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msTOACRYL＠  

Z．INTRODIJCTION   

Oesoph喝紬l皿d仇e－ar餅g鮎雨e氏m血sv且dce呈且柁㍑uSdby柑匹ねlvdnFe鎚u∫e，u丸は町弧乱  
COnSequenCeOfcithsisofthellVer；Or，inrarecaBeSintheabsenceofliverdisease；aSarCSultofthethroznbosis  
O一也モ叩Ie血vehorpo止alv血・他行叩伽肛e血ぬtol騰一山e地nhgh¢mO血g8．げ血耶ね00hⅦrdi詑8月6  
butathronibo由of伽po血1veinorthesplenicveinthentherei5anhdicationfortheseQ－uPOf4  
匹nO坤血cs土山ntor払rasp血叫．U聞且ny，bowev釘，血ec飢逓ekc血osi烏Or血eliv訂涙山血dmof  
山Ⅴ訂如1donC血00％ofp出血血涙也d血鵬由of血e山Ⅴαb叩Oe甜pbag飽lⅥ止血閃（Cd由et止1988）．  

Ⅴ血叩t肛eOl：C揖S血ah咄30％一朝％orp戚imb心血chb鍋ねOf山ehv訂班do朗叩bgdv加代S，Wbo  
hⅦⅨ痛y出血b血age（Saue血m血離aL1991）■A鮎ra厄帥0血相eO一皿0噂Ophge山Ⅵ血tk  
由korrocu∬郎e払出正m血舶70％（C山由創出．1990）．  

H紙加地ageofoe叩bg尉1v血c鴎血c血isor也ehⅥ汀＄即bおa叫由mo沌山Ⅳra捷，句叩m血便iyhaげ  
thesepatientsdiehnmeぬtelyasare餌I10fthehBbemO廟OraSareBdtofthelivef鮎1wecaudbythe  
haemozThAge（Cal＆eta119i8，Sauerbruchetal・1991）・Abutonethirdofpatientswithcirrhodsofthehver  

血¢∬a印叩CeOfabemo血酢OfⅦ血鴨（C山由離止198g）．ne純血血貯帽山鮎Ⅷ狛邪桓虻†  
血pro血唱也eb℃alme山Ofac山eb脚mTh喝e皿dpropby血k喝血ta代CumeO一九抑0汀b喝¢．  
Severalnewther8Pet）ticprocedtLreShavebeモnegtablishedinthelast25year＄，haddidonlb食代hasbeena  

fundaLmtalev乱1混tjonoftherisband灯uCCe貼rateStOdayfor仏ehaemostasi80facutevarixhA印IOrrhge．   

Cm一触ntm血  
丁血聖ntチャe轡9こTヤ㌍5t血kly平r㌣dヂ禦b仇血叩や∝ヤ？8やゲb讐中華聾  
Oe弧Ⅰ血喝組Iv訂ic朗・hG訂manySCle叫yconsi紬Ofanh血－Ⅳp町aV訂1C飴1i房∝tbnorl％匹1idoe独Ol  
鋸血鵬ond町ing血eac仙∋肋朗nO汀bge．1暮由po泌ibletos血Cb肛uteOe師phgdv且血ba餌nO軸血也m  
th且n90％ofcaji・：思inthism且nner．ThelocalinjectionofpolidocaLnOlisrepeatdseveraltiznesat4－8d＆y  

intervals．T鮎pohdoc皿Oli再ectioncon紺Iidate＄thempturedvarixandthe也sstletOXici吋Of也e凱血t址CeCatlSeS  

且lo¢d血mb卵isof也eva血皿d弧in8m也onwi血石b相成50f也eⅥ血wa止（Soeh軌血甘d止1983）＿  
¶止dssuetoxicityc8U脚thefouowingcDmPhcationstooccur（medianconplic8tionnte＄丘om12studie9）  

駈1訂05igul現灯（ヨ1％），b乱町0廟（粥り，S愴n郎通of血e叫乱酔旭（8％），perわmdonof血eo鮎Op卸（2％），  
Pku柑1e鮎ion（6％），PneumOnia（6％），氏ver（14％）andindividtnlcagesofpericarditisandport且Ivein  

