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Abs順Ｃｆ１－Hydroxytryptamines(6a．、having(E)-3-phenyI-,(E)-3-(4-hydrox‐

yphenyI)-,(E)-3-(4-hydroxy-3-methoxyphenyl)propenoyI,octanoyl,hexadecanoyLand 

docosanoyIgroupasaNbsubstituentarepreparedforthefirsttime、Preparationsof

serotonins(2ａ－Ｇｅ)fromthecorrespondingl-hydroxytryptamines(6ａ－Ｑｅ)arealso 

reportedAnovelhomologationonthe3-substituentofl-hydroxytryptaminesisdiscov-

eredupontreatmentwithdiazomethaneinchloroformordichloromethane． 

Serotonins(A)andtryptamines(B)arebiologicallyimporlantamines､2AsshowninSchemel,wehavechemicalIy 

correIated2dAwithBthroughl-hydroxytryptamines２（C)astheintermediateswhichundergonucleoPhilic 

substitutionreactionsseIectivelyatthe5-position､２WhetherthereactionpathwayisoperatingﾉｎＶ/vostiIIremains 

tobeinvestigateｄ２ａ,bWehavealsodiscoveredthatl-hydroxyindoleshavepotentanti-bloodPIateIetaggre‐ 

gationactiviｔｙＳ 

Ｓｃｈｅｍｅｌ 

Ｒ＝ＣＨ３,ＣＯＯＣＨ３,ＣＯＣＨ３,andindol-3-ylmethyl 
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Ontheotherhand,NDfattyacyltryptaminederivatives(１，Ｓｃｈｅｍｅ２)wereisolatedfromtheseedsｏｆＡｎｎｏｎａ 

尼施u/a1abyMaedaandco-workers､４Sakakibaraandco-workersrepo抗edserotoninderivatives(2a,b)asantioxi‐

dantsfromsufflower(Ca肋amus肋ＣＩＯﾉﾌﾞUSL)oilcake,５Thesefactspromptedustodesignbothl-hydroxytrypta‐
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minesca-f)andserotonins(2a-c,ｅ)havingfattyacyIor(E)-3-phenylpropenoyIderivativesasaNbsubstituentin 

ordertodeveIopanewinhibitorofbloodpIateletaggregation・Fmhermore,ａｎinterestingthemeistodetermine

whethertheabovesyntheticmethodologyshowninSchemelisappIicabIefortheirpreparationswithoutforming 

kabutanesanddimers2c 

Now,wewishtoreportsynthesesofthetargetcompoundsandalsodescribeanｅｗｈｏｍｏｌｏｇａｔｉｏｎｏｎｔｈｅｓｉｄｅ 

ｃｈａｉｎａｔthe3-positionupontreatmentwithCH2N2whichischaracteristicto1-hydroxyindoIestructure、

Thereactionoftryptamine(3)withoctanoicchloride,hexadecanoicchloride,anddocosanoicanhydrideafforded 

thecorrespondingamidesIM-I）ｉｎ48,95,ａｎｄ９２％yields,respectively，Reductionof4d-fwithEt3SiH6intri‐ 

Scheme2 
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Huoroaceticacid(TFA)afforded2,3-dihydroindoles(5..1)ｉｎ９６，９８ａｎｄ９１％yieIds,respectivelySubsequentl‐ 

hydroxyindoIesynthesesfrom5ｄ－ｆｂｙｔｈｅｒｅａｃｔｉｏｎｗｉｔｈＮａ２Ｗ０４．２Ｈ２０ａｎｄ３０％Ｈ２０２２，７weresuccessfully 

realizedbychangingtheoriginalsolventsystem2'７(MeOH-H20)toCHCb-MeOH-H20resuItingintheformaIion 

of6d-fin77,62,ａｎｄ７９％yields,『espectivelySimilarly,(E)-Aｂ3-(4-hydroxyphenyl)-(4a)，（E)-3-(4-hydroxy-3‐

methoxyphenyl)‐(4b),ａｎｄ(E)-3-phenyIpropenoyItryptamine(4c)wereproducedin７１，７３，ａｎｄ９７％yieIds， 

respectively・AIthoughtheirreductionwithEt3SiHinTFAgavepoorresuIts,NaBH3CN8inAcOHwasthereagem

ofchoicetoproduce5a･ｃｉｎ８５,821ａｎｄ８３％yields,「espectively」nthecasesof5a-c,appIicationofl-hydrox-

yindolesyntheseswithNa2W０４．２Ｈ２０ａｎｄ３０％H202inMeOH-H20wassuccessfulgiving6a･ｃｉｎ５７,44,ａｎｄ 

