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HRAFRFPAUEFLLEHENTERINTNS, BLUOKREIZKY ., PARERZAREOFEIMRE PR

SHOTANTRTHED . SROBITHEND,

® EEREORN, B4, B

MABEREOERRBILBEDONAREGE~DONATHY, FLOVAREBRRCELTE. 85
BITBIBRBERGIZOVTRETLLFALBLVERNZ(AENS, BRRBOERICHL. R
WIEE OFEOLEAKEESM, BENSOREDRR. BF . BILEETHD, BE~DORE
BMREL DD, AREOBR S AR ORBHARKERIL, RBHER, >EELRETHS, 1L,
MAISHT BRERIEDRATIE. B<OMNERNTRATHELESNTOENEDREL ERIIS
BHXBEREL, —H T, EEENE. REEREOERBELSTHY . BRICECEHFLVEAE
FATEERAERIT AL BRMRIC Lo TASABRER D, LUbi. 8 | HEUEHOBE
RERETIIELINIRVMEZERThIE, ZOMICE A ORE TECRMEBERY AN S LR
HTRETHD, BUEREDIE. REOBOBBILAZL, T, BE~OHALABORE. Bk
DEREBEEE, NUEUTURT L, SR F—50 F—SA— R EE DRHHNEETH S,

SCDBE . BERBILEHRAEEBOISERSN R MRS TS, BEAHOAEE 0%
R OBATISEH TEETHY AR AL RELETORROBERLBKREET AETH
e

© WAMMNARAEME |
RAITHT BREBEL. THABR ZFDET SEENOSOREMEMARES FROERD
RIEDEBMERYIL->TNS., TOEMLHBOFBOERICH-ST, LYAMENAREREZORSR
I3 A BRERGEDOBE~DTADHEASHENBETHHLERCGRELTVD, BEMKESNT
WBE R DB ARBEREDTTO—F £, PR EHRRFAMOFE LR RETF 2/ UMY, Tz
HE—BRDFIE (AP A B, U SRR ERONLERE)  MHETERORE (JOvEs 5
HEE) REF NS, (A AORESAREERH B DU EANAARBEREICTRLME AT
Sh. SEOBEOREERAITEY DOHS, $ATHAMETE. RELRL SR TOBILERE,
EYFEREA, MARRELRELETFENDIN, FLOERERE. FE. BEEGEIZDONT, REREEL
BRREOBENRIET HHEETRARYRMICE THDENSD., hAREOHAE. REH
EELOHAL, MOLLAENLE LOBFABEEN. FENOBUARET ST RIELHE. BHO
BTt &5, BRBELE T TACGRERBERTOMHAREOBEL L LY EDH I ELEETHD,
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I H8—HIRE T, L2 BER CRETE IS L ARTAB A AN ORRICEELB AN EESL
%, Li=hio T, ChioDBILEBEL TOREEEDOHAERBHITRINT RETHS,

ERRERENAREREREGETIBEICE. RBBLEARNELIBEEH5. TOLILHE
CIXEEE T BENH AN, FEEARCTHAORMNRRINSIBEITIE, ALIBRELLIE
BEEHTHLLEETHD.

@ HARBEREOEILIZAITT
MRAIRTERERSE, SAMBEOERE. EXOEIME. RESRTFLOSHEICKEIRELT
W3, Z0-OBEHAREL. BL2OBEICLTREIDIILARTHS. hOMABEELEREIZ,
B2 DEEICE->TENLAREDBRATELABRT LTV LOBRESBELL>TND, RIS
—HTOL T EEEDHF LRIz LY SEE, 5/ LOL AL TREAEBITHFNAKEGERL. A
RERESFITENTH, BREEEELARSBRTES S RAT LR TELR AL EHEN DD
H%. |
B2 OEEBORADEEO—DELT, EBARETARENHROBELMEENRELIENH
SNTWD, ChEEEL. BB ARBEOHAEEIHRELESATIFLOMELED SN DDHS.
FHELZDERATORERSOEEEEBLLTHR (RTFREE) OREEEERTIHNATIFLD
BSLEDIN TN, £z FREOHNABFICEBET UL/ HIEEI0—ETHY , TZOER
& A TRE(RES, TILISE B LTI 05—t . RRISHAOBEEEERAL-EBOLIZRYT
S>TWS, EBIZS#IT, AL DHAICEOLNIEFLEMNOERERR (BRER, BE. RTS120
SERICESEREL IEE)ERNFL. BEEICEEOERENRRICHTESATIFLOITITHE
—REEORELIRHEh D DH 5.
BERLEROMSE. ThERRTIRMORILLLLIHARERETLSRAEGES AFED
FLLVSSHALERBLTUIKIENEZ OIS, BESTHONIERICESCABEOR2ELAMN
DEZFEEBEL, COLSTAREERRTILEMRNELDDHS,
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I. RHEERREROEAS

BYONAREREZEREROTLENIZ. REMTOT7 L. THAR. BEXLBERT Sa—
L EOICEMEERLNTEHILETHD,
@ BEXH
a. WROBHLHE

BHERKRGAR. LUDITEMIMOTRESNANAEBBREL., BUARNEELRVETHRILE
B-BRLEREZFOOZHRIZTHIES—BHTH S, NAREREITBEVTLREKROKEEZLOH
ERRITTHEEI KT H LIS,

BATIFUODESNIREMEESITEREICKYSIZFRISN-REREEETET 2B EIZIE. #£1T

FTEORKEEITIHERRETHINESIME. +RLERFAEL THEIENEELL BRI, WRELDH
NER -BRAZEZEHL . AREOREMERISEHFTHRENBILTHEEICE. SFETEIRER
BESDETORMMBRTENIELFEEND, SHIC BB -BRATE. S<DBE . BICEEREY
BHABRERER T TEY, ChoDBRAPARERE, BITHATIFUITHLTHESI S RERISIC
HLTADHEEZSEAT. RBERLEHBIE TV SAREELAHS. LA>T. BERESEOHIFSH
TWBEEROIENIEHRITT ST EMNBUTIBALEZONS., Thbhb. BROTHILELTO
BRI IERELLEN, BABREOR YIRS T LSRR AR EHLESREDR
HELEWH, HEVBRNMNEEEZOALDFERRIZEDHEEFEZRTIEELHY B, £ LBHEE
BEDRARICEDZBETEDRITVLU(T HAENHSLLIE, FIZ B SARERMZERITELEEL
T.BERECENEET I ENFRSNSIFEEICTORIFELTE(NETH S,

BT RREEESLVIERRICLES S SIS AU ENELARETERNEENHS. K
B E L FHIM (progression-free survival, PFS) Dl &3 AL TDAEROBEBFEORFIZDL
THREHMNEELLGLS 1 HD, Tz, FHURROVABREFTH WHERT71/1\UEE) OBEE
Ml 571612, R ETFHIM (disease-free survival, DFS) ® &4 F R (overall survival, OS), —
HOESY—h—EQELLEZTFMER LT LBIE. RUGHBRT VU ORBROBREE 5 IR
TEREL B, .

IOz —HREECREFVIRAVMNEFE T, BEEB/NiEORERGD RIS LEM R
FTEHREIEESN, TOLSWIRE  FEFTRELER - EBREEH OAIERRET HI LR LY

Y55, BB . REFIVIRAVIMNEERETR BRICHSIBEERELTACRERGHFESNSEA
MHY. BES-BERICELLTECARABEATHAIERRICEDINE, REERKER TIXHEHIC
EEISRETRETH S,

b. MBRDMNAMEIZDILNT

HEDOHNARDE I HERAROEILENIZ., Z<DBHE. HREOR A E (maximum
tolerated dose, MTD) 2R E£METOI7 L OFETHY . ERREBRI R A LHABEECRANSARY.
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BHIEEDEERLIELTE, FHlO £ TIHEFICIERBEISADH, LT, MR A ARG E
O 1 HEERRARTIL. BEAEENABERRICTEEN— B THS, AB|ED MTD HFHETE
hiE, ROE 1 HEEERR T, HRNABEREL CENEETET LN — R THS,

CHhETORATHIFUTIE E L HHEERRRICEBLT MTD #ETERNIENE M ollenn. 8
VLIS DEREIE E . H AR LY BB AN AR ERGEERL TR ERARERES S HEEEETS
BALSERTHHYED, TOLIERALTASNBEIC. HRERLIEHONAELT HEEITIL,
BESCHBRINOABRABSAREICEAN S TNHNRAREREICLIRERGOFEIHEESR
ZEEEMAHY . REREOFEOVTEITEEORTAB LY. RBRORTITREERELIMR
BN EBERETRETHD, LEN>T BATHFUICENTIEDEPIERREL TRERGETET S
CelctnlE, HABORTARA LB — L EAEREET I ENEELNEELHHIELREEITEL
_ETHS.