血ー血is（S乱Ie止nKhet且1．】991）．PolidocaJX｝1，alocalamesthe血，rarelyprecipitates8nergicreactionsaJld  
b函dkc訂d加a血）址血舶．¶妃¢umul血Vemte由一仙COmplicadon8血m血M画C血s由比朗betw℃仁n  
20and40％，血eproc瑚蝕tmOH且h吋is2％（Sa眠め爪氾k醜aL1991）．Tbca明紀温OFd悦也w訂e  

aspiration，haemorrhageorperforationofsclero由sulcerandveryrwelypericardjaltamponade・  
Altermtiveno砿∬gicalpFOCedwesarebdbontanponade，endoscopicligatureof也evarixand叫u如1ar，  
intrahepatic，pOTtOSyStemicSlent血皿t（TIPS）・BauoontAmpOnad8issimilar（S6deTlⅦdetal■1985）orle鴨  
e館野山柁（B訂犯umetal．1982，P叫uetetal．1粥5）払出1肛1emtbempyぬー血eb悲mOS也Sisofmlev血  

haemouhage．A鮎rashg）ebaJIoontamponadetherearemoreeadyrecumnc朗Ofhae仙）血age，馳doscopic  
晦a加eof血ev血i5Ⅳ陀dl伍c山＝oc且町Outif也eb肥mO血喝e由紀Ⅴ㍗て血∽aliga加e叩p猥鮎mu8tbe  

aml血db也e創doscope姐d血由l血Iit5血e鮎Idof、jsion蘭dm止朗出pmb皿Or血ee醐phgblodmore  

di拐culLHowever，VeTyeXPeriencedpractitio皿e指Ofthistechnique，SuCh舶thefirstinvestigatortodescribeit，  
c皿§tatmCharlamteVarixhaemorrhgeas倉equendybyendo8COpicligattmasbysc】erotherapy（Sdegmannet  
山．1992）．   

Prot）bvlaxi8aE：軸こJWertreatEnentOf且naCuteh＆CnOrrhageprophylaxisagainstfurther  
haemomigeisgener劇ycamidoutinGermanybyendoscopiGSClerosi＄withpcli血anollA触the讐叩㌣Cy  
加∋血ne山肌肌er喝eOf4electives忙1町0血訂aⅣ5eS由oms礼帽－e甲血edatbteⅣabof7－10由耶Ⅷ畑山加Ⅴ訂IX  

b那加孤灯adicat由（馳血cbetal．1991）．n8COmplete釘血icadmof血eo鴇Opbag組lv血c飴C弧be  
那血血代d加c乱70％of山eca5eS．HoⅥ喝Ⅴ訂，血utoIlら山江dofpatjent5Su飽rar∝mnCeOrb鮎mO血g¢bぬ托  

00mpl醜er8舶用也ⅧOf也ev血c郎（鮎じe血m血改正1舛1）・ne血ngerofar餌uHⅧ朋Ofb誠mO血a郎由  
卿t血血g血¢丘血W餌k痛打也ぢ血血1b叩p血喝G・T転用踊Of血e維持Cm甜tI旧例nO汀h喝朗訂e8i血訂  
ulccrationofthetnucousmc血brw，VAichisahquentseqtlelofsclerotherapy，Orthenotyete蜘n血ated  
varicesthemseLves．T鮎虻ssueloxicityandtheriskofearlyrectmnceofhaemorrhageareaseveTCdisadv且ntage  
or血8弧Iero由胱血iqⅥe．Akm雨eno鱒印加雨m6旭s鉦町electivepr叩bカ脹isofmntba¢mO打払節  

an；treatm¢ntwithβ－blockers，endoscopicvaTixhgafionandTrPS・  

m血鳩打田血印tW池針b】ockersr郎menCeOfb肥nO血agekju8ta8鮎quenta＄d血gsclero山肌py（Pagl如（｝  

¢t81．1992）．E血）弧）piGV血止ga餌托匹L）ks叩dorlo仇血呵ic5Cl即0血路py（ES）鈷∫r∝u汀mt  
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hm卿血即prOphylaxis・h血emostr餌8鵬metaa血yB適（10一肌血mi次dcont【Olkdsmdies；EL42ユpatienb，  
ES424paticnt＄；meiLndtmdonofob＄erVation9．Smonths）endoscopicvarixliga餌代WaSfbuowedonaverageby  
Si如fk弧dyl臨S仙181iYeCO叩批鵬onra拇＄（23％ascomp且redto41％ぬrES），mm馳CeOfbemo打払g6  
（27％asco叩訂edto46％fbrES）aJ）d8higherr8tCOfsurvival（74％coq）aTed而th64％）＠emLrdBetal．  
1995）．TIPSisaneffヒctivcbuttcchicaJlyYCryCO皿Pユicatedprccedurcfbrprophyl航i且againstremceof  
haemo血ge．Tbeincidenceof加蛤mロTThgerectmJICeGaDberedllCedtoca，10％．Ho㈹Ver，itle＆dstoc  

hq）adcenc印hlop8d）yin20r30％ofpatientswithadYanCedcirrhosisofthcliv即（Child－Pughstage88乱ndC）．  
Rかintervcntionis鮎quc血Iyl賦6SSary，SiuctherearelO％－20％thrDTnbotic血u山blockagesand20％・30％  
血tlnt8tenO8C＄Wi血h2yeiLr＄（Conn1993）．ThemcanSurViv且Ltim8aAerT）PSisnotlongertb且na蝕rcndo＄COPic  
＄Clerotherapyorlig＆ttJre．hcontrasttoendoscopicsclerodlemPyCOTIVentiona）＄htntortransec也on＄urgerydo瑠  
1朗dbl¢SSr∝W印土地0血評but血脈ismore丘叫漉nth印adcenc甲山l叩a血y，皿dno血p10Wm印tb  
8unヰⅦ1相加（Sauモ舟mchd扇．け91）．   