６３％yields,respectiveIy・

TheexpectedregioseIectivenucleophilicsubstitutiontookplaceinｔｈｅ「eactionof6ewith85％ＨＣＯＯＨ２,７at

roomtemperaturetoaffordMmexadecanoylserotonin(2e)andits1-formyIderivative(7e)ｉｎ４２ａｎｄ２２％yields， 

respectivelySimilarreactionｏｆ６ｃｐｒｏｄｕｃｅｄ２ｃａｎｄ７cintherespectiveyieldsof33and8％・Synthesesofnatural
△ 

products(2ａａｎｄ２ｂ)wereattainedin5andl6％yields,respectively,bythetreatmentof6aand6bwith85％ 

ＨＣＯＯＨ,thoughtheoptimumreactionconditionsarenotmadeyet、

Ｔｈｅｓｔｒｕｃｔｕｒｅｓｏｆ２ａａｎｄ２ｂｗｅｒｅｐ｢ovedunequivocalIybydirectcomparisonwiththeauthenticsampleswhich 

wereobtainedin79and９９％yieIds,respectively,byreactingauthenticserotoninにg),preparedaccordingtoour

procedure,2．ｗｉｔｈ（E)-3-(4-hydroxyphenyl)-ａｎｄ(E)-3-(4-hydroxy-3-methoxyphenyI)propenoicacidinthe 

presenceofDCCandl-hydroxybenzotriazole 

Generally,thestructureofl-hydroxyindoleisconfirmedbyconvertingittothecorrespondingl-methoxyindoleby 

tｈｅｒｅａｃｔｉｏｎｗｉｔｈＣＨ２Ｎ２ｉｎＭｅＯＨＳｉｎｃｅtｈｅｓｏ１ｕｂｉｌｉｔｙｏｆ６ｅｉｎＭｅＯＨｗａｓｐｏｏｒ,itreactedinCH2Cl2atroom 

temperatureUnexpectedly,generationofanabnormalproduct(9e)wasobseⅣｅｄｉｎ２３％yieldinadditionto62％ 

yieldofthenormall-methoxyindolｅＩＢｅ).AbnormalproductsweresimilarlyobseⅣedinthereactionsof6d,６f,and 

6hwithCH2N2inCHCl30rCH2CI2､ForexampIe,thereactionof6hinCHCbproduced8h,gh,andtwounknown 

products(moIecularwei9htsare230and269,respectively)intherespectiveyieldsof36,9,15,ａｎｄ５％yields・Ｉｎ

ＭｅＯＨ,however,allcompounds(6.,6e’６f,ａｎｄ６ｈ)affo｢dednormaIproducts(8.,8e,ＢｆａｎｄＢｈ),excIusiveIy・

Thestructuresofgd-f,hwereprovedasfollows・AsarepresentativeofabnormaIprｏｄｕｃｔｓ,ghwascataIyticalIy

hydrogenatedｗｉｔｈ１０％Ｐ｡/Ctoremovel-methoxyg｢oupgMnglOinaquantitativeyieldReductionoflOwith 

LiAlH4affordedALethyl-3-(indol-3-yl)propylamine(11）ｉｎ６４％yieｌｄＯｎｔｈｅｏｔｈｅｒｈａｎｄ,authentic3-indoIe‐ 

propionicacid(12)|edtothecorrespondingethylamide(13)ｉｎｇ8％yieldbythemixedanhydridemethodusing 

methylchloroformateandethyIamine・Ｓｕｂｓｅｑｕｅｎｔｒｅｄｕｃｔｉｏｎｏｆｌ３ｗｉｔｈＬｉＡＩＨ４ｐｒｏｄｕｃｅｄ９１％ｙｉｅｌｄｏｆｔｈｅ
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authenticll，whichwasidenticalwiththesamplederivedfrom9h・

ltshouIdbenotedthattheattempteｄｒｅａｃｔｉｏｎｓｏｆｂｏｔｈ４ｅａｎｄ４ｈｗｉｔｈＣＨ２Ｎ２ｉｎＣＨＣＩ３ｄｉｄｎｏｔｐｒｏｄｕｃｅｌＯｅａｎｄ 

