HCI
10 11
Glycocholic acid QH £ 2
oo i O i oD, O A
TEA N’YHN NNy,
DMF
e 5 13
HO! "OH
[0097] 1. GREA N (10) LS
\;'\ RS
[0098]  ~5pde k-
" & (10);

[0099]  IGIRA FE N6 GNHERD B 4 1 (50g,0.177mol) ¥ T-500mL — & F L5z, A XS H
BB A (41.44¢,0.363mol) , B TUK/KBEH RIEEE RS CUL T, Z1BH I =2 %
(44.77g,0.443mo 1) I S RV, I fil s B AR RIBEAES CULR , ke, I8 A 2 =,
FREHE3h, TCLAS I , S i 5E 88, J Ry — 7k FHZK (300mL X 2) , HL AT £h7K (300mL) HE¥k , H
HUAH TG K BRBRN T158 , ik 98, e 1, 4372, 3g HAT 2K (10) S5 M 28 CuiAA , A8 A0 BRI 7= 22
H93.1% .

[0100] 2. AR EAR QD SEMRIHEY

o101 ety (11);

[0102] B EA 10) EHKILEY (50g,0.114mol) ¥ T-500mLAYN , N-— FF B FE e
TN ZE %8N (18.55g,0.285mol) , FH A280°C , I sk &7, TCLAG I, e e 5E 58, [ L £, B8 s
B (500mL) , FH7K (300mL X 4) ZEEL, 45 AL FH FC /K B R AW 158 , 1 Dk e, S8 Ja 3EAT 1 A 40
1k, 153533 6g H A7 20 (10) Z5 44 vk 55 LA, A D BRI 77 3 988,656 % .

[0103] 3. &5RHA X (12) SEMEIEY)

[0104] \*\ (12)

[0105]  #H AR (11) &HILE (30g,0.09mol) ¥ T 2. Wk (150mL) 58 (Imo1/L,
150mL) 71, NN = 2R FE B (23.69¢,0.09mol) , FHE F40°C , [ NI A , TCLAG I 52 ik 5¢ BE , Jig
T2, 138, YR 2 1R B (50mL X 3) AL, 7K AH AR BE AN 2 pH 9~ 10, Jig 7K A8,
I & H i (300mL) , A /b oK R BRAN T4 , 1 U, B T+, 4920. T4g B A K (12) 45411 %
AR, AR IRI PP ZNT5% .

[0106]  Frfi i AR ) I G S E IR BRI T

[0107]  'H NMR (400MHz,D20) :2.92 (2H,t,] 4.0) ,3.45 (2H,t,] 4.0) ,3.61 (2H,t,J4.0) ,
3.67-3.71 (18H,m)

[0108] 4. &REAR 13 LAY

[0109] A HIEER (1g,2.15mmol) ¥&FN,N-—"F JE B Bkl (10mL) , IIAN, N- 3R 3 fik
W (0.444¢g,2. 15mmo ) W iEHBEFE10min, HINAEA X (12) &ML &9 (0. 66¢,
2.16mmo1) 5 =2 % (3mL) , ¥ i S Sast 47, TCLAS Il e B2 58 58, e N, N—— R FR e , i

'\«*d(” T 2

15
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alifk,, 130.9g KA X (13) S5 R0 iR 2 C e R , A0 BRI 7= 22455 .56 % .

[0110]  Frf5 v i PR AR M A R IR A 0

[0111]  'H NMR (400MHz,CDC13) :0.68 (3H,s) ,0.90 (3H,s) ,0.99 (3H,d,J 8.0),1.11-1.18
(1H,m) ,1.19-1.21 (1H,d,J 8.0),1.23-1.29 (4H,m) ,1.31-1.48 (4H,m) ,1.49-1.54 (4H,m) ,
1.65-1.84 (6H,m) ,1.86-2.03 (4H,m) ,2.08-2.35 (6H,m) ,3.38 (2H,t,J 8.0),3.56 (2H,t,]J

