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ONTHEFOURCASESOFPRIMARY

BR0NCHO・PULMONARY

CANDIDOSIS

HITOSHIYAMATO,TAKASHINAKANE,

HISASmHITOMI,TADASHITERAO&

、HIR0SHISATO

InternalCl'inicoftheSaiseikaiHospitalof

Okayama

Fourcasesofprimarybroncho.pulm｡narycandi-

dosiswereobservedinSaiseikaiHospitalofOkayama.

OnecasewaSgeneralisedcandidosis,andresulted

infatalstate.AnotherthreecasesWere・br｡ncho・

pulmonaryforms.TW｡casesofthemwereresto-

↑edtogoodhealth,Gnegotbetter.Allweretreated

withenteric・coatingtrichemycinperos.

Manycasesofsevereformhavebeenreported

fromvariouspartsoftheW｡rld,butintermediate

珈dmildformsarecomparativelyrare.Itiscom-

monlybelievedthattheadministrationofantibiotics

istheprincipalcauseofcandidoSissincethedis讐

・covery0fpenicillin .

SOmeauthorinthiscountrydoesnotevenbelieve

the邸existenceofmildandintermediatef｡rmofthe

primarycandidosis,butthesefαmsarenotsorare

.astheythought.Ingenera1,thepatientsofmild

orintermediateformmaybediagnosedandtreated

asacutepneumonia,chronicb沁nchitiS,bmnchial

aSthma.chronictuberculosis,pulmonaryemphysem

£tc.

EvenwhenthecandidosisofsevereformWere

discoveredafterthemisusesofantibiotics,thereal

agentmaybethecandidagroupfromthebegiτming .

Thispointisdiscussedindetai1.Itisverydi伍cult

torec0verfromsevereform,butitisnothopeless

t0cureintermediateormildformbysuitabletreat-

ment.Infirstplace,therapidandrightdiagnosis

Isnecessarytomaketheexacttreatme煎andnot

tomisuseantibioti¢s,treatingthepatientscomplain・

lngcough.

Theroentogenogramsofintermediateormild

bronchopulmonarycandidosisshowmanyfinemottled

shadow(orsnow-fall),especiallyinthelowerparts

ofthelungwithrelativelyclearapex.ThisX寸ay

丘gureisthoughtasthemostimportantcharacteristic

fordiagnosingbroncho・pulmonaryCandidosis.Two

typicalX-rayfigureswereobtained.

STUDIESONTHEGROWTHMECH.

ANISMOFCANDIDAALBICANS

HIDEOOIKI

OsakaMunicipalMedicalCollege,Momoyama

MunicipalHospital,PediatricsClinic

(Director:Dr,TETSUJIKINOSHITA,M.D.)

1)Thecellsofσ 砺4鉱 σalbica"8whengrownon

g1ロcosecontainingmediumbecomeextremelylarge

comparedtothecontrolcellsandStaindeepbrown

whentreatedwithiodineinpotassiumiodidesolu.

tionwhilethecontrolcellsturnbutslightlyye1・

10wiSh.

2)OnemilligramofCandidaalbicansconsume

19.5mg,38.5mgand44・5mgofglucoseperccin

3,5and7daysofculture.

3)C4ndidaalbic4nscanutilizenotonlygluc0se

butfructose,galact0se,maltoseandsaccharosedur・

inggrowth.Lactoseisalsousedtosomeextent.

Fmmtheseresultstogetherwiththeresults0f

mypreviousexperime蹴ts,theexplosiveproliferation

ofCandidaalうicanswithintheintestinalcanaldur・

ingtheoraladministrationofantibi0ticsmaybe

ascribedtothediminutionoftheintestinalf10ra

susceptibletotheantibiotics,inconsequence0f

whichthegrowth垣hibitivemetab01icpr0ductSof

theintestinalnoradecrea$eandthenitrogenicand

energysources,especia11yglucosewhichotherwise

wouldbeconsumedbythefloraaccumulatewithin

theintestinalcanal,therebybringingab0utafavor・

ableconditionforitsgrowth,

ONTHEANTITUBERCULOUSACTION
OFSULPHATHIAZOLE(1)

MICH1OTSUKAMURA,TETSUzOKIMINO,
MASASHIHASH1MOTO&
RYOzABUROSUZUKI

TheObusoNatienalSanatorium,

Obu,Chita,Aichi

(A)The動 擁 彦γoantituberculousactionofsulfa・

thiazoleagainst1匠 ソcobacteriui飽tuberculosisvar.

aviu〃3(theJuchostrain).

