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  A CANCER CONTROL WITH SARKOMYCIN 
 SHUNJI  ISHIYAM  A 
   Director of  Surgery, Kanto Teishin Hospital 

  Cancer chemotherapy is nowadays considered as 
the use of a systematically administered agent whi-
ch, while relatively  nontoxic to the host, will int-
erfer with, favorably modify, or destroy a neoplas-
tic growth or alleviate its deleterious effects on the 
host. But clinically speaking, even the recent advan-
cement in the chemotherapeutic control of malig-
nant tumors are too behind to be comparable to that 
of bacterial infections. And one of the most impor-
tant problems is, at present, to know if similar 
therapeutic effects as those confirmed by animal ex-
periment can be expected in the treatment of human 

 cancer. 
  As a most sensitive experimental neoplasma to 
sarkomycin we selected  EHRLICH ascites carcinoma 
to study in vitro and in vivo activity of the drug. 
A saline suspension of  EHRLICH carcinoma cells 
was mixed with varying amounts of sarkomycin in 
a prove tube and kept for 3 hours at 0°C. Then it 
was inoculated intrapretoneally into a d-d-N mouse. 
There were observed no carcinoma developments in 
mice, which received carcinoma cells exposed to mo-
re than 0.  78  mg/cc of the drug, while other mice all 
died after manifesting their carcinomas. 

  The therapeutic effect for mice carcinomata was 
greatly dependent on the time at which the admini-
stration started. Early treatments were satisfacto-
ry, but the treatment after accumulation of remark-
able asites allowed no good results. Exceptionally 
it was found effective when it was given intrave-
nously twice a day. 

  The carcinoma cells treated with sarkomycin in 
vitro or in vivo were different from normal one in 
not only their biological properties but also in their 
morphological findings. Rapidly reduced mitosis  and 
degenerative changes of their nucleous and  cytoplas-
ms were the forgoing pictures. In the fixed tumors 

 we could find heavy bleeding and necrosis combined 
with in the neoplastic tissues. 

  The concentration of administered sarkomycin was 
assayed through a modified vertical diffusion method, 
a colorimetric method with Anthrone or a transplan-
tation method using urine of the patients  and  dogs . 
An adult received 2, 000 mg of intravenous  sarkomy-
cin will excrete approximately  18.  4 of total admini-
stration into the urine. And the  maximum excre-
tion will be found  1--•2 hours after injection , nearly 
a half of the amount being excreted by this time . 
Decreasing gradually thereafter,  detectable , excre-
tion will continue as long as 5 to 13 hours after 
injection. 

 During a period from September 1953 to January 
1955, 193 cases of 28 different kinds of malignant

tumors, whose diagnosis had been confirmed histo-

pathologically, received sarkomycin treatments. 
Summary of the clinical findings of 144 cases, ex-
cluding 49 for which sarkomycin was given for 
the puropose of prevention of postoperative recur-
rence, are reported. In 27 cases (19%) the size of 
tumor or its X-ray shadow became diminished or 
disappeared and 49 cases (34%)  improvements rare 
noted as to pain, appetite, body weight, ascites, 
sputum, stricture, and serum protein rates etc., 
while in 68 cases (47%) the treatment was either 
fruitless or only temporary. 

 A NEW ANTITUMOR SUBSTANCE, CARCINO-
 MYCIN, ISOLATED FROM STREPTOMYCES 

 CARCINOMYCICUS 
              SEIGO  HOSOYA 

  A number of antibiotic substances, such as acti-
nomycin C, sarkomycin, puromycin, trichomycin, 
carcinophilin, azaserine and mitomycin, proved to 
be active against tumor cells. 

  HOSOYA and SOEDA isolated 60 strains of Strept-
omyces species active against Aspergillus niger from 
soil samples taken at Hachijo Jima, and 25 out  of" 
them were found to show marked in vitro  activities  - 

(according to the so—called NIINOMI method) against 
 EHRLICH'  s ascitic cancer cells. 

  A new antitumor substance, designated as carcino-
mycin (trade-name : gannmycin), has been isolated 
from H-5342 strain, one of the above—stated 25 
strains. Mycological characteristics of H-5342 stra-
in, both in vitro and in vivo activities of carcino-
mycin against  EHRLICEI's ascitic cancer cells, me-
thods of production, isolation and purification, and 
its toxicity to mice are presented here. The strain 
has proved to be a new species of Streptomyces from 
the results of mycological investigation and has 
been named as Streptomyces carcinomycicus  HOSOYA 
and SOEDA n. sp. 

 Pathological and histopathological researches on 
the action of carcinomycin were carried out by Dr. 

 KIYOSHI  SATO and the original papers will be pub-
lished in J. Antibiotics, Ser. A. 

  ON THE ACTION MODE OF SARKOMYCIN 

  (A New Antitumor Antibiotic derived from 
       Streptomyces erythrochromogenes) 

   YAEMON SHIRAHA, SUSUMU TAKEDA & 
             KATSUJI  SAKAI 

The Surgical Institute of the Osaka City Univer-
sity Medical School 

 The authors have cleared  up the following facts 
from the standpoints of laboratorial experiments 
and clinical  Investigations on the action mode of 
sarkomycin against cancer. 

 A) Direct action of sarkomycin against  EHRLICF 
carcinoma cells  :- 

 The effects of sarkomycin in  various doses 
were
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studiedontransplantedEHRL1CHascitestumorcells

ofmice・Asingledoseoflmgsarkomycinadmi・

nisteredintraperitoneallydamagesselectivelycar`

cinomacellsundermitosis,butitseffectsprolongs

Onlytwotofourhoursandwhenthedoseisin・

creasedupto3mgbothrestingand.π1itoticcarci胃

no魚acellsaredamagedinvariousdegrees,inspite

ofl三ttlechangesofnormalcells,havingbeearedU・

cedtonormalconditionswithin18hours.

Thesameeffectsarealsode】mollstratedbythe
`
substitutionofthedrugtotheのfiltrateofEscheアi.

chiaco露.

Thea.uthorsassumethatthedirectactionofsar-

komycinagainsttumorcellSaredisplayedrather

bydenaturalizatienthanbyinhibitionofsynthetic

processofnucleoprotei11.げ
B)Actユonmodeofsarkomycinagainststromaof

tum｡rtissues,especiallyagainstitsbloodvesse1S.

TheautopsyfindingsofapatientwithStdmach

cancer,whohadreceived150gsarkomycin,reveal-

edsuchremarkabledegenerativechangesofb1｡od

vesselsasinfarctofspleenorthromb0phlebitisof

liver.

Fromthispointofview,thatwehaveheredemon-

strated,sarkomycinseemstocontainShwartzman

factor,butitWasqulteunabletodomonstratethis

realfactexperimentallyinsarkomycinwithrabbits.