4.0),3.61-3.76 (14H,m) ,3.83-3.87 (1H,m) ,3.92-3.98 (2H,m) ,6.48 (1H,s) ,7.04 (1H,s)
[o112]  sEjEfsi4

[0113] il HA7 (15) MKtk &9

{

4 S ’\\‘{w\?ﬁ 4}3""“\{‘?&& N 3 i ,\{}.\"\ (}\,\p"‘\'\\:}--"”\;\/‘S'«_\.--”\,P\'§\'§’\ H
e iy s A *“\
[0114] [“ «:\ v*;;w &
W e : "\'Xys
(15) ;
[0115]  HAREERWIT -
[0116]
R H/}rN/\¢D\/\0”\/O\/\0”\/O\f\Nw
Et,0/H;0 4 n
HOY 14
(6]
A 0
HO™ ?
DCC » N’),’_N"\/O\/\O/\/O\/\O/\/O\/\N*/l
DCM i Q A H
HO™ “IOH i5

(01171 HSLiEhl3& A (13) %WE‘J%%%E‘J%%‘MHEI A RCR A R (15) Z AL
IR D B AR .

[0118] 1.5 AANX 1) EMILEY)

S

o ‘1"~: - :L,.
Lo
[0119] B e

gF

R £ e, B PR
.‘;\iv RO "’\ﬁw “‘\.,‘\,.e\"-f\.;/“\(}f ST \'§‘.§~] %:
7.
&
A
Ca N N et
TN NS UNG

(14);
B EA R 13) EHALE Y (0.9g,1. 2mmol) ¥&-T 10mL Z. k-5 10mL K 7K H , 38 S5
AN=ZRH M (0.313g, 1. 2mmo1) , FHIE F 40 °CHERE 2, TCLAG I e b 58 B, e T 2.k, i €
VEVR MR 16 - A vk = 1: 3 (5mL X 3) Weigk, KA E T, ik A 4lifh , 150. 65g R A 8 (14) 45

[0120]

16
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AT % 8 (i A, A D BRI 7= 2N T4.8%

01211 2. 4R EA R 15 M EY

[0122] B EAR (14) 4K &9 (0.65g,0.89mmo 1) & T 10mLAY & FF &8, IN AL Z B2
(0.166g,0.89mmol) , AT VA M S5 IIAN N- 3R ALk W% (0.184g,0.89mmol) , & I %
REFE R AL, TCLAS I S il 56 58, % — SRR be e 1, ik A 2tk , £50. 301g B A0 (15) 5T
T ROIR B4, AP IR 77 2 R3T.63% .

[0123] Pk i A IR AN AR L LR A B AR Qs -

[0124]  'H NMR (400MHz,CDC13) :0.68 (3H,s) ,0.89 (3H,s) ,0.99 (3H,d,J 8.0),1.02-1.08
(1H,m) ,1.24-1.58 (12H,m) ,1.61-1.67 (2H,m) ,1.78-1.82 (2H,m) ,1.84-1.96 (4H,m) ,2.10-
2.38 (6H,m) ,3.42-3.48 (4H,m) ,3.53-3.58 (4H,m) ,3.59-3.70 (18H,m) ,3.76 (2H,s) ,3.81-
3.86 (1H,m) ,3.95-3.98 (2H,m) ,6.68 (1H,s) ,7.51 (1H,s) ,7.64 (1H,s)

[0125]  SEjitif45

[0126] il & B A (22) LML &)

12/16

{g}i B ‘i..«\ ...’? ;J\}”*-::Q'
Y 3 TN ’}'
3 RN N ‘(\\ o \§~ S N i S N ?é" &
™ Yy
[0127] o ¥ ¢
(22) 3
[0128]  HAREPRARUTT
[0129]
MsCl
_TEA A NaN; i
Ho(’\/o)‘gi ~1 0(’\/ )* T Moo O)\/\ N3
5120/H01
16 17 8
Glycochalic: acid
slele . /\40'\/‘) N
_TEA H’\U’N ) ©
Na\/\o(/\/o)\/\ "
Tow
@) (@]
' N/\)kO’H
|
PPh, ©bee
N N N ¢ bi -
Et,0/H,0 A 4" i
LOlH, L o DCM