A5-daycultureoftheorganismwastestedagainst

sulfathiazolebythedi三utionmethodusingthe

SAUTONmedium,anditwasobserveditwasnec・

essaryfortheorga無ismtomultiplyanumber0f

generationsbeforethedrugcouldinhibitgrowth.

ItsinhibitionapPeared,therefore,t0beaso繍colled

partialinhibition,asthegrowthoftheorganism

wasnevercompletelybutonlyincompletelyinhibited.

Bytheinhibitiontheorga!lismshowedanapPear-

anceofaflocculousgrowth.Theflocculoussubn}er.

gedgrowthwasbroughtaboutasfollows=The

organismmultiplyedanumberofgenerationsin

earlystageofthegroWth(for48to72hours)even

inhighestconcentrationsofthedrugaswellasin

thernediumc0ntainingnodrugandthereafterits

groWthwasinhibited.However,ifthesizeofin一
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oculumwereverysmall,acαnpleteinhibitioncould

bealsoobserved.Underconditionsusedbyusthe

groWth0fthe0rgaロis瓶wasinhibitedintheco鷺cen・

trationsof1.6to6.3mcgpermlofthedrugafter

10dayincubation.Thenlinimalconcentrationfor

inhibitionwaSinfluencedbythesizeofinoculum.

Thelargerthesi2eofinocululn,thelargerthe

amountoftheminimalconcentrationforinhibition.

Theinhibitionwascompletelyabo1量shedbythe

presenceofonlyavery.1ittleamountofp鱒amino・

benzoicacid.

Acurveofemergenceofresistancetothedrug

wasfollowedbytheGRAESSLE'smethod.The

emergenceofresistancewasnotsigni負cant.After

24transfersevery10dayswecouldnotobtainthe

「esistance0fPopulati｡nsovα200mcgperm1.

(B)The勿 擁〃oantituberculousactio益ofsulfa・

thiazoleagainst1匠 ソcebacterium≠%ゐeγculosisvar.

hominis(theFrankfurtstrainandtheAoyama・B

εtrain).

ThetubαculostaticactionofthedrugontheOKA・

KATAKURA'Smediu揃(aneg9-yolkmedium)was

testedinth←range0f0t｡100mcgperml.100mcg

ofthe8・weekcultureoftheorganis揃inwetweigh

wasinoculatedanditWasobservedfor12weeks.

Adelayofgrowthwasobservedi登concentra£ions

between1.57an.d .50mcgpermlofthedrug.The

delay0fgrow出Wasespeciallysigni丘cantinthe

rangebetween12.5to50mcgpermlandtheappear-

ance0fcolonieswasfound4Weekslater.This

delayofgrowthSeemedtoresultfrαnawidefiuc-

tuatlonofsensitivityoftheorganism重othedrug.

Thegrowthoftheorganismwascompletelyinhibited

bythepresenceof100mcgpαmlofthedrug.

Theinhibitoryactienofthedrugwasalsoabo1ished

bythepresenceof1mcgpermloflρ｡aminobenzoic

acid.

SOMEOBSERVATIONSOFTHEIN

VITROTUBERCULOSTATIC

ACTIONOFSULFONAMIDES

MICHIOTSUKAMURA

TheObusoNationalSanatoriu塒,Obu,Aichi

The勿 罐 γotuberculo$taticactionofsulfonamides

on』dycobacterium≠%ゐc7σ%105∫3var.hoっninis(2strains)

andMycobact〃 伽 魏 σ瘍獅%(3strains)wasobserved.

Sulfanilamide(SA),6-sulfanilamide-2,4-dimethy1-

pyrimidine(SD),sulfaguanidine(SG),sulfamera-

dine(SR),su1fathiazole(ST),and3,4-dimethy1-

5-3ulfanilaπide・isoxazole(SZ)weretestedinthe

presentrep0rt.Amo漉gthesesulfonamideSSTand

SZwerehighlyactive,SRandSDco窺siderably

active,andSGandSAonlyslightlyactive.ST=

SZ>SR≧SD>SG≧SA.Thesuccessionofintesity

ofthetubercu10staticactio費Wasconstantandi鷺de・

pendentoftypesandstrainsoftheorganismstested

andkirldsofthemediatested.