ｌＯheveninatraceamountandunreactedstartingmaterialswererecoveredquantitatively・UndersimiIarreaction

conditions,、ｅｉｔｈｅｒ８ｅｎｏｒ８ｈｆｏｒｍｅｄ９ｅｏｒ９ｈ,respectively,andquantitativerecoveriesofunreactedstarting

materialswereobsｅｒｖｅｄｉｎｂｏｔｈｃａｓｅｓ・ＴｈｅｓｅｆａｃｔｓｃｌｅａｒｌｙｉｎｄｉｃａｔｅｔｈａｔｔｈｅｓｉｄｅｃｈａｉｎｈｏｍｏＩｏｇａｔｉｏｎｉｓ

ｃｈａｒａcteristicto1-hydroxyindolestructure,thoughthereactionmechanismissofarunknown､Ｗearenow 

intenseIypursuingthestructuredeterminationofothertwounknownproductsiso1atedinthereactionof6hhoping 

fOrobtainingacluetoclarifythereactionmechanism、

BioIogicalevaIuationsofnewl-hydroxytryptaminesandserotoninsareinprogress． 

ＲＥＦＥＲＥＮＣＥＳＡＮＤＮＯＴＥＳ 

１．ThisreportisPart870faseriesentitled``TheChemist｢yoflndoles.''Part８６：Ｍ，Somei，Ｆ,Ｙａｍａｄａ,ａｎｄＧ・

Yamamura,Chem・Phalm・Bu仏1998,46,191.AllnewcompoundsgavesatisfactoryspectralandelementaI

analysisorhigh-reso1utionMSdataforcrystalsoroils,respectively､２a)oiI;２b)ｍｐｌｌ2.0-1165°Ｃ(CHCI3‐ 

ＭｅＯＨ);２c)ｏｉｌｉ２ｅ)ｍｐｌｌ４０－１１７０ｏＣ(EtOAc);４a)ｍｐ170.0-175.0°Ｃ(CHCl3-MeOH)ｉ４ｂ)ｍｐｌ６６､0-167.0℃ 

（CH2Cl2-MeOH);４c)ｍｐｌ４００-141.0°Ｃ(CH2Cl2);４.)ｍｐｌＯＯ､0-101.0.Ｃ(CHCl3-hexane);４e)ｍｐｌｌ５０‐ 

１１６０°Ｃ(ＭｅＯＨ);４１)ｍｐ121.0-122.0°Ｃ(CHCI3-MeOH,lit.,４mpl21-123oC);５aIoil;５b)ｍｐ78.0-85.0°Ｃ 

（CHC１３);５c)ｍｐ132.5-1330°Ｃ(ＭｅＯＨ);５.)oil;５e)ｍｐ85.0-87.0°Ｃ(ＭｅＯＨ);５１)ｍｐ95.0-100.0°Ｃ(CHCI3‐ 
ＭｅＯＨ);６a)oil;６b)oil;６c)ｍｐ163.0-164.0°Ｃ(MeOH);６.)ｍｐ９６０-97.0.Ｃ(EtOAc-hexane);６e)ｍｐ７７.0-78.0°Ｃ 

（ＭｅＯＨ);６１)ｍｐ７８０-83.0°Ｃ(CHCl3-MeOH);７c)oil;７e)ｍｐｌ14.0-115.0°Ｃ(EtOAc);８c)ｍｐ９１０-95.0°Ｃ 

（CH2CI2);８.)oil;８e)ｍｐ84.0-865°Ｃ(CH2Cl2-hexane);８１)ｍｐｇ５０-97.0°Ｃ(CHCl3-hexane);９e)ｍｐｇ９.O‐ 

101.0°Ｃ(CH2Cl2-hexane);９h)oiI;１０e)ｍｐｌ４００-145.0°Ｃ(MeOH);１０h)ｍｐｌ８００-182.0°Ｃ(CHCI3-MeOH);１１） 

ｍｐｌｌＯＯ-112.0°Ｃ(CHC13-hexane);１３)ｏi１． 
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