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Abmzuct-Ahthiumhydroxidcpromotcdglucosidationofl-hydroxyindolcs 

with２，３，４，６－tetra-O-acctyl-a-D-glucopyranosylbromidcisncwlydcvclopcd・

Applyingthismcthod，thcfirstandsimplcsynthcscsofnovclindol-1-yl 

gducosidcswcrcachicvcd． 

Varictyofglycosidcsandnuclcosidcsarcwidclydistributcdinnaturcandthcyplayimportantrolesm 

Uvingorganisn1s､２１nourl-hydroxymdolchypothcscs,３awespcculatcdthccxistcnccandro】csofanovcl

typcofcompounds,indol-1-ylglycosidcs(1,2,etc.)asshownmgcncralfbrmulacinFigurcLA1though 

manyglucosidationmcthodshavcbccnrcportcd,４wchavcnotbccnablctoobtainsatisfactoryrcsultsin 

applyingthcm5tol-hydroxymdolcswithanhopctoproducclNow，wcwishtorcportthcsucccssm 

dcvclopinganovclsynthcticmcthodwcll-suitcdfOrthcprcparationofl・

Amongvariousl-hydroxyindolcs，l-hydroxyWb-mcthoxycarbonyltryptaminc（3a)，apotcntplatclct 

aggrcgationmhibitor,６wassclcctcdasasubstratefOrcxaminingglucosidationwith2,3,4,6-tctra-O‐ 

acctyl-a-D-glucopyranosylbromidc7(4)asshowninSchcmcLSinccl-hydroxyindolcsarewcak 
acids,3bthcrcactionwascarriedoutinthcprcscnccofbase,andthcglucosidatcdproductswcrcisolatcd 
aftcracctylationwithAc20andpyridincinordcrtofacilitatcseparation・

Typicalproccdurcisasfbllows・Initially，３awasdissolvcdinamcthanolsolutioncontainmgan

appropriatcbasc(6molcq.)andthcsolvcntwasevaporatcdundcrrcduccdprcssurctodryncss・Tothc

rcsultantmctalsaltof3awasaddcdasolutionof4(3molcq.)inDMFandaUowcdtorcactatroom 

tcmpcraturcfbr4hAftcrusualworkup，thcproductswcrcacctylatcdwithAc20andpyridincatroom 

tcmpcraturｃｔｏｇｉｖｅ５ａａｎｄ６ａ、

ItwasfOundthatDMFisthcsolventofchoiccamongthccxaInincdMcOH,Ｅｔ２ＱＴＨＦ,ａｎｄＤＭＦ,and 

thcyicldof5adcpcndsonbascs・Thus,whcnCs2CO3wasuscd,５aand6awcrcgcncratcdinl5and

65％yiclds，respcctivcly・ＥｍｐｌｏｙｍｇＣｓＯＨＨ２０,ｔｈｃｙｉｃｌｄｏｆ５ａｗａｓｒａｉｓｃｄｔｏ２４％togcthcrwith30％

ｙｉｃｌｄｏｆ６ａ・Slightincrcascinthcyicldof5ato２８％ｗａｓｏｂscrveduponuscofKOHinadditionto３７％

yicldof6a、ＩｎｔｈｃｃａｓｃｏｆＮａＯＨ，Ｓａａｎｄ６ａｗｃｒｃｐｒｏｄｕｃｃｄｉｎ４３ａｎｄ５２％yiclds，rcspcctivcly・

Dramaticalimprovcmcntintheyielｄｏｆ５ａｕｐｔｏ９３９Ｍｒａｂｌｃｌ,Ｅｎｔｒｙｌ）wasfinallyachicvcdupon 

cmploymgljOHasthcbascthoughfbnnationof6awasobscrvcdin６％yicld,mc6-configulationof5a 

wasprovcdbythccouplingconstantofthcanomcricproton(に8.1Ｈｚ)whichisrcadilydisccrniblcmthc

NMRspcctrumofindol-1-ylβ-D-glucopyranosidc(7)obtaincdin84％yicldbyhydrolysisof5awith 

NaOMcｉｎＭｅＯＨ・

Undcrthcsamcrcactionconditions，thcLiOHpromotcdreactionwassucccssfUUyappUcdtoothcrbiolog‐ 



1８８２ HETEROCYCLES,Ｖｏ1.53,No.9,2000 

Figurel 
Ｙ,Ｚ＝anappropriate 
substituent 

.Ⅶ労
０ 

孫謡㈱･’○〔p
Hfl5sご=i二/Ａ

ＨＯ 

PepUde 

ptide Ｃ ＮノＨＮ－ｐｅＯＨ 

H85s~≦/８㈹85s邑二､≦/８ Ｈ 

Ｂ ２ ７ 

Schemel 

幽繊<』
AcO 

A9Rn=ニミミ
ＡｃＯＢｒ 

ｏ＋Ｒ－ＯＡｃ ＲＯＨ ＋ 

ＡＣＯ 
2)ＡＣ20,pyridina 

rt,３ｈ (３moleq.） 

⑥ 5 ３ ４ 

Table1.ReactionofHydroxyCompound(3)with2,3,4,6-Tetra-O-acetyl-aD-gluco‐ 

pyranosylBromide(４１)inthePresenceofLiOHFollowedbyAcetyIationwith 
Ac20andPyridine 
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icallyactivcl-hydroxyindolcs・Mcthyll-hydroxyindolc-3-butylatc6(3b)andl-hydroxymclatonin(3c）
affOrdcd5band5cin78and77％yiclds,rcspcctivcly(Entrics2,3）Whcnthcrcactionwasapplicdto 
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P-mcthoxyphcnol(3.),thcyicldofthccxpcctcdglucosidc(5.)8was５４％(Entry4).Onthcothcrhand， 

morcacidicl-hydroxy-5-nitroindolc(3e)，８－oxyquinolinc(3f)，andp-nitrophcnol(39）affbrdcdthc 

corrcspondingglucosides,(5e'５f,ａｎｄ５ｇ９),in42,35,and29％yiclds,respcctivcly(Entries5-7)． 
ApplicationofthcsefactMolhcfirstsynthcsisofcapparilosidcsA1O(8)wassucccssfUUycarricdoutas 
reportedinthcprcviouspapcr､n 

ThcscdataclcarlysuggcstthatthｉｓＬｉＯＨｐｒｏｍｏｔｃｄｒｃａｃｔｉｏｎｉｓｐＫＺｕｄｃpcndentanditsccmstogivc 

sufficicntrcsultsfbrthchydroxycompoundshavingpKZJvalucsof8-103b 

lnconclusion，wchavcdevclopcdanovclmcthodwhichissuitablcfbrthcsynthescsofglucosidesof 

l-hydroxyindolcs・Astudyfbrinvcstigatingthcirchcmicalreactiviticsandbiologicalevaluations，and

fUrthcrcxtcnsiontovariousglycosidcssynthcscsarccurrcntlyi､progress． 
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