ThegroWthinhibitoryactionofSTwasconsider・

ab互yantagonizedbyadditionofρ ・aminobez｡icacid,

P-aminobenzoylglutamicacid,andfolicacid,and

slightlybymethionine,formate,purines.Theme・

chanismofactio簸ofsulfonamidesonmycobacteria

wasalso,therefore,suggestedasbeingsimilart0

thatofotherSulfonarロides・sensitivebact6ria.Tlle

a口tagoniSticratioofSTIPABAwasverylarge

(1,000).The伽vi〃oinactivityofSTseemst0

beirlterpretedbythisfinding.

かNitrobenzo三cacid,p.nitrophenolandnitroben.

zenewerealsoconsiderablya昼tagonistictoST.

STUDIESONTHECOMBINEDAC-

TION0FTHEANTIMICROBIAL

SUBSTANCES

OnthePhenomenonofthe 、Repression0fthe

DevelopmentoftheResis亡ance``inAppearance"

YUTAKAKOBAYASm

Depar梅entofPed{atrics,MedicalFaculty,

KyotoUniversity

(DirectorProf.H.NAGA正)

DiviisionofChildhoodTロberculosis,Tuber・

culosisResearchInstitute,KyotoUniversity

(ChiefProf.1.SAGAwA)

Inthepreviousreports,Whentheauthorstudied

ontherepressionofthedevelopmentoftheresis-

tancetostreptomycin(SM)byguanofurac五n(GF),

thephenomenon,namedtherepressionofthedeve-

1opmentoftheresistance``inappearance",wa昌

observedremarkably.Asthisphenomenonwas

verylntel℃stmg,theauthorstudiedonthemecbaヲ

nismofthisphenomenon,andtheresultswere忌 甑l

mmarizedasfollows.

TheuSedstrainWasSh.ガexn〃ivar.X,andth螺

wildpopulationdidnotincludetheresistantmh-

tant応orethan1.0r織cg/cc.

Thispheno!nenondependedofthefactthathighly

SM-resistantpopulationdeve1oped,evenwhenthe

wildpopUlationwassubculturedinthemediacon-

tainingthelowconceロtratio轟ofSM(0.4～1.6mcg/

cc)alone.Thissubculturewascarriedoutinthat

mannerwhichtheorderofSM-concentrationand

thatincreasewasas・cor叩1etelysameasthatof

SMintheco-existedseries.Thatis.thenextex-

planatienwaspossible:oWingtotheco・existence

ofGF,thehighlydevelopedSM・resistancewasnot

rrianifestedintheco-existedmediaatthesame

rateofbothantir疑icrobials,andtherefore,thepo-

puIation,fromtheco費existedmedia,manifestedthe

highresistance,inthemediacontainingSMalone.

Thus,itwasconsideredthatthisphenomenonwas

entirelydifferedfromthesynerigs!n.

Butthedevelop!nentofSM-resistance,subcultured

inthecoexistedmedia,wasslightlydelayed,com-

paredwiththesubculturesinthemediacontaining
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thelowconcentrationofSMalone .Ontheother

hand,whenSMc｡mbined壷ithch1｡ramphenic｡1

(CM),thispheno血enonwas轟otobserved.

So,thenextwasヒoncluded,thattheco・existence

ofGFinterferedalittlewiththedeveldpmentof

SM・resistanceofthiskind,andtheco・existenceof

CMrepressedSuchdevelopmentoftheresistance

almostcompletely.

Fromthedifferenceoftheresultsbetweenthe

combinationofSMwithGFandthatofSMwith

CM,itm{ghtbesuggestedthatthe℃ombinati｡ndid

notonlydiminishthemutationratewhichdccurred

thedualresistantmutant,butals｡actedupα1the

processofthemutationitself｡Inotherwords,the

co・existedGForCMWasnotthe搬oremechanical

selectorregardingtherepressionofthedevelopment

ofSM-resistance.

Onbasisoftheabovementionedresults,themech-

anismofthedevelopmentoftheresistanceofthe

bacteriatoantimicr｡1)ialswasdiscussed.