(2)

ThereforetheauthGrshavepursuedchangesof

thepermeabi践tyofbloodvesselsaftertheadminis・

tration0fsarkomycineitherbythechineseinkmethod

0rbytheinjectionmethodoffluoresceinalbumin

derivedfrombovineserum,resultinginthedemG-

nstrationoftheirincreasedpermeabilityinthe

tumortiSSueS.

Ontheotherhand,experimentallyirradiated

lnicedemonstratedalwaysthearrestofchineseink

inthebloodvesse1sof加testinalwa11.But

animalswereadministeredsarkomycinjust

theirradiation,thearrestofchineseink

b100dvesselswasnotdetected｡

Furtherm0retheauthorsinvestigated

ofsarkomycintomodifyShWartZman

Itsnormalreaction,thatis,the

notoccur,

ifthe

before

inthe

theeffect

phenomenon.

hemorrhagedid

whensarkomycinwasinjectedintraven-

ouslybeforethesecoτ1dintravenousinjectioτ10fthe

filtrateofEscherichiacolijustsameasGross-

Ogata,sinhibitionreaction.Howeverwhenthe

animalswereinjectedwithsarkomycinintravenou-

slytwohoursafterthepositivedevelopmentof

Shwartzmanphenomenon,theywereapttoshow

remarkablewidespreadhemorrhagiczoneinits

peripheralarea.Thisfactshowsthatsarkomycin

hasaffectedtheincreasedpermeabilityoftheblood

vesselsintum0rtissuess0muchasthehemorrhage

hasoccurred.

Inco!1clusion,theauthorsemphasizethatthe

mostimportantactionmodeofsarkomycinmustbe

itsmodifyingeffect0n

orlessdamagedblood
ロ

tumortユssues,

thepermeabilityofmore

vesselsinthestr0maof

CLINICALSTUDYOFCARZINOPHILIN

Y0SHIHARUISHIl

Keio-GljukuUniverSity

DepartmentofSurgery

ThereportistheclinicalresultofCarzin0philin,

anti-tumorsubstance,whichwasuSedfor65caSes

ofcancer,sarcoma,andotherdiseaSe.ThisSeries

wascomposedoftheinoperable48casesand17

caseStowhlchradicaloperationwereperformed.

Theresultofthelattergroupwasn0tclear

becausethepostoperativeobServatingPeriodisnot

solong.Theclinicalfindi簸gWhichwasirnpr0ved

byCarzi議ophilinincarcinomaarereduction0f

tumororulcer,diminutionofasciteSandimprove・

mentofappetite,butthesesignsWeref0undinonly

fewcases.Inthecasesofsarcoma,reduction0f

tum0r,softeningornecrosiswhichwerecurretaged

orexcised,wereproducedinallthecaSesexcept

㎝ecaseoffibrosarcoma.

In3cases,painwasreducedmarkedlyordisap-

peared.Namely,improvementsofSublectivesign

weref｡undin9cases,oblectivesignswereimpr0-.

vedin7cases.

Thehisto-pathologicalterationWeredecreaSe0f

mytosiS,appearanceofacidophilecellS,vacu01e・

degenerationofprotQplasma,tendencyt0fibrina-.

inpalrmerltofliver

functionordecreaseofleucocytecountwererecog_

nizedinintravenousorintramuscularadministra-

tion.Myeloblasts,promyelocytes,myelocytes,1ym-

phocytesandplasmacells【inmyelocellsareredu欄

cedbyCarzinophilinbutarecurableasleucocyte・

bybloQd-transfuSionormaedication.

Decreaseofleucocytecellsarerロarkedinthecase.

inwhichbigdailydosesaregivenandnowintra.

vascularinjection0f1,000-2,000二 、.dilutedto、

100u/ccareused.

Thefindingofautopsywhichwasimpressedas

e伍cientandhistologicfindingofliver,spleenand

kidneywerereported.

Thehisto-pathologicalterationsofliverspecially,.

tion
,andinsarcoma,neαosisoftumor,disappea-

ranceoftumorcellwereprominent.Inthe0ne

caseofbonesarcoma,obviousrepairment0fb0ne

wererecognizedbyX-ray.

Thelatest6casesintheSecaSeswhichwere

affectedeffectivelybyCarzinophilinwerereported.

AtpreSent,intravascularadministration,intra-

abdominalinstilment,localinlectionandcompress,

orperoraladministrationareused,becauseby

aubcutaneousorintramuscu1縦rinjectionthenecro・

sisorindulationareproducedoccasi0nally.

ApPearanceofurineurobilin,'
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impairedcirculationanddifferenceofprothrombin

indexwhenbigdosisorsmalldosisofCarzinophi・

1inwereinjectedintotheportalveinofdogwere

discussed.

STUDIESONPENICILLINALLERGY

KENZOSHIOTA

OsakaCityUniversity,SchoolofMedicine,

InternalMedicalClinic

1.Intracutaneoustest

Thetestwascarriedeutwiththeintracutaneous

injection0f0、1ccofsalinesolutionofcrystalline

penicillinGcontaining10,000u/ccf｡rthepersolユsof

differentgr0ups:tho§ewhohadneverbeengiven

penicillin;thoseWhoh農dbeengivenpenicillin

beforeandthoseWh0WereWorkinginapenicillin

producingfactory.

Fromtheabovetests,thelocaliれflammatory

area,thed三ameterofwhichareover20mmat15

minuteSaftertheinjectionofpenicillinSeemsto

indicatethepositivereaction.

'2
.Bloodpicturebeforeandafterthepenicillin

ゆ コの

1n〕ectlon

IntracutaneousinjectionWaScarriedoutwith0.05

～'0.1ccofsalinesolutio箕ofcrystallinepenicillin

{}containing200～1,000ulccinninepenicillinhyp-

erSenSitivepersons:fourperSonswithanaphylactic

systemicreactionaftertheinjectionofpenicillin

(whichmaybecaIled``penicillin-anaphylacticca-

sゼ)andfivepersonswithurticariaandother

.allergicsympt0rnsaftertheuseofpenicillin(whi-

、chmaybecalled"penicillin-allerglccase") .

ASthec0ntro1,0.1ccofsalinesolutionofpenic-

illinGcorltaining1,000u!ccWasintracutaneously

injectedinpersonS:fivepersonswhohadever

givenpenicillinrepeatedlywithouthypersensitive

・signsandfivepersonswhohadneverreceived

penicillintreatment.

IneverycasestheintensityoflocalpeniciUin

reactionwasrecordeda!竃dincaseanysystemic

reactionappearedafterpeniCillintest,symptoms

werealsoreCorded.

ItwaSrecogniZedfromtheaboveteststhatthere

weresomeCases,inwhichtheintensityofthe

intraCutaneousreactiondidnotparalleltheintensity

"ofthesystemicreactionandinsuchacasetheの
1ntracutaneoustesta10nedidτ1otseer羽tohaveany

diagnosticvalue.

