
参考資料2－3  

米国における特別物質の除外等について  

※米国NationalSelectAgentRegistryよりHHS特別物質、重複特別物質部分を抜粋  

（！＿申凹′∫丁也叫声里睡g型吐g2¢土星！り虫9些二り吐）  

SelectAgentExc山sions  

ThePublicHealthSecurityandBioterrorismPreparednessandResponseActof  
2002requirestheUnitedStatesDepartmentofHea7thandHumanServfces（HHS）  

andtheUnited＄t：ateSDepartmentofAgriculture（USDA）toestablishreguLations  

regardingthepossessionIUSeIandtransferofselectbio10gicalagentsandtoxins・In  

accordancewiththeAct′HHSandUSDApub．ishednewregulationsintheFederal  

RegisteronDecember13，2002（67FR76886－76905and67FR76908－76938，  

respectivelY）・TheHHSregulationsaresetoutin42CFRPart73andtheUSDA  

regu［ationsaresetoutin7CFRPa「t331and9CFRPart121・  

Theregulationsin42CFRPart73and9CFRPart121estab＝shaprocedureby  
Whichanattenuatedstrainofase［ectbio10gjcalagentortoxinthatdoesnotposea  
SeVerethreattopubJichealthandsafe亡y，anima）health，OranhTla）productsmaybe  

excludedfromthelistofseIectbiologicalagentsandtoxins・  

HHShasreceivedrequestsforexdusionsforYersiniapestisstrains．Baci／lus  

anthracisstrains，斤∂nCi5elJb出血rensjssubspeciesnovicidaand斤ancjie〟∂  

亡UIarensissubspeciesho／a18caLVS．  

USDAhasreceivedrequestsforexcLusionsforBad／／usanthracisSternestrainand  

Fhnciselk？tU／arensissubspedesholarticaLVS．  

8aseduponconsulta亡ionswithsub3ectmatterexpertsandarevjewofreIevant  

PUbLishedstudiesandinformationprovidedbYtheentities「equestingthe  

excIusions，H蜘dUSDAhavedeterminedthatthefoIlowTnclattenUatedstrains  

arenotsubjecttothe  
－ o i r      い∨  n l f r －   i⊂  a d vl m n亡 0r  
forthedevetopmentofvac岬  
However，anindjvidualorentitYthatpo5SeSSeS，uSeS，OrtranSfersanexc［uded  

attenuatedstrainw‖besubjecttotheregulationsifthereisanYreintroductionof  

factor（S）associatedwithviruIenceorothermanipulationsthatmodifythe  

attenuationsudlthatviruJenceis restored orenhanced．   

廻廷坦睾j隻担蜘 w叫  
Cocddわ血po甜由5〟Achs5strain．（e仔ec日VelD－14－2003）  

Thedatademonstratesthatdeletionofthesingle⊂OPyOfthedassVchitinsynthase  

usingagenerep［acementstrategyresultsinastableaviruIentphenotypethatlacks  
theabmtytoformhlfヒctiousarthroconidia．ThismutantisunabIetoformspher  

invivoasexernplifiedbyitsinabiLitytosurviveorkiLlmicefollowingintraperitoneal  
inocuIation．Baseduponconsurtationswithsubjectmatterexpertsandinformation  