Fhe BATHFUOIITHI—HIEETE ORRBRNANARERE BN T, BHETHH
Bzl TRERSESEL. TOBRELTEONIRERHRENET 0. HRIFOHROK
BHREHONIPAICRONBI LIRS, REORBKR I, ARIREFAT DL34/ 14T —h—
LRBTERFRINEOT, ZORBRETENKRELITHLIE. REHRROBE THIRERMISRRRES
BREOMEMELETLLND  BRABREEML TV ENEETHS. (1. @ BHRAFREKRRE
ORS B8 -

HEOREORENEETE, BUSEENABERRELEGE, SHOREIHSAEMOZRIZDL
TILRMEEAN S PABERELLVNE [ BRBOMELTVES, UL EHHEICEALTIE. A4
Bz LYEBEMRT M CHBOER. EBEATELESNIY (MY S EA(2OTOTTAIL,
GEMBOBGIENLEITERNHYES, LEEA>T BARERELBIZHNT. RERSPHIE
BRI ERELOLEBE ST OV TORBABELE RSN S, |

REFIIRAVMAEEC OV T, HICHFBEOBEICIRRLAZINABIREDNSATIR
DHEBRIFHBSHAVEEILNSD,

@ BEERBEERPOREWKIZONT

 BERORSABIOBERRBTIE. AAREORK, FIREAHRLEE., AREIEHELTHIET
BN — B TH D, —HT. BARERETIE, EMEHEMLLTORERGESIERITROHIC,
—ROBRMARELFRSNIIEN D, SARERENERSARICEV T, BRIEOHRIZLE
BT ABENBD, £-. RERFHTORERGICESRERTIZLY, —BHITRERARAOND
T LEELTEDELRH D, WEAELREEL ORI ERRICAAREREORBREET S,
HBUMNhICHEOEAS IV EFREAHBELLBEIC, hET2h ., #HETHMNDNTESLML
HRHLTE(RNELELOND, . BT HILH. BEOTHBELLOSRLNESH, BERIEE
HRHABETLH D, . BUORECHENTIOrI—LARSMBICHREEAH S IHFHRED
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HBENRH SN B EIARERGELT IR LLERBBRERHETED TH(RETHS.
RREORGITIE. LTOEBNDEELBREEEZILND,
BEOLERENHRMBBLRABETHIBE
RENEMEZENTIKEE (life-threatening) T\ EHIBFESN DB S
BEICREL-AEERIAREORBEREOBRICHETESEE
BEICHLTIE, MRBIEOVRVE, PLLEBEMOABAEETARELILITOVNTSIY T+—LF-
AUV ERBIENBETH S,

m. % I 8EEREER

B 1 RO B0l ISR MLBRUDOFEETIETH B,
D IMBEREBERSa—L

TR DBRAMER A AR DOBIRTIL, JERIFRERER (in vitro RERFOBIWIHE) OF—AESNT. &
1 HEBRRBROTYAUET AL — BRI THD, REBBOEE RS S 1—ILIZDNTIE, AEELERY
EMIAMETEBEABMET L LR T, BRRBRBLITISRET RETHD. LAL, PAREREIL, &
BERBENLTERT ALV MEEL DI, RERERAS AR EERE>T, EYLBMETILO S
HNEBTHAZENE L, ZO15H, HARERETRIEBRRBROBRICESVTEFCONHBEE
ERETHIEBRS DD, AREOEASFCEELSEORTICBELTIE. BECENIB SN
BROHIELAREOERIEATHI LD, .

I8 — MR EPREF Ty ORIV NAEED—HBTIE. A ATIFUEREICHELT, LYEE
EREMEBE LA ERINDTEEABE RSN, NERSBERER T Sa— L LEBEHEIZDL
THEELRRPRETHS, Ffz. T/ 4—MRBETIIR/NMNEE ERTLERLEERNHETS
AR BB EM DS, YA FH1>, CRP(C-reactive protein) & DREM P AN T—h—%E=4—L
HOLEBITRETERETHD, TN, NABOHADERRLEETERREOHEICONTLE
BYRETHD, TITHF—MIRE T, ML M RN TRIET 2 L6 E BT AREN DD, T
o BELEERARMISH TSN, TOLDICAEEROBFEOEMOTEEICOVTEEET 5. 8
RIS, MEEHET A RMOMENEESRISHT 2ENEEEDO—DERY B, REFIyIRAY
MEFRICHNTIE. AREEEICE S RERSISREL: ESERA~OSEALLITEEASY. T
M hEEERARET I LEERLTH(CENEETHS,

ABREOKRNBIESE ORI CFEETICLLBETHE,

@ FERE

BHRERNARIDOE | HRKRER TR, REKRUVBTHERRTIOICEIETMEEELLTS
HEDRRFE, BE. FL—FHEESN D SHOBER VY L—ROFEISZ . kEEIAAHERH
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EEER KL FHAER%E (National Cancer Institute, Common Terminology Criteria for Adverse
Events, NCI CTCAE) ABUL\HbhD, S5, REBCHBIINIAEOLRLELTEATME
(maximum tolerated dose, MTD) MiEFENS, Thid, RERERALAFIDOGE . BLEEEHLL
Aot ABREEOTIEEERDYRIETTLHIRDOARR T v IEMT HEHFIND L, BEICE
WTH BTG AENRAOMREL 0T REBLELLLEEZILNDINETH D, MTDIZDNTIE EEIE
%1 HRBRICEAANDN B ECRETIRICAV-AEL. ThITEEL THRT SDLT(dose
limiting toxicitp|ZESINWTREENS, DLTIE. EEDO P TH, ThU LAEFHEOTEERHIRT 5K
SHERTRTEHRITELIIENETLBNEEEIET . RERERSARIOSE I BEREREER T,
BIREMEIRE &L T, B HERT H-OITREBRGGELFESNS.

I8 — R EOREFIVIRAVMNEBEDO—TE. FHEBRERISARIOLSIZAEDIEM
LELITBMRUNBARMT 5o L6 FMEND, LihSoT. ChoOE [ MERRETIE. RERBO
SBENZ LT, SEBERSASIOBE LFARONS RUHEEE LA EHC LA TREEILN
B. =1L, A OENOEHRIC > TEEORRARGILIIEET SBENHS.

— B DRAVIFURETIE. BRSN-AEBOEERT DLT BNRBETHIEANFEAELGNESD,
MTD AREINGENEESEH D, FOLILRRTTIE, EHERIGEELIT. FRUNDORE HRERERE.
BERS., FABMRGEE) ZFMEELL CRERRICERETRATOIEOTRERLIRNT 5. 5.
ADUERETIERABES. BELETIFUORRICHTIRERKBENLI-LOTHALU L RERG
AEBIL A VVEEIERBIRZEO D LTI RELRIBEIRZ A L1245, LIz > T BHLIMNIRER
EEMER LT A LERFLTEDENHDS. (1. @ RERIE BF)

- BARBEREICI> T BEREOEHRUDROREETTIBEELH S0 Thio DM
MOBREIZIXEEEZET S,

Q BRBRTHI

I7x 95— R ECREFyIRAIVNAZRO—HTIE, RMlaERAAFIEER, BERGE
IEELLE-RARBRRTYAUEANVE S, #EMD. WhBM3+3TFH AV INALDNEIENE M o1hS,
ZOTHFAVDIONOBRBERERRT 5 2O EOBURLEIRLLABRERT F1o1
TTICAKIh TV BIZIE. A2-BHREETUICE SV TMIDERERT S ERBFME
(continual reassessment method) |. IERE MM B LTI LLHBLEMNS, DLTRYLEE DO SIEE
HLFALTHEZTL. RRETHICAE RESERGETME SV TMTIDIEEREERET
BTIEEETH A2 (accelerated titration design)], BERBBEENAHICESLVTMTDOIERE
F5TERRBREORBIE S(F YA (toxicity probability interval design) 1%EMNFELET D, Th
SOTHAUNBERAINGEELHS.

BATHIFUBREDEDRBRTIE. BRSN-AEOHERNTDLIARE T 5N DRV,
MTDAEEESNAENZ EMRE M1, REFENZBENSMTDLYLEVAERTHEEFHSNSP T, R
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DHRBO-ODHRBEEZRATT I ELBMELEIBE. LROBEURISERIBLELETYIUIZENT
19h— DY A RERET B HIZIE. 3+3FF AL D—RILTHBTA+BTFH AL |, Ih—k o4
RXERELIBERCRMAEEZBLT, ERREREE2ATAUADRBISDONTOLYBED L
EHRERNET B ENTEETHBD. 112l IR— A XERECT BLEDR AL BT EDIZELDE
EEETHE NROHBTELMELVHETHLEBOBELABLTLES., EVS2EMHD, Fi-.
3+3TH AU TlE20~30% D HEFEFAEMNELTLE M, A+BTH AU TlE, ah— b XHR3+3TH A
VEFREBID. BTLEESITHNILISLBETRETHS, £, ERRGEIERLLE-ABERT
FAUEBLTRESh AR, TEE OB LRSI RELERELEOHH BIZIE. T7154
—RRE PR E B A AT S FULE) LY RESh =B AR RS, RETRAOWRESZHC
ERHBTELBE . TORBTOAR— AT EILT. ERRBREEPAZTNUNDRIKIZDL
TREOBMESREIRET S LA TETHS.

BUHRGICESHRABORELUIN, RERBEILHET SO KRG FIESEE. ARERS
BUTORBOH#HEE) tARFERICEETHETAILEEZILND, AT, RERSXITRESE
HERBREROBELLTEEAVSTH I BRRELTAUNOREOTAEFERKICHEEROR
BELTRAVSTHAY . BHICESRERRR (B 1 ) B22EH U O RIGISET 25 4 LLED
BEHAAN—LLRISEHLRBRTFIURELEIONS, BT —LLRATHF AU TIE, B¢
AERRTH LB CARTRAERORBERAELLLLT, TO%. ThOOAEMTIVE Ll
(V. @ BBTYIY $B)XEENLHE~AOIANEEREE(TIRBBERHSVF L
(response-adaptive randomization)Z#{TL\, EMUNDORIGIZEWTEELVVHEZRIRT S, L.
SHLUNDORBELT. BIZRERBEAVSBAICE. TOMEOEEE PR L. ARNREOHEE
HEBRMABRITOVTHALRIALETHE, (1. ® RERES BHE)

LROVThORBERTFIUEANSITE & AFEOHE~AEEHB, T, SHLRSTLETHSS
EIFERDELADS, BELEHE— UL R/ EBRADHEEE X ZBENEE TEEH KL
T3,

20, BEDORBOI-HDHERBERrSa—LERET S EEBMELEERICIE, AREEDIC
BERYS1—LERRTETHFALRELALNS, BERUNRICHTIRGHEREOBEITE. T
NEDARUMRBT 2ETORMEERLLTHIUEEIOND, -, BOHBEEMHEET 34K
AT RRELAIHBEADT UL BRI EMLANCEL TR, 2OBA L. HESNIDRLE
LhABRIBORENDETHY. BOTORVAEI BB T ELIHRBT VIV EEZIOND, T2,
BABOHADERBEEELERELORRT YAV OIXLBETHS.