Thechangeofthebloodpicturebeforeandafter

thepenicillininjectiona1SohaSnosignificant

・diagnosticmeanings .

3.Coll0dionparticlesagg1utinatiα ユtest

Aqueouss0lutionwithdifferentconcentrationsof

.cryStallinepenicillinGandtheserumfrompenici・

11in--anaphylacticand/orpeniCillin--allergicpersons

weremixedinthesuspenSionsofcollodionparticles

・acc0rdingtoSCHEIFFARTH'smethod .

Withonlyoneofthreepenicillin-anaphylactic

caseStheseru!nagglutinatedcollodionparticlesbut

WithothertWocaSesandwithsixpenicillin-allergic

casesnoag91utinationwasobserved・

4.Antigenicpr0pertyofpenicillinG

Guineapigsweregivenpenicillininvarious

formswithdifferentkindsofapp1至cation.Threetoタ
fiveweekSafterthelastapPIicationtheIower

iluemwereext量rpatedandaccordingtoSCHLTZ-

DALE,Stechniquetheantigenicpropertyofcrysta・

IlinepenicillinGWaSexamined.

Fiveofeightanimals,whichhadpreviouslydec・

eivedfivetimesaltemativetreatmentwithsubcut-

aneousinjectionoflivir匡gstphylococcusandthat

ofpenicillinsuccessivelyandtWoofthreeanimals,

Whichhadbeengivenlccofamixedsolutionof

a10%bovineserumandcrystallinepenicillinG

containing1,000u/cconceadayforfivedayswere

observedtoreactpositivelyto1～100u/ccpenicillin

solution,H｡wever,nodesensitizatlonphenomenon

wasobserved,whichmaybeinagreementwith

thefind{ngsbyMCCLOSKYandSMITH.

Fromthesefindingsitmaybeinferredtha[tthe

penicillinmayactashaptenin.sensitization.

PENICILLIN-ALLERGY
from.thepointofviewofdermatology

KIHEITANIOKU&TAKASHIUEMURA

FromtheDepartmentofDermatology(Di-
rector:Prof.K.KITAMURA)Facultyof
Medicine,UniversityofTokyo

Fromclinicalexperience(76cases)andexperi-

ment,weobtainedthefollowingreSults.

Skin斑anifestationsofpenicillin-・allergy

1)Erythema(measles-1ike,scarlatina-likelesi0n,

u蹴specificpapulesetc.)2)Urticaria3)se・

rum-sickness-likesyndrome4)angioneurotic

edema5)dysidrosis-1ikeeruption,penicillids

6)bullousdermatitis7)exfoliativedermatitis

8)pruritus9)contact-dermatitis10)infla囎

mmationofmucousmembranefromcontact11)

Erythemaexsudatummultiforme12)Erythema

nodosum13)丘xeddrug-eruption・14)purpura

15)Arthus-phenomenon16)Shwartzman-pheno-

menon17)light-sensitivedermatosis18)di・

ssemi籍atedlupuserythematosus19)periarteri・

tisnodoSa20)Herpeszoster,Herpessimplex

21)otherlesions(erythemamigrans,g縦ngren

etc・)22)granulomatafor血ation(deepforeign

bodygranulomata,岨iversalgranulomata)23)

Herxheimerreaction24)symbioticimbalance

(moniliasis)25)anaphylaxis

Etiologicfactors

1)allergicconstitutioロ

2)underlyingfactors(dysfunctionofadrenocorti・

calhorrno叫disturbanceofautonomicnervoussys・
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・tem
,Leberdysfunc㌻ionetc.)

'1)

'2)

3),

.4)

お)

6)

7)

Mechanismusofpenicillinreaction

allergy(parallergy)
ロ コ

b1｡trOPlsme

pharmacologiceffectofpenicillin

symbioticimbalance,ecologicrelatienships

auto--sensitive--dermatitis

Herxheimer-reaction

toxiceffect

EXPERIENCEOFPENICILLINANAPHYLACTIC

SHOCK

YASUSHIUEDA

Duringthepastfewyearstheauthorexperienced

10casesofpenicillinanaphylacticshock(onecase

showing●shocksymptomSdiedfolloWingPe!1icillin

injection).AnoutlineoftheclinicalfindingsWill

berep0rtedhere.

The10casesconsistedof3malesa獄d7females.

Theiragesvariedfrom15to52.Thedrugsused

wereprocain.epenicillin(oilsolution6cases),pro-

¢ainepenicillin(aque0ussolution2cases),penici11」

inG(aqueoussolutionlcase),andBicillin(1case).

Althoughthemajorityofthecasesshowedshock

symptomswithin5minutes,onefatalcasesh｡wed

sh0cksymptoms10hoursafterinjection.

AnaphylacticshocksymptomsWαeofthetypical

type,andseriouscasesshowesspeechdisorder,

incontinenCeandunconsciousness.

Ninecases(90%)havehadpenicillininjections

previously.Sixoftheninecaseshavehadnoexp-

rienceofsideeffectswhiletWodid.Twocaseshad

ahistoryofallergicdiseaSeS.

E1ght(onefatal)ofthe10casesshowedserious

c0ndition£,1moderateand1mild.

Theaut0psyfindingsoftheonefatalcaseare

asf0110ws:

1)Crossfindings:

)a

)

)

ヘ
ノ

覧ー
ノ

tP

C

d

e

2)Microscopicalfind加gs.

)a

)b

Hemorrhagefromthedistaltransversalcolon

totheproximaldescendingc｡lon.

Hemorrhageofthesigmeid｡

Hemorrhageoftheleftadrenalgland.

Bilateralhemorrhageoftheovarries.

Parenchymatoushemorrhage,congestionand

edemaofthelungs.

■

Transversalcolen:Markeddilatationofblood

vessels,edemaandhemorrhage.Freshfibri-

nousthrombosisofsmallandmiddlesized

vessels.Insomeofthesmalla就eries,pict-

uτeofendothelialdesquamation,proliferation

andnewthrombosis.

Hemorrhageoftheadrena1,1ungsandovaries.

INTRAABDOMINALADHESIONFROMTHE

STANDPOINTOFL0CALADMINISTRATION

OFPENICILLIN

(Presentedspeciallyatthethirdannual
meetingofJapanChem0therapyS0ciety)

NOBuKATSUSHIMADA,M.D.

SurgicalDepartment,MedicalScho0lof
KeioUniversity,Tokyo,Japan.

ivetoexperimentalpentonltls0frabbits,though

thelatterisrnorereasonableasfarasresultεmt

adhesi0nisconcerned.ThereafterafewopinionS

regardingthisproblemhavebeenpresented.Some

pe蝉

haveobjection

Directadministratienofpenicillininthecavities

ofhumanbodymayresultinadhesionandvario1」s

difficu1ties,whichareoftenencounteredinthe

abdominalcavityandsubarchneidspace.Understa.

ndingandagreementhavebeeneStablishedconcer・

ningthelocaluseinthesubarachnoidspace,The

preSentreport,theref0re,reviewstherelationbet・

weenintraabdominaladministrationofpenicillin

andadhesionintheabdominalcavityinwhich

manycliniciansaremostinterested.

