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FMEF R B S coniselin B £ & BT
TEH FREA

(PEEFRFRE . FEDHESKFHYHIRA, LR 100050)

B 48 Fe A (Consselinum vaginatum Thell) ZFr 8 # KW APARAMRAL, A2, £BY
BER BB A R AEX R AT R AR, AR LR R E N B H
RER R BEEYE. NP B8 =L &% N1, N2 N3£5 A B B B 35 ¥, A 28050 & (100
mg kg™ ") SBE I AR NH NP 3B FAL 54, i &2 coniselin Zb & W i TR,
LR FATHEE . VIR S YR ST R B B R & LA — B i 25 TR , AT
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Scheme 1 Route of synthesis of coniselin.
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55 BRUE S U E BB RBIE LS (X O Perkin-Elmer 68374 ; & REIt {4
JEOL-90Q #UF1 Bruker AM 50078 ; TMS 4% ; Y N ZAB-2F B; MEEH HER H ¥ &
BEEALT 8.

3,- R _ME-5-PRAEFPRRPE (D

¥ F 4% DMF 250 ml i1 CH,C1,125 ml B 5], BEH F inA &K K.C0;23 g (0. 167 mol) , 5 i
WNiR80~90CHHEMAS3, 4- “ B E-SHHEE HEEHEI25 ¢ (0. 126 mo). WERM[ZB—FA
THEE(30~60C)(2:3) ] R 5E /G , BMEEH R AYBIN600 ml K, iR, KBEE B HIF
BEEY. TREE23.58, RN . LT KIZHELHBH A KK 8 g.mp 88~89C
(89~90C)H,

3,4 HR_WE-S-PREFFRH)

4 LiAIH,2. 1 g (0. 055 mol) N A B FE7K THF 20 ml 1, BERE TR MB G541 9.0 g
(0. 043 mol) ¥ THF F5¥ 50 ml, F i ¥4 100°C [6 il ) 1Y , % 2 1§ { CHCl;—CH;COCH;(10:1) 1,
RESEREE B H . MALBKS R B LALH,, RELL10Y% HSO4 B4, L Z B ZEHL,
T K KCO TR BRFEF, IR EEEKT. 50 8, =RI6Y  ZRMIZBMAMBELHBOAY
& .mp 56~57C. IR(KBr) cm™'; 3200, 2900, 1640, 1520, 1460, 1250, 920,MS m/z(%):
182(M*,11), 165(100), 77(9), 57(12) . FLE /347 CoHioOu, HHHAE % : C 59. 34, H 5. 49; L
W{E % . C 59. 46, H 5. 58,
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3,4-WPR_FE-S-PHEREFPRY®B)

¥ Cr0;7. 0 g (0. 07 mol) 4L I A BRI Py 12 ml (0. 07 mol)Hl CH,C1,150 ml B S W . B
15 min [F, MABELSH2 1. 82 g (0. 01 mol) ¥y CH.CLEWS ml, kP, EEL N
[CHCIs—CH,COCH;(10:1) ], R W 5€ B J& , id 38 , BA CH.CL A3 IR IE BRI IE W . K IR Fi 5% NaOH
W, 5% HCI W, 5% NaHCO:JF WU NaCl 7K B M8 3%, TG7K Na SO T4 Bx X%,
AAOBEEKL64g PERINN . ZBMZEBENAMBRELESE SO A &K, mp 125~
126 C ,'"HNMR (CDCls) b ppm; 9. 76(s,1H,CHO), 7. 20(dd,2H,Ar-H), 6. 20(s,2H,OCH,0),
3. 90(s, 3H,0CH;), IR (KBr) ecm~'; 2920, 1680, 1600, 1580, 1490, 1460, 1220, 920,MS
m/z(%) . 180(M*,30), 79(100) ,5CE 4 #T CoHs0,, 1T H1H % ¢ C 60. 00, H 4. 44; 5L{E % : C
59.53, H 4. 36,
3,4- TR _GER-5>-PEE-NHERTE" W