V. 5§ I HEEKREE
5 AR RRBO B, TICHEDHOFTELL A DORBILETIZETHS.
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® F{EEAB

BHEMERAARIOE TASKRRBR TR, $<OBE. TEFEEE £ESMH/NEL TN FES
3, BEERNDRE. SABICE O TEEMRRRICEF2EFEROREBRITALEVD, HilE
BEMETET 2 EAENERNATERD =0T B-OICBEEE LN TSN THD.

RAREEREIZEVN T, RES S XRECISTE 2BV TEICESR/NOCREORENFMSN
3, LAl RARERIBEOERABFICKY EEEODRERNIBESNSBELNHL. TOHR
R INA— EERL-ESR/D OFEREE TH AR ERESRYT L% (immune-related response
criteria, irRC) AMRESN, COLSTHEL DR ERLEEIND, 5T, NAREFREICL>TIE, B
BRI SEABONGHBENBECEFERNHE TELARMENDY, COLIRIFEITITRE
EAFHRRELEFEHMETELEED L TRET 5245, AR E CEHE TSR E NG
WEELTLARNFLLIRRLEZALNS BEOBECEFERDVREREIL, ﬁ?ﬁi\:ﬁﬁé‘?ﬂs'f‘/?‘éf:
OOEELERT—5EL5.

BAREREDEMENEEETTF—2EL T RERGERNTHIENEELL. BHSNIRE
RIGIZESNTL L AV EREIL TEAAEEMELA H D, T2 BARBREDPOCELT, FTMNARER
EIZLBRERGARFBYICERBINANEID, S5IZ, ZORERGEREBFECEFHARMED
HEEEET 2 L EETHS, LELER AT, RERGREENHICHEISATRLT, EO
ESLRERBEATTRENEE>TLEMERLHEEN D RERGHREDVHEROBRICITER
BRETHS.

C EIHEERRSRICBVTE, ReULRIHEER LLCHHEL . A EBROBEPTL—FERET
BENRDETHS.

@ BRTYI>
BRARERECHNT, ESH/ N EHEEE LT 558 SHBERFARIOBE LAKIEETO
& THRBEHELES, ERRBTH. ENE S, RESNESEERICBR IO BNETEE N BN
chk IZBA T B RN £ 1ET52BRET F AU NECRLLIhTWS, COTFHFAUIE. BRBEISITRST .
GERGEOERDLSH2ODENTHEER THONIEANSIENTES, FFZL. EFIMERF DO DR
- B%EIL, Sl 3R ERGONABILICERN AL TR E TN TRESNIRETHD.
MAGRERE BIXIENRATIFY) TIE, BRERRNAFIEERLGY, RESEHRITLRNGIZ o0
LiIFatEILN, ARRGHBIIEALEROLBVIELHD. ThhE BAMELRETRERAD
REHN. ENRERKICTIREENEIHTHRALLDBENHD. COBRICIE. FIRRROBRET. &
FERISHEDEMRIHESLSEICLENS FNHBRBRTRAVSREBERETNETHL. REEL
HZH |ERT Va2, HFRAELEICODVTLSAVERBILT AESRENFYES ., FMEHEBEDOH
[CHER/NEEASRBTL DAV ERBE TSI LICKY . ENERBRTORIEREEHAIENRFT
5
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HROL A DPMSRBHEL O AL ERIRT 2 BMORBTIE BRTF IV ERIEAETUS L
BHNHERBREEZSENTES, IAIESimonDSU A LILE THERER L. BE2HLIEDBBL O AY
E5F LICEIYHH . ZO5BEER/ IR (O SETEE) HBRELEVL S AL STHERORBR AR
LTRIRT 57 F 12 Th . BRTHF AL LML, RERESH LN O—BETLRAVONIHER
BEERRT2H0O5SUF LML TEHBEHET S ENTESN, TSERBERITEINEIMIZD
WCIHEELRRHSBETHS.

E THARROTOMI— L TFHAL O— DI E25MRBRTF FA IEEbh BT H LML BRERA S
%, COTFHFA0O—PliE, BEKEE K BI10%IHES, FIEEEFHMAELLRELET 2508 L
ERERSRER THD, HED SV LILE THERRIT. EHOBHL S AL OhALRIFREBTHANSHERA
BEDRRITAIENEMTHADITHL. F2.5MMBR0 BT HBREDOTHE I THD., H2.5/8RER
[FREIIHBRTIEAU o, HESHRICESCGHERE LEEALLN 5% TR KELYLREVEE
KERHFBEING, T, SUF LMELBRB T, BROEEICET AR S RIERBREHET 5720
(CHRALIEREBLEMNTES,

BB RRE, 5o 4 ALE TERER, £2.58RBE. IEBCEELZTAEELENED TIRAL,
F IHRERO BM-ORRISECTENGFH 1V EBIRT RETHS.

EEOBNI I/ —HBEETIE. 75 RORELERORELNERLIBELBEIND, 20
BAICBLTLE MO G ILEY A BRERE L BRRABRSBETH DS, HIBIRLIESRE/
MBS ECERRMOER PQOLLEEEER EL-HBRREDBAICTBYLEBABELL DL
Eibh3,
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I [XCHIC

ik 2N hfhﬁﬁﬁiiwﬁ%ﬁlzﬂa?‘éﬁiﬁbfﬁﬁgmI:%#ﬁénn\éo REBFvIRAIMEERIT. 8
BORIIMLERRBRENRESN, NOERNATRICRESNEXRLH S, £- BEFEA T i
BT REEIILHETZI I V4—MlEE L. REBKRBROBRR TAMENTRIA TS, 119 —75,
75%'7 AFUIZDONTIE. EHBRR R THIRTFLIIF U ERBE THDEA TSN ERRHABRAEAL
BohTHEY., PARATIFL DEREOH LEIXRARADNLIELTING, 18

BEFTIRAVNAEFRUAATIF L. BB T RN REGEEEET S L THE
HICHEENRERTLEZONBY . DRORBETIC—EOHHEET 2NN HSEEZILND, —
H. I8 —MEkIE I 74—/ ESICEENITERT ARETHY . LR RRTHE
JEYAHILIzEY. EBHRERT EASBESITING, 1P1IEL, REFvIRAIVFEERIZRAN-E
HEEERBRE T, HEEREA—EHHESELLEAR VAR D ICESEANRBESNELERND
BENHDH, 1718

WAREREOBERBEEET 258, BEOLERER D FROMELITRGIFEE T2
BREL-L TREBREESEHETILENSHY. EHERBBROBRRUONAREREICETLRHO
HMREDSEBFBRFNELTHENEETHD,

I FHAH VRO BB EE T

MABEREICBV T, [TRBEESEOBKITES 2T 5HMFS V0ROV T (REEE
S5 11010001 2ITER 17 € 11 A 1 B) ORRESNIABERBESROEHBHEBRE O OE
BOWH . VTER . FRIFO—LEOALH OERINE B2 ELEBESCH TR ER SRS
BB EICIE. A ARSAUIZE SVl 5 EEERRRICS LV THRETETHS.

EHALVADEMIE, MARETEDSS, Iz, REF IRV MNEER, T7x/5—HRRERY
BATOFUERN - ERRBREEET IROEAF PRBREOBEAICOVTRTIETHD, 45,
SHEERRRE (L. TCANERURSUETFET IRENRBRESOLERIVERERT  AH IR
CRHNEVAAREERICOWNTIE. ATV AORBENEO—BEEATES TSNS,
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F=RO) = FIERBEESNIEN LWALEAS ETIETOHEEROTE. HETRTOBRLERF
DBIBIRY HEREERVEREEEICHIIRLUHORENTLENELZEOMARATENES
DYRYERER ., BHISHLREEARVEBEREEZRETILENH . FIEBBEROBERF—b %k
DRBEMEEAVIEEL, BREYRVICEL TR, SCHEBZERVSISE LABOEZ AHNTELEE A
H%. ' 3

5% 3 BLEHEICEYSBIE

RICREICRARBOHNRICZLVBAROMYREICS VT, MR URSHICEETIEELRE
BUERETHSEEBLL, FIZE. RESLEMBISEV T, AP EE5 X A ML R
BEDTBEL—RIRHFEIEN, BT LEBYTHNES A H D, TORICIE. RIS, BEEESHES
73156 DEERL S AOMBUOBE . AROMLBREDAREIOBERIZHNTIL, EEERRBOK
BEEREA AN E TEAMREENET A=D1 ELRNMNIEROAEREL. BLEOREEH
WEAERICBVTHARETAALSITT BE ol RERERGIZHFEINS, 1=15L. BROHEAED I
C. B CRBSN - REUA BB TELLSINEREEREL T EARDHLND,

EE . —IRBRIN S EICE VRSN =R MA S MAEY, TAaFS XTSRS D AR 1L
WEEZLND, LU, BHL-ASSEEMHELTRAVSEE R, BHEOBL0)RIISHCTEMS
ZBVTHHBEERL, ESBEELTHEY ., TM37SATITR LA ENEERO NS HVE LT
THERERTHS,

4 BREROKKNERICEHTINIE
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HABEREZANIERAETHELTRET IDEAHIABREL TIL, EERRUEFRAR, &
PR, MEOMERE. 8t TROERTHYRER. RERBRRUR/OTIATEERR. TVFFIY
BB YL RBERBEAHD, S50, DERR. HERBRSERETIVNENH D, HERVRBA &
DOBREIZHNTIE, MIEHE T EOBEISECLERE (B3E VABETHS.