Atthe48thannualmeetingofJapanSurgical

SocietyinMay,1948,wereportedthatlocaladmi.

nistrationofpenicillinormarphanilisveryeffect.

belivethatintraabdominaluse0fwater--s01uble

nicillinresl21tSinadhesion.Others

againstit.Buttheseopinionsarenotfundamentally

different,becauseadhesionintheabd0minalcavity

islikelytobeproducedbyacertainkindofstim-

uluswiththeactionofadministerdpenicillin,wh-

ereaspenicillinadministrationinthenormalapdo-

minalcavityitselfdoesnotinduceadhesi0n.Of

course,incasesoflaparotomyoperativeprocedures

aremoreorIessappliedintheabd0minalcavity

whichmayoftenbeinflammatoryinvari0usdegr-

ees.Consequ¢ntly,itisthenucleusofthisproblem

whetherintraabdominaladministrationofpenicillin

insuchinst鋤cesisfollowedbyadhesionornot.

StatisticalstudiesbyDr.SAIT0,SurgicalDepa-

rtmentofNipPonMedicalSchoo1,stillshoWhigh

percentageofpost-operativeileusincasesboth

throughoutJapanandinhisdepartment.Whatis

more,agreaterpartofsuchpoStoperativeileusis

ofadhesivenature.Itisamatterw◎rthyofretro-

spectionforsurgeonsthatthefactstillremains

whensignsandsyr叩toms,forthemostpart,be・

cameslighterandpostoperativeinfectionbecame

lessthanbeforethewar.Ofcoursemanyreasons

maybeconsideredaboutthat,amongwhichlocal

useofantibioticsubstances,especiallylocaladmi・

nistarationofpenicillinisthefirstto'bediscussed.

Therefore,wefollowedup31patientssince・1948

Whoreceivedlaparotomyandreoperation,thereaft-

er,onthediagnosisofadhesiveileusinourclinic.

Noparticularrelationbetweenadhesiveileusand

localuseofpenicillinwasrecognized.Whatcould

befoundwasthatmostoftheoperatorswere

youngandfreshmenofourclinicthatthe0perati一
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onsrequiredconsiderablylongtime.

Basedontheclinicfactabovementi｡ned,we

cerformedtheexperimentalstudiesofrabbitSas

f0llows.

Byrubbingacertainportionofrabbit-colonwith

gauze,cott0nglovesorrubbergloves,adhesion

wasclearlydemonstratedincaSehandledwiththe

formertwoaftertendays,whilelittle｡rnoadh・

esionwasfoundincasesmanipulatedwiththe

latterevenWhenautogeneeusbloodwasinstilled.

Immediatelyaftertheintraabdominalprocedures

abovementioned,penicillinsolutionwasusedintra-

abdominallyTheresultswereexaminedafterafew

days.Thecaseswhichwererubbedwithrubber

910vesandlocallyadminitered10,000u小cc｡fpenici-

llinshowedslightadhesion,Whileallthecases

rubbedwithcottonglovesrevealedsev・ereadhesion.

Inthelatter,thecasesadminiStered10ひ000ulccof

penicillinproducedsevereradhesionthanth｡setre-

atedby1,000u/ccofpenicillininthesameameunt.

Thesefindingswerealsoascertainedinhistopatho-

10gicalchanges.ThereWasnoparticularre1ation

betweenpHofpenicillinsoluti｡nandadhesion.

VariouSchangesintheabdominalcavityWerealso

observedtendaysaftersmearingovertheintes-

tinalwallwithacertainamount｡fintestinalcoか

tents,c0ncurrentlywithpenicil1inadministration,

intheabd0minalcavity.

Theresultsareasfollows:

Whenasmallamountof100～500u/ccofpeni-

cicillins01utionwasused,theinfiammationremained

markedandadheSionWassevereintheabdominal

cavity.Byapplicationof5,000～10,000ulccof

penicillinsolutionormoreconcentratedsoluti0n,

inflammationremarkablysubsided,althoughadhe｡

sionwaSf0undtobeconsiderablymarked.Conclu・

sively,afairlylargeamountofintraabdominal

adminiStrationof1,000～2,000u/ccwasnotonly

followedbyleSsadhesion,butalsoeffectivetothe

inflammationitself.Insuchcasesofexperimental

peritonitis,intramuscularinjeCtionofpenicillinin

alargeamounti.e,10,000～50,000umadeboth

intraabdominalinflammationandadhesionslight.

AlSointheexperimentalperitonitisduetomixed

SolutionofStaph夕lococcusandBacilluscoli,best

resultswereo¶btainedbyadministrating5ccof

2,000u/ccsolutionintheabdominalcavity.Thelocal

uSeofpenicillininthenっrmalabdominalcavity

lnducednoadhesionatallifintraabdominalpro｡

ceduresw℃renotapPlied・

Nowwearestudyingtheproblemofadhesion

fromtheviewpointofthepermeabilityofthe

peritonealcapillary.

Judgingfromprecipitationofheterogenousprote.

inandcoloringreactiontestedwithadye,the

severertheinflammation,thehigheristheperm.

dies,1tismoStnecessary

inlapar0tomywithcareful

eabilityofcapillary.

Onthecentrary,itisinclinedtodecreaseas

inflammationbecomesslighterbypenicillinadmin.

istration.Butreasonableconcentrationanddosage

tosuch・inflammationhavenotbeendeterminedin

theseexperimentS.

AccordingtotheSeclinicalandexperimentalstu一

urest0preventexcessivemanipulation・

reasonabletoadministeran

penicillinsolutioninlow

～2,000u小ccortoinjectit

order

asmuchaspossible.

towearrubbergloves

intraabdominalproced-

Itisalso.

apPropriateamountof

concentrationi.e.1,000

inalargeam｡untin

toreduceinflammationandpreventadhesion

STUDIESONANTITUM0RSUBSTANCES

PRODUCEDBYACTINOMYCETES

HAMAOUMEZAWA

NationalInstitute｡fHealth,Tokyo

Aboutfouryearsago,when1underto0kthestudy

ofsearchingantitumorsubstancesinculturebr0th$

｡factinomyceteS,itwastheprincipalproblemwhe-

thertherewouldexistantitumorsubstanceSamong

productsofactinomycetes,S加diesinrecentt真ree

years,however,haveconfirmedthatactinOmycetes

aretherichestsourceofsubstancesexhibiting訊n・

titumoractivity.F｡110Wingsubstanceshavebee血

　 　 リ コ の
reportedtoexhibitantitumoractlvltles:actmomycln

(R0KUJoandother,1949;STOCKandotherS,1953),

actinomyci践C(HACKMANN,1953),sarkomycinl ロ
(UMEzAWAandotheτs,1953),cycloheximide(ST-

OCKandothers,1953),oxytetracycline(STOCKandt

others,1953),puromycin(TROYandothers,1953),

azaserine(STOCK,EHRL■CHand0thers,1954),

carzinophilin(HATAandothers,1954),No.289・

substance,caryomycinandactinoleukin(UMEZAWA

andothers,1953).