0130 1. 4 HEER (17) £t L A

17
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[0131] 3 Q“i.'\v"i\%*
(17

[0132] %+ HEE (18.2g,0.0397mol) ¥4 T 100mL &L F Ht , IN AT T EE & (9. 3¢,
0.081mol) , B T VKK R EFE 25 CLATR , 18 H I =2 % (10g,0. Imo1) ) & F L2
TR, 3551 S N AR R EAES CUL N L 2, AR T 22 iR, == IR BehE3h, TCLAT I, S i 58
R — IR 7K (50mL X 2) , H Al £ #h 7K (50mL) BE %, A HUAH F TS /K B B AN 1158 , 1 U, e
T, #323g HA R (17) Z5H0 IR 3 (AR , AP IR IK 7 22894 . 3%

[0133] 2. &R AA N U8) EMHb &

13 e Sherg, ' (18);

[0135] W HAR (17) EHIILEY) (23g,0.0375mol) ¥ T 150mLIKIN , N— — Y & FA B i
L NS %A (6. 1g,0.0936mol) , FHR A80°C , [ R4 , TCLAG Ml 52 B 56 ¥ , [ NV 2. 1%
MR (150mL) , FH7K (100mL X 4) Z2E, A HLAH FH LK BB BN 58 , ik R i+, 28 J5 #EAT i A 4
W, 132115 A (18) SR B (0 IBAA , AP BRI~ 32 N78.8% o

[0136] 3. Aﬁhﬁfﬁi (19) S EY)

[0137] bt SN (199,

[0138] ¥ H AL (18) 4 T/JEI’WCA% (15g,0.0295mo1) {& T . Tk (100mL) 5 £ E& (Imo1/L,
100mL) H, IIN =R FE M (7.74g,0.0295mo1) , FHEL A240°C , Je Biieth 47, TCLA I Je ik 58 B , Jig
T, o U8, BETR H 1R £ B (30m1 X 3) ZEH , 7J<$Hﬂﬂ)\ﬁ?)“z@§’:k%l7\]zépH7:l9~10 WET-7KAH,
I ZE e (100mL) , AT A S oK B iy 45, 1, BE T, 198g AT 5 (19) MR st 4
TBAR , A BRI 7 22 956, 2%

[0139]  FirdSHi) ik i LU AA IR AR RE L IR B E A a0 T

[0140]  'H NMR (400MHz ,CDC13) :2.98 (2H,t,J 4.0) ,3.37 (2H,t,J 4.0),3.62-3.71 (36H,

m)

[0141] 4/\532&%3&(20) T’]EI’WCA%

3 i‘é o "‘
[0142] l L g 4 F
E §$
(20);

[0143] W HHEEZ (1g,2. 15mmol) & TN, N- " F 3 L% (15mL) , AN, N- 3R & 3k —
W% (0.444g,2. 15mmol) H IR i FE 10min, BN BAG R (19) EMIKLEY (1.04g,
2. 15mmol) 5 =7, % (3mL) , 5 S ST A o TCLAG M 52 5 58 B, g N, N—— FR 35k FR B e , 1k A
Ak 451 . 1gH A (20) L5 M1 1% 35 L HPIRIBAR , A D BRI 7= 26 55 % o

[0144]  FirSi v 38 L PR VB 1) A2 R L iR A v i et o F

[0145]  'H NMR (400MHz,CDC13) :0.68 (3H,s) ,0.90 (3H,s) ,0.99 (3H,d,J 8.0) ,1.09-1.13
(1H,m) ,1.26-1.29 (2H,m) ,1.36-1.46 (4H,m) ,1.51-2.31 (22H,m) ,3.07 (1H,dd,J 8.0,
4.0),3.31-3.78 (36H,m) ,3.83 (1H,s) ,3.94-3.96 (2H,m) ,6.72 (1H,s) ,7.30 (1H,s)

18
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[0146] 5. 5 AEA (21) £ 1"]5’]1{/\%

Li ?f:[': \i t:,»\ “& \\‘,& .\ww\‘{) .