－2－   

米国において規制対象から除外されている病原体等   

※感染症法案での規制対象のうち、米国HHS／USDAにおいて、規制対象の特別物質・  

毒素（SelectAgentandToxin）から除外されている病原体等は次のとおり。  

＜日日S除外の弱毒株＞  

・アレナウイルス属フニンウイルスワクチン株Candidl  

・エルシニア属ペステイス（ペスト菌）EV76株、Lcrプラスミド欠損株  

＜HHS／USDA除外の弱毒株＞  

・バシラス属アントラシス（炭症菌）pXOl及びpxo2両プラスミド欠損株、PXO2プラスミド欠   

損株  

・ブルセラ属菌アポルタス19株、RB51株  

・コクシエラ属バーネッティイPhaseⅡNineMiJe株（plaquepur抗edclone4）  

・フランシセラ属ツラレンシス（野兎病菌）亜種ホルアークテイカUJS株（生ワクチン株）  

・フランシセラ属ツラレンシス（野兎病菌）亜種ツラレンシスATCC6223（B38株）  

・フィレボウイルス属リフトバレーフィーバーウイルス（リフト′ルー熟ウイルス）MP－12ワク   

チン株  

・アルファウイルス属ヴェネズエラエクインエンセファリティスウイルス（ベネズエラ馬脳炎   

ウイルス）ワクチン株V3526、ワクチン株TC－83  

＜許容される毒素量＞  

主任研究者、医師、獣医師等の管轄する毒素で、総量が、いかなる時点でも以下の規定   

量を超えないもの。  

・ボツリヌス毒素（神経毒素）0．5mg、志賀毒素100mg  
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PrOVidedbytherequestor，HHShasdeterminedthatCbccidjojdesposadasii△chs5  

mutantstraindoesnotposeaseverethreattopub［ichealthandsafety．   

ConotoxinsspecificaHyexcludedare：theclassofsodiumchannelantagonist  
LL－COnOtOXins，includingGIIIA；thedassofcalciumchannelantagonist  

W－COnOtOXins．includingGVIA，GVII．MVIIA，MVIIC′andtheiranalogsorsYnthetic  

derivatives；theclassoFNMDA－antagOnistconantokjns，inc）udjngcon－G′COn－R′  

COn－TandthejranaIogsorsyntheticderivatives；andtheputativeneurotensin  

agonist，COntulakn－Ganditssyntheticderivat竜VeS・（effective4－29－2003）  

Theterm”conotoxin川isusedbroadIytocompriseaverylargenumberof  

POlypeptidesisolatedfromthevenomoffish－huntingmarinesnailsoftheConus  
genusofgastropodmo［tusks；manYOfthesemoleculesareneuro．ogicalIyactivein  

mamma［s［1－3］．Baseduponava‖abIeexperimentalevidence，howeve「．the  

foHowingconotoxins（i．e．⊂OnOPePtides）donotpossesssufFicientacutetoxicityto  

POSeaSjgnjficantpublichealththreat′andmanYareemPLoyedasusefulresearch  

tooIsorpotentlalhumantherapeutics．SelectAgentconotoxinsexcLudedare：the  

ClassofsodiumchanneIantagonistLl－COnOtOXins．inctudingGIIm【3］；thec（assof  

CalciumchanneIantagonist（山－COnOtOXins，inc（udingGVn，GVII．MVIIA，MVIIC，and  

theirana．ogsorsyntheticderivatives［3，4］；thedassofNMDA－antagOnist  

COnantOkins，jnc）udingcon－G，COn－R，COn－Tandtheiranalogsorsynthetic  

derivatives［5］；andtheputativeneurotensinagonist，COntulakin－Gandits  

Syntheticderivatives［6］．   
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・3uninvirusvaccinestrainCandidl．（efFectfve2－7－2003）  

・YeniniapestisstrainswhicharePgm－duetoadeJetionofalO2－kbregionoFthe   

Chromosometermed亡hepgm，ocus（i．e．，△pgm），ExampJesareYIpesEjsstrainE．V．   

OrVarioussubstrainssuchasEV76．（efFective3－14－2003）   

Pgm－mu亡antsofYtISinjbpesぬpccuratahighfrequencY（CalO－5）（1）andresu］t   

jnavirulenceandPgm－StrainssuchastheEV76strainhavebeenusedforyearsa   
Livehumanvaccineswithnosignificantplague－aSSOCiatedproblems．Themutation  

inquestionisduetotheexcisionofaboutlO2－kbofchromosoma［DNAvia   

reciprocalrecombinationbetweenadjacentISlOOelements（2）．TheJostDNA   

SeqLlenCeenCOdestheab＝tYtOSynthesizeandut＝zethesjderophore   

YerSinjabactin，Whjchisnecessaryforgrowthinmammalianperipheraltissue，aS   

WellastheHms＋locus，Whichisnecessaryforbiofilmproductior＝nthefleavector   

（3）．However，PCRand／OrSouthemblotanaIYSiswillberequiredtoensurethat   

”Pgm－nderivativeshaveundergonethisdeIetionratherthanamutationinthe   

heminstoragegenes（hms），Whicha）socauses）ossofCongored（CR）bjnding′   

Whichisthemostcommoncharacteristicusedtoevatuatethepigmentation   
Phenotype（4）．  

R（！feren（：eS：  

1．Brubaker，R．R．1970．MutationratetononpigmentationinPasteurella  

Pe或is．〕．Bacte「iol．98：1404－1406．  

2．Fetherston，コ．DリP．Scheutze′andR．D．PerrY，1992．Lossofthe  

Pigmentationphenotypein Ybrsk7japes抽isduetothespontaneous  

deletionoflO2kbofchromosomalDNAwhidlisflankedbyarepetitive  
element．Mol．Microbiol．6：2693－2704．  