Therapidprogressinthisfielda1SodependS

upontherecentdevelopmentofexperimentalmouse

tumors.Fouryearsago,YOSHIDAsarcoma0frat

wasonlyavailableinthiscountry.YAMAMOTO,

◎neofmycolleagues,studiesthecourseofEHRLICHr

carcinomainoculatedtoseveralkindsofhighly

inbredmiceinthiscountry,andnowthismouSe・

tumorismostwidelyusedforthescreeningofan・ ・

titumorsubstances・MoreQver,accordingtoYAMA-

MOTOandS0UTHAM'scontributions,mousesarcoma

180becamealsoavailable.

Thus,withthefirstsuccessofthescreening

studiesmadebyn}ygroup,andWiththeaidof

theexperimentalmousetumor,thestudiesofan-

titumorsubstancesarebecomingthechiefsubject

ofantibioticresearchersinthiscountry.

Inthisreport・Ishowtheexperimentalresults

onsarkomycin,actinomycin,andscreening0fan一



lVOL.3Nつ.4 CHEMOTHERAPY 165

'tit亡morsubstanceswhichhavebeenmadebymy

倉ro廿pchieflyintherecentyear.

0nSarkomycin・

1.Chemicalstudies:

Sarkomycinhasbeenobtainedbythesolventpro"

cess.Itisextractedfromthecultureliquidto

ethylacetateatpH3.0,andafterevaporationof

thesolventitisdissolvedinwater,andagainit

istransferredintoethylacetateanditisconcen-

tratedtosyrupbyvacuumevaporation.Further

purificationfromthissyrupwasstudied.Carbon

chromatographywithethylacetateWasfoundtobe

suitableforthepurification.Activefractionsobtai・

edbythecarb0nchromatographyWerecollected

andevaporatedundervacuum.Thesympthusob

tainedwasdissolvedinWaterandextractedWith

chlorof0rm.Then,itwasfoundthattherewere

atleasttw0kindsofsarkomycins}onewastrans崎

ferredi11tothesolventandanotherleftintheaqu.

eouslayer.ThelatterWas§ 加diedby60tubes,

c0untercurrentdistributionwithethylacetatetar-

taratebu鉦erofpH4.0.Theweightoftheresidue,

Inilliliter0f1/100N-NaOHnecessaryforneutraliza-

tion,anthronevalue(sarkomycinsgavepositive

anthr0nereaction)andantibacterialactivitywere

exεしminedineachtube.Then,sarkomycindistri-

butedaroundthetubeNo.38.Itwasnamedsarko-

mycinA.ThepartWhichwastransferredinto

chloroformWasalsostudiedbytheceuntercurrent

紐istribution.Twopeakswerefound,onearound

thetubeNo.43,andanotheraroundthetubeN0.

55-TheformerwasnamedsarkomycinBandthe

latterC.

Sark0mycinA,BandCWerecolorlessliquids.

[α]碧;A,-57｡;B,-47｡;(C,-33｡).AnaL:A:C,

55.07;H,6.22;B:C,54.19;H,5.94;C:C,59:47;

H,6.94;(N,0.94).Nonitrogen.AandBhad

n0maximainultravioletabsorption.Theyhas

onlystrongendabsorptions.Chadamaximumat

を7mμ.Equivalentfoundbytitration:A,167-182;

B,131-171.Theya11gaveredcolorWithanthrone

reagen,tandblackprecipitateswithTollensrea-

'gents
.

Whenthesolventwaslightlyremovedbyvacuum

evaporation,theyhadthefolloWingpoteucies:A,3.6

mg*/mg,B,3.5mg*ノmg;C,1.2mg*/mg.Inthecase

whenthesolventwasforcedlyremoved,Awas2.4

mg*/mg,B1.9mg*1mgandco.58瓶g*1mg.Minimum

effectivedailydosebytheintraperitoτ1ealinjection

fortheinhibitionofascitestypeofEHRLICHcarci・

nomawas1.25mg*/mouSeinthecaseofA,and2.5

m言*inthecaseofB.TheantitumoreffectofC

wasweakerthanthatofB.HoWever,theyall

inducedthedesquamationofHeLacellsintisSue

culturewhentheywereaddedtothemediumat

30-60mcg*/m1

Fro飢purifledSarkornycinAandBtheir2,4-

dlnitrophenylhydrozonesWereprepared.Thehyd・

rogenatedproduct0fBwasobtainedbycatalytic

hydrogenation,butitlostbothantibacterialand
ロ ロ サ の

antlturnoract!Vltles.

Duringthepuri丘cationstudiescrystallinesubstance

wasobtained,Colorlesscrysta1s.M.P.:169C.

C8H1004.U.V.:a!naximumat292叫t,E(1%,

1cm)・=2.9.Jthadonecarboxy1,0necarbonyl

(by2,4-dinitrophenylhydr0zone),and0nehydroxy1

(infraredspectrum).Dailyintraperit0nealinjec-

tions0f2.5mginhibitedonlytheascitesincrease.

Thissubstancewasconsideredtoberelatedwith

sarkomycin.

Intheprevi｡uSreportIdeScribedtheexistenceof

sulfurincrudesarkomycin.Theanalyticaldata

ofsarkomycinpurifiedbycarbonchromat0graphy

indicatedtheexistenceofsulfurat1.46%.Itshould

bedeterminedinfuture,whetherthereiskindsof

sarkomycinconta.iningsulfur.

2.EffectofsarkomycinonEhrlichcarcinomaof

rnice:

Inordertoavoidthefractuationofresults,we

studiedtheexperimentalconditionsofascitestype

ofEHRLICHcarcin｡ma,AhighlyindredmiceddN

wasused.Sincethesaltcontentoffeedwasfound

toinfluencethecourSe0ftheascitesincrease,

insteadofwater,physiologicalsalinewassupplied

tothemiceduring'theexperimentalperi0d.In

thecasewhenthetumorcellsobtainedfromthe

mice10～15daysaftertheinoculationwereinocu-

1ated,theascitesincreasewasslowerthanthat

inmiceinoculatedWithtumorcells0btained7～9

daysaftertheinoculation.Therefore,inallex-

perimentsthecellsQbtained7～9daysafterthe

inoculationwereused.Inmiceofvariousages リ リ
ascitestumorwasfoundtogroW,butaSclteslncrease

waSmostmarkedinthemiceweighingabout20g

andgrownforabout5weeksafterthebirth.