Theutilityofaddi也on山bcta－bloGkcrbropr弧Olol）medication血l血g8CIcroth6r叩yhast10tbmproved（Jensc7）  
dal．1989，01Connoretal．1989，ViJlelet止1992，We＄tabyetal．1989）．hcon血StaCidinhibitiotlap匹arStO  

¢X引18魚voⅦ・ablc¢飴ct：Itwa5pOS8ib18bsbow血如Omq汀出01e托duc6d也¢bamo血g¢由k丘〉rulccmdonor  
the∝SOPha卵remlti喝丘omsclerotherapy，butthcmberofpadent＄invoIvedw出8m且u．（GimBOnCtal．1991）．   



3．CHARACTERIZATIONOFTHEMEI）ICAIJPROI）UCT   

Hi＄tOaCryl稔i＄aCyanOaCrylate－basedtissueadhesivethatpolymeriz＄SOnthetissuetobcglueda氏erapp  

i・e・theliquid皿OnOmerreaCtSWiththehydro7iylion＄OfthetissueduidsandiscoJIVertedintoasolid，WOund－  
S裡1i喝Subs一礼（：e．  

GENちRALCHEMICALDESCRIPTION   

触toacryl⑧is，1ikeawholeseriesoftechnical且dhesives，basedonN－alkylcyanoaJ；rylat6S：  
Int山scaseitisn－buty12－CymOaCⅣ1at¢：  

Cyanogroup  

C≡l」  

1  0  

ノ／  

CH2 ＝ C－C  
＼  

0－CH2－CH2－CH2－CH3  

A牡ylgroups＝n－butylgroup   

ThealkylgTOupisresponsiblebrtheadhesivestrength，thecyaJlOgrOtq）fbrlhebondingtoth6bodyprotein弧d  
血eacylate訂0叩br山epolpn血don．   

Th巳ー叩i血中Ofpolyme血血ni畠af山址仕0れOf廿沌Icng血of血ea此カ8idec血1．A伐ylcyanoacrylate8血也4  

Ca血onatom8C抽pOlym¢血e雨血血s¢COm由orti旛ueCOn也Ct・h“旭idon，血el仇宮山of血ea均Isid¢血血  

血瓜1也舐SO血erpby＄ical・Cbcmic山propedcse■g．也ewctt濾iliけ弧dtkxibil卸．q皿D且Cylat田川血h濾0止血bl  
由血，S00h貼m仁山ylcymoacけ1atち裾℃V併yneXぬlち血色butylde血鵬Ⅴちhcon廿貼りCSS閑・   

Al1c叩IOaCrylates，independcntoftheirsidechains，PrOduceheatonpolymCd2Btion，theshort－Chainncthyl  
Cyam妨げb庚producモS仙）軋  

Tos6，itcanbesaidofthechmis町thatthel¢喝血ofthealkylchahisofdecisivcimportiLneefbrdle  
polym6nLation，払rtheadhesivepowerandforthetissuereactionresultingfromtheheatproduced・   

CO岬OSITION  

1ampo山eHisto8CIγ1⑳con血＝  
凱吋12・GyanOaGⅣ‡ate（Ed】uGⅣlat）   

Fo∝ldy¢Elヰ】  

Cuorophyll，Oiトsolllble   

Hy血）q血（〉ne  

（Stabilizer）   

Surphur dioxide 
（S也bi】izer）   

蝕0甲horicacid  

（sbbilizer）  

0，5g   

O．175mg AMfaTbV  

0・25mg USt，XXII  

0．025皿g USアXXII  

0，00ユmg DAB10  

SmHヱSIS  
ThemQnO皿ehcadhesive＄arePrePared倉omthepolymers；thesynthesistakesplaccbyreacdonoffbrmaldehyde  
anda駄ylcyanoacetates，Theadhesiveitselfispro血ccdbycrackingat175－240OCtb1lowedbyvacuu皿  
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distillation－Thevariou＄CyanOaCrylatemoJ）OmerSaretOtal1ymiBCible・Thismake畠itpossible，tOaCertainextent，  
toobtaiJldesirede飽ctsbyblending．   

R上MOVALOFTHヱPOLYMER  
T71ePOlymcrizedadhesiv駕CanberⅧOVed飢）mSkin皿dinstrumentsbyacetoneordimethylLbrmamide・For  
toxicologicalreaBOnSOnlyacetoneshouldbeused．   

