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(87) Abstract: Provided is a biomarker useful for the diagnosis of cancer and the development of new drugs. Further
provided are a cancer examination method, a treatment agent, and a reagent for studies of cancer, in each of which the
biomarker is used. A useful biomarker is provided by identifying a protein that is expressed on the surface of the membrane
of an extracellular vesicle (EV) in a cancer-specific manner. The cancer examination method includes detecting a protein
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collected body fluid specimen to detect a cancer-specific EV. An antibody against a protein expressed on the surface of
the membrane of an EV in a cancer-specific manner can be used in a cancer examination method, a cancer treatment agent,
and a reagent for studies of cancer.

G EN : PADZKPHERRICERRNA I —H—%5RMHT 2, BICEYIINAFIY—H—5FEHT
ENADRESZE, BERIRUCDPAOHEARELZRMET 2, MEA/NME (extracellular vesicle: EV) DfEZR
HICAARENICRIRT 29 VNI BAERETZIEICLY, BRARNAAIY—H—%RH3 5, BELE
RBERIRICEFNBEVORRAICAARFENICKRIRT 29 V/INIE (N4 —h—) 2BHT 2 &TH
ARMNEVERH T 5. NADKREAZ 2T 2, EVOBEREMIIAARENICRIRT 29 /A VEICH
T ENAKIE, DADRERZEDIZD., BPABERIRUCDPADHERAEE LTHRATZIENTE S,
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[0001]
[0002]

[0003]

[0004]

[0005]

Bl =

FADRM : PAREBEAERVTIABERH
T 5

AEBIIDARERZE. PABBRRIRCIPAOHERARICET 5,
AHFEIF. BRICLY CZICERINS & 52DHAHFERFR2023-107773
SEBEEEEKRT 5,

BRiil

NAFT—H—&F. HIEEBOBECPETREBEZRTEEFNERER
29 VINVEREBLTREDEFRNOYPEEZTE VD, NMFT—H—F &
EERE. MFERE. BEY—H—0LAWhp ZEKMKREME. CT (Com
puted Tomography) #RZEVMRI (HXILISER. Magnetic Resonance Imaging
) BMEOL D REERSIHT — 9 REFRLARLDEEH. BIZIEEXRROEY
FHELCEZEENICIBET 2720, £AHBREZHEL - T2 LEESEDN
Bifonsd, KL, REOERE L TEBROFEEVETEERI N1 47—
A—id. RBORER. 2. FRFALE, REOBERICBWVWTAL TER
S5IWVWHEDEL>TWD, T, N AT—h—F FHERREICEVWT, F
FILAEMORERP, FHEICSVWTHAIhTWS,
DADOBEEPRHEOHEZ ERICTET 2 2 &3, BERAHMERET S
DATEETHD, HIL. EROUMHOERBETIZEREROZ LLWHAATIE
. BEICRIEY —IILE LTERBNIM AT —h—DNEFhTWS,
ERIEDH. TR, BERFOURDODICKEICHABEICE > THBHTE
BETHD, LHrLADNS, FIAIEIENAREHAA (non-small cell lung can
cer: NSCLC) 2 & D—ERDOMNARETIE. BEDKREBPERZOMBICELY.,
13T —H—RBREOLOICERDI S+RREDHBEZRT S EEIBHT
RRWBEENH D, EFEESEBRAEOIFICET 2EELHT. XIETRR
TOLRBOMGEGEE L TR, R, BR, KEWHEKR OBEK. WK K
K, BEOERRKR, DUPIGHEYMERERARGE LTERTS Y Fv RN
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[0006]

[0007]

[0008]

474 7> — (liquid biopsy) MEBINTWS, UFy RRAF T2 —IT&
NITHBERGQEICHEARTEREBEMES. BYRLITIZENTES, UF
Y RINAF T — DRSS LTS, OPBERESMHEE (Circulating Tum
or Cells: CTC) . MRBDILRIC & > THHEH XN ZDNA (cell free DNA: cfDN
A) SHNAHMRICE®ET BDNA (Circulating Tumor DNA: ctDNA) A'Z(FSh
%, LML, CTCRctDNAIZ A AMRED IR T 2IRICREINSE & MEES
N27H. PADFEFACIEXEVNTWVWDEDDRZHICIEAWS Z &A
TIRW,

)&y RINAF T — DS E LT, cfDNA, ctDNAXCTCIC N 2 THERE
ANEEZFEINTWS, MEEANIE. ZOHA IPRRICE>T TIY
Y — L (exosome) . T4V bV —L (ectosome) . f/NIEMAE (microvesicle
s: W) REBAREBNH D, TIOHEMBIL THEANE (extracellula
r vesicle: EV) &W5, MIRRIZEMERFE & BICEVERE L. FICH AKRE
HAOSEEVIEE I N T WS, EVIC & 22N A MBS DR FE L R ae s v
AENMREINTWS, VOS5, HICT IV Y —L4IL, microRNA, REE.
SUvRIEEWSEERMIEOREEREICRT 2131 AT —H—%2A
TW3, NAMBRDPEEMELYEZ<DI IV Y —LEZEELTVEEW
hPnTwa,

BARE D MREBHICHFET MM NEDIRICEE Y HCHLT (cell adhe
sion molecule L1 Like) &CHLI/S—hF—4 2V RUBEDEREEEHEFTT 3
IRES0. MAAOREEIC ODWIHRYH2D (Frxm1) . BFxX
Bk 1 ICiE, BECHLINR— M F—9 VY RIBEIIDWTHTRDAH B,

BB SHESs B OMBEA NG (te-EVs) ZEBEL. NMA<—7
—ZBT DI DWTHRDH D (FEEXER2) . FIFFXHEL 2 TIEDA
BEDH AR EEEMEARZDte-EVsEB W, TIYY—LY—H—¢&
LTHEISNTW3, (D63, CD8IRUCDIZEDFT hSR/IA=VHFAEREL, %
ORREZREIOT N TS TEEDH (LC/MS) TETLAEZIEIMRES N
TW3, LHALAEDS, 7T bSRRZVHAICD W TORRIEAL,



WO 2025/004683 3 PCT/)JP2024/019760

[0009]

[0010]

[0011]

[0012]

[0013]

FROMBBNNEEZEBET L. FEDES VIRV EENRBERNADNA ZF
I—H—&¢LTERTHZEMPHEARINTVWS (FEFXE3) . &Y—7
—DORBICIZIREZFVAEFEZCPAZAVTIRE L TEHE LW EPRTRE
nTtwas,