TherefQre,miceofthisagewereuSed.Ingenera1,

onemilliontumorcellswereinoculated.For

quantitativedeterminationoftheantitumoreffect

ofsarkomycin,sorkomycinwasintraperitoneally

inlectedtomicein6hoursaftertheinoculation,

andthereafteritWasdailyinjected.Minimum

e仔ectivedailydoseofsarkomycinusedforclinical

experimentswas1.25～2.5mg*lmouse.. や コ
Thesummarizedresultof51experlmentStestlng

sarkomycinsyrupindicatedthat62.5%ofthetreated

micesurvived30daysaftertheinoculation,while

alluntreatedrnicediedin12-24days(98%ofmice

diedin12-20days).Thesummarizedresultof77

experirnentstestingsarkomycinsodiumobtainedby

freeze-dryingindicatedthat64%0fthetreated

micesurvived30daysaftertheinoculation,while

alluntreatedrロicediedin11～28days(98%ofmice
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diedin11《 ・21days).Thebodyweightdecreaseof

miceinjectedwithsarkomycinsyrupwasvery

slight,butthatofmiceinjectedwithfreeze-dried

sarkomycinsodiumwasmarked.Itsuggestedthat

toxicimpuritiesincreasedd孔 】ringthefreeze-drying.

Itwasreportedthattheintravenousinlectionof

SarkomycintoascitestypeofEHRLICHcarcinema

wasaSeffectiveastheintraperito!iealinjection.

Also,itwasfoundthat,ifthei蹴raperit砿 匹eal

injectionsofsarkomycinwasstartediη72heurs

aftertheinoculation,itinhibitedtheascitesincre-

aseandpr01Gngedthesurvivalperiod.Thedaily

intraperitonealinjectionofsarkemycinwhichwas

started24h0ursafterthesubcutane｡usinoculation

oftumorcellsmadethesizeincrease｡ftheSubcu胴

taneoustumorslower.After9～15days'treatment,

themeanWeightoftheSolidtumorsofmicetreat・

edwasaboutahalfofthatofmiceuntreated.

3.TheeffectofsarkomycinonotherexperimentaI

animaltumors:

YAMAM0TOrecentlyc｡nfirmedthatthedaily

intraperitonealinjectionsofsarkomycinwhichwere

started24hoursaftertheinoculationinhibitedthe

ascitesincreaseofmicewhich算adbeenintraperi・

toneallyinoculatedWithonemillionceUsofmouse

sarcoma180andprolongedthesurvivalperiod.

AccordingtoOBoSHIandothers,sarkomyininduc-

eddestructionsofcellsofHIROSAKIsarcon〕aofrat,

butnotprolongedthesurvivalperiod.HoWever,

SarkomycindamagedthecellsofUSUBUCHIsarcom,a

0fratandprolongedthesurvivalperiod.Nitrogen

mustardNox量deprolongedthesurvivalperiodof

ratsbearlngHIR0SAKIsarcoma,butnotUSUBUCHI

sarcoma.Itwasunfortunatethattheresults

porteSbySTOCKandothersfractuatedamong

samples0fsarkomycintested.Theyfailedto

positiveresultswithenesample,buttheygot

reG

the

get

the

f0110wingreSultswithanothersample:sarcoma180

0ff1uidform?;mammaryadenocarcinomaEO771

-;BASCHFORDcarcinoma63±;EHRLICHcarcinema

solidform,±,EHRLICHcarcinomafluidform,±;

Krebs2,fluid,±;caτcinoma1025,±;Meccalypho・

sarcoma;一;RCcarcinoma,一;Walkercarcinosarcema

256,±;FLExNER・-JoBLINGratcarcinoma,一.

4.Chronictoxicityofsarkomycintoanimals:

IthasbeenrepoτtedthatLDsewas1
,000-1,800

mg*/kgbyi.v.tomiceand520-800mg*/kgbys.c.to

mice・Dailyintraperitonealinjectiensof200mg*小kg

tomonkeydidnotcauseaytoxicities.ItWasfound

,alsothatdailyintraperitonealinjectionsof10mg*

(permouse)forthirtydaysdidnotcauseanychan.

geslnorgansexceptlightperitonitis,whenthe

micewerekilledandhistologicallystudied.The

samewasfound五nthecaseofdailyintraperiteneal

injectionof40mg*toratsforthirtydays.Itis

thechracteristicofsarkomycinthatithasnochro・

nictoxicity,

5.Theinfluenceofsロ1fhydrylcompoundsonsar・

komycin:

CysteinIoweredtheantibacterialeffectandtoxi・

c三tyofsarkomycin,butnotloweredtheanti・-HeLa

celleffect.Glutathioロeloweredthetoxicitybut

nottheantibacterialeffectandanii-HeLacelleffect.

Itwi11bepossibletofindsロ1fhydrylcompoundto

beusefulf・rthepurp｡se重 ・1・werthet・x享city・f

sarkornycin.Thereisapossibilitythatsuchsub.

stanceisc:niainedinthecultureliquidofsarko.

rnycin-prodじciロgstretoπ1yces,Suchasubstancei5

a1Soco蔦sideredtobepresentinblood.Theaddition

ofwholebloodloweredtheantibacterialeffectand

重he亡oxicity,butitdidnotinflロence .theantitumor

effectofsarkomycinonascitestypeofEHRLIC班
ゆ

carcmoma｡

6,Antitumoreffectsofsyntheticantitumorsub騨

stances:

YAMAM0TOandYAMAOKAreportedexperiments

testingnitrogen!nustardNoxide,TSPAand6輔

mercaptopurine.NitrogenmustardNoxidewas

effectivetoYOS田DAsarcomaofrattowhichsar・

komycinwasalmostinactive,butinactivetoEHR・

LICHcarci識oma.TSPAinhibitedthegrowthofthe

subcutaneo賢ssolidt11morofEHRLICHcarcinoma,

buti血thecaseoftheascitestypeitonlyinhibited

theasci亡esincrease,butitdidpotprolongthe

survivalperiod.6--Mercaptopurine

ascitesincreaseofmicebearing

cinomaandprolongedthesurvival

mercaptopuri!leandsarkomycinare

inhibitedthe

EHRLlcacar血

period.If6-

compared,the

frequencyoftheoccurencesofsubcutane0uStumors,

Whichgrewatthesiteoftheinlectionforthe'in・

oculationofthesurvivedmice,was'lowerinthe

caseof6-rロercaptopuri職etha避inthecaseofsarko-

mycin.Itwillbei疏terestingtostudytheeffectof

thecombinationofsarkoτ 籍ycinand6-!nercaptopurine,

sincesulfhydrylcompounds10weredthetoxicityof

sarkomycin・Welnadeanexperimentwithazaづ

seri肥.Azaserinewaseffectivetothesubcutaneously

inoculatedEHRLICHcarcinoma,butitdidnotprolong

thesurvivalperiodofmicebearingEHRLICHcarciの

no鵬a.