B BEEERICBIAEERRBRICAV T, UREESAMENS RS AREEEEETHHEE.
HERYL TS SRAREEERE R ZPHL L TRBATHONS, IREEISSN T, TOMIEI
BLTHAEMSORIENHEBMELTHANEEAV B8, RERRGERICRFTHECEELLL
<. EOHRBRAERUCERERET ABELNHS. BRERFISED SEERBREITTH MEDDE
RBREEZGALLRRAASERETILLTAETHS.

F=. IMNABERBROBEICNRITONTIE, EEITHES VML RADBBIRYICERTILEND -
3. TOURIEHRBESHEL>TVENMES L, TLF Ty IS LA BRHTRBROBE XTHTHEH.
HELHDZBEICHLT. ABEBIVDELSHD.

1) T7z/5—RE R _

I 5— IR SIZHETARBAEELT. PARERXICAVSHEBRAS THELTHRETHILEN
HHHERIZMA . YA DAV EERBREODHERBRUY . X ENERBREERETILENDHD, THIC,
BEFRE THEESIZHNTIL. BIAEMEY 1L R (Replication Competent Virus:RCV) RERZ R ET HRE
AHY. BABEFOE—HERER. 12 4—01F> (Interleukin, LA TFTILIEWS, ) -2 (RFHEREIERER. Y 0—
FUF—RER. FRST—EITRR, A74—FeHRBEOREITOVTRETILENSHD, 4. &
LU R BREEICAVONIEEHENIIIV4—HBICB T2 MBRRBRRUHBERRORERL. FHR
HTHLI-HENMBOBENHELL BRAEZODZLHICRALNHD L. RUEMHTE RN HERIZA
CVWABRRESOYUTIVORRBRNAHIEEREAT. SENARBRAFERETHIENEELL.

)T TxHs—HIIRK S

I T4 —HIEARRITEITARBRAZRLL T FAREFREICAVSHBMGTRELTRET ILE
hHHRBRITME . AERESYAARRGRBRSICLSMIEHERER., 1 M1 EERRBREOERR
RUNERBRERETILENHD. 5H. DEERBRUNERBRORE L. ROMEROREHS L HEK
FEDBUMISREAHAZERVERHLERANSRRICAVSIRRESZOY VTN OERICBALHS
CEEREAT. AEMNGHEBRFEERETHIEAEELL,

%5 EAE

B MESEERT BT, RECHEERIETARENSH S0, RE. B, 55, ERFH
SEOEWAEIIOVWTERYT AR ENH D REICEEME. MFEALBIBE X AL TEC
%, mEDREITOVTHRFICERTILENHD, MRIUALERTIEAEL. EROFRFRE. E
WFRLICIYRBICHELRITITHEMENH D10, FRICEET ILELNHS.

EERAEOSBICMA T, RAELLTHEROMMESLIZHOBE EFREERTAMN VT
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ZRAWVSIEICLY. EIEROMBMGRICEETN MR, MlEFE. ARAKOEEOZELHET S
ENTRETH S
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EI3E FEARSHER
1 FERELHRBOELY
1) BEOHEDEXS

WAREREICAVAHBERSAFET IRENEELEICHIESNIRRLEVZER~ADHES
IZESEEITONT, BERVEEIT. EEOEENSRETHIBENEL LALEAL, TT71945
—4R D5t . BRREEFRE THRELRL. SAMBEENST HMEIEEEEASNITFELEZLOT
HY. SEBOENLEZHFRIEFNEEEMITELL LA FAESHIFICEV TERLAE OMMICH
BLTW B ICEEAEENELITEEMNHS, 0D, F-lCHCBBE~AOLEE(BEREE) E
EELTWENCE(RIAIE. ORISR T ARG F—T7AY (Interferon :IFN)- EEEAERINI L, )
FEH (8% 2)TERENHD, F-. SHARNSTEENS T MIAZE(T cell receptor, L TFITCRI&LY
5, ) BEFEA T HI88(LURTTCR-T #E1ELS, ) BAIZOVTIE, WEMY TCR-o BHLERTFEALE
TCR- o/ BEEDRTRET HIRRTUL T MBI THESHE T HIENZEL REICHLTEHERIGHE
[ZDNCEHET B EHRHTERETHD (B%E 3), 55, FASEHFEBEE (Chimeric Antigen Receptor,
LITFTCARIEVNS, BIEFEA T #1 (LUFTCAR-T #ifIELS . ) HRDEEL . BEISELTHE R
[ZDUVT in vitro TEHEi T A2 EERET RZTHSAS. #i CD19-CAR-T MIREEAIC RSN BIER B 1)/ Bk
DHEE(BE)DLSICEYRLERE—ARTHIEEERITDONT, in vitro RERICBEVTYRIEFRT S
LIFBRMIZFAETH B0, in vitro RERIZHNT, EHMRICHT 2HRETEHICHENELIENE
HiET ARELNENEELHD,

2)BWHOBREEET LBV ORIHIE

ERRREMRBROEEICRL T, EMEBHDOEITY A bhAEDEESV R VERURRBRMBEEAER
2B FBEENHH=0. EFOMBRREZEEORELSEERNEETIBMIHRELLESIZ. B5 L1
RIE RIS R BFE [ KV RISTERL . SHICRERERGEISER T SRENELDHLITEY. EFTO
RLEOFEMEEIMET S LTHERLEREZBIBXRELL S, - FATIBMICEIERAROMEEZSE
THHERAOMBES (OS5 —MIR) ZBHMCRETHES X FROFEEIIERATHLILOD. KR
MR S L IERAEATENSEY LRSS TEATONENEENH D, LI >T, FiERTEHEROER
WL, AAREEEICAVAEMEBAE R LTV RETRBYERIRT RETHE (BEL L. 3
BRRRICBVTARGRBETAIIALNMATRELBE L BREO—DELTEILNSD,

B, AT N ARICHTIEANTRLAER2HMELTIE. R—FTHX (T #lERE). SCID <
MR (T IR U B M) . RAG BEFRIET YR (T AR U B #AZXRHE) . NOD-SCID TH R (T #iig
RU B #IaRIE. NK HEREER 5 &R48) . NOG 2 R (T #HA3. B MM R U NK HIRaRB) . RETESVMEND
3. ROEEHLEYAEEORATLBY GEEFEACH T UV \BOMREROBEE. £-O
MRRMAHEFELOTLINOG TIREANSE) EERTILENHS. —H. RETLBHYIL BROY
bR IZHEEMERSTVVREY I L T2 H BT EM S, SPF(Specific Pathogen—Free) IRIETIZH VT
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£, AVPO—LERTOEN (BRI R R4 D) AR T A TEEAH LI EETIBRENS
5.5l BEFREIIRDORM LTI, EEAREEETITYRLYLEEHEMNELESLH 5T
. EBMOBREET ZHBROERARBICHE-EITLBETIREND S,

%2 —ENHER

PRERETSMEEY. HEROMROBEOARFEREA. [EXSFORE A KEZBEILEL

BUHBROHAFSAUITOVNTICERTSE 9 A 1 BATER 1 5§ 24 B) ORRIEEREERHBEH 11
A TEERVRERSEERBH RS OREIZONTICER5F 8 A 10 BT RHTHEE 883,
RUMTERZOBRKRABRRUVEERFERZHENHDIFFERRZEERBROERLISOVCOH TR
SOVWTH(TER 22 £ 2 A 19 BIATEEEER 0219 F 4 B) 28510, —RENSRERETILELND
%, Ftz, ARHABOREICRL T UTORITVEETILELHS. -

EAMIC, HREAOBRESEBLFALRSERTRELIMEYT 5. BH4URVEMIIRETHD
SEMD NS —R(HBH) ERETA-OORBRRES, HBRIMARNSRERD 2 BULETRRE
BV, REREBRSESUSHMTELBEAEERE5TILENDHS, REEAMITTEARY
ERRR TTFESNTWARIALERICT AOEMNZEELLA, REBSL CLERES AL AN TERSN
T HROBUR R OBEOHENECSTREAENESICIE. BT LLRERSBRRBROENR
FHELGV, BRBMICOVTIE, £ ST TELEZ BEOHRTHS 14 ARELTEIE
(SEEETHZ A5, MR RAOHEEEELTENICEET S, )
BUOESHEEREX . THEABYEBLEMNT R I TREMETET 24 REAECLESIZE
MR AT B LB R 2 R A AR R T 5, FEMICOLTIE, THNOBEE (EER
HEB)ERLELT. REUOBEN TR LML RIESRET 2B ENHY . BHOERICE S =
BREBEEOFHYOREUORELABHE THZBE X, FHMIEE L EEERLMERBREER
THIENEYTH D,

REFLBYMARAVSNBEIEND, BWEIR 1 BETL BTLBEF>EEX RECFEEETD
BEIZBETIEAL,

PR RBILENICRETS. Hl2 1 EETRE THRRSERETSBMICBET 8. EF
T DR EIZ L PR EERT=OIC, IHFEEFEAL T @IERBRIZALSCELIREHT ZBE
H5.,

B REMEEHROERMIZ. EF~OSMEEIZZ (BRI R VBN ES THIZESEM D, BED

ReELBW LALEAS., EHHFICEECEEEZRETRER (FRER. FRBRRUGERER)ICE
REFBESZRWILE—RBERBRET(—RRERRLEH O MEL LT EbMOREHAEES
hBBEEARHONDBEITIE, EMORLMEHAT LB T, BMOHRBROEEERTT 5,

1

NOD-SCID 7'71‘6‘(1.%{] 8.5 # A : Strain Information from The Jackson Laboratory

2 A& (Maximum Tolerated Dose: MTD) B U % 5 FI 474 B K B (Maximum Feasible Dose:MFD) DER S, S, 125 (BiE) 2
XA RRY Z<D{AREE LTS,
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%3 EEBEER