3．Bearden，S．W．，andR・D．Perry．1999．TheYfesYStemOfYelちiniapestis  

transportsironandmanganeseandisrequiredforfu（［virulenceofplague．  

Mol‥Micmbiol．32：403－114．  

4．Une，T．andR．R．Brubaker・1984．InvivocomparisonofaviruIentVwa－  

andPgm－OrPstrphenotypesofYersiniae．Infect．Immun．43：895－900．  

Yersj11iapestisstrains（e．g，，l］iwidejSandCDCAl122）devoidofthe75kb  

10W－Calciumresponse（Lcr）virulenceplasmid．（effective2・27－2003）  

StrainsofYbI3iniapesusthatlackthe75kblow－Calciumresponse（Lcr）virulence  

PlasmidareexcIuded・StrainslackingtheLcrpLasmid（Lcr－）arei「reversibLY  

attenuatedduetothelossofavirulencepIasmid．AnLcr－StrainoFYbrsin由pes胎  

（叩仙dejS）hasbeenextensivelyusedasa‖vevaccinejnhumansinJava．Thus′  

thesestrajnsposenosignjficantthreattopub＝chealth．  
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．BaciIIusantI7r？CiistrainsdevoidofbothplasmidspXOlandpXO2・（effective   

2－27－2003）  

1．  BacilIusanEhracisstrainsthataredevoidoFbothviruJencep）asrnids，  

pxolandpXO2areexctudedbasedonpublishedstudiesevaluatingthe  
attenuationofstrainscontainingdffferentcombinationsofthetwo  
Plasmids．  
2．  BacHlusanthracisstrainslackhgthevirulenceplasmidpXO2（e・g・，  
SternepXOl＋andpXO2→）areexcLudedbasedoninfornlationindicating  

thatthesestrainswerelO5－tOIO7－foldlessviruJentthanisogenicstrajns  

withbothpJasmids■Thesestrainshavebeenusedtovaccinateboth  

humansandanimalsanddonotposeaseverethreattothepublichealth  
andsafetY．  

蜘es：  

3．  HumanIiveanthraxva⊂CineintheformerUSSR，E．N．Shlyakhovand  

E．Rubenstein，VaccineIVo1121No，811994，PageS727－730・  

4． AvirulentAnthraxVaccine，MaxSterne，Onderstepoort〕ourna［，VoI・21J  

No．1′1946．pages41－43．  

5．  Anthrax：TheDiseaseinReIationtoVaccines′P．HambLetonetaL，  

Vaccine，Vol・2，June19841PageS125－132・  

BrucelIaabortusStrain19．（effective．6－12－2003）  

TheBrucellaabortusStrain19Jivevaccine．usedintheU、S．Departmentof  

AgricultureBruceIlosisEradicationProgramfrom1941to19961iseffectiveinthe  
cont・rolofc‖nicalbruceItosisincatt：Ie．1Foroveradecade，B．abortusSt：rain19was  

alsousedtoimmunizemorethan8m”lionpeopZeintheUSSR．2WhiJetherehave  

beenoccasionalreportsofhumanbrucelLosis⊂auSedbyB・abortusStrain19asa  

resultofaccidentalaerosolizationorneedlesticks．3，4thisstraindoesnotposea  

severethreattohuman oranimaJhealth．  

Reference皇呈  

1．  ProceedingsoftheUnitedStatesAnimalHeaLthAssociation  
93：640－655．  

2． 】ointFAO／WHOExpertCommjtteeonBruceLlosis，1986．No・740，P・  

34－40．  

3．  Young．Eり1983．HumanBruce＝osisinReviewsofInfectiousDiseases′  

Vol．5．No5．  

4．  Pivnick，H，etal．1966．InfectionofVeterinarianshlOntariobYBrucel／a  
∂boJ寸U5St19．  