OnActi!}omycin

Actinomycinwhichwaspreparedbyourgroup

hadthefollowingcharacters:M.P.,248-250C(dec.);

maximaat244mμand445mμ;
、[α」饗,-323｡(C,0.2

inethano1);acidhydrolysis:threonine,sarkosine,

proline,valine,N-methylvaline;onespotbyring

daperc真romatography;producedbyS.ノ 宏召輿6s.

LD50to!冗icewasO・68mg/kgby`.".andO.65mg

/kgbyi・ 」ρ・to!nice;0.59!ng/kgbyi.".andO.53

mg小kgbyi・P.t｡rats・Thetolerabledailydose,

whenthedailyintrapgritonealinjectientσmicewas

continuedfor30days,was12.51ncg/kgfor20days
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残.`

地o.煽 町eedogsdidnotcausetoxicsigns.Butdaily

intravenousinjectionsof8mcg/kgfor10dayscaused

albuminuriaandlightdecreaseofliverfunctions.

.Dailyintravenousinjectionof16mcg/kgfgr5days

ca亡sedthedeathofalldogs.Itsuggestedthatthe

safetydailydosemightbe2～4mcg/kg.

DailyintraperitonealinjectionsofO.125～0.25

mヒgtomiceinhibitedtheascitesincreaseandpro・

10ngedthesurvivalperiodofmicebeari轟gEHRLICH
』
carcinoma,whenthetreatmentwasstartedin24

hoursaftertheinoc翼latien.Also,dailyiηtraperi.

tonealinjectionsofO,25mcgtomiceinhibitedthe

growthofthesubcutaneouslyinoculatedEHRLICH

carcinoma.Itprolongedalsothesurvivalperi◎d

ofratbearingYOSHI】)Asarcoma.Itcausedthe

desquamationofHeLacellsWhenitwasaddedat
の ゆ ら

0.1mcg/m1Actinemycin,th｡ughltlsverytoxlc・

isaninterestingantitumorsubstance,foritex-

hibitedantitumoreffectstoallkindsofexperimental

animaltumorseverteSted.

OnScreeningofAntitumorSubstances

IcanpresentherefourscreeningmethodS・(1)

YOSHIDAsarcomaofratisused.Threeorfour

daysafterthein・c磁ion,thesmear・fascitesiS

examined,andthegroWthoftu揃orsisc｡nfirmed.

Tllen,1ml0fthecultureliquidisintraperitoneally

injected,and2,4,6,12,24hourslaterthes斑earof

ascites玉smade,andtheeffect｡ntum｡rcellsis

}nicroscopicallystudied.Thereafter,daily1mlof

thecultureliquidisintraperitoneal1yinlected｡We

Usedthismethodthreeyearsago.Among262strepto-

mycestested,thecelleffectwaspositivein35

strains,thecultureIiquidsof4strainsprolonged

thesurvivalperiod.②AscitestypeofEHRLICH

.garcinomaisused.Thecultureliquidisdai1yin-

jectedt0micetoWhichtumorcellswereinoculated,

andtheinfluenceonascitesincreaseandthesurvival

peヤ 三〇d.isexamined.1-5%ofsoil・'actinomycetes

gavepositiveresult.ButitisO.4%whichproduced

撃onstantl.ytheantitumor.substances・Thepmduction

ofotherstrainsfractuated,anditwasmosttime.

c0nsuming,worktogetthestablesubcultures・The

ciassificationofthestrainswhichproducedantitu.

morsubstanceshavebeenstudied.(3)EHRLICH

carcinomaormousesarcoma180isused.Tumor

cellsareinoculatedsubcutaneously,andtheculture

liquidisintraperitoneallydailyinjected,andthe

increaseofthesizeisexamined.

Itisconsideτedthatthedifferentmethodsofthe

screeningrr】aygivedifferentkiOdsofantitumor

餌bsta冗ces.Cycloheximide(actidione)wasreported

bySToqKalldothertoinhibitthegrowthofthe

subcutaneoustumorof田ousesaτcoma180・ButI

,foundthatitsdailyinjectiontomicebear加gEHR｡

LICHcarcinomainhibitedtheascitesincreaseduring

theinjectionperiod,butitdidnotprolongthe

survivalper量od.ThatiS,itgavenegativeresult

totheascitestypeofEHRUCHcarcinoma.During

thescreenningwemetthesamethings.Thestr・

ains,cultureliquidofwhichinhibitedonlythe

ascitesincreaseofmicebearingEHRLICHcarcino・

ma,havebeenremovedfr｡1nthefurtherstudies｡

Asalreadydescribed,TSPAandazaserinewere

effectiveonthesubcutaneoussolidtumor,butnot
ロ

0nascltestypeofE]HRLICHcarcinoma.

Recentlywetestedthecultureliquidofsoil

actin｡mycetesforthedestructionortheinhibitiOn

ofHeLacellsinthetissueculture.Theresult

Wasnotcompletelyparallelwiththat0btainedby
の ロ

uslngaSαtestypeof跡IRLICHcarcinoma.However
,

thismethodWasusefulfordβterminationofthecon-

centrati・n・fantitum・rsubstancesintheextracts
｡

Conclusion

Sarkomycincanbesaidthefirstantitumorsub -

stancefoundbythesyStematicscreeningofsOi1の
actmomycetes・Furthersystematicscreeninghas

clearedtheexistenceofr照nyantitumorsubstances
の の
1nactlnomycetescultures.Itisimportarltnot0nly

fromthebiologica11yfしmdarnentalp0玉nt,butalso

fromthepoSsibilityoftheirusefulnessforcancer

chemotherapy｡

STUDIESOFPEMCILLINALLERGY

TOSHIOTORH

InstituteofPhysicalTherapyandInternal

Medicine,TokyoUniversity

1.Incidenceofpenicillinallergy

Accordingtovariousinvestigatorspenicillina11-

ergyoccursin2-5%ofallpatientsreceiving

penicillinandremarkablyhigherinpatientSwith

dermatologicaldiseases,Inourclinicofinternal

medicinevarioustypesofpenicillinallergywere

observedin2.9%ofpatientsWhichreceived

penicinintherapyfromJa駿.1954toMar.1955.