EMEHALShAMREREEL LGS, ES MR iPS #fa. FitEie. KIOIRISEILR Hi
BOYRIHEC EHIZES MRS iPS MIERREETIX. S LMD REIC ST RERRDOYRY
[ZONWTHEHMET AR ELH D,

EREEERERLL T, in vitro R TI. BIENREMERETI-OOKE SRR, RIBIFRFNTE
FEREA R T A-OOREXIO—HERBEMN, i vivo RERTIE. RETLEVZAVEEMAEZ
ST AREMAMONTIND, —BEMHRRICAETLEVERANSSAE. —BREUERRO—HELT in
vivo RERICH 1T DS IEEME BT A LITTEETH B, in vivo REROERICEBLT, UTORICEET S
BENHb. ,

. %Hiﬂﬂién'%l‘Bl#éﬁﬁﬁﬁﬁiiﬁ%mﬂﬂl'J:éﬂé#%ﬁiﬁkd)')xﬁﬂﬂﬁ'HE%%HH@#‘E%WI‘BL\‘C#?ELE
BEAEMRTHHEMNE. BFOBERFIOEE, S 1L BE, ORRUYL/FROKRE, REERK
B MBI R ERUMEMBOBESILY . £EREEBICS T IRBROFELR(EIT. BB
HIES DIFRBAEIIREOINARICE>TELS, ED1=H, %?ﬁ%%unl-mﬂ&?é%ﬁ%ﬁiﬂﬁ%ﬂiﬂ@
OEBHIEY RS 1L, RAIELT, BRESBBREFAUBERRICLYIMET ETHS.

o ES #BAXIX iPS MM EESRICE T A SEERMIMOBEFICLDFMER R AV : S REMS
MIOBRESOYRIEEET 20, SRR TRIEZEELSMERRELTMET S ENEFLL,

o EEENEETIHEBOBERNESEROREEHLIEVESICE EESEARELHESND
TEEUAHE NS, BBERTORE-REICHHLT . BIETHEEARE * OMIR%EEEABEHEL TEHET
.55 EEEMORTY v ILERS 2T B-HITIE., MR (R SRR RBIEFRO 2 B CRHME
MNARETH S,

o BMBITOVTIE, MRS ERERI TH DA WHO Technical Report Series 978 £ F <RI
BETI B I0RZARICTHIENEZILNSD,

s ES #BBXIZ iPS %mﬂﬂm%w%ﬁzﬁmo)ﬁﬁﬂcﬁinmﬂmﬂwuxamﬁEE'J&u—ﬁ%ﬁ%m BiE
szmﬁﬂb‘ﬁ’&mf%txméi'ca)%ﬁl’ﬂ, BERLEMOMBR IERRERENTZEESALUVARE
EL. ERNTOEBEPMLERTINENSHSD, —FH ., BRBRITHERETS ES MIREXIE PS AN
WEER ) R7EEE B MEL-RBREERT 5158 OHRBARIX. NEXBEESEIC, SHER
AR AT IS EERET 5. SYBEEBEOBRSNENEEZSNHHERMERBEEORRICD
WT. REBRZERET 258 OHERMIL. WHO HAF5 1> TRS978 r#ﬁﬁéﬂé;ﬁsﬁ%ﬁrﬁuﬂe B) %
BRICRETHELEILND,

tE. EFOERE RSO ML, ROELSRENSERELLEBL T, ETEOHTEMLER
BB ECABSITIENEEZDIEN D, in vivo EEEUHRBREERTIERITEL. L EE
FREETol T WATIE. EEFEALIHEROEMHERBRISEDTIVHENHY . UHBRF IL-2
RIFHEERB R (ZYO—F )T — B IS VEHMET 52 LEERT S, (B 2 & RERVURKEEE 1)1

' BRBAHhOBET S ES/PS MM THMELN RSN BIEZ .
Takahashi et al. Cell 2007;131,861-872, 9 A

Standfeld et al. Science 2008;332, 945-949 3-4 &

Zhou et al. Stem Cells 2009; 27, 2667-2674 4-6 ;@
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VS — RN INDEEZSETHIL,
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EAE HEEXITEREETRMATHER
1 PEXIIMREERMATIEBROEFRLS

BEIEOAER O HMOES RUBKNAREREX -SBORNICE %, @liE. S XIIFERE
MR, B E . BESISEC T BYA DEROHAMEER XM EEEEMT 1 S REBREHERMITKET
RETHD, LHRBOZEIBLT, UTOAICBETILENSS,

. B MBRSERNT. EEONI(BE 5)ICLIRREVOEEN. H. SRR UVEKBIT
BERBRUERBEEI DBFSLSEAETHET L ENBHS. 16, MROMI (3% 5)<kd
REEMOEMERITOVTIE, RESHERER k. tHEEALNT S0, BLEETLET
*THEHENDD,

. EEFEEALEBAOEMETZENOXRONRRUERE. YPITBALLEGETFOEREY
DEMEEETET ZBENBHD. ‘

. EYULEMEBEEN. REETLOBYSAHIBEITE. ThERVWTHRERET B ENHD. &
t-. BB EEEFIC AN, AABOERNERICRIFTREERHTHILMNEELL,

. BERHBOBMEREICHVT, SMESOMEX XEEOEMIAXRRILNRFICLY ST
EA TR THHEE T, BT LML ERORHTBETIEAL,

2 invitro R i;r vivo FRER

MEERITHEREEE M ITHREBRELTIE. in vitro RERR U in vivo RER (BIMET IV RIZRETETIAEE
AL -EMIBBEETIV) A H5. EROREMBINESTIL54ERARZDOBSIE. EEMRICERN
ARBIE EER%E in vitro RERD A THET 5L IZRETH S0 MRHZOBBITEDE, in vitro R
& invivo RERED S EITKYEHET A EAEFELLY,

1) in vitro BRAER .

MREADBEEUYITEyrERET A-HIZ, 7O0—H A AN —EITLY, ERARICHEORRERY
BEICEH A0 FORE BEEICHUAEESF. AFBAFORERS) L RICENET HMIROE S %T
BT 2LENHD. I5C, MEBELTELN MR KITBLTIE, MEBEZMROMBO LEE UK
RERUVHEEICELIAFORBISOVWTEHHET L ELNHDH.

[EEMRIcRNTHBESERIE. T /4—HRaEE R, EITrra— M FEESNIRE
Iz RYRIENICEH@T AN TERTH D MIRERKZERALV: in vitro BERTIZ, EHHER. CRHEERK
HREXIEMERELTRVSAENH M. T MEOEESERICANTIE, 4ZARESONRELLEE
M¥R$E (Human Leukocyte Antigen. BLFRTHLA1EWLS, ) BEFEEAL-EGMENE. XITHEHEIEAR
OHRELTEREB-THAREHROBERRESLENMBELTRVVERBETICENEELL,

MR IS RS E A OEMICEL T, U TORBA RICLYHETETSHS,

o HAMHAVELSESRR HBAYAhIUEE(TO—YArAN) =) BN AV EE
(ELISA (Enzyme-Linked ImmunoSorbent Assay) i3I ELISPOT (Enzyme-Linked ImmunoSpot) i) D &F
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% |
. HRMREEERRER:H FITL . Brdu (Bromodeoxyuridine ) . MTT ( 3— (4,5—-di-methylthiazol-2-yl) -2,5-
diphenyltetrazolium bromide) |= & A HERERED TS
« ESMREEERENSER CDI107a REOHES
o [EEMREGEEHER: SO I DT

Elo MARRICKRBICRGY 5 TCREEFEMRD THMIRICHALISEEFHE T 41K (TCR-T MK
DB RITHENTIE, HLA HEEARESA TSI LETET 2R EL DS, FEELLTIE. Hi HLA
class I HUAXEH HLA class T Az ALV-HENBESERESHR. ELJIIMEMNREZELAVE
BORRELEN HA 28T 2 ENR RS EERE AR L S ROENREERBREN 5,

2) in vivo SRE&
@ BWEFAERAEHE

HRETHRBISEULEBYMETLASY . AL 2B L MERIZH T2 RBR R UHEEICE DS
SFORBAOEEUINBEETHLBSL. BYAES (EFLMEI) RV B ETILICLSMIEEE
BAOFEIZTETHS, LLAENS, FATIBMECr DR TRESESSOERICKY, BB IT25
EAEMMETREEIEBORENCEICBETIBREAH I LND . BNBRUNABIEH2EAOER
EEBRHTIBENDD. T, T ML EBHELIEET I LILIREOERICLY . MEARLDZIE
Mo (BIAXH 1), BMETILICLPESHUEEITL. AU rDEREHET IRENDHD, 48,
RABOERNEHMICRIFTHEORIOBERNTIATNS (BE 6)TEND. BPETFILIZLYE
HTBARELHD,

@ EMERRBIEETVERUEHE

ML MERICE T A RBE R UMEICEHEH FORE O RSB TEAMEES X IX
IozH5— RS SOFEIRLT. RETEIVREZANVEMIRBEET VERWSIES X, TR
TIRFTLIEMDREZRETLEBYTHERTELVCELR -AER. FICHAORER M TH SR EHE) .
Z0H. BHIZIELTERAThOETLBMZEERTILENHY . BohI5EMIIBREMTHSEIZE
BT ELHD. £ FMICRL T RERTHAZEICKYRE T 5548 /378 % (Graft Versus Host
Disease: GVHD) A SIS =/ AIZRIFTEHEIZBRETINENH S,
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%58 FAREICEYT SR
¥1 AREBICRTIBROEAS

H#IICTEETHA DR MBS IEET, MRS EEETAMBREVEEETFORBENDIC
DNT. EMSERESN B SO - EROEFHMN. DREGHMEHAL. BRETIHRS+IHH
TEBTLERSNCTIRELHD, COT=8, BRFTMIZTHETHY . M ORENE B HIEE T, B
(BT HENBEICETRBEICLY. B A EOENMS. BESNI MBS OEHEERTBERCD
WTHELMZTHIE,