BaciIIusanthracisstrainsdevoidoftheplasmidpXO2（e・g．，Baci／lusan［hracjs  

Sterne′PXOl＋PXO2－）．（e汗ective2－27－2003）   

1．  BacinJSanthracisstrainstha亡aredevoidofbothviruIencepJasm王ds，  

pxolandpXO2areexdudedbasedonpublishedstudiesevaluatingthe  
attenuationofstrainscontainingdifferentcombinationsofthetwo  
Plasmids．  

2． Bacjl／usanthracisstrainslackingthevirulenceplasmidpXO2（e・g・，  

SternepXOl＋andpXO2－）areexcludedbasedoninformationindicating  

thatthesestrainswerelO5－tOlO7－foldJessviru）entthanisogen）cstrains  

withbothpIasmids・Thesestrainshavebeenusedtovaccinateboth  

humansandanimalsanddonotposeaseverethreattothepublichea［th  
andsafety．  

－5－  

BJWCeJJaabortusstrainRB51（vaccinestrain）▲（effective5－7－2003）  

BrucellaabortusstrainRB51wasconditiona11ylicensedasavaccinebyUSDAin  
1996andgrantedafuLIIicenseinMarch2003・Itisusedaspartofthecooperative  

State－FederalBruce‖osisEradicationProgram．1BJVCe〟∂abo11usstrainRB51isa  

genetica”ystablelrOUghmorpho10gymutantOffieldstrainBruceIla・Itlacksthe  

POlysaccharideO－Sidechainsonthesurfaceofthebacteria・StrainRB51isless  

viru（entthantheBruce舶abortusStrain19vaccineandfieJdstrain2BruceJIa  

abortus，TheRB51straindoesnotposeasignificantthreattohumanoranimal  
health．   
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1．  Bruce［Losishttp：／／WWW．aPhis．usda．gov／VS／nahps／bruce”osis／．  

2．  SchurigGG′RoopRMII，BagchiT′BoyleS′BuhrmanD，   

SriranganathanN．Bio10glCalpropertiesofRB51：aStableroughstrainof   
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3．  StaufferB，Reppert］，VanMetreD，FinglandR，KennedyG，HansenG，   

PezzinoG，OIsenS，EwaltD．HumanExposuretoBIVCe／laabortusStrain   

RB51－Kansas．1997．MMWR199847（09）：172－175．  

FranciseIlatularensissubspeciesnovicida（alsoreferredtoasFranciseHa  

novitjdb）strain，Utahl12（ATCC15482）．（effect7ve2－27－2003）   

1．  ThetypestrainUtahl120fFbncise／／atularensi5subspeciesnovidda  

（alsoreferredtoasFranciseJlanovjtjdb）isexc（Uded．TheexcJusionisonJy  

forthetYPeStrain，Utahl12．ThisstrainwasoriginaIlyiso［atedfroma  

WaterSamPJetakenfromOgdenBaY，Utahjn1951．ItjsexperjmentaIly  

Pathogenicformice′guineapigsandhamsters，PrOducinglesionssim‖arto  

thoseoftu．aremia；rabbits，Whjteratsandpjgeonsareresistant．TheUtah  

l12strainfsnotknowntolnfectmanandthus，isnotofpub‖cheatth  

COnCem．  

2．  Fhncise／／atu／arensissubspedeshoIa止／CaLVS（Livevaccinestrain）is  

excJuded．Thjsand similarstrainshave been used tovaccinate miLLionsof  

PeOPleincludingthousandsofU．S．militarypersonnelandlaboratory  

workerswithoutmajorproblems．  

Referen亡eS：  

1．  Tularemia′byJ．E＝setaL，Clinica（MicrobiologicalReviews，Vo1  

15′No．4′0⊂t2002，P631－646．  

3．   Francisel／a tu／arensisbiovartularensis st：rain ATCC6223．Thisstrain  

hasfastidiousgrowthrequirementsandgrowspoor．YinthelaboratorY．  

Miceareusedasamodeltostudythepathogenesisoftularemia（1）．The  

LD500fvirulentstrainsofF．tub／でnSjtbiovartularensis formiceinfected  

Viathesubcutaneousrouteis＜10CFU（1）．However，miceinfected  

intraperitonea1．ywithlO5CFUorin亡radermaL）ywithlO7CFUofstrajnATCC  

6223werenotk川ed．Thus，StrainATCC6223doesnotposeathreatto  

hum∂n Oranimalhea托h．  
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Coxie〟∂bumetiiPhaseII，NineMifeStrain，PlaquepurifiedcJone4（eFfective  