E hOERTONAREEMEANNE (EV) ORBEZHEERT 5786, FMT
IR L 7= MR BRI A (ccRCC) M & BEiET 2 EE BB (n520) H
HEZEVAHE L. EEMLC/MSHHTIC & Y3, 8T1FED IS HI4EV (Te-EV)
HURVEEBELEZEDNREINTWS, FDOH Tazurocidin (AZU1)
SEETe-EVICEREILSENTH Y., AINOESEEIL. BEERNF—0OMIFE
EVEEEE L T, CCRCCEEZBDIMBEVTARICEW I EMNMHREINT WS, Te-E
VIZEIBMREVOBEE A AR DO DIBBMR Y Y —ATHD I ENREBIN
TW2 (GERErCEk 1) . REBOZE®., MERARICESRANAAFTT—h—
E L TOMREMNERS /7 EOFEITY. MEVERGEICHEON <M
HNEIRS VRV BICH T 2 BIRUIE OGN EFh TV 3,
FeAT AT SCHR
R SCHR
WREF R 55E2021-1889705 2R
YrEF 2 - ERR/ARBEW02018/0796895 (455567127375 /A%R)

e k3 ¢ ERR/AFEW02020/0714895

FERFEF SR

FERFEFSC@RT - K. Jingushi et al., Int. J. Cancer: 142, 607-617 (2018)
FEADOHE

FALNFRL LD & T 25RE

AFERIE, DADEBKPHERBEICERLNM I T —D—DRBICEL.
BICEEZINA AT —H—EHVDIDPADOREFE DPAKREBERUIAD
MEAEEERET I 5aREET 5,

RAERRTBIDODFE
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[0014] AFEBRESIE. NARKENGHMEMANE (T, BIZ TEV] EWS53ER
Hb, ) IKEBL., LEEREEZHRRTZOICHEMRZERER. EVO
BRREICIAARFENICRIRT DI VNN IVELZRET DI EICHM L. BPAD
DT CHEREICBERANA I T —D—ZRHTEENTEL, BADKR
EHER. FERUERREICETNSEVOEREICIAARENICRIRT 2
SVNRGE (N AX—H—) ZRET DI EICE D, EVORKREICH AR
EMICRIRT 9 VA JEIIRT 26, PADKREBEAERICHAYTS &
NTEBM. ILICEDPAEBERRIRCIPAOHABHAREE LTRIBT R
NTEDB,

[0015] TF bbb, RFEBIILUT LY RS,

1. ML EEBEREICESIN2MEANEOIREREICAAFENICRITT
29V EERE L. PARENMRMNREERETDIEERFHETS
DNADREFE,

2. HIECHIRADMEDERREICKABENICKIRY 24 /X EA, ABCET (
ATP binding cassette subfamily E member 1) . STAT1 (Signal transducer
and activator of transcription 1) X U'ZA2G (Alpha-2-glycoprotein 1,
zinc-binding) NHBIRIND 1 BIIEHEDS V/INVETHD. IR

ICEBE DDA DRE AL,
3. BAD, REHNA. BNA. EDXA, fiDtA. IIRDA. FEIA. B
DARUVBHFENLEBRINDG 1 EXIZEBEONATH S, IR 1 XIE2

RO A DBRES .
4. IR L AR A,. MEREERTH S, §IE 1 & 2 ICRBOHNA
DRETTE.

5. RIECHEREANEDEREICAARENICRIRT 29 VXV EILHT 2
&, HEAMNBEEENERA~Y—HA—F VA JEICHT 2MEE L < IEHR
SEHMEANEOEREICHAABENICRIET 29 VRV EICRT2HEED
REYY Ry FEXIT7O-FA4 MX M) —ZZBWTRIENAFENHM
REANEZRET 2 E2RHET 2. IR 1 XIE 2 ICRBBONADKRESA
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o

6. RIGCHIREA/NEOEREICHFARENICKIRT 29 VA JEICHT 27
&, HIEANBEENERAY—HD—5 VN VEE L XA NEIRIC
WETB2IVNIVEEDREY Y RM vy FEXIE 701 MX N —%%
AWTHIRNARENHEANMNEZRET S & 2/HET 5. FIIE T X
2 ICEEH DDA DREFE,

7. MREANEEENEREY—H—45 /80 EFAH, CDI, CD63, CD81, Inte
grin, Selectin, CD4OASBIRIND 1 XIFEHETHY . MEANEEIC
BET29VIRIENTIMATH S, FIED ICEEEDBRES A,

8. MiEEANEEEMNEREY—hH—4% /8o &, (DI, CD63, (D81, Inte
grin, Selectin, CD4OASBIRIND 1 XIFEHETHY . MEANEEIC
BET29VIRIENTIMATH S, FIEO ICEEEDBRES A,

9. ABCE1, STATIRUZA2GHHBIRI NS 1 BEXIFEHED Y V /U EICH
TEMBEZEELAEEMEED. PADKRERT /N X,

10, BERLEREREICEEZN2MBENNE, SPARENMEANEE
MHT 27200, UTD1) ~3) LYBRINDZWTNHDERNRE D@L
EEED. PADKRERFY b

1) MBRANEOERAICHIARENICRRT 29 VRV EICRT 2Hik%E
EE LEMe, MEANEERENICRETRAEEESE ;

2) MlEANERENEREY —H—49 VAV BEICHT 2HEE L < 34
HNRIRICIEE T 59 VN VEZEE LEME., MM NMEORKREICH
ABEMWICRIET 249 /0 B A B ATRE SRR ;

3) MIEANIOBEREICHAARENICRIET 29 VAV EICHT 2H4%
BEELEME, MENANEOERBICHAFENICRIRT 29 VNV E%
MR TR A,

11, AIRAARENICRIET 24 /87 &N, ABCEL, STATIRUZA2GH S
BIRINZ 1 BITIEREDY V/INVETHD, gIIE 1 OICEEH DN A DR
ERF v b,
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[0016]

12, MilENNEREMNEREY—H—4% /82 EH, CDI, CD63, CD81, In
tegrin, Selectin, CDAOM BRI N D 1 RITBEETHY . HMIEANEIE
ICIEBT 2V NRVENTIMTH S, FIE1 OXIE 1T 1 ILEBHONADKRE
A¥v b,