Incidenceofallergyintheemployeesofthepeni-

cillinfactorieswaSalsostudied.Occurrenceof

penicillinallergyintotal1833employeesQf11

factoriesWas1■34.%,whichishigherthaninhos-

pita1TheoccurrenceWashighestintheemployees

preparingdrugs,whoaremuchexposedtopeniCillin

byskincontactorinhalation,whi1ethatinbusiness

sectionandtankculturesectionis10%and8.36%

respectively.Theoccurrenceinpersonshaving

allergichistoriesisremarkablyhigher(20.13%つ

thanthosewhohavenohistoryofa正lergicdisease,

2.Penicillinanaphylaxis

Since1950morethantencasesofpenicillinan.

aphylaxiswerereportedinJapan.Theauthor

hassentthequestionariesofanaphylaxistomanv

doctorsinvariouspartsofJapan.Among22cases
,

intota1,ofanaplhyaxis,agingfrom5to25years

old,exclusivelyfemaleexceptonemale,abouttwo

thirdofcaseshavehist｡riesofallergicdiseases
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suchasbronchialasthma,urticaria,eczema,drug

allergyanda1imentaryal1ergy.ゴ
AnaphylaxisoccurSexclusivelyinthoseWhohad

hadthesameantibiotictherapypreviouslyon

severaloccasions.Usuallyanaphylaxisfollows

firstinjecti0nofnewcourseofantibiotictherζpy,

onlyonecasewasinducedwithstreptomycinon

llthdayofcontinuoustherapy.

Classificationofantibioticsandpreparatiensis

asf0110ws:Streptomycin1,aqueoussuspensionof

prOcainepenicillin8,procainepenicillininoil7,

aqueousSolutionofcrystallinepenicillinG4,peni・

cillinofwhichnamewasnotanswered2.

RouteofadministrationinducinganaphylaxisWas

intrarnuscularina11casesexceptonewhereceived

25units0fpenicillinGbyintracutaneousinjection、

forallergytest.

Cardinalsymptom｡fanaphy1axisduet｡antibio・

ticswasacutecirculatorycollapS,individuallyrno｡

difiedbyvariousa11ergicsymptoms,suchasangio-

neuroticedem,urticaria,asthma-1ikedyspnea,asp-

hyxia,n加sea,vomiting,abd｡minalpain,diarrhea,

1abour-painwithandwith｡utgenitalhemorhage,etc.

3.-Aut0psisoffatalpenicillinanaphylaxis

3casesatMedicolegalInstituteofOsakaUnive・

rsityand6casesatInstituteofMedicalExamina・

tion0fT0kyoCitywereautopsied.

Congesti0nsandparenchymalhenlorhagesinvari-

ous0rganSduetoacutecirculatorycollapswere

0bservedinallcases.ASthecharacteristicchanges

foranaphylaxispresentedbyseveralinvestigators,

edemaofglottisandupperrespiratorytract,pul-

m0naryemphysema,intensivemucoidsecretionof

bronchiwerefoundinaboutonehalfofa1lcases.

Thesefindingswerealsoc｡nfirmedhistologically｡

4.Skintestfordiagn｡sisofpenicillina11ergy

Theauthortestedpatientsinitiallybythescratch

test(onedropofpenicillinG500u/mlinnormal

saline),f0ronecaseofanaphylaxisfollowingintr-

acutaneoustest(0、05mlof500u小mlpenicillinGin

saline)wasexperienCed.

Intensivepositiveimmediatereaction(15・-30min.)

tothescratchorintracutaneoustestwasobserved

inmostofcaseshavingsevereimmediatetypeof

allergyincludinganaphy1axis.Thepositivedelayed

reactiol1,i・e・tuberculintypeofreaction,was

observedratherfrequentlyinthecaseofdelayed

typeofallergy.OnlyfeWCaseshadp｡sitivereac一
の ウ
tlonSto】ntracutaneoustestofprocaine,extracts

ofpeanut,sesameaηdcamelliajaponica,thoseoils

oflatterthreeWereusedfordepositpenicillin.

AcertainCorrelationbetweenpenicillinand

trichophytinbyintraculaneoustestWasobserved

innonallergicpersons(r:0・4,Pく0.05),butin

patientsofpenicillina11ergy・ThisfaCtsuggests

thatpenicillinallergywouldbeadrugallergyin

natureandwoロ1dhaveacrossedallergytofungi

infewexceptionalcases.

5.PassitivetransferbyPRAUSNITZ-KUSTNER's

rnethod

Sensitizingactivitytonormalhu=nanskinagaillst

penicillinWasstudiedwithserumsof31casesof

penicillinallergycomparingwithnormalcontrols.

StatiSticallysig離ificantdifferencewasobserv6d

betweentheSetwogroups.Thereforewec｡uld

assu!netheexistenceofallergicantibodyinthe

patientsofpenicillinallergy.

6.LeukocytolysisphenomenonbyFAVOUR,smethod

Anewmeth0dtodetectantibodyoftuberculin

inthepatientsoftuberculosiswasdevisedbyFA・

VOURusingleukocytolysisphenomen0n,which

folloWsantigenantibodyreactionuponleukocytes

伽zン 髭宵o.Leukocyteschangesafteradditi0nofpen・

icillintoheparinizedbloodfrom37patientsofpen.

icillina11αgyare-11｡4%(meanvalue)afterone

houピ タincubation鋤d-15、8%aftertwohours .Spe・

cificity｡fthispheno磁eno貸sh｡uldbecriticized

fromnowontforslightdecreasesoccurredafter

additionofstreptomycintothesameserumsof

penicillinallergy(-4・6%afteranh・ur,-8.6%

aftertwohours)
.

7.Experimentalallergywithpe雄icillin

Intravenouschallenge,SCHUしTz-DALE'spheno齢

menon(isolatedintestine),histaminreleasephello・

1nenonfromlu簸gwereexaminedinguineapigs
,

previouslyinjegtedpenicillinandprocainepenici11in

Withandwithouthumanorhorseseruln .AIIres-

ultsWerenegative,Wec・uldn・tsensitizeguinea
の 　
plgsWlthpe蹄icillinexceptextractofbrothculture

・fpenicilliu斑whichhadn・cr・ssedantigenicityt｡

penjcillinG.

8.AllergicreactiontopenicillinO
,penicillinもT

anddegradatiQnderivativesofpenicillin

I職tracutaneoustestofpenicillinO
,penicillinBT,

peniciIloicacid,penillicacidandpeni(ゴ11enicacid

waScarriedoutinpatients・fpenicillina1lergy
.

Patterns・fintensity・freactionstothesec・mp・unds

aredifferentineachindividuals
.Therefore,deter・

mlnantgroupsofpenicillinasallergenaresupPりsed

tobedifferentineachcase .Andthereisno

generalprinciplethatpenicillinOorpenicillinBTの ら
1savailabletohypoallergicpurposeunleSssafety

ofthesederivativeswereascertainedineachcase
.

9.Specificdesensitization

Am・ng6cases・administeredpeniciliinf｡r'specific

dese轟sitizationwehaveonlyonesuccessfulcase
,

Whowashigh1ysensitivetothedosebelow100u

andreceivedincresasingdosesoflpenicillin2--3
じ
t塒esweeklyandatlast300

,000uwithoutany

◎!le「gicreactionaftrer20血onths｡The・therpa・
tユentsgaveupthetherapyafterseveralm0nths

duetoallergicreactions .