%1543 1.50 g (8.3 mmol) , [ _FEHLZ, EE2. 2 ml (18. 3 mmol), Py 15 ml FIBKAEOQ. 5
ml {BE, MR EFS b WERR X Py, RAYLIIES ml 5%, A5 h17K10 mi K ¥k HCI 1.5 mi,
M EGER.SH IR USBEKE TRESAE/KEL 87 8, &E9I0% . mp 66~
68°C ,'HNMR (CD;COCD;) 3 ppm; 7.6(d,J=14.4 Hz, 1H,ArCH=C), 6.84(dd, 2H,Ar-H),
6.30(d,J=14. 4 Hz, 1H,C=CHCOO), 6. 02(s,2H,0CH;0), 4.18(q,2H,COOCH,), 3. 86(s,
3H,OCH;), 1.28(t,3H,CH;) ,MS m/z(%). 250, 205(45), 177(36),
3,4- R JE-s-PRE-NEH"(S

¥ LiAIH,684 mg (18 mmol) JIA F]JC/K 2,820 ml 9, BE#E T A HE WA AICI;798 mg (6
mmol) , JI5E 5 E R P10 min, BB R LS4 2. 0 & (8 mmoD) Y FL/K ZREFE W30 ml, E
i SR 30 min, iTA 2% (NH,),CO: /KW 40 ml 43 M 7=4), oL 38, LI Z B IE IR . K B UL S B
B &8 E, A NaCl KPS WPk 3%, oK Na,SO, 4%, v/ B B E K 1. 4 g, = 390% ,mp
72~74°C ,'HNMR (CDCls) & ppm; 6.60(d,J=1.3 Hz, 1H,Ar-H), 6.52(d,J=1.3 Hz, IH,
Ar-H), 6.34(d,J=14. 0 Hz,1H,AtCH=C), 6. 16(dt,J=14.0, 6 Hz,1H,Ar—C=CH), 5.95
(s,2H,0CH,0), 4.24(d,J=6 Hz,2H,CH,), 3.90(s,3H,0CH;),IR (KBr) cm™'; 3300, 2900,
1630, 1510, 1450, 1240, 930,MS m/z(%): 208(M*,100), 180(28), 165(90), 152(35),
121(25), 77(32),
3,4- R _HE-5-PRHERF ()

42 5.0 g (27. 4 mmo) I F T4 CHCL40 ml 7, F—5~0CH#E FRin& A PBr,0. 9
mi (9. 5 mmol) 4 CHCLLZE# 5 ml, KR $EHE20 min, SR 4 FILAS5 Y6 NaHCO. % ¥ K 21 NaCl 7K
PEW T, oK Na SO, T BR¥EH, v B R R AR {%6. 24 g, = FI3% LA LB Z B A Mk
BEEREEA 5 .mp 105~107C,IR(KBr) cm™!, 2960, 1680, 1480, 1400, 1250, 925,MS
m/z(%): 246(M* +2), 244(M*,10), 165(100), 77(12),5C B4 ¥ CHsBrO;, H HE%: C
44.26, H 3.69; SLWE Y. C 44.21, H 3. 70,
3,4-TTP_HE-5-PREFZR(D