B2 BHRAE

HiEEn - MR E ORRBIAE I, AEFEEEIT. PCR & A XBRERZIE (MR . BEFHRSHE
B85k (PET) . Bi— % FIRSTMT B IR % (SPECT) . A A A A—D 04 MBIV 7zS5—FBREFEEA
E B EETAYN—TIEHEIZELS in vivo 1 A—P U5 %) Z I LYFETEETH S,

HMRESOREF OB - EBMEICOVT, BELEBROBYI-H T HENEELZEME T S &I
&Y. FhEHLAIZTEBENDD, B, 2SR ELBELLEMESR TIE. BMETLEIILSBRELE
EEDOHIADFENENE (B X IZBHN OBBEA~ DS HE) ZEHEL. EMNET ZIEMNEELL,

B 5T AN TE DR (FBRE) ICEER S XIFFELTERT 258ICE. O REMEEHELM,IZL,
MERROEDY - REMIZRIEFTHELERTIVENHD. TITVF—HARR ISV TIE, EHEE
ADBENBEETHY . ET 7T /4—HRERRITENTE. Vo BBEOHEB~DBTHENEETH S,
FDT=8. in vivo 1 A—CU T ETREMICBVTERNS HEHEL . BTT5LB b 10086, BH
HBITY BBITA VT, 5T RERE, JO—Y (b AN —ZETHMICHEITTRETHS.

Ef- B EESN - OBETERET S-0IC. REFLBYERVT, BEL-HROFNEELRE
BURRUTIREEFREZERNICRE#—EHMETRETILENHS, 45, T7/5— MRS
DBEIZ. REFLTIRIZEM A BLEBEX EEERRONAMMK) EBHELLI VXAV
FLERWT, BEHEOEN M. BESNEITV5—@ROFHE. BESERESOFMITETHS
(BED,
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B 6E FRAREER

HleESOBRLOFREICOVTE BRBRTEON AL, REUFOEBREREAFH SN D
A MRS R OBRREBRETEICRL T UTORFEZREA T BUNLGRRT VIV ERETILENHS.

RREE
o HRRRSORE
«  ERAFE

s BREERUBRNZEORTE

o HREKOEREESH. FREICHLTITOISABRANE

©  BEOARREREABREREEOR 4

¢+ REBLATLSFEEMNALBEINDIRIRUARR IV EDT-HBRE~DHRASIH

BAREREDORBBEICE T IR EMBINEART ORI ERETZC LB EETHS,
M RICBVTHONBESNBYRIEREQHN R - KINEEELTHRL. TORSNT S 4EHS
MLz LT TRADYRY IO TSSOV TE BT RETHD. TO—H T HNAREREEEHL L, >
A EITDOVT, REDBBETRIPAEERCELNEE N H A ENSE LT LIS LYES M ELNA
YRS HZDNTHEEL . BEDOYRIOKNEREL. D, ChETATOEBERRLE- L TRED
BHEAEEICERIEVSRAEROIENEENS, |
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8%

$E 1 HlREKAO[—1LOH

BECRANPAFAREZ T BERIBHEZONF—&. BENOREFOBADE, BREHFITL
RESHLEERNFOINSICHET I, BHEICH—tLE-MRERZ2EEBICHLILIIR#THDE
BRHD, FOED. B/HO0—FLHE. E—XZ£AVTHBRSE EHRITHMITH—LT 55 E5H
%, '

BHRMIEDIB AL, ERFRRIZH TS THRORMKIEET 557 FH (HLA VSR L HLA VSR
CD80, CD86 %) DHBOBFMNTER ., YA A VEERERRICB 5 Y A AV ELE/ 84— (L-12/1L-
10 %) ORBZIZ LY, BaE BT 2B ELH D, £ MERDEROBE . RERBRICEH 154
& ~<v—Hh—(CD34, CD45, CD73, CD29. CD90, CD105, CD166 %) DHRIBOHEWOFE. HfatATE () D
. RE. B BHA~NONMEREORR. RESNRREICLY, FETILELNH S,

% 2 SRHEREFRE THRESICSTIFREREEHRBRORICHES REROH
1) TCR-T #fifs

ERERERERICAILVS> N D TCR OEAMEA A AMIZEEBHL AL ETEDONRIETIE, B
S—H 9y EBERITF T 4—F I BENECHAREESHS. ‘

FELT. NAMBCE S A EASIOBRIRMIZHERLTWSNAFEEINIR (Cancer Testis Antigen: CTA) D
— T3 Melanoma-Associated Antigen (Bl RTMAGE 1&LV5, ) -A3 IZH R M7 HLA-A2 )3 1% TCR-T il
BEEE ST AS/—ITH T ZEERRERICHEL T, PIRRRICEMNMIFKET S MAGE-A3 famiy 22 /30T
$H5 MAGE-A12 BIRDELARTFRREA HLA-A2 EICIRFSh, 15U 1= TCR-T #IMH 258 WL -5
B HENGHEGREGENSRELGIAXEK 2.

F1-. MAGE-A3 [T RIA HLA-AT H3E TCR-T MIEEEE o< A5/ —YRUSRIEBHIEIHT
BZEEREBICBV T, £BHIITOHIE MAGE-A3 22 <(HBLTLAEVLA DEEOBR 4>/ THS Titin A
') MAGE-A3 #R# TCR ARE I 3 F7I/BENDIETE2HLTWVIE, S DHOIRBEHICREL
T (context-dependent IZ)HLA-A1 EIZRFREhTz Titin HROMRIE T DB EHRZRELIZ TCR-T
SR AR UL 1S &I Y BTER DB B A R LI (BIAIXA 3). |

B TIE. TCR-T MDA - 4—FYrEHIIA T - 49—y EHEERICTRT I LI RLN L
MLEAS , TTEELIRY TRl BEREA SN TINS, FHf-IZfERLTz TCR-T X% TCR IZELHRIE M
T HLA HEAKERN CAR-T MEAEICEALT. BRI —T OB 7/ BE7S=VERLIZTS/
BMSHEARTFRESAITSY—IxT2REEIZEINT, T—EARN—ANoZ D@ ELEULEBRAMDTS/
BERFIERETHHENERINI (TSR Fvok) (BIRSHER 4). fthizd. BRIOD HLA Z#-o7= iPS
s EERBEERT A/ RIILEEY. 74RO REOEBELRETHRANERSH T
% (BIFXX#R3) . iPS HIBEDF AICIXEMEET 5. FIU AR Y& YRIERZITEETERLLO
0. RS ETEBIARETHY . Chh 5D EHE TOR-THIREEL—ERD CAR-T HIfaBR DRAFIZHE LTI,
REMIBIT 2ERT 2O —DELBTRIEN DS,

2)CAR-T #iRa.
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FEHEBESNT- CAR-THIBED T RERDE/IO—F VABHSER UM AL UIZRHLTES
FRICER SN EMRL < XK (Human Anti-Mouse Antibody: HAMA) BT ES A F F745F —avy
L& BHERGRETEROFEELH (IAXHK 5) ZIRV T, CAR-T HIlBIC L2 HEERROXIAITA -4
—Fyh B RIEAT-E—4 Y EEISERT S, 1 CD19-CAR-T MIEAICRONAHIER B )/ BRilk
%5, $it Human Epidermal Growth Factor Receptor 2(Her2/neu)-CAR-T #ifaE £ CRONWE-MIENLMHEE
(EEMLREIZHDED Her2 AEBRMLTND) EREL-HISENHS GIAXH 6),

$% 3 TCR-T flafEICHITZ2HEMY TCR- o/ AREEFREOME

BHC T #aZRAL - TCR-T M. H-ICBBIT B RIGHEX. EEFEAShIAD T @A
MR TCR-o/ BELEAShDAEA TCR-o/ BEEDMIT. BEILAL of BEDABIMRZ AN ELBEITER
9 % (mispairing) . RTE. CONAYE TCR- o/ AEIEFRBERARUFEERAVTINHIT S LT, TCR-T #iiE
PREDOBERIGHZE/TIIVRIERSTENTES (GIAXHET, 8),

BE 4 HABEFEAREFEIIRIZHETEHBEEEMEL -5

- BIRIE EEMITEMATRRMR ., - IR, EIE. BARAS0 RERICLEBENEVRBENROHONEHA
BEEHR TH S Wilms Tumor 1 (BLFTWT11&EULS, ) 1E. ERERH R DRI T 95% 8L E D 7S /EAE SRS H
%, WT1 $521 TCR-T il D Ch SR, 1FICBREICH T 54 - 4—45VbEHICEL T, ®#RELZ HLA E
BETFEALEAETETYREANTEMERNLRENHS GIAXH ), HA EEEFEALLRE
FTETVAL. —BHISENR-RERT. EMEShTDL0 0. MERBIFEMEIN TR EDS,
T2 -8—SFIrBEOFBIET+HTHD. B TOADFHER TRET AN BONLERIES L 6
T, LYBUHEBEETAIIADERIRDTCEETHDEERS,

$E5 WRNIDOES
CHERMIOESIIBEERSNEONERAEAERE EUSETREBHITOVTI(FER26E8 5
12 BT EBHS R 08128 5 8)I2&BLCHTHAIN, TOBEBLLTUTOBEEREZISND,
«  JEMEBERLS (RMUUOR, BEMH. KB, 7741 — E—X%) LA 8 hEDBE
¢ HRISEEFIPMREEMALEE
o HMICEVUBEEBAT LSS
o EAZOREBIZEYMEOMHIL, BHMERIIHMEBEETISE
© MEHHECLVEROIHIE. BAMEXEHEERETIHE