STORAGEANDKEEPINGTNSTRUCTIONS  

Histo8Cryl也shou］dbestoredbelow＋50C・TheadhesiveshoddoTdybcremoved飢）mthebbeimnediately  

b8fbr8u鋸．  

MECHANISMOFACTION  

HistoacrylOissuit4blefordleelim血adonofvaricesbecauseitrapidlypolymerizcsoJICOnt＆C（withaniorLS，in  
pa血コu加加匝血x勇血on50f血eblod，山肌眈0血micr嘲忙虹m皿d血ssets（Pev肌訂etal．川音2）．h血－  
aneridlyiztiectcdn－buty1cyanoacryl且tefirstproducesdJlimmedhtev揖CulaTSt6nOSisorthrombosi邑aSareSdtof  
血pl且S鮎cylhderh加d眠dh胞Ⅴ且8ml8rly・職印，bowev8ら血椚isan止血mbⅣ一組donwi也払雨脚  
bodyg一旦n血mち1押野hob由如¢沖Gi戚1鵬doq姐dsome加iofva鉱山訂W扇1necro8is（Vint椚et山．1985）．  
Findly血耶isa肋m由山鹿柁由OmOf鮎軸8Ction．nedirecto仙蛤l鵬onoF也¢V打紐ese鮎c血by血e  
plasdccカ血血汀血d也e馳ros通8托也0叫由tto誠l叫m訂g¢tically肌dr血¢e血e血Or血ebemo汀hg¢耽血8  
h鵬cascsof00犯phg威Ⅴ∬k8S・A氏訂軸8Cdon血bsubmcos且1v鵬ces血ecylh血唱Orn－b叩1叩mO肛け1血  
町¢咄∝td血0也elⅧm丘om也e∝犯phg旧Wdl鵬血hl－4皿On血伽mondetal．1989，Go揖bけ90，  
Sod遁皿血ⅦC＝山1991）．   



4．TOXICOLOGY／下UNCT10NTESTING  

Toxicol（唱y  

Dl≡SCRn｝TIONANDAn40FTHETESTPROGRJu   

Theinves仕gationd田Cribedformspartofatoxico10gicaltcstprogrm払rHistoacryl㊥．Thehacmolysisteston  
huzn肌e巧4hrocy隠S，thcsystemic癖echontest，theimplamtationtest，thcintracutaJleOuSt6St，thecytotoxicitytcst  
andthemutagerdcitytes血gin也efbrnoftheAmeste8tandthemo灘Iymphomatestwerecarriedout，  

Haemo】ysisofb皿8び加ocytes   

DESCRIPTIONANDAMOFTHETEST  

n¢a血of血s旭StWぴbdde血c止らbaemolydcpmpediesorHistoacけ1⑳．   

SUMMARYOfrTHERESULTS  

TheehatcoftheHistoacryl①te＄t鍾mplewastestedin山ehBLemOlysistest．Histoacryl①didnotcauseany  
hacmoly＄isofhtmaJ）Crythrocytesinvitro，Thete＄tSampLcfuLBlled血erequiremcnt80fdlet6St．  

Inb・aCu伽ICOuSte＄taCCOrdiLlgtOUSPXX皿   

DESCRrPTIONÅNDAMOFTIIETEST  
T加血Ⅶ画画onw錮h加ddb厩tbyh的Gl血n∞Ⅶ叫∝donofrabbi短Wh血訂餌b雨且meSel止血bl¢如m血8  

t¢StSa叩1¢h如】00畑y血仏山鳩Or10XiGprOp引七es．   

SUM丸IARYOFTIJERESULTS  
Hi＄tOaCrylOwassu叫∝tedloanintr8Cut肌CX）tuteStaCCOrdingtoUSPXXIIandful茄11edthccondidon5Dfthis  

test．  

Systemicl叫印dontesta8CO血gtoUSI）ⅩⅩlI   

DESCRIPTIONAmÅ皿正OFTHETEST  
Thehvestigationwasintendedtote＄tWhcthcrasingleintravenousadmini＄ぬdonof¢1uates丘omHi＆tOaCryl⑳  

mic¢PrOducedsystem一血mttoxicrcactions．   

SUMMARYOFTflERESULTS  
Histo8Cryl勤waBS巾iectedtoasystemiciQicctionteglaccordi喝tOUSPXXI（eLnd鮎蹟uedth¢GOnditionsof血s  

t£St．  

lmpl加也tiont£StaCCOrdhg10USI■XX11   

DI三SCRJPTIONANDAIMOFTHETEST  
Theinvcstigationwasizltendedtotestdle由suetolerationofHistoacryl砂onintranusculaTimplantationinto  
rabbitsandnnacroscopicinspection（72hotma余訂implantation）．   