lO－15－2003）  

LPSistheonlyconnrmedvirulencefactorofC．bume亡仇Organismsisolatedfrom  

natura（infectionsorlaboratoryareinphaseIandhaveasmooth－tyPeLPS・  

RepeatedpassageofphaseIorganismsthroughembrYOnatedeggsorculturedce‖s  

resuttedlntheconversiontophaseIIandachangeintheLPStoarough－tYPe．  

Injectionofsuchlaboratory－derivedphaseI工Variantsin亡Oguineapigsresultedin  

infectionandreversiontophaseI．However，Ptaque－Purified（CtOned）isolatesofthe  

NineM‖eStrahlPhaseIIorganismsdonotundergophasereversionandare  

avirulentsinceinoculationofsusceptib）eanimaIswithphaseIIce‖sdoesnotresult  

ininfectionnorcanviabIephaseIIorphaseIorganismsbere⊂OVeredfromthe  

SPleensoftheseanimals．TheNineMileStrainplaquepurifiedphaseIIisstableand  
doesnotreverttophaseI；reStrictionfragmenトIengthpoJYmOrPhismsdetected  

afterHaeIIIdigestionofchromosomalDNAandDNA－DNAhYbridization，SUggeStS  

tha亡theNineMiJeStrainpJaquepurifiedphaseIエvarjanthasundergoneadeletion・  

BaseduponconsultationswithsubjectmatterexpertsandareviewofreLevant  
Pub＝shedstudies，HHSandUSDAhaYedeterminedthatCoxie／bbumetii，PhaseII，  

NineMileStrain，Plaquepurifiedctone4，doesnotposeasign消Cantthreatto  

human oranimalhealth．  
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F帽nCiteIIatuIarens怨subspecieshoねrtitaLVS（1ivevaccinestrain；incJudes  

NDBRlOl10tS，TSI－GSD［ots，andATCC29684）．（efFective2－27－2003）   

1．  ThetYPeStrainUtahl120fFrancisel／atularensissubspeciesnovicida  

（alsoreferredtoasFhancise／／anovicjda）isexctuded．Theexclusionisonly  

forthetypest「ain．Utahl12，Thisstrainwaso「lglna（（YISOIatedfroma  

WaterSamPletakenfromOgdenBay，Utahin1951．Itisexperimental［y  

Pathogenicformice，guineapigsandhamsters，PrOducinglesionssimi．arto  

thoseoftularemia；rabbits，Whiteratsandpigeonsareresistant．TheUtah  

一丁－  
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112strainisnot：knowntoinfectmanandt：hus，isnotofpublichea（th  

COnCem．  

2．  FjTanCiseJIatu／arensissubspecieshoねrticaLVS（‖vevaccinestrain）is  

excluded．Thisandsimilarstrainshavebeen usedtovaccinatemiJJionsof  

PeOPleinc［udingthousandsofU．S・militarYPerSOnne）andJaboratory  

WOrkerswithou亡majorp「ObJems．  
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3．  ∩■∂nCiseJ由tuIarensisbiovartu（arensisstrain ATCC6223．Thisstrain  

hasfastidiousgrowthrequirementsandgrowspoor．yinthelaboratorY・  

Miceareusedasamode（tostudythepathogenesisoftularemia（1）．’rhe  

LD500fvirulentstrainsoFFltuねrensjsbiovartularensisformiceinfected  
Viathesubcutaneousrouteis＜10CFU（1）．However，miceinfected  

intraper旺oneaHywithlO5CFUorintradermaLtywithlO7CFUofstrainATCC  
6223werenotk‖ed．Thus／StrainATCC6223doesnotposeathreatto  