13. PARENMIEANIOEREICKIRT 29 VXV EICHT 2k s
BYMERD & L TEGHAKESL

14. PARENMHEANEDIREREICRIRT 54 /30 &AH, ABCE1, STAT
I RGIAGH S EIRIND 1 BXITEREDSY /N VETHDHEIE 1 3ICEH
D ASERER,

15. PARENMREANIOEREICKIRT 249 V/XVEICHT 27EH
. Ig6gES O 7)) YR XidscFyv (single chain Fv) T#% 3. BIIE1 3
XiE 1 4 ITEREBD D ASEEE
FEIEDWR

D AMRL. MBOFELSCICEBALTEAVTMICENIE PARE
TlAFRRE, BEANICIIILRREPERBPICHABENEVOEEEED, E
VORREICHAREN Y VN IERRRE L TWS &P ERI N, ZOL
RIVIEMBIET T2 &P BRINL, COZ &S, EVOERREICHA
FEWICKIRT 29I VNIEEYT—N—& L THRET S ET. PADER
ZRTPDADRT—VHE, AESFOIEEETZIENERHETE S, A
BICIE, PAMBEAERET 2 OREMIEOFRENH 5, REMIRDH TNK
RIS D AN E RHICHKR - REY2HMIETHD, L LAAMEEIEZD
WENSOET ZFHRE LTEVERE L. ZDOEVRDSZKRARNAY S /808
I > TNKEIREA S DMEZ RN TWDE EEX LN TW3S, EVORRFEICH
ARENICRIET 29 VRV BICHT 2HKIE. PAREMEVERETES
o CNICKYDARENEVICEYINHE I W TWANKHRROER%ZLIEY 5 2
ENTE, PAMBROEFIEERIMARTES, L> TEVORKREICHA
BEMNICRIRT 29 VN VEIINT 2MEIINABRERE LTHARTS 2 &
MNTE S,
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[0017]

AT oD 88 7 Ei B
[H1IRF—VI~2AF—YIVOKRBHNABEDH A (T) RUCEESA (
N) & YUIRELL 7=#E# A D 515 7/=small EVE large EVICD W T, $ABCE1iE
ZRWEDIZRS Y TAY MEICKY BREVOIRKREOABCEIOFIREMER L 2
fER&ENT, (EMRF1)

[BI2]1KIZD A RIS E LB HREVE, MABCEIA S ORMME 7 O0—H 4
A RY—ICLYEELERBRETRY, MABCEIAE DfaE L. RIBNAIE
DA REVTIIMERFRUT TH > 0% D ABBALHEBEREVTIXEE
EThHoT, (EhhHl2)

[E3IRIBI A BEICH T ZMABCEIRAED RIS S, MRIRUMERO KD
ABEMFE, BEAMBEAVTELISAEICLYERLEBRERT, (£
HEf5 3)
[BAIKIBDABEICD WTIHEDN AR D ABRD SEREX L 72EVIC & ZNKHERE
OO AMBBEEEHICRIETIEREZRRELLERETT, (BEH1)
[BI5]1RMEHY A BISREVIC & 2 NKiliRE O MRS = Z MG /E R IS L. $7TABCE!
NAEOMREBB L -HERETT, H5 aldHT294BZHEVIC D LN THIABCET
RAEXEOY bO—LAGEMEDO 7O hI—)L &R L. K5 b IXHT2940E2H
RSEVS A £— MIDWTHIABCETAICL 2V IR 70y hOBERER
T, 5 c lZHABCETHAMLIE DA EIC £ ZEVONKIIRE D MRS EEMIC T
DYEREZHTMBBOEERICTRRBELLERERT. (RHEF4)
[KEIRIBNABEDMNAFMB (N, Stage I~IV) . FEN AR (N) BHkLar
ge EV, Small EVICH T BSTATI OFIR A HSTAT14H14& (Santacruz, sc-417)
MR LERETRT., (BEH2)

[R71INENAEZE (Stage I~IV, RB20) DHAREBL. FELAFEB (Normal
. 28]) EasELarge EV, Small EVIC BT BZA2GDFHIR A= H1ZA2GH (& (Abcam, a
b-180574) Z#FAWVWTHRLALBERETY, (E#EHFIS)

[BI81IRE M A BEICH 1F BHABCET A, FISTAT LA R G ZA2GHL A D R il
Mz, MEIRCMEOIMENABELNRE. BEAME%ZRAWTELISARICL
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[0018]

[0019]

[0020]

[0021]

[0022]

YR LLERETT., (EREHI6)
FAZERT B 7DDOTRE

AFEBFIE R L A ERREICEEN 2 MEANE (EV) OEREICHAAR
ENICRIRT 29 VN VEBEEZREL. PAREMEVZKRET 3 &2
TE2NADKREREICET 2,

REBHZICHSWT THREANE (EV) | &id. IEIFLEHOMBEHLIS
DMBIND, BEEEETIHNUMEEVWL, HIZIE T/YY—L, I
bV =L, BUNVNEER, A4 7OXRDIVRVTTR N =2 ZIMERENE
Fons,

APHSICHEWT THRRANNE (BV) OEREICIARENICRIRT 24
VIR E] & LT, B IEABCET (ATP binding cassette subfamily E membe
r 1) . STAT1 (Signal transducer and activator of transcription 1) &
T'ZA2G (Alpha-2-glycoprotein 1, zinc-binding) AZ&(f 542, ABCE1, ST
ATI R UZA2GIE, WINBHRESY VNV EBE L THETZZENMENTH
Y, FBENRNAFT—Dh—&E L THRETZEDICIIEGCTFORRZHRET S
EBRMBEBETH >, —A. REBIZBVWTINLDHY VIRIEN, EVOIRER
HICHARENICRIRT 22 & 2/OTRE L, TRDEARAFERICENT
. EVORREICHAFENICEIRT 54 /N &, BIBABCEL, STATIRT'ZA2
COOBIRINDS 1 BXISEBHEDY VN IVEENAAT—H—ELTHHT
RHE L7k,

RPHEICSWT TPARENICRIRYT 2] &, PAERBSENICHKIR
TEHIEERKRTZN. EEEBE R THABBRRNICRIET 21548%
. EEMEBELEANTONAMRBICER L TEZICERIRE L. B MNMIEBER
EHEBIFREARIEE E BTN D,