SUMMARYOFTHERESULTS  

Hi＄tDaCryl㊤wa＄＄叫cctedtoatestfbrtoIcrationbydssucaccordingtoUSPXXIIandfu1丘1ledtheconditionsof  
dlisteBt．  
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C舛（，tOXico】（唱ic81tosti喝OfelⅦaks  
h也○血¢rOlib・ationte雨   

DESCR】fTIONANDA以OFTHETEST  
TheinvestigationwasintendedtotesIwhethereluatesofnstoacryl劇contmiedtoxicimpmi也E＄thathvean  
inAuenceon血egrow血andmetaboljsmofcultjYat8d3T3mouse丘brobl舶tSinthemicrotitra仕ontest   

StJM皿YOfT上IER玉SULTS  
Thetestelwtepro血cedover2ヰhourBat37OCdidnotcauseany8igniRcantinhibitionofthegrow仇of  
C山血atdcel18aムd，bmce，isnottobe托さ訂d由ascytotoxjc．  

Mu仏名血c和也銃且G¢Odhgto也eAmes蝕t   

DESCRIPTIONANDA仏書OFTHETEST  
me血Ⅳ鮎tぬtbnw85ht仇ddbt¢St血血打nO山中OtOXic，Sli由dy叩OtOXie弧dcytoto裏ccon¢en肋tionきOf  
ftistoacryPorehatcs血mpolymerizcdHistoacql㊥werenubgedcforTa1535，TA1537，Ta98andT＾10O  
S血orS血one止8q呼出m血．   

SUMMARYOFTIIERBSULTS  

tn血＄investigadonHistoacry）OwaBteStedformut4genicityinprocazyontic8O）ACteri8）．Histoacryl⑳didnot  
exhibitanymuhgenicc飴ct8皿d併theconditionsofthctest，Whlepo8itivccontro18ubst皿CeSinduccd  
m山嵐g印j¢ity．  

M山喝騨血ity鹿tl血甘鮎ⅧOl柑el卿homat¢St   

DESCRPTIONANDAlMOFTHETEST  

¶旭iIⅣ供血辟tbnw舶血胞Iddb地紋W血noⅣ舛OtOXic，正g旭y押通弧dc舛OtO裏ccm¢や血鵬0舶ば  
Hi8tOaCⅣ1（■orelu抽S如mpol叩l由z8dKi釦OaGⅣ10were正Ⅳhgmicdlypo舶用h也○叩Ⅰ瓜5178／YT鷲十ト  

nMm山m瓜1iancelI－－t飴t．   

SUh4MARYOFTHZ：R王SULTS  
hthiskⅣeSdg8donHisto粥rylOwa8te8tCd触Ⅷ血即血ityineucaryontic8．HistoacTyr3didnDteXhibitany  
m山喝mi¢¢飴c也Ⅶdor血con血io鮎O一也etest，Wblepos山Ⅵ∋COn鵬Isub血¢β8i血¢edm血g6血相．  
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5．THERAPEUTICAPPLICATIONINHVMANS  

Mod∈Ofapplication   

ThesucceBSOftrealm印tinscIcrodleraPyljesinsti11ingthehaemor7hgcin＄tantlyandpreventingrecurrenceof  
h8emOrrhageby6radicatingthevarices．ThelimitiJlgfhctoristhatforsevemIweeksthereisahighprobabilityof  
也ehaemorrh冨6reCurringbefbrethecompletethro血5isof山evariceshasoGCurred．The血oughtbchind仇e  

applicationofc：yanOaCry7at8Si＄initiauytoprovideforz71Pidemdicationofthev訂ices．四iIⅡnOeller，Soehendra  
1995）．   

Combhedthempy：Mostu9C7SOfcyEmOaCryhtestodaypr6良rtheintnvaricea）iQi∝donofn－butyl  

Cy肌OaCⅣ1at胡ipiod01fbrlarg¢Y‘血c¢dcba皿由CO血bedwi也tbescIcro血母指pyofs∝凪1lerYadcealcbamels  

byh廿叫）打aYari¢古山軸餌do】10rl％polidoc乱nOl．   

fr叩e批yOf血地℃akn印tin瞼Ⅳal：げ血mdiat¢血合mOS伽biさ8C鮎eved，elecdv¢叫∝tion5払uow8t  
intervalsof5－7血y9untilallY8rice＄havebeenobliterated．AlreadyiQicctedv∬iccalcl仏nnelsshouldnotbe  
treated血OreBequmdythaneveJy5－7diIyB．Thetreatnentshoddbecontinueduntiltherciscomp16tC  
血ro血bos由ore柑心¢8donof也¢V見出¢eS，   

