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心身症の発症メカニズム ストレス潰瘍の発症メカニズムにおけるサイトカイ
ンの役割 
―「免疫-脳-胃腸」軸の存在―

上原 聡、並木正義
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PanelDiscussion/MechaniSmsofOnsetinPsychoSomaticDiseases

RoleofCytokinesinthePathogenesisofStressUlcer

-PosSiblepresenceofan‘‘immune-brain-gut，，ａｘｉｓ

AkiraUehara，ＭＤ＊MasayoshiNamiki，ＭＤ
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Wehaverecentlyreportedthatinterleukin-1（IL-1),acytokineproducedmainlybyactivated

monocytesandmacrophages，protectsthegastricmucosaagainstulcerogenicstressandthatthis

anti-ulceractionofIL-1ismediatedbythecentralnervoussystem・Onthebasisofthese

findings，wehaveproposedthepossibleexistｅｎｃｅｏｆａｎ“immune-brain-gut,，axis9whichmayplay

animportantroleintheimmunoneuroendocrineregulationofgastricmucosalprotection・

Inthepresentstudy,weaddressedamechanismwherebylL-1exhibitsitsprotectiveactionfor

thegastricmucosa,usingmaleWistarratsweighingapproximately200g・RecombinanthumａｎｌＬ‐

１βatvariousdoses(１，１０andlOOng/rat）wasic.ｖ,administered・CentralIL-1inhibitedgastric

acidsecretioninadose-relatedmannerinpylorus-ligatedrats，ThisantisecretoryactionoflL-1

wascompletelydiminishedbypretreatmentwithindomethacin(２ｍｇ/kg,ｉｐ.),ablockerofpros‐

taglandin（PG）biosynthesis・Similarly,thecentralinjectionoflL-1dose-dependentlysuppressed

gastricemptyinginconsciousrats・Interestingenough,however,thepreinjectionofindomethacin

failedtoaltertheinhibitoryactioｎｏｆｌＬ－１ｏｎｇａｓｔｒｉｃｅｍｐｔｙｉｎｇ，suggestingthatthesuppressive

effectｓｏｆｌＬ－１ｏｎｇａｓｔｒｉｃｆｕｎｃｔｉｏｎｓａｒｅｍｅdiatedbydifferentmechanisms，ｉ､ｅ､，PG-dependentor

PG-independent・Next，ｗｅｅｘａｍｉｎｅｄｔｈｅｅｆｆｅｃｔｓｏｆｌＬ－１ｉｎｅｘperimentalulcermodels：water-im‐

mersionrestraintstressandintragastricadministrationofabsoluteethanol・CentrallL-1protected

thegastricmucosaagainstbothulcerogenicstimuli，

TheseresultssuggestthatthemucosalprotectiveeffectsofIL-1dependlargelyonitsinhibitory

actionsongastricsecretionandmotility，twoimportantaggressivefactorsiｎｔｅｒｍｓｏｆｔｈｅｐａｔｈｏ‐

genesisofulcerformation，ｂｕｔｉｔｉｓａｌｓｏｐｏｓｓｉｂｌｅｔｈａｔothermechanismsincludingthePGsystem

inthestomachmaycontributetotheanti-ulceractionsofIL-LAllthesedataimplythatgastric

ulceｒｉｓｎｏｔｓｉｍｐｌｙａｌｏｃａｌｄｉｓｅａｓｅｉｎｔｈｅstomach，butageneraldiseaseinvolvingeveｎｔｈｅｉｍ－

ｍｕｎｅｓｙｓｔｅｍ，nottomentionthebrain・Wefirmlybelievethatthesenovelapproachesfroman

immunoneuroendocrinepointofviewwillbringoutabreakthroughforabetterunderstandingof

thepathogenesisandpathophysiologyofstressulcer，ｗｈｉｃｈｉｎｔｕｍｗｉｌｌｌｅａｄｔｏｔｈｅｄｅｖｅｌｏｐment

ofnewtherapeuticstrategies．
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