ABCE1lx., ATPiEE Atz kb (ABC) RSV RAKR—4H—D—ETHD, ABCY
VIRVEIR, HRARBEBRFNEEOEE LR T S, ABCY /XU EIL, ATP
MAKPBOIRIVF—%ES VINVERFOBEEICERL. ThEhy T
Vo TTBIEIE > TEREMPEORDNSANEET Z DD, EYO
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[0023]

[0024]

[0025]

[0026]

EREETOT7 740 (RIX. 24, R#, BB, §—7 v MR TOES
EMRE) 2HEL. VWTREYOLANLREBENREZELERT DL WD
ncTwa,

STATUHZ, STATS VIR BE T 73X )—D—8THD, STATJ7I)—A N
—&. A MDAV RTEERFICHEE LT, TEHAEEFF—EICEL>T
) UBBEI N, ROWTHREZERNEATOEFEFA L. MEKICHT
L. EZTEHEET7 IV FR—4— (GBEFHLELAF) & LTERT 3,

ZA2GlZ. AZGP1 (Alpha-2-Glycoprotein 1, Zinc-Binding) & ML+, MH
COSRIEHMBULBEEZR L, B23 /0707 ) v &#HEAT %41 kDadH
BHNEY VINJETHD, BRFPICHFERET DI ENAONTHY., BERH
IKBEL TWB EEZ LN TWS, NATIEBREROBEHEEORD &F
ELTWB EHRATINTWS,

RPHEZICSWT, THRRBRE] SRRYYFy RAMF T2 — 0L > TREX
INBREZVV, FIAEIMRCERNMIFETH D, ARFOREREDN
REQDIEYBIIFFICHRINT, HIXEE M YL, TR Sy b A
X, R3O, DYFQREDRLZOHIBREANHNBETONDED, REFELLIE
EhTHD,

AEBODPADKREFEICEWT, REICHT SHRERIE. ERIRED
LEERARTZIENTES, KRREDSIMRDZEIE. FRERELTH
ERRMOFENRSEREAFREINDHETHRULIE MREEZERTZ
ENTE, BEOBRKAREDLOIGAR L BRENZFBITLIENTE
%, FBRENERDIZSICOVWTE. BARANMOGEXESEREIND
FETHREL, ARLAHABEZFERTSIEMNTES, IHICHRERE
L THEE L ERIREDNSEVE BB R LA DEFERT2 &5 TES, E
VIRIRERR GO D, BRRAROFE, XISSEERINDIH LD HEICHK
THRHE, 28, RESETL2ENTES, EVEREHR, 28 REST2HZE
E LT, FIZIEBRENE BIAIERLY MO VAR R9O0—-R9 v 3
Vik. BEQERERDNESE) AL/ T 74274 —BEEZRAVWEHAE T
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ZBE. 74—V R - JO—9DEA. FACSESELIEIFON D, /. HRD
vy NERAWTEVORHE, o8, BESETOCETARTH S,

[0027] AR [PAOKRESE] IF. EVOBERAICHABFENICRET 249 >
NWOEENAFT—HA—E LTHREL. PAREMEVZRET 2 HEICLD
o BHEMICIK, I LAARRBRAEICEEINZEVOERAICIARENICHIR
T2 VIN0E, BB/ M A7 —H—& LTDABCET, STATI R UZA2GH 558
RIND 1 EXIIEBREDOY VNV EEREARAAETHNIE L SHFICIR
EINRW, /N FT—H—& L TDABCET, STATIRUZA2GH SBRI NS
1 EITEBEOY VIRV EERET ST, PARENREVERET S Z
ENTED,

[0028] ABBMHAZICEWT. (EVORKREAICNPAFEMNICRIRT 29 V1V E] &
L TABCET, STATIRTUZA2GHIHBIRINZ 1 BIIERIED S » /N7 EH
~END, T [EVRENEREREY—H—49 /308 & LTI, (D63,
CD81, Integrin, SelectinXUCDAON BRI NG 1 XIIEHED Y /)
BRI N, TEVIRICES T 29 /A 0E] & LTTid BRI nsg,

[0029] ABMHEZICHSWT. EVORRAICKAREMNICRIRT 29 VNV EA KT
ARERAEE LT, PIZIEREZNREAGEZERA TSI ENTES, %
BWRHES L TR, BRAMOBAERIESEBAREINIH O D HEEE
AT2ENTE, BIAEREY Y RM v FEEBERTRIENTE, BR
BIICIZELISAIE. H > KA v FELISAA, EIAJL, RIAER. 9T X4 > 70w b
EFEEFREICHRTHIENTE S,

[0030] REYY RS v FEELT, EVOERAEICHABENICRIRT 29 /87
BIIHT 2AsBRERERIGS . fiERy v/ EICHT 2k E kG
L7 BaaERicx LTRSS 2MEAREEAVTHRET 2 &N TE S,
BHEMICIE. VORKREICHAARENICKIRT 29 VA JEICHRT 24 %
BE LzEHERW. EMICEE I NARIERGE S RIS L BRERICDO W
T, HEAEES U CEVRENICHRE TR AESEE. BEANICITEVREN
BRREY—H—9 VR JEICHT 2ZEBINEE L BEVEEICHERES T 21E84
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[0031]

[0032]

VINJEERAVWTRE TSI ENTES, HHWE, REBAZROMODRERK
LT, VOBEREICHAARENICRIRT 29 VXV BICHT 2Z#inik%
AWTREYT 2 2EDTE 2, BVORKAICHKARENICRIRT 59 /%70
BIINT 2ARREBAOHREEDNADHEAARE LTHERATZEHTES,
RETY Ry FEOMOERKRE LT, BIZAEEVEENIRRE~Y—H—%
VIRVBIINT 2HME L CREVERICHEE Y 28 vV B fiRas & Rt
I, FIREVREMNRREY—H—49 U/ VEIIRT 255 L CIEEVERIC
BET2IVNIEERIEUVEBRERICOWVWT, MEAEEE L TEVOR
REICHARENICRIRT 29 VN JBICH T 5F#REZRAVTRET S
ZENTES, BHEMMAE LTI MEOENZRHTRTHNIE, FHml
9GHLIACIREIMFCMATH > TH LU\,
AREBICHITZEM L ERREPICZINZEVORREICKIRT 25 ~
NOB BT OFEE LT, BESMFZRVWECEESITEZER
T2ZEHTED, 1FVIRERWTA T 2HEE LT, EI (elect
ron ionization) j%. CI (Chemical Ionization) j&. FD (Field Desorption
) 7%&. FAB (Fast Atom Bombardment) ;%&. MALDI (Matrix Assisted Laser De
sorption Ionization) 3%. ESI (ElectroSpray Ionization) R EDHE%
BEZEIRT DI ENTE, Fheo PWBBICBEVWT, 1 F B LERTF RE
BENBET 2 AEE LT MBREE, MEBE, (40 8>y T8 K
7hsE (TOF) B, J—VIZEA A B4 o0 b OVHBRLREODBAE
HEERBIRTDIENTES, Tk 2ULEOEESNEEHAESHELS Y
TLEEESN MSMS) » Y TNOEBRNEENNEFRTZIENT
D, T YT VBIELERTF RE2OEBORE. EEDW
SIANOY Y TNVEARNC, Y TN EHAF VERLET 74274 -2 A
NTS574— (Fe-IMAC) ZAHWTIRNET 2 &ATE D, k. RAEIOY
757 (LC) ®HPLCIZL Y, RRNA AT —H—%EBXT B2RTF KasH
B BELTEREABETEENTES, LHMLANE, AFEBOKMES
Ei, ERORBFEFHNRES EZLE BB TELIRTHEICKREZTOIEHNT
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XL ENRFH-TH D,