Endo鉱Opicob血r8血nofoesopbag8d組d8aS血つ負血d漬V血c¢S、心血Histo8C巧1愈：Liq血dⅢ頭以町1辱done  
would土mm8diably血旺nag8血e印doscopebyset血g．BG払代血eu引∋OfH由血CⅣ1血¢biop＄yCbannclロー血e  

cJ）doscopc血ouldberin防dwithsiliconeoil．haddition，theHistoacryl¢shouldbedilutedwithLipiodol①  
avoid8etting．TheX－rayCOntraSta％entCOntainedintheLipiodola1lowsdetectionof血ehtravascul訂1yiQjected  
Hi如0肛Ⅳlonco皿VemtionalX一円y8・  

Binm611crandSoch飢dra（1995）h＆VCrePOrtedheuppcflimitsforHi5tOaCryliqiectionintooesophagealor  
ga＆bic負山dusvaricesasO・5mlandl・OmlperSeSSionrespecdvcly．Intravaricealiqicctions（ocsophagealvarice＄）  

areznad6Ofca∴【3mJmixedHistoacfyl㊤andLipiodol㊥ultraFluid（BykGulden）inaratioofO．5mltoO．8m】．  
AmzLXi皿tmOf4i再亡CtioELSCanbcmde，i．e．notmorcthBLn4xl，3mlp6rSeSSiot10raⅡ姐XimtLnOf8iQicctions，  

i．¢．8xl．3血iztiectionspcrwe6k・hgenerallvarixchanJlelonlyreceivc＄OnCSuCh叫ectionateach血erapeudc  
仇dosc？y・仙卵de30r4v血缶（i・6・V血cモSWi血a揖弧CtCrOratl飽St5mm）c皿beobli止血d山地  

n肋一皿0批OrtWO6ndosGQpiGSe防ionswi血haw∝kwi血Hisbacryl（Gotbb）．InoTd訂tOdⅧCnt血¢  

8bseJueOfc血boliani（isrecoⅡⅡnendedthtaradiographicecK血tionofth8th町肌becaTricdot）twidlh24  
hoⅥOr也¢i噌ら¢donofI馳t00¢汀1・   

Combizwdtherapywithl％polidocanol：Smauvwices（gradeItoⅢ）arclesssuitablefbrtheintravaBrCulaLr  
adnini8tr8dDnOfHi融OaCryl・ney耶錯tかctedto＄Cleroth訂aPywith1％polid∝anOl．Theendo糾氾piGSGlefOSis  

i5¢血¢do山南血A血0Ⅹ押迫併Ol◎（1％poli血¢a加1）扇am孤doscopically血dsclero由n¢ed16by叫∝血g  
upto3mll％p（）HdocanolintravascularlyandpzLraYaSCulaLrlyperiQjectionsitc・Accotmtmu＆tbetakmofthe魚ct  
血Ikrgehdid血81d08瑠Orl％p01ido¢弧Olofmor6thn3mlp併軸cc血no－如各町ぬ山甲皿ti血s（noTe仏独  
25血1persession）canrapidlyleadtoulceration，O鮎nbefbrethevaTixchannel＄areCO7nPletelythronbosed．Th8  
d卿g併Ofh眼mO血g8is山肌h¢【印鍾d．Bl¢e血gv鵬¢¢5at血¢¢dg¢SOfdke相打emi旭ble払roblitcr如ionby  
iQiectionwithHistoacryVLipiodol・Conversely，becauscofthcrapidulcerationdlCCOmbinediqjectionofl％  
polido閲nOlintovarixch狐nelw出chhs81readyb紺11叩GtedwithHistoacrylshouldbeavoidcd・A鮎rthc  
eradicationofvaricesbyHistoaGry比ipiodoIsmallerrecurringpe＄OPhBBealvaricesatth“ardiashouldbe  
eradicatedbypolidocanol＄ClerosisizLOrdcrtoavoidthcfornat10nOf血一仇err¢CtuTingYarice8rCBulting丘om  
polido¢mOl壷血虎d甜∬OSi写Of仇c餌bmuGO8a（00tlib1990，Soeben血aetal・1991）一  

Cli山calexped皿Ceuntilnow   

N－B叫ylcyanoacけ1atehsbecnhus8C】壷callyfbrmoretban15ye且円hhterv孤tionalradiolo打払丁血e  
加廿aV乱虻ular¢mbo日加donor訂【dモSand加a加¢出Ofaned誼弧d∬t卓出oYenOl迅皿肋m8ho皿（Vint町S¢tal．  
19害5）．h8dditiorl，ithasbeeninusefbrseveralyearsfbrtheobliteratiozlOfoc50Phage81aJ］d血Idusvarices  
（Ramond¢tal．198乳f耶也モtal，1990，So¢h印血aetal，1991）・  
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A鮎一色nur＄OfscIcrotherapywithpolidoca山Ol，endoscopicvaricesobliterationwiththep185ticadhesiven・buty1  