¥ NaCN 0.70 g (14. 3 mmol) J§ T DMSO ¥ 4. 5 ml 5 (DMSO 4 ml 5 K1 mD)  ERHK
BTN E46 1. 40 g (5. 7 mmoD) {RIFM IR <40 C . MNZEST , BREEBEFE30 min, T 5
ER AP KHRE, H BRI, MR NaCl KBRS, TTK Na,SO, T4, \f B RE
[ 0. 98 g, Pl CHCL,— 7 W%k (60~90°C) (1:1)VLC 438, B # 5 &4 140. 98 g, = F66% . mp
74~76°C IR (KBr) cm™'; 2940, 2900, 2250, 1640, 1520, 1450, 1240, 940,MS m/z(%):
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191((M+,100), 176(13), 165(8), 146(23), 90(27), 77(8), 63(15) 7T KM HTC\HNO;,
HiH%.: C62.83, H4.71; SZMME % . C 62.92, H 4. 67,
3,4 TR _FR-s-PEEXTER(8)
WEH7 0.63 g (3. 3 mol)IET& A CH;ONa 0. 50 g (9. 3 mmol)#595% ZEBE10 ml &, sk
@] 4. 5 h, R —F /Y Z. 8, hizK8 mi, P ZEEREH . 43 /K2 , B H.SO 8% pH 1, HEIT
FEMT DA Z B IR ZEBL, O B AT Bh7K I ¥k . TG 7K Na SO Tk . BRia ¥, AT 45 3 8 [ 44 0. 44
g,= % 66% ,mp 94~ 96C ,'HNMR (CDCl;) & ppm; 6. 42, 6. 38(dd, 2H, Ar-H), 5.90(s, 2H,
OCH,0), 3.84(s,3H,0CH;), 3.51(s,2H,CH,CO0) IR (KBr) cm~!; 3500~2300, 1720, 1640,
1520, 1430, 1250, 920,MS m/z(%): 210(M",36), 165(100), 77(6),5CE M HFCioH 1005,
WH Y. C57.14, H 4.76; SZMI{E % . C 57.47, H 4.92,
3A-THR-SH S PEEXRCHE G4 ITF-FH 5-PHEI)H AEREQ)
¥iL &8 210 mg (1 mmoD)F12,4,6- =4 FH K (FTNB) 231 mg (1 mmol) il A ¥] CH,CN
6 ml #, A EtsN 101 mg (1 mmoD) , Z iR ik L 2 h, AL A5 208 mg (1 mmol) &
Et;N 101 mg (1 mmol), I3 [B] 10 h, J& B B 2 CHLCN, 5% 24 LI CH,C1,20 ml A, o B A
5% NaOH Y&, 2% HCI %W FoKik . oK Na,SO, T4, 3 FE Bk 25 3 71 5% R S i eAE VLC
4y B8 4l {k, [ CH,Cl,—CH3COCH, (60: 1) ], 7] 18 3§ & 5 4 254 mg, =% 64 % .mp 118~120'C (119
~120°C)HUI 'HNMR (CDCl;) & ppm: 6.60(d,J=1.3 Hz,1H,Ar-H), 6.51(d,J=1. 8 Hz, 1H,
Ar-H), 6.49(dt,J=15.8, 1.3 Hz,1H,Ar—CH=C), 6. 46(d,J=1. 8 Hz,1H,Ar-H), 6. 11(dt,J
=15. 8, 6. 4 Hz, IH,Ar—C=CH), 6. 11(d,J=1. 3 Hz, 1H, Ar-H), 5. 96, 5. 95 (s, 4H,
20CH;0), 4.72(dd,J=6. 4, 1. 3 Hz,2H,CH,0CO0), 3.90, 3. 88(s,6H,20CH;), 3.55(s,2H,
CH,C00) ,*CNMR (CDCl;) & ppm; 171. 3, 149. 3, 149. 0, 143. 66, 143. 63, 135.5, 134. 1,
131.1, 128.1, 121.7, 108.8, 107. 1, 103.5, 101.6, 101. 4, 100. 2, 65. 4, 56. 6, 41.3,IR
(KBr) em~!; 2910, 1730, 1640, 1515, 1450, 1365, 1320, 1250, 1200, 1130, 1090, 1060,
1045, 970, 925.MS m/z(% ). 400(65), 191(100), 165(70), 161(30), 133(10), 90(5), 77
(15) TEE AT CoHpOs, 1+ EAH % ;. C 63.00, H 5. 04; 3Zill{& % . C 62.54, H 5. 25,
Bl EHEOE B AL ES AT B, TR B AT AT B E LR ER A E AT L8853k T

FRIEEMT 89 LE BESHFENESEHH IR,
XE HEEA; S M-THEE-S-FEEXRZKR-QG4-TH _HRE-5-FEE) NEE; B8R E

E F X K
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STUDIES ON TOTAL SYNTHESIS OF CONISELIN,
AN ACTIVE PRINCIPLE ISOLATED FROM
CONISELINUM VAGINATUM THELL

PY Ding and DQ Yu

(Institute of Materia Medica, Chinese Academy of Medical Sciences and
Peking Union Medical College, Beijing 100050)

A:3TRACT Three compounds (N;, N, and N;3) had been isolated from Coniselizum vaginatum
Thell and were shown to have strong hepatoprotective activities. Coniselin (N,) is a new natural
compound isolated from the alcoholic extracts of C. vagimatum Thell. To confirm its structure and
prepare enough sample for investigating its pharmacological activities, total synthesis of this compound
was carried out. 3-Methoxy-4,5-dihydroxy-methyl benzoate was used as starting material, the target
molecule was synthesized via a reaction sequence of 9 steps in an overall yield of 16.3%. This
compound was characterized by 'HNMR, IR, '*CNMR and MS and was found to have no
hepatoprotective activity in preliminary pharmacological tests.

Key words  Coniselisum vaginatum Thell; Coniselin; Selective reduction