[0033] AFERIZ. AEBAOHPADKBRERERICERINSIKRERT /N X, BIBEV
DERAICKIFRT 29 VIRIVETH>T. PAREMNICERT 29 /108
EMRETFTREARERT /N RICERR, MERT/NM 2& LT, BIZIEEY
DERTICKIRT 2NARENRY VRV BICHT 2HRAEEE LEMD
Bifond, £, REBHAEEOBRKRT, VI—H—9 VR JEIIRT S
NEELLRBEVERICREET 29 VNIV BZEELEEEMEFERT S ENT
T2, Ve —H—9 VRV EICHTI2MEE L CIFEVIRICEET 5459 /80
B2EELEEMIOOLRZRERT /M ADFEE. EVOERKRAICHARE
MICRIRT 29 VNV BEEREATRELRHEAENVETH B,

[0034] AFBBIIEVORKREICHAARENICRIRT 249 V) BERETATRELRE
AFy MIERR, MEAFY & LTE DR EEHRIEERERT /NI R
HEdH ILICKMERARAFEFZSUIENTES, EFMICIEUTOT) ~
3) JYBRINZVWThHAOERKEDLRS EEET., PADKRERFY b
HEFEND,

1) EVORKRAICNAFENICRIRT 29 VR VEILRT 2MAZEE L&
EME. EVZREMICHRE AT RE e iEHEm % ;

2) EVRAIVN—H—9 NI BICHT A E L BEVERICIESE T 54 » /8
VEEEE LEME, EVOBEREICHAABENICRIRT 29 v/ Ex5K
HATRE A 3

3) RIECEVORREICRIET 2NAREMICRIRT 25 /A JEIIHT 54
FEBEELLEME, EVOERERAEICHAABENICRIRT 249 VR EERY
B BE AE IR

[0035] AFEKBORERT/ M ZAICBVWSLNIEMOMEPHRIGBICREINT
. AL EEATRECEVEEREICRIRT 29 VNV EERHEAREREM THN
E& <. BHEAMOEM, BICHRINTVWSEM, SHERINIEME
AMBTZIENTES, REBATNANM RICEET 2ACHREARRICS
FN2EE. MREEEHEET2RAETHNIIREICHRI NS, FlZIEm
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HHTF TH> TEARARBORBFICEEIND, FIZIERY JO—FILHRE,

T/ 7O—FIUHE. FASHASBF SN, I 5IC—K#EHA, XIgFab7
STAY MPFabRIRSA TS —ICE > TERINE IS TA Y M RED &
IICHMREEEEET 2 LRBRAEO—ETH>TH LWV, LEEREARARIC
BWTHEATRERMERM S L THAEREBHR, BR. /3 0E, Batk
RGE, EEHRIME. EFFUEORMMPEFOLND, FRERDMR.

BIZIENA AT —H— IR T 2EPHRERRICEFNI2MEOERICER
INDZRENRIE. RMOEGFEIERICEIVWT, DNM/O—=v7, &
TSAIROBE BEANDINSYRT7IY 3y, BWEGHREOEERY
BEEYNSDOY VR VEORNDOBREESICLIYRBTZIENTES, Ch
SOBRIEIL. BARERAROFE XBSBERAFKEINIHOWIHEEERT S
ZENTES,

[0036] AHKBOMERFv MIIE, LREMERHEARARDEM. SBHE (
Bl ZETRA, BERS) . B8 (PIZXEVORBE. S8 BEARE.
BZIED T L) FEEATVWTELL,

[0037] AFEBOBEFEICLINE. FREQRDIDPADKRBIEZETHE2NR/INA F
T—H—DERV/ XIFRELZRBTEIENTES, AEBOKRERED
RRERDDAG. KBHPA. BHNA. BHA. FHFA. IIESA. FEH
A BERNARUVBEZELIZBEFON, BICEEICIIKBIA. BFA. IIEN
A RUBZHETH D,

[0038] AFEEAIX. AFKBOREHAZEAVDIZEILELDIPADRY ) —=VTh
EICH R, DAKBICIE. PAMBEEREYT 2 OREMEOEELID S
o REMEORTNKIMREIENAMEERIICER - KET2METHZ, L
BLAD S, PAMBIEZORENSEET 2FHE LTEVERET %, A
FRPOFBE®RAE (BIAIEMER. EER) ZRAVWSNAREAZXICINE, iR
AR SEVORREICAARENICRIRT 29 VIV BRMEVOBEELE S
ICET2ENTES, FIZIEREAEDSABEICOVWTEVORKREICH
ARENICRIET 29 VRV BEBUEEVOEELABRICRETI &N TES
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[0039]

o IDLITIEMNABREOMBLI. MEBEPHPADIT—UILIG CEEDPARFENICHE
RE29 VNN VEBMEEVOFEREZBRICRE TSN TES, EFMICIEK
. FIZIEKIBHAEBETIEIIAR (M14F) ICABCEZIEDEVDEENRD S,
ZFDOLANRIVICDWTIRICE T 2FOMBRELZITOIENTES, TODA
BCETRZIHEVIZINEN A, BENAFMAABBISEREINTWVWEREEZ SN
b, AEBODPAREREXIINADRAY ) —=V THEFE. BADHIE.
SAEUMRYIE. WEMA. FERTA. BFER. BEAEDOER (@Rt
EE. AERIGYE) FOENEOMBOLOICAVGZENTE, BRATH
%,