$E6 FRECTFOFEELFREOEEEDOH
BRI A5/—TIHLVT,BRAF. NRAS ENERBIEFOHEELFREOBEELSIIERIA TS
(51wt 10),

$F71 BEShEITz/5—HIBOFHE. EE R OmEH

BT AS/AMIBLETT ST /5—HRICREZBADNL 75— B EFEEATHILIILY,
EEREEERRT A LEGHENTETH S,
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i

EHICH T ARBEEORBNES . RADRE BRI CHRROFREBIORBELENAEEEL
TWAIENALNELYDDHS, SATIE. BEAOESFREGCEDHFEIREEREELLTEMHE A,
EHREREEFALLAARRATHINAREREDBESENS TRRICEA TN FH AR
TRYIESHABBRATIF U ZTO—2T, RERNESEMERETIROBNLLIRRERE RS
THLILY, BERRNAEGEEBERNICHER SBIET ALEBNET S, TORRELT, ES
BENREDSICLIESEA-ER - BROMH. £EHMOERSAPHIATNS,

MABRATIF TRALONETIFUREOREE SHTHEH, KEHHTTRIFETIFY, 4o
IROBIOFY BB HF Y RUMIET 9 F VI ETES. KA TERTFRIIFL ORI AT
WBAS IR LR LRRREOLARRRTIFU A AR TLRRSLEEAFESATLS,

BEICEESNI=-HARBRT T DEERRBROBMICHT 2ARMMIN D, BAARATIFL O
BEICEAERLGAEEREEDURIIEH TENIEATEATLELO0, © BRRBRTEMIERE
ShTERBIZES I —RILENTH D P ZCTII9FURROBHEREL BLADT V21U NTIF
COMBERETIME, T N—VRTLERS ) EEAT A LICEST, NAEBATIFY DRER
HRUBHEBOLTEMNLHEREIA TS,
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0. NAEEBERDFY

MABRADIFU I EREERR(EISAY /OB ICHRLESRRNAEGEEHET 5007
HFURBEEATNG, —BRNIC. TOFURRIIMNABERATIFL A ENLT SESEERE 2 /Y E
[CESVTHEHESN D, RERMWGEBEERREANESRT .

WABBRIIFUISEETNETIFUREIL. £RICRESh -k, FURRREM (L TRREMX
FR4077—2) ICEREh. ZOMBARTAESAT, 8 1 15 BEEEOTI/MALHAIE L —TA
TFRERY . T ERBEREEFHEE K (major histocompatibility complex (A TFIMHC &L, )95 R T X
SR M EERLI-EREEL T, FIRIRTHEBOREISIRTENS, CD8 BiEF5—T IR U CD4 it
ALIS—T OB EIHET 5 T HEBEE (T cell receptor (BIRITCRIEWNS, )) 2. ZHER MHC 5
R 1/RIFREEERY MHC Y5R T /RIFRESHERBMITRET S, TOHE. Thi T MRILEHE
teh, BERMICETY. ESMRICERTICLICLVRESHRERETILABMBING, B,
<m8Eﬁ#%—TﬂﬁmvO%DHﬁtﬁihthéwtﬁCIE&iﬂtﬁ$§E%T6E%ﬂm§%ﬁb
THIRL. CD4 [BHEAIL/S—T #B8IEA > 2—T 2O (interferon A TFTIFNI&LNS, ) - ¥ AL 4—0O1F Y
(interleukin (A FTILIEWLND, )) -2 FDYAMHA U R EAA D573 ib%ELT CD8 [BiEF5—T H#iT D&
E%IWIRT D, CDAIBIEAIL/S—T HERAIZIL, CD40 JH K (CD4OL) BUf CD40 284 L THIE IR MM D
FRRBREES® B MBEORESRY 16 RAEEEHART IBZLH5.

e MABRBRRATIF VIS IF U RRARET IR ENREGEE AT OO TS/ UM
ASNBTENBUL, REOETSAVIERR 2 ISRT, TOaA\VMNEDOFURBRNSET 2 EERE

SEDME (Th! B, Th? BIX(E Th7 RREHES) CEBE52 504800,
I.1. 729F 5R

DIOFURRELTRIFIARERV S ABRATIFUNRIBAISHFESA TE. Y RIFFRR

FEROBVIZIVEHATFIARERERTFFRRICKBITE. WThBEITEEERETRESN D,
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AT FRARIZBRNIE T RIFETHY, TOMRIL. CD8 BEF>—T MEOFEEEMETS
BT 8D 11 PS/BREREE. CO4ABHALA—THROFELENLET HBEIL 1205 17 TE/BKE
ERETHS. |

E#ARTFRARIE 1 EASESBEORNIEN—TRIFRESD LSICHH SN EBHRVRTFF
ThHY. TOMRIE 20 15 50 FI/MBREETHD. REXTFRAROT7/BESI. BEEERES
VIROBORRTS/BEINTHLIEE . EROIEM—TRIFREERELATHL 7/ BRI THLS
BhHsb, |

BURBEREIX. £RXEIHSROESEERRIVN\VETHY . XITBBASVBEELTKREBE
EZRANTHRESNSIEN S,

FRATFRARFRR T RYAELTIZ HRIRTEBEED MHC [TEE#S T 5N TR
THbd. —H. REATFFRERVEVAVERRIE. MHC ITERBETELRV O, RIRERHERIZERY
RENZIC. ZOMBABTIVRY—LRAOTOF7—HE RIFF—£ @#BEOTOTTY—L AT
FH—BEITE>TIEM—TRIFRAEREBSI D,

ZFOMIz. RTFFARRITEL A OBRREI—FT % DNA X mRNA 2859 51879 F> (DNA 7
H9F XL RNA THF0) SN TS, ChoiEED VF 0 Tld, #&L71- DNA X mRNA AHRIET
HBEOBAXITEREIBTLTEMORTFFREXIE S, \°7§?ﬁl§7hféﬁﬁéﬂéﬁ§b%6°

RIFFRRRITEVROBHR (BESEMEL . ) EHM., BELLERTFFRRAXZ42 1\ IHhiRE—
K95 DNA X mRNA ZB A L-HFIR R (EICHRER) ©. EREERRZEE T SEFHIRBEK
EFFEELEERTIFULRRIA TS,

EEEEZRENRBEVESEERRICHTIRELEICIIBEAZNDHS. ZCT.HL2OBEOES
BEHROERK A OARNCEET AESERNAESEEERBLLLET. B4DBEILICELTY
FUHBEERWAMEREA ABERET SF> (personalized therapeutic cancer vaccine) |OBF A IEESTLY
3,0z, FORBISAEERORTFFARO G S, EBENRGLBEIRTFFARZEENFRE
L& TRBRLTRETBRTFETIFU O Y RS —V I RABHEMERVTEREOERIBED
EREAEL. ZRBHESCLOITHHLERTFRRARRIEENEI—FT S mRNA 2B ETLIZERLLE

B ABIET 5 F o ELTR 5T BB A ABRAT S FL A BRI D5, OO
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0.2 7Pa/80k

FSanUME DOFUISHEM, BRES R EABRETAILICEST, THFURBICHT HHRME
EHEEERTINEOBITH S, TS/ VML, ECHRRBEL T E—FERETY Y-V RTLE
IZKEIEh S,

BAREL T 4—BEROT /UL T, TISEE. Y LR . HESOMENOBRRSIZH
*THMARETNSOBBASHMSN TG, ChIRERBO—BTHEEARERSERRTHE
T DOFURRICHT ARBRMAEGEEERT HLELLND,

FURY—L AT LBOF 18 hELT, PLE=Y LBERLHET BEME. HPKBTIL A F
/75 /0S—EBHFERITGALEYRY—LERHE, ChOETIFURROBRE. UL BE~DB
AXIFARIETMEEIS LTI/ F RS ORYAHERETHLT, TFURRICHT SR RORERS
BEEEBTHEEILND,

LAOLGEDS, HEETFIVN) =S RTFLBT OV EZLNTWWFAI =Y LEICBRARELTA
—® 1 DT#H%5 NACHT, LRR and PYD domains—containing protein 3(NLRP3) ZiEttib 3 5EAAHEL. £
f=. BALLTF 'J/§'J—°/Z-7-A§27°);|./fDF&%iB#’LTL\T:;’EHEI=7K;?§I7)L*>5>I:?§'5,—%FE'G§¥’I'EEFE(E
RREREESS BT SRS SCEATENTEY, 7Y/ B RREL T SRR LT
Y=L RF LRIZR AT &S T LEBR R TN EREH 5.,

SEE . HROT Sk BITBRRBEL T E—RER LT\ -V AT LAREEA ShE LA RT
SanVMEREIN TS,

D SRR RIS B4 (51 B O TS SO E A ARRAT ST IR 5

FoanvhELTRLLATLNS,
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M. XA RAOBMEERGEE

I.1. B8
FHAL DRI FRSAARATIF OBRREISBEL T RH LR, REXRVTHTITICES>THRA
5 IRERERERER (in vivo RRERRS in vitro HERE ST . ) ORIEISH T AHELRO-HOD—MRIGEZHER
BB, BHAH VR TRENEZH ISR IV IERERRBRERET 52 LITEY . SABRATIFY O
t (BRI D RUBEOFEEST ., ) BN ELY | BRRIEBRA O FBLBIT LB KRB O B
EH LESUARABBRATIFY ONERNLBRMRESN LN H/END, 4E. FRRRBROHE L
RISRLTIE. BMERO SRIREZOHA-ERABNROEIR - EROEE) ORAEREZSLENHS.