CyanO紅けIatebashmus¢din加地mcb血go拍kedhghc孔S鮎Of鉱山ebemo汀bgeofo鶴Oph酢alv血色S  
げere由¢tal．1990，Soebendraetal．19刑）．   

1naretrospcctiYC，tnCCd血11edstudyofthetMOfn－butyIcyaAOaCrylateon168patientsSoehendraetal．（1991）  
bv¢ー甲○酸darductionof也¢m庸OrreGu∬C比eOrhaemorrb喝eby60％仲0皿加％ぬ12％）compa一色dto  

historiccontroIs，tre8tedbyco∬Ventionalsclerosi＄widll％pohdocaJlOllAtthe弧netimethehospitalnort且Iity  
rateLtl！如Ⅲ32％b12％・Therateofcomplicatio皿Sfbrobliterationwasz］Ohigherthana触rscIcrosi＄  
（polidoG肌01）．   

000d一打ultsb、・¢もeenob也hedwi血n－b叫1cy肌Oaαγ1atein血脈a血CntOrga血GV血cesbo也ねー血ea用地  

ぬ¢mOSt朋is独daムClective併8dicadoれOfY血ces（R8mOndモtal．19S9，F耶tis飢al．1990）．  

S皿tγOr血閑p餌血s血血es  

Atl也or   Trモ8七m窃1t   P8tiGnb  

bl㈹血喝   

（n）   n  ％  ％   

Got】ibctal．1984   Cyanoacけ1aは   96   21   22   95   36％  

山omc  （9monIb）   

Ra皿Onddd，1粥6   Cya謀）誠Ⅳ18便   49   15   3l   9二i   42％  

done  （lye∬）   

F¢retigdd．1990   Combi止血＃   67   1島   78   96   11．p％   

R飢Ⅳ路etal．1991   Comb止血＃   39   27   69   100   41％  

（3moIltb）   

Mo鵬et止l！拍3   Combined＃   100   100  100   100   10％   

Pre由亡tal．1993   Comtlin虎排   29   田   62   100   占．1％   

D山Montee暮d．1994   Combinod＃   71   51   94   10．占％   

Tl血肋otal．1995   Combh¢d＃   58   n．d．  軋d．   100   8．‘％   

Bin血00u打，Sodl血1995   Combined＃   407   258  63   100   10．1％   

＃combh¢d：Gy肌抽印南tく汁polidocmol  
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6．．ADVERSEEFFECTSOFrrnEMEDICALPROJ）tJCT  

LocalcomplicatioTLSandsideef駄ts：Whensuchqu皿titiesof鮎toacryl⑳arein細山cedhltO血elumenofthe  
VeSSelit蝕reSimmediatelyandcausesbothimediate＄tenOSisaJ）dathermalreactiotlwiththedesiEedsclerosis  
Ofthevarix．A銃訂aftwdaysthen－butylcyanoacrylateca5tSleadtoJmCOSaln餌ユ▲oSis且nd，h己nCe，aredischA曙ed  
intothcl00enOftheoe＄OPhagworthestomach・Rae皿Orhagesasarcsuユ‡ofnecrosi血1ceration8皿dchronic  
SCarredoesophagealstenoseswere］郎S鮎quenta鮎rtheobhterationofvaricesbyn－buty1cyanoacrylatep〕  
thana食ersclerosi8wi血polidoczmol，thcpreviousstzm血rdtherapy（Fer血setal．1990，Soeh∈ndraetal，1991）．  

ThcueofHistoacryl¢shouldprhari1ybere＄血tedtola確eOeSOPhagealvariccs．InthecaBCSOf艮ma11－d血Ieter  
鴎SOptはgealv訂iG鵡Cむモ血od止血ぬ血ata血壷如弧bniss雨ctlyi血avasc血shc¢p肌Vadc組1i如モCdo鮎  
cancatLSeCOnBidemb）edssueulceration，Suchsmall・diameteroesophagea］varic碍訂ebettertreatedby且CIcr  

Wi山1％polido（泊nOI．   

Speci6crisks：Overaperiodof5yeafSGotlib（1990）didnotobscrvcanydeaths，Where血crccouldbeacauBal  
代血tion血pw油血¢m¢也od，h317pa血n怯，Who鍾舵SOphg組1v訂ic闇hdbom旭Iedwi血BⅦⅣ】ator  
Hi＄tOaCryl・Cotnpli血ons，SuChasstenosi8・（reversiblcbybougiemge）・bactcnemimd如crwereonlyobserved  
h止血扇血alc鮎eβ．Si皿i血1yl‡i皿封1eraれdSoモhendm（け95）didnotobseⅣ¢S仁口OuSCOmplicatio鮎hag和up  
Or407patkn臨0Verap如odof9y引狂乱  