AFEBIZ, PARENEVORKREICRKIRT 29 VAV EICHT 2AEEE
MRS E LTEONAEBERFTNICE RN, HDWE. EVORKREICHARFEN
WKRIRT B9 VI VEICRT 2B Z2EBURD E LTEUNABERICE R
Ao BEMICIE, B X (EABCET, STATIRUZA2GH HBIRI N B 1 BXRITHEH
BICH T 2MAEEZBMHDE LTESUNAEBEFTICE KX, BYBRLICRDS
. DAMBBIEDNARENEVERE L. TOEVHDEHRARNAYN S 2/ &I
&> TNKHIREA LD HEZFENTWE EEZLNTWS, £I T, NAKE
MEVOIRRMEICKIRT 249 /N EICH T A, EAFEB9ICIZABCET, STATI
RUIAGH 5BIREIN D 1 BXIIEREICH T 2HAEEAVNSE & T, PAE
VAN SABCETRSMEM ASAEV, STATIREMED M AEVR T, XILZA2GREED M AEVAE
BRETZIENTED, TORR. FIZIENKHRRIC L 2 MEBRERIRGS
hod, ILICHAEVEAAMBOREZEREBELTWEEEZLNTWS, %
CTCHERETRMEEICZEONADHEE (XA TV FF5Y) ZMRLEHTE
NIEBSREZDIRMICEET 5 EHHETET S, AFEADABCEL, STATI RV
A2GINSBIRI N D 1 BILEREICH T 2MEEEMRD & LTETHAS
BEIDRESICEY., HBWIEin vitroTHABERREVE RAFKBADABCEL, ST
ATIRUZAGH S BIRE N D 1 BRISEHEICH T 2MEEORBYERST
&Y. ERRTORRRTHMBEFCEEHREZN LB RAERBEIAEY
DY AHDRENPR/FIN, FODNARESZEFE L TOIREMEE X
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[0040]

[0041]

bnd,

AFPEOLABERRICEENI2IE. BISEVOREREICHARENICHKIR
29T BICHT DK, BEMICIZABCET, STATIRUZA2GH 5iBIR X
N3 1EXITERBIINT AR, PARENSY VRIVENREREICRIR
LEEVICRENICHEMZE T 2MEATHNIERICHIRINT, B2 IEHE
BiH ThHho> THEARBOMEICEEINS, fIAERY) yO0—F L&k, €
J O O—FIRE. FASHELIEF LN, I SIC—AEREF. XidFabT S
TAY MPFabRIRSA TS —ICL>TERINDZ TS TA VY NREDED
ICIMER#EEMEET 2 LRRFE THoTHE LWV, TORFEHAIZ. E#
A (VH-CDR) RO/ RIGEHAIEMRIE (VL-CDR) XIFZ DR %2
ZENTED, MAEDI SR, MFEOEHE HE) ICEDIEERAA VX
FREBREDY A TDI &aW, BIZIEIgA, IgD, IgE, IgGK T IgMA ZE(S
bNnd, REHIEICE T 2HREDI S REFICREINBRWATIGH R 1FE
TH>d, 16D TV SR & LT, FIAIEIg6. g6, I9Gs IgG,7R &MEES
b, FEICIKIgE, XIEXIg6, TH B, AT IEFIZIE. Fv, Fab, Fab’, Fab
"=SH, F(ab’ ), XIZZFNLDHMEEZECIENTES, MARRGEKSA TS
)—D BT B ENTES, flZEE MIEZA TS Y —Z2HAWVWT. N
AFNRZVTHRICEY E MRAZIRETHRMENSNTWS, HIZIE. E
NGO I EMEE & — AT (scFv) ELT77—YFT1 AT LAEICE
Y77 —YDRAEICRRIE, MRICEETZ2 77— V2B RTEZIENT
X3, BRINED 7 —VOBEGTEHEM TN, MERICKEET 2L Mk
DA EMEIR%E I — N 2DNARRSIARET 2 2 &N TE S, MERICHEET Bsc
FvODDNAEEZIASER S T anid, BRI ZTICELS QRIS —ZFH L
. EMNAKRERBTEZENTEDZ, INSOFRKEBICAMTHY. W92/
01047, W092/20791, W093/06213, W093/11236, W093/19172, W095/01438, WO
95/15388%BEICT D ENTE B,

DADERIE, DPARENEVORREICKIRY 249 /N EICHT 2H&
. E{RBIICIZABCET, STAT1RTTZA2GH 5:@IRI NS 1 BRITEREICRT 3
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[0042]

[0043]

[0044]

[0045]

[0046]

NMAEER572EFDN. BREAMOEEFEZEBEHATIIENTES, #
AT 2BEAEE LT BIAIZEEEREE ARBAERZE. BREIREEE R
BEELENBETFOND, INOLIRANMOFEIIR>TEET DI ENTE
%,
AFEPONAEBRFIOHREBIZFICREI AW, MAEREFIE L THR5T
BERFIEAEF LW, AFEBODAKEFIC DO WTHEKMOER (FIA .
BE, . EELQY) B, ENZ2RRTIEVETHNELKFICRE
INAWV, BEIF. BYUKDDEEE LT, —®IC—HHY0.1~1000 mg/
koAETH P, LERESERFIBIEIXIE2~3EICH I TERETZ20MFEL
<. Fh. FE ERICLYBEFIBRIZEETED,
NARFEMEVORRAICEIRT 29 VNNV EICH T 2EOERICHERX
N2 RERRIE. PARENEVORERAICRIRT 549 /A VEICETKLAM
DEGFRIVEHRPH/ICRE I N DB EFERINBFHOSI LIS ICED
WT, DNAYO—=ZV Y, BTSSRI ROBEE. BE~NDINS VRT3
V. MEGREDOEERVESENA SO Y /R EOEIRDRESICL YE
BI2IENTED, ThHOBREIR. BHRELMOAZE. XIESEEAHRIH
2HOLWPWBHEEERTDHIENTES,
=Syt

UT, AEBAOEBEZRDDHDIC. EfEMZRLTIY EFEMICERAY
H. AFBIEEFEHORBBICREI NGV EIEWVD ETHARL,
(EREHI1) KBOBAMBIAEBERMIESANE (EV) ICH1F ZABCETDF
IRHEER