THEANTAGONIS↑ICEFFECT0F

PARA-AMINOSAUCYLICACIDONの
THETUBERCULOSTATICACTION

OFSULFATHIAZOLEAGAINSTの
MYCOBACTERIUMAVIUM

MICHIOTSUKAMURA

TheObusoNationa1Sanat｡rium,Obu,Chita,Aichi

Thetubrculostaticactionofsulfathiazoleagain,st

』4ンcobact〃ium⑳ 伽 甥,strainJucho,wastestedby

theser三aldilutionmethod,inwhichthemedium

uSedwastheSAUT0Nmedium(2mlineachtube)

and5.5×105viablecellswereinoculatedtoeach

tube,andtheeffectofadditioτ1｡fpara-・aminosali-

cylicacid(PAS)wasobserved.Underthesecon｡

ditionsthemaximalc｡轟centrationofs'ulfathiazole

inwhichtheorganismgreWaswellasthecont-

rastwas1.25mcgpermlintheabsenceofPAS

after8daysincubati｡nat37｡C,whereasthisWas

considerablyincreasedbyadditionofPAS(2.5,5.0

and40.OmcgpermlinthepresenceofPASi蹴

concentrationsof1,10and100mCgpαml,respec-

tively).

Itappearedth飢thea煎agonisticeffectofPAS

onthetuberculostaticactio澱ofsulfathiazolewas

muchsigni丘cantinconcentrationsof100mcgperm1

0乏thedrug,comparingwiththatinconcentrations

ofthedrugsmallerthan10mCgpermlandthe

antagonisticeffectofPASwas0.01timessmal1er

thanthatofPABA.ThecentaminationofPABA

inthePAS-preparationusedwaSpaper-chromato.

graphicallyexcluded・PABAcouldnotbeenfound

outbypaperchro斑atography,亭althoughPASwas

addedtothecultureoftheorganism.Themi∬imal

inhibitoryconcentratio豆ofPASagainstthetest

strainwas0.5percent.

δ

ConsideringthefactthatPABAwassubstituted

byPASinaPABA-requiringmutantofE.co'望

(ToBIE,W,C.・&JoNEsM.J.J.Bact.,57:573,

1949),itsee鵬stobeverypr｡bablethatthe,antag6ロ
onisticeffectofPASonthetubeτculostaticaction

ofsulfathiazoleo箆Mycobateγiumごzvi%初isdueto

thepossibilitythatPAScanbeutilizedinamanner

SimilartothatinwhichPABAisutilized.

Insummary,PAShasanantagonicticeffecton

thetuberculostaticactionofsulfathiazoleagainst

絢coうacterium朗 ㈱.
*(N-ButanolsaturatedwithM/15KH2PO

4,as-

cendingmethod,andToyofilterpaperN0.50were

used.RfofPAS0,087-0.097.RfofPABAO.39-

0｡41)

STUDIESONTHEAPPEARANCEOF

DRUGRESISTANTSTRAINSOF

TUBERCLEBACILLIIN

EXPERIMENTALPULMONARY

TUBERCULOSISOFRABBITS

OSAMuSUZUKI

tizedwith5mgof

tubercle

wlth25mgofthesamestrainsuspendedin10～15

%gelatinsolution,whichwasinjectedint0the

rightlungdirectlythroughthe4thintercostal

spaceofthesidechest.Thusexperimentaltuber-

culouswereproducedintheirlungs.Theserab・

bitsweredividedinto3groups,and50mgofstre・

ptomycin(SM)perday,10mgofisQnicotinicacid

hydrazide(INAH)perday,and500mgofpara-

aminosalicylicacid(PAS)perdaywereconsecuti・

velygivenintramuscularlytoeachofthemreSpec-

tively.Eachgrouphadtheuntreatedcontrolof

thesamenumber.

Theresultsthusobtainedwereasfollows.