However，therehavebeenreportsofindivi血alsevcrecomplica血ns．Thus，Mostafhetal・（1993）repor拇daぬtal  
p山monalγCmh〉1ism，Thkcbetd．（1995）ー印0止da¢舶¢Ofl¢tbls甲山cpo爪且1Ⅵ血＝血叩mbo由a食訂embolism  
ofn－bu吋1cy皿08Ce血teh血叩0血lv血．Binm6uモー弧dSoe血血a（1995）see血e也代ら－tO良化打払ldov併doBeOf  

tIistoacrYl（upt（）10miHistoacryl／Lipjodol⑳perVarixchamcl）asdlCprObab］ecau庇Ofthesecomplications．   

ThercarcrcporLBintheljteraturethatdonotexclt）deapotentialcarcjnogenicityofthccyanoacrylatemonorner．  

Un皿nownoncofmorc2OOOpadcnts，WhohaveundergoJletreatnⅢtOfvadce8withcywoacrylatc＄，havc  
prodd¢d如血n¢¢Ofpossib】¢C餌℃血og血city（Sam，Ma摺h劇1粥7）、Itiき仕uc血atm－bⅦけ1¢yanOaC巾t8i音  

OnlyslowlydegldcdbythebodyintravaBC山arlyorizlthetissues；Ontheotherh且nd，theHistoacrylcylindcris  
qiectcdintothe（）eSOPhagcallu皿en＄Othatlong－termefbtscanvirtuallybee7（Chlded＠inm611cr，Sochen血a  
1995）．   

A血血仏l駄匹血脈旭川旭川－buけIc沖皿OaCけ1ateb8VenOtreVe山edaダ槻t¢ri耶id飽C¢Or皿ali騨Oma8（Vi血路¢l  

al．19朗）．Nei山一b鮎a血gle鎚SeO一触耶CW帽n¢eOf伽1i印Omabe瓜耽0【ded乱鮎rmil馳借Of叩plica血鮎  
bbⅧmm（0山ersb皿射止Y訂iouso也¢ーねdi¢飢ioれS）0Ver血el鮨t25yeam．   

G蝕eml血bこ（s塩〟eyes）：1mpro匹r，bo血ickapp鮎鵬onof山¢a血¢SiY8C旭l飽dto血em山加害¢tO血e  

tissⅦ古田8r8S山o一也叩01yned28tionpr00郎S．Lぴgea柁出OrtOOCOmpaCdy8ppli¢d孔（机¢扇Ye18y訂SpreVCnt  
co皿n8Ctivヶtissu8b血Ⅰ嘔Of血ewou山肌d8re＆bso－b¢dwi血血爪¢山り▲h如Ⅵ個tov¢ー一叩pliGa血nofa劇18SiY¢  

CanberemoYe止血血e血st鎚wsecond5Wi也ad吋SWab．   

If也ereisⅥ皿des血da此¢Sion8皿ddepo8itionor血8餌b8伽1喝牒血血Iarlyh血eeyちWhenHi如ac叩1⑪i＄朋d，  

血is咋恥he8i傾げwi血h8氏wd町S．   

Nootherreportsofadverscmedicalproducte脆ctsareknowntohaveb6enlePOrtCd鮎rHisto征rylQD・  
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7．SUmYANDCONSEqUENCESFOR  

CLlNICAL APPLICATION 

Histoac∫yl①hasb旺nteStedtoxicologica11y．Thesy5temiciqjec血ⅦteSt，imphntahontest，intracut8neOuSteSt，  
CytOtOXicitytestandmutag蝕icitytes（didnotrevealanyevidenceoftoxicityormtagenicity．   

Numerol遁Publicadon30fclinicalinvestigadonsconLirmthee飽cacyandsa氏tyof甘istoacryl㊥andofother  
CyaJlOaCrylate－basedadhe9ivesinthetrea血entofoesophgo－gaStricvadces・7berateofrecTrenCeOf  

hcmomigecan－Onthebasisoftheresd也ofaretro甲CCtlVeStudy－belowered，incomparlSOntOthegeneral，  
COnVmtiml＄Cl併0血耶py丘om30％blユ％byco血bh虚けe8血tw池Hi釦OaCけ1andpohdoca皿01，也u8ako  

rduch£血emoH81卸rat亡．   

Thepre＄entanimalexperinen血1resultsandnu皿erOu8ut丘raturerePOrLsdonot托Ⅴ蝕1anyevidenceofapos§ible  
riskinclinic81applic鵬on．Applica血nforendoscopicqadjcatioIlOfv∬icesinthcznaJnerdescribedherecanbc  
regardedas＄afb．ThecombhedtreatmezltwidlHi＄tOaCJYlandpolidocaLLDlrepresent基血aPpreCi8ble血tage  
fbrthepadcntinthetre8b71entOfocsophagealaJldgastric魚瓜dusvarices．  
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