AEMBHITIE. KBHABEOHAMEBBEIMINNE (EV) IC8H51FBABC
ETORKR%=HEEEL .
ATF=VI~RT7F—VINOKRBIAZE (&128) ONABRA (T) RULE
BEBAL (N) & UHEREX L 7=#B#k A 548 7/<SEV (Small EV: 1.0X 1084 F) R
LEV (Large EV: 1.0X 107HIF) ICDWT, HABCE1#H1{F (Abcamft, Cat No.
ab185548, 1/1000FFfRTEA) 2RV IR T0OY MEICEYREVIC
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[0047]

[0048]

[0049]

BT HABCEI ORI AR L7, ZEVICT1XLaenmli SDS sample buffer (TEFC
0%#f) %HNA TSDS-PAGE (12%4°)L) ICTEBAL. PDFXA Y TL VIChS VR
77— L7, 3% BSA/TBS-TAHWTIREERE T/ Oy ¥4 L/, #ABCE
& (1/1000F R CTHER) &4C ONTRIBEIE, TBS-TICL B AV T LY
D&%, HRPIES I~ ™ X IgGHuik (Cell Signaling Technology#t. Cat No
. 7076, 1/5000%RTHEMA) EERTIMBEARBIEA, TBS-TICLZ XV T
L > D&%, ECL™ Prime Western Blotting Detection Reagent (Cytivaft
. Cat No. RPN2232) & X t. Amersham™ Imager 680 (Cytivatt) (ZT/8
v RERH L7,

ZOHER. AT —VI~IVOKRZH AMBERESEVRULEVOWFRICDOWT
£ A AERTABCEI A M S iz, FALERARIBHEBHFEVLY BEELREREL
RIVTHBEHBDI, IBICLEVICHITBMBCE19 VNV BEIERAT—
(stage) ICIRFL TEMT AN T™INE (B1)

(Efefl 2) KEHABBIEE LERENAEVOHTABCE A D Rt %

AERHITIE. KIGHDAMBIEE LB BREV & HTABCE1 LR & D RIS % 7
o

JO—4%A4 MX N —fB¥EY > I E LT, PS capture™ exosome flow
cytometry kit (BEL7 1L LMSHR, Cat. No. 297-79701) ZRMWVT,
KD AMEBIEE EERFEVAES L /-, Timd-conjugated EV capture bead
s (E—=X) 10u LUZKZD A DIED ABRRERB SIS DA BREBDIEE _£5E100 w
lZRE L. 2028ICBH LA SIREERETRIGE B, 1Xwash buffer
(kit A& ICL 2 E—XDE%EE, HABCE1HL{E (Abcamtt, Cat No. ab185
548, 1/200FRTHEA) ZRML. 2023 BIC|F LA SIREEETRIGE
7, 1Xwash buffer (kit {J&) IC&k 2 E—XD#k&%. FITCE#E M6
itk (Sigmatt, Cat. No. F5512-1ML. 1/400%FRC{EF) K UAlexa Fluor 5
681%™Vt ¥ IgGHifA (Invitrogentt, Cat. No. A10042, 1/200FFRTERA)
ZARMU. 200EBICHBH LA SIIFEEE TR I B, 1Xwash buffer (
kit [ME) IC&BE—XD¥E%%,. MACS Qunat X (Miltenyift) ICTRHIEL
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[0050]

[0051]

[0052]

[0053]

[0054]

720

ZORR, EVERABCERADRESIE. WIFhE KBNAIEL AZIEBR N
EVCIIMRHRRUT TH o 72D, DA EMIMEBEREVTITIEZE LB S HER
bhic, TDI &IFHMABCELAN GRS DABCET 4 /U EIK, KGN AEV
IKBWTIBELICRBELTWE I EERTHEDTHD (H2) ,

(EREHI3) KBH A BEMEICS T 2 HABCET A D R It

AEREAITIE. MEIRVHROKENAEREME S BV THRABCERED K
INEZELISARIC K Y BERR L 7=,

HTABCE147i{& (Abcamzt, Cat No. ab185548, 0.1wg%) %96 well L — b
IS L. 4°C O/NTO— bk L7z, PBS-T (0.05% Tween-20% =2¢PBS) T3[E
SRR, 1% BSAZSUPBSAZFHWTCIICTIFEAERT/ Oy F 7 LR,
KB A BEDAMAEL MEOmEE (86]) RUEERAMLE (26]) #&100ul
MA. 3ICTC2HEEER LRIGI i, MEFAEFREIPBS-TTI@MEF L KIC,
HICDOHTIA (T RE/SA A%, Cat No. SHI-EXO-MO1, 0.1mg%y) XML, 3
TCTIBSMEEE L7z, MCDMAEIRE L. PBS-TTIMi%4%&. HRPZSEIT~
7 ZIgGHiiAk (Cell signaling technologytt. Cat No. 7076, 1/5000%FRT
#F) &KL TI3ICTIREEH#E L/, PBS-TTHL%%. TMB Substrate Set

(BioLegend%t, Cat No. 421101) Z#AHWTILEREIHE, iMark v 4707
L— k1) —4— (Bioradft) ICk Y450 nmTOFE - REEEBIE L,

3 EICRTEBELAKRGNABEMETEARDABCEIFITEVDELISAMR HIEIC
Y. KB AOHMRIMEE & LB L, MRIEICES W CREBEAERE AL
EIRIERBREEZTRTIZ LW ERZEL (HI3T) . 2O EML, A
BCEMARIT RGN AEVE NABIRNICKMETE 2 ZE/BHLMIRY, KRB
RELISARDKRIBD A DERICIEATES & &2R L

(BEHI1) KBHAEVIC & ZNKIERE OIS EEMEICRIE T EA

NKHERRIE DA KRR Z RERICRR - WEYT 2HlETH DA DAMBIEZED
WENLONEET 5FHRELTEVERET VWb TW3, £ TASES
Tid. KB AMIRREREVIC & ZNKHBRE OIS EE M IC R IF T /EA % FER
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[0055]

[0056]

[0057]

[0058]