1)Theorgansoftherabbitswhichweregiven

SMfor60co職secutivedaysandthoseoftherabbits

WhichweregivenINAHfor55consecutivedays

producedagreatnumberofcoloniesontheOGAWA.S

mediumcontainig10mcgofSMperccandonthe

samemediumcontai簸ing10mcgofINAHpercc

respectively,and鵬adeasignificantcontrastwith

thecontrols.Thisphen0menonwasmoreremark｡

ablynotedconcerningthepulmonarycavitiescom・

paredwiththeotherpartsofthelungandother

organs・

2)Theabove-mentionedfactWasmoreevidently

observedwhentherabbitsweretreatedwithSM

for80daysorwithINAHfor90days.Asfor

theformer・somecoloniesWereobserved・togrow

TheThirdClinicofInternalMedicine,Osaka

UniversitySch｡010f'Medicine

(Director:Prof.IMASAT0DONOMAE)

Rabbitsweighingabout2.5kg,previ0uslySensi・

thevirulenthumanstrainof

bacilli(strainTADA),wereinoculated
■
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evenonthemediumcontainingIOOmcgofSMper

CC.

3)AsforPAS,anycelonycouldnetbecultivated

tromtheorgansoftherabbit寧treatedwithPAS

for60and90daysonthemediumcontaining1mcg

of.PASpercc.

ONTHETRICHOMYCINTREATMENT

OFRABBITSEXPERIMENTALLY

INFECTEDWITHNICHOLS

STRAINOFTREP0NEMAPA肌IDUM

SEIGOHOSOYA,MOMOESOEDA,SUSUMU

IMAMURA&KAzUOOKADA

ThelstDepartmentofBacteriologyofthe

InstituteforInfectiousDiseases,

TokyoUniversity

Bythesubcutaneousinjectionof1～10mgof

trichomycindailytorabbitswithexperi憩entalsy-

philis,treponemaintheinfectedtesticledisappear-

edcompletely,theswellingandindurationofthe

lesiOnrecoveringtothenormalstate.

Serologicreactionsofsyphilisalsopr｡vedto

becomenegative.

ONTHETREATMENTOFEXPERI-

MENTALSYPHILISINRABBITS

BYORALADMIMISTRATION

OFTRICHOMYCIN

KAZUOOKADA

ThelStDepartmentofBacteriologyofthe

InstituteforInfeCti｡usDiseases

(DirectorProf.SEIGOHOSOYA)

1)1擁"∫ ≠γoactivityoftrichomycinagainstTr召 一

P伽 召彿π 」ραllゴ吻 拠(NIC}10LSstrain)provedtobefar

str0ngerthanthatofcrystallinepotassiumsaltof

penicillinG.

2)Trichomycininhibitedthegrowthofobli-

gatelyanaerobicREITERstrainofTreponemaまna

cbncentrationofO.047mo9小1nl.Penicillininhibits

thegr｡wthofthesameqrganismi鶏ac｡ncentration

ofO.19mcg/m1.Onthec｡ntrary,｡xytetracycline,

chlortetracylcine,chloraInphenicol,erythromycini

Ieuc｡mycinandstreptomycinwereine正fectiveeセen

inaconcentrationof50mcg/ml

3)Whenentericcoatedoraltabletsoftricho・

mycin(10,000Candid4units1tablet)wereorally
の

administeredoncedaily(thedailydosage:5《 ・10

tablets)tomorethan10rabbitswithexprimental

syphilisfor10～20days,theswellingandinduration

ofthetesticleinfectedwithTreponemadisappeared

completelyandtheorganismscouldcouldnotbe

detectedfromthelesion.Serologicaltestscon・

tainingWASSERMANNreactionprovedtobecome

negativebeforelon9.

EFFECTOFANTITUBERCULOUS

AGENTSONTHEVITAMINC

MetabolisminPatientswithPulmonary

Tuberculosis.ReportIII.EffectofTibione

MASATOIKEUCHI&HmOumMIZMSIUMA

Dept.ofIntemalMedicine,

TokyoJikeikaiSchool0fMedicine

Experimentsweremadeonthemetab01ismof

vitaminC(VC)inrabbitsandinpatientswith

pulmonarytuberculosisadministeredwithtibi-

one(TB1).Afteroraladministration0f100mg

oftibionedailytorabbitsfour.weeks,thedegree

ofsaturationoftotalVCinurinewasmeasured

byadminsteringintravenously80mg0f1-asc0rb重c

acid(1-AA)daily.Therabbitsadministeredwit轟,;i

TB1showedanextensionofthesaturationdegr爆

tWiCeaSthenormalone.

Along-termadministrationofTB1topatientS

withpulmonarytuberculosisshowedanextension

ofthesaturationdegreeofVCtwotothreetimes

asthenormalones.