human oranimalhea］th．  

Referen⊂e引  

4．  Ellis，J．，P．⊂．F．Oyston，M．Green，andR．W．Titba‖，2002・Tularemja・  

Clin．Microbio（．Rev．15：631－646．  

1．  Tularemia，byJ．E11isetat，Clini⊂a＝vlicrobiologicaZRevjews，VoJ  

15′No．4．Oct2002．p631－646．  

3．   F7TanCi5e／ねtuねrensisbiovartularensisstrahATCC6223．Thisstrain  

hasfas亡idiousgrowthrequirementsandgrowspoorIyinthelaboratory．  

伸CeareuSedasamodeJtostudythepathogenesisoftuLaremia（1）．The  

LD500fvirulentstrainsofF．tuIarensisbiovartularensisformiceinfected  

Viathesubcutaneousroute弓S＜10CFU（1）．However，miceinfected  

intraperitoneaIlywithlO5CFUorintradermallywithlO7CFUofstrainATCC  

6223werenotk川ed．Thus，Stra弓nAT⊂C6223doesnotposeathreatto  

human oranimalhealth．  
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4．  Ef（is，コ．，P．C．F．OYStOn，M．Green，andR．W．Titba”．2002．Tularemia．  
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RiftVatleyFever（RVF）virusvaccinestrainMP－12．（efFective2－7－2003）  

VenezueJanEquineEn亡ePhalitis（VEE）virusvaccinecandidatestrainV3526．  

（effective5－5－2003）  

VenezuelanEquineEncephaJitis（VEE）strainV3526isanattenuatedst「ainofVEE′  

Whichwasconstructedbysite－directedmutagenesis．V3526eontainstwo  

mutationsrelativetothevirulentparentaLclone（1）．0eofthesemutationsisa  

delet弓On，Whichrendersthevirusnon－Viable；theothermutationresto「esviability  

Withoutrestoringthepathogenicpropertiesoftheparentalvirus．Thestabi［ityofthe  

deletion mutationinV3526fundamentallYandsignificantlydecreasesthehaza「d  

associatedwiththisstrain，andmakesitur浦ke（ythatitcanrevert亡OWild亡YPe．Th  

StrainisconsiderabLylessvirulentthantheexc（udedvaccinestrainTC83・This  
Straindoesnotposeasignificantthreat亡Ohumanoranima＝1ealth．   

鱒eferen⊂eSこ  

1．  Davis，N，L．，eta］．1995，Attenuated mutantsofVenezueLanequine  
encephaLitisviruscontaininglethalmutationsinthePE2cJeavagesigna［  
COmbinedwithasecondsitesuppressormutationinEl．ViroIogY  
212：102－110．  

加nc由eIIatuIarensisATCC6223（a［soknownasstrainB38）．（effective  

4－14－2003）   

1． ThetypestrainUtahl120fFbncise〟ahJ／arensissubspeciesnovicida  

（aLsoreferredtoasFjTandse／／anovicida）isexcluded．Theexclusionisonly  

forthetypestrain，Utahl12．ThisstrainwasoriginalIyisoIatedfroma  

WaterSamPIetakenfromOgdenBay，Utahin1951・Itisexperimenta．Jy  

Pathogenicformicelguineapigsandhamsters′PrOdudngtesjonssimilarto  

thoseoftularemia；rabbits，Whiteratsandpigeonsareresistant・TheUtah  

l12strainisnotknowntoinfe⊂tmanandthus，isnotofpub＝cheaIth  

COnCem．  

2．  Fbncjie／btuねI？n5issubspecieshoJalticaLVS（1ivevaccinestrain）is  

excIuded．Thisandsim‖arstrainshavebeen usedtovacdnal：e mil［ionsof  

PeOPJeincIudingthousandsofU．S．militarypersonnelandIaboratory  

WOrkerswjthoutmajorproblems．  

曙eferences：  VcnezueJanEqujneEncephaLil：is（VEE）virusvaccinestrainTC－83．（effective  

2－7－2003）  

－9－  
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※米国NationalSe］ectAgentRegistryよりHHS／USDA許容毒素畳を抜粋  

（http：／／www．s8（ectagents．gov／toxinLirnits．htm）  

PermissibleToxinAmounts  

Thefo［，owingtoxinsarenotreguIatediftheamountunderthecontrolofapr－nCipal  

investigatordoesnotexceed，atanYtime′theamountsindicatedinthetabIebelow・  

HHS／USDAOverlapToxins  

【§73．3（d）（3）】   

BotuJinum neurot：OXins   

Staphy10COCCalenterotoxins   

C／OStridiumpermngensepsllontoxin   

Shigatoxin   

T－2toxin  

Amount   

0．5mg  

5．Omg   

lOOmg   

lOOmg   

1OOO mg 

ー11－   