W

[0147]

\. .‘\_» &“ty

(212
[0148] #EA X 20) EHKIILAY (1. 1g,1.18mmol) V& T 10mLZ. Bk 5 10mLAY 7K, SR i
TN =R (0.31g,1.18mmol) , FHiE 240 °CHidk it #7 , TCLK I e B 52 58, e T 2.1k , it
JE VB LR CBR - A e =1:3 (5mL X 3) Wit , A BE T, i AR 24k, 130 61g A0 (21)
SER ) TBAR , AN BRI 7 FE 5T % .
[0149] 6. & RE A 22) G &4
[0150] R B A0 (21D S5 HIb-&4) (0.2¢,0.221mmo1) & T-3mLAY & H e, A 3- 5k
eV i FE AR (0.0374g,0.221mmo 1) , A A AE J INAN, N- 38 L B ik — P JiZ (0. 0456¢,
0.221mmo 1) , & i R M AR FE L AL, TCLRE I AR S B2 56, BN 1 -2, 3 (3 FR B UL T AL) Tk
TR ERES LR (0.127g,0.663mmol) SN, N- PR 3R W HZ (0.075g,0.422mmo1) , TCLAR
M 8258 58, e+ U b, i AR 24, 4350mg AT X (22) S5 I o th e iR VU4 , 48 28 BRI
FEEON31.4%
[0151] B3 (it RVBAR I R R LR TS S 2 -
[0152]  'H NMR (400MHz,CDC13) :0.69 (3H,s) ,0.89 (3H,s) ,0.99 (3H,d,J 8.0),1.11-1.17
(2H,m) ,1.21-1.34 (8H,m) ,1.85-2.02 (8H,m) ,2.10-2.36 (8H,m) ,2.60 (2H,t,] 8.0) ,2.67
(2H,t,] 8.0),3.41-3.66 (40H,m) ,3.83 (4H,t,J 8.0),3.91-3.97 (4H,m) ,7.40 (1H,s) ,
7.61 (1H,s) ,7.77 (1H,s)
[0153]  SEjiif416
[0154]  —FfrHr HEFR 4 S R P AA » EH S 45104 il £ B A W S 8 1 £ 35 4 s alif 15 21,
HAEMPRNT
[0155]  SEjifi 51 4 ] £ I A A )5 1 OSSR AR i fe % T, R R AT 2 (16) Fros 45 M 1 4k
A1) (10mg) 5 EAZ ML KL, BSAOVA- 10mg 7 ImL  pH{H 98 . OFK) Tk BR 2% i W AZ B
P20 5, BUR RLBAEPBSHUE T, 58 58 JEUSCER B R I8 N 0% T o 4 % J5L 5 e R TR
A I BTG S K A R B R 2, i 3~ AWk %, 18 B AR A AR S, R A4 A
5 RPN Z iR Al iuag , oy H IR S Pk 22 SR S
[0156] st fs7
[0157]  —FhH NHERER F P , HH St 4614 1) 2% (1) A B 4 G 05 /N B IR FH 20 A8 S8 B A 1l
24T, He B AR IRAN T
[0158]  SEjifi {5 4 1] % I A W5 8 1 BAC A i f % i, R B A =0 (16) S5 ML &4
(10mg) 5 AEMRIL HIKLH. BSALOVA-10mg 7/E ImL pH{E A8 . O PR 2% i i HH AC BE , = i
JRNE2h 5, BUR RLBAEPBS HE T, 58 BB R WS AR B B V8 WU o % Ji o ¥ 0% S 5 A SRR 5
F¥EBalb/C/ANR , 3t 3~ AUk o 58 , 18 B R AR K BT 2 5, TC T 9 8 /0N SR 400 P R AR L 45
YL, 73R £ 1 (PEG) AAAE R AF T 5/ B BB 41 M sp2/ 0, 220k v B fh 355 5% A i
e, 19 B B8 7 A HHE R S MR B 1K) 2% 58 988 2 i Ak o S0 e /N S s VR B iE S 2 I SPASE A Z
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MBS R IE K P Al A H IR R 7 PR P A4