L7z,

KB AMRREDIEA ABBEHEEV (SEV: 3.95X10%uF. LEV: 1.70X108
FF) RUODAEREEEV (SEV: 3.95X 109 F, LEV: 1.70X108%1F) % NKHH
B (KHYG-1HERE. 2X10°%#fiRR) (L. 48BSREIEE L7, T DENKHEREEIC
Xt L3 10EIE D KIEH A MIBEFEHT2940AE X (X SW6204EE (& MEBARER) &
ABPFRIHIEE L /=, CD45HTiA (Miltenyi Biotec#t, Cat No, 130-108-020, 1
/200FFRCEMA) TNKMElR A= RE L. 30 7OEY DL (Propidiumu Iodi
de: PI) ICKYSEMIEZLBE. 70—H4 X =49 —ICL>TEHELTWY
RGO AMREEE (CDASEEM. PIfZRM) DEIEZAIE L&,

ZTORR. SEV. LEVOWTHICDWTHE KRB ADIEMN A BBHREVICEEA
. DPNAERESREVA HHEE | /= & X ITHT294BRE R O'SW6204BBE D AE Z A B HY o
= (M4) ., DNABBEREVIEA AMBEICYT T 2 NKIHAE DHIRE =5 M % 1 H]
THEREETHIENPELNER >, TOFRIF. KIBEVAMBIZED
DEBRM AT T 2 7-0OEVE R L ONKHIFEOMBEEEEM 21185 2 &
MRIN,

(EMEHI4) & MRABCETRED KEZHAEVONKEME IC & IE T /EF
tEBEHITIR, PAMBEREVONKEEOMBREEZMHEZIMH T2 &
DRI Nz, I T, REFEFTIEAAMMIEEIEEV A HABCE1HIATURIE L
. NKERRE D Y A SRBRIS R OINENIC RIZ TR A MR L /o,

1) HT294HRESEVH DH1ABCE T ik R IGHEEV DR ZE

Dynabeads Protein G (Life technologiestt, Cat No. 10003D) 1.5 mg4
ICHIABCENHiAXIE O b O—JLfifk & L TDNormal Rabbit Ig6 (L7 4
U LFIYEHEER, Cat No. 148-09551) 2ug%3BA L. BB THEEGIEAAS10
PERIGX ., HifA%Dynabeads Protein GICHES I/, v bO—JLinE
%ZDynabeads Protein GICHEEIH/A-H 0=y bO—ILinAiEEE—XE L
7oo PBS-TTHi&k. HT294HRZSEV (0.5X10%HIF) %> bO—/IIEES
E—X&RBEL. ERTHGEIEAALI0ERBIEL, RIGEOE—X
APBS-TC3E%%%&E L. 1XLaemmli SDS sample buffer 20w % E— X2z
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[0059]

[0060]

[0061]

. 0CTI0pEME L, £E (V5S4 E—K) 2F5E2) VIR4>»70
v MER L7z, &7z, TE3) OFEMICIE. JABCEIAKEE—IXIEd Y
MO—IGEREE—XESEVERIGS . RIGMEBMABICEYRE L LE
ZRAW, ABHMABCEIIfAREE—X, OV hO—LAFBEE—XICL Y
IR L 7=SEVAE ZNENKRIGHMASEV low, KEFHNASEV highs L TESL L
(5 a),

2) MABCETIMAICEL D VIR TOY b

FER1) TELNEVS A — h%&SDS-PAGE (10%4°)L) ICTER L. PVDF
AVTUVIChZ VR T77— L7, 3% BSA/TBS-T2 W TIREAERTIOY
F T L%k mABCEHLE (1 g/mlTEM) &£4C O/NTRIGE 7/, TBS-
TIC&k 2 AV T L Y DOHk%E%. HRPIZHirabbitIgGifs (Cell signaling techn
ology#t, Cat No. 7074, 1/10000FRTEM) =R TIRERIGI 7, TB
S-TICEK B AV T L VDS %IC, ECL™ Prime Western Blotting Detection
Reagent (Cytivatt, Cat No. RPN2232) & &ithXt. Amersham™ Imager 680

(Cytivatt) ICT/HAY REMHE LA (5 b) .
3) NKHERE DHERRG = E 4 Tl

FER1) THONEKRENASEV highDERPABZENASEV Lows) B % NKHH
f (KHYG-1H#ERE. 20X 104fRE) ICHRAN L. 48BFRIEE Lc, KIBASASEVAE
F3 Xt /-NKHERE (KHYG-1#ARE) #&3:1DEIE DHT2940R & 48R R HIEE L /-
o CD4b#{& (Miltenyi Biotectt, Cat No. 130-108-020, 1/200FFRTER)
TNKifEZREB L., 70—HA4 M A =4 —CL>TEEL TWBHT29HAE (C
DA5petE) ZAE LA (5 c) .

ZF DR, FIABCEHE % KIEH A MBBERRHT-29DSEV & Rt S & 7= 18 [EIX L
FSEVTIE, Y hE—LIgh& D RIGTIFMRE I NAWABCEID/NY RAD T
2470y MoiYBEINE (F5b) o F/KHYG-THEICK YEEX
N BHT29HRE DHERRE EE ML, FABCETHRIC &L W F v TF v — X i 7HT29
HERESEV (KEBHAASEV low) TRV MO—ITEICLY F v FF+r—3h
7-HT294ARBSEV (KEZHYASEV high) &EEARFEEQEEMNRO LML (K5 c



WO 2025/004683 21 PCT/)JP2024/019760

[0062]

[0063]

[0064]

[0065]

) o INHDFERIE. HABCETHARINMEREE D ASEVDRREIC & W NKHERZ IS
L HHBREGEEHNOETZIEERERTEEDTH D,

(BEH2) KB AMBIRED ABBEHREVIC BT 2 STATI D FIFHEET

AERAITIE, KIGHABEDOH AMBBREMIENNE (EV) (CEH1FBSTA
T DOFREMHESE L.

RIBDABRKRIRIREV (FEAYAEREV: N, AYAEREV: T; Small EV: 3,0X 1034
F. Large EV: 3.0X107#F) (Z1XLaemmli SDS sample buffer& iz 7=t d
ZY 2T E L, SDS-PAGE (12%4°)L) ICTEREAL, PWDFX YT L VIC kS Y
A7 7—LU7, 3% BSA/TBS-T=FHWTIRE=ER T/ Oy F > 7 L&, ;ST
AT1474& (Santa Cruz Biotechnology#t. Cat No. sc-417, 1/1000FFRTER
) &£4C O/NTRIEI /e, TBS-TICK 2 AV T L v DHiHE. HRPEEE T~ D
Z1gG#tiEk (Cell signaling technologytt, Cat No. 7076, 