1. 2. i FAAEER

EHAFURIE RAEBRT T OEBERRBICERING, RAIF VR LETHARE MORIE
HAABEDRREENELTRAVLIIHARERATIIFY (BRIHIEEHELTEREICALSLOE
&8, ) ERBEL, BEATHRELTHADRETHOOIZBLLIBNATHTIFUIERRELAL,

KB BHARBRATIFUOBBRREREL T AH YV AOBAEEL. GERTFF. BH¥
RIFERIEB O BEETHFURBIZBVNBNARBRTIFY OEBRABRET 5. BT HFL RUH
BOVFNEEHA T RADOREELLEL,

RHARV R DA BRATIFUNT 1A MEECHELEERVBROLThERRET S, 7S
ARV EEEHRAEBBRTIFUELT. FOTIFURRIZTSaNVIREShTVSED . TIF VR
BIZ7SanvbpRShCEY RS RIZFABE SN EL0EHRET D, T, LTEHRONAS
BATIFUEEEL. KA 1T UAOHRET S, |

> DHFUMERGT S ONT RS BREEICEEATENEA,

> THFURBRUTSaAVEFOVTAARIEEASERZRICEETATOSHY, HFROMEELL
THRT 5848,

> BERBEONAREATIFOONE. REXITAENEESNLEE,

—BOBHARBELETI—REBER T 2/ k (tollB R 1A (toli-like receptor, L FITLRI&EWLS ) ITx T
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Z7I=RME) FEA DY A AV EELHRRETEMEOREMIEOEEILERNIBRTHERAEE
L. T7Sas bR TRIEB R ERT e 5B, L RBERICESE, PUNV BB THER
BEELLTHRETZHEE. FHAELRORREEDHL,

BB BB IFL RV IF O ARBETIFY U O DA REREOFERRRIZHE T,

RAAF U RESEICTELAREMELH D,

II. 3. —MLEERS

C RBREFHIIFUOEBREARICETAHNAFSAURIEHAT R FRIREHHE (World Health
Organization, WHO) R US EIMRHI 4B AL AR TEY . AABRAT T O EBRRBROHEICH -
TSELLEHBINBZN. 7 LALEHNS BREFHTIFUENARBRADIFUTIHRIR 3 ITFRT &5
BEERN’HS. LENS>ST . AAVRERTIVFOORKBICRLT. BEHEXIXERRRTHAZ L, THTIE
HCEBREARNITEEL TV A E, HEERHALTOAKAE T CEDIcRERE T3 LRVIESISL
SREIFBBOFET CRBMNAESELFETSENTHALEZRLI- LT, FAREBEIIFLO
RERERUMNZEDAIIXROEERURLEICRIZTRADEEIZOWVT, EBRERRICE T5EL)
HEHENBETHA.

NAEBBRRATIFUOEBRABROERBICHLT, TROEBMNELZSEIC. HREERUVHEEBRES LIS,
—R N\ r=ATRETHILEAHY . ARHELEIRELTEL, BATBEAEERERBELSHE
(PMDA) E8E T ST EMEELLY,

> REEESEDEBREICET AHARSAUIZONT(ER 22 £ 6 B 4 BHHTREES S 0604
% 18) (LUFTICH SO HARS A2 1&10V5, ) |

» [\ AATo/00—CREEROEBRKICHITEREMETFMIUDOVT(FER 24 £ 3 A 23 AfFIHEE
BEEH 0323%F 18) (LTFIICH S6(RNAIFSA421&L05,)

> TEEROBKARRUVHERTAZHEO-ODIEBRLEEHRBOEREIZOVNTOHAFT VR
[ZDWT(EK 224 2 B 19 BHITEEBESR 0219 % 4 8) (UUTFICH MR HAF VR 1ELNS,)

> TEERFRICETAEMIERSHBOREMERET IRODHA LU RNUIDVT(ER 24 £ 4

B2B{HTEEBEH0402FE12)
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TREHEBHBHIRSAUITONTICERL 134 6 A 21 BFHTERERE 902 5) (LLTFIICHSTA
HARSALU1EL0S,)

SRR AR L EEEOMRCETIEASEE KN EERTORRYTILI 2 <—
NR=DBREIZODVWT(EH 2651 A 10 AFHEEEER 01105 15)

[y — LBE DBASIZBIT BHARTAIITDNT(FR 28 53 A 28 AfHITREEES 0328 5

198)

60



V. BAKRER7Y FUOEEREMI-GENOEENRIFTEE

ErEEIMITIE. BARELERREICBVTTROFRLELZOZERNHHILEHHTEBLT, FFBEK
BEREEFETSLENDHS.

» MHC RUTCROER

> BHRRORIRVHKERT @S -Ma0EE

> BARKELEIS—(TLRE) DEBVPLZORFEOER 1+

N. 1. 99F U RROEBRREI~H T 2R EOBEDEE
BRABERATIFUOFBERRRICBVTERTAESREDEEDNPTL. MHC DBEIXBICEETHS.
R LEAVLNDFEDHNARBRATIFUIL BHET SEMNESBEERRS /OB 7S /BERSICED
WTEREESNZA EE. FONABBRATIFUICEEAEIVHC ISEALTHNORENGER S5 5E
TRHIEF—TRIFRIE, BWO MHC IZESLEN 0., B EALShEFEOSARRATIFUIR

EbERBRDEREBMTIIRSAL,

N.2 723V OEBRFMEIES T 2REOBENEE

BREAVONEFEODERBEL ETA—HEFRT o2/ UMIDWT, HBRICAW BB TLE
TE—DREBLHAFUSESHN THIBEICIE. FORBERICERIEMLBY TIEMTET S THEA
H5, 0

REREAVSNEZFEDBERREL ETE—MFRTFSa\UMY LET4—DORBEHER . LETS4—~0D

FEEER L ETI—TROLTFMEEFICE T HEE D10, FRERRIALSBMTERLS

LWAMERLAL, 2 RITBRIERTIHELEILOND. D TOBEIE. SARBRTIIFLONHEE
I+ HRBRICAVIBY CEYGEBERERTELOTSaN\U ORI ERATH S,

—H FUINY—VRTLET 2V OBEEE BRARELETI—BER P O/ U MNIERTF S

NPDERIZBTAREDEEZEDHERIDLENEEILNS, LALEAS  HFEOHG MM~ DRIRN
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FYIN)—EEBTBODIHUREETEE38TYN =S ATFLART SV MDBHEE LET2—0

HEBRRULETI—~DOHEAEEEOBEEIOVTIEL THERRREHE T ILENHD.

N. 3. BEFREHVOFABICLIFBREKFHEICE T IRENDAEDOKEEDTR

MHC BRUMEMRAEICETAEEOMBELMRT 50IZ. REREDO—BEEMEL-EEFREDY
(UTFTREREMEBMIENS, ) AEIREA TS (EF MHC BEFEABY. EMARRETFEARY. £
b TLR BEFEABNE). 7 ChoRERCMEBMERVSILIZLY, BAKRBRATIF O HER
1+ 2RBERBTED TN DS, LA LELS, RERCMEBMOSHEMNE RIFROEHEIREN
THHIERUBMORED AH D, REREMEBMZRAV-EERERR L ERBIRE SN 27— R ILRE

BEEZLNSD,
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V. $HERMFTEHHER

BREREALOIDTEDHARBRATIFLOMHNEERMTIBROER L, REOEED-OIZEZT
R LA T, BRARRATIF OB NEEM T ERBIIATLLBBLESNGLA, SEEOHHH
BROEREHN TR SICITHRIND IS FHROERKFE FREOEN TS/ U rOFNEST )%
HYBNARBRATIFUOBERITEUDOSRABRATIFY BIZIETIFURROBEENERLTEY.
E—OHESN—FTR—OF7 2RV ERANSIBEE) BV THAIZET AR NRETHITERSIT
WEVDSABRRTIFU OBEIE. HHhEEFITIHBEREL. 7OFUREDEE. AL3F7 a1k
RUSEKILEISONTOR LUMEERASMCTHIEMNEELL,

BE.NAVEBRBRRATIFUEMAFIOHAZEELTVSIBEEICELICH SO ARSI BEZLT, ffARED

IRWERATHENEELLY,

V. 1. In vitro BE&

EMERMAFZA: in vitro REROEREICK->T. NAERBRBAT7IFUOFERTERABELETIZTY
FUORROERE . ALWAT7VanURUBEILE QDR L MEERT T 20BN ML HS. T2 B
KEALBNETEDHABBRBATIFUIZEY in vitro THELEEFIITo2—MIIZANT, EMEBIC
WY EMRETMETEATRENENSHS. PO/ VAV SKAERBRRATIFUOOEREE. TP/ VMR
WBRUMZ in vitro SRERDREICLYFTETEDIREMMNH DA, P2 72/ U MI&>TIE in vitro FRER
TOMROERNEZ TRANEELH .

MHZEBEATHRERICHE 1T Bin vitroF BB TIE KNARBRAIIFUNREREEFETIEEORFED—
W DNTORENTARETHD . ChdDin vitroBRBEBEL T BBELRVONETEDHKABRBRATIFY
IBFNAVIFUOREMNEMURIETRERIC I > TERICR TSI SN ELBUITR RSN IE—TRT
FrERE T SEITHEAFET HHENIONT, EELRBRABONLAREENSHS. LTI HERM
(+5HERIZH 1T Bin vitroFRERDBIETRT .

> DABEATIFUERSLERRRTERICEIARRRRUEBENI O 75—HBR0OE
M RITFE (EFRELEZENSOMFERENTHEROFE. HFSERNETHEE(Y0—
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U RIES L) DFEBAL . MHC/ R FFRE R I T BB E AN AR ROERERIHE)
FoanURINLICRIFTHEEET.
> FUaAUMIERRRBRMEBOMENEL ERRES UBRIEHBIOEOE
%),
> BARBRTIFLERSLERRRTEIRAOT ST RROBE, 791/ M ThITR
ETRBERT, |
158 in vitroBBREBL T, 40 U EHE. BEATFRRER X7 Sa A O REEEEF5 LT, BE
I E R B AT SN A TR AN D B |
Fho. ErOBSAR. EEERRUREMIIH T SRGHER £ EAREL LT 4—ORRIZHT 5
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