[0159]  SEjitifs18

[0160]  — Rt T35 ELTSARY H AEERAT I 7732, A Ik 7 & A ) andliE i H o S A
VIl (HRP) 710 St 514 A s r) F T 00 5 i H ARER (W AL &4 CHOIEER T AE4) , 5 5 I b
AR5 BRI AT A A S it 1916 1) 2% 1 H B R AR e MR AR 1) s S AL H L A AR AR o 1) H IE R
SR A bR L B IR S 5 A RIS & Wik 5 INHRPAE FH R, & R 28 1k
875 5 SN FL IR O S5 o A AR o () HE R A e 5, 5 BB B &5 & (M HRPARIC B IR B T
VR D, AR FE A , BAS IUA5 280 54 W 6 B2 -5 AR A 1 AR 0 B R A A O
1, MR AR DU AR A RO & BT = A RO JE s T o E S A DR A H AR ER R

[0161]  SEJitf19

[0162]  —FpJE T35 G ELTSARY H AEBRAT I 77 32, R It 7 & A ) andlics 1 H o A AL
VIl (HRP) A7 10 i 52t 514 A s ) FH T 5 i H ARER (W AL A4 CHOIEER T AE4) , 5 5 I b
AR5 BRI AT A A St 18] 7 1) 2% 1 TR R AR e MR AR 1) e SLAL H L A AR A o ) H E R
SR B bR L E IR R G 5 A RIS & Wik 5 INHRPAE FH R, & R 248 1k %
75 5 SN FL IR O JE o A AR R (1 T IR R A e 5, 5 BB ik &5 A (M HRPAR 1 B IR B T
AR, AR FEARAK , BAS IUA5 280 5 W 56 2 -5 AR A v 1 AR 0 B R A A O
I, MR R AR DU AR A FIRE AR & BT = A2 RO FE s P o E S AR DR A o H R ER R

[0163]  SEf110

[0164]  — Pk T 35 AH B % 70 A (1) H N R AT I 7 32, I AR 22 v A0 25 5 7 ) R -6 T 1
It St A 1K 4] S Tt 491 45 1K) FH T 900 5 L3 H R R I A &4 CHE IR IR i A= 47) S i 151 7 )
2 0 H R R e P AA o SROREIN , AR I b A w40 v 0 IR R 5 4k ) v e ) B 6Tl 1R i
B —H HEER AR 7 5 5 H R ER AR R R PRI &5 & o b AR B IR S PR 45 A J5  Zdu ik
502 I\ 1 260 1 —6 Tt 1R i S — L PR A IR A w8 BN T 1 28 % —6 — TRl I It S G i 12 15 3
A RIS A () H B R R 2, 45 6 B DA bR 22, B IS0 HE 1) 4 26 00 —6 — T 1 It S g Vit Pk
11 RSS2 AA ZR R P VS P 55 v AN v A5 DN REL R (1) 946 B8 TE AF DG o IR L, ZEAG DA v, 43 3
N A5 WU AR FIARE A i S BE J 14D ] 265 9 —6— ok 1 e S It 2k » st T o SRR I s A o I
(I o

[0165]  sjiffsi11

[0166]  — T fu 128 bl 3o 3 B 140 HE B A WU 7 25, e IR A % v B S it 497 7 A1) 4% (1) IR
s S PEPUAAR RE I 5 R RS AR A 3R I AR AR A h B R 45 A TR L iR
TEE EY, ZEAMETE RIS AR — B R E L BIAFT  Z 00 E S kR A b 1 R A
FE RSB R o PRt A M, B2 FH A A 40 BT A3 43 D6 6 B T S5 bl £ 15 48 9 it I s e AR AR A
SRR PEAR YR ot PR E , R AT U SRR DA A R R R

[0167]  sLjitafs12

[0168]  — kLT G 3% 2 M 10 H AR BRAS I 7 7% , 75 5 0% E AT AR 484k (R) b, MEE St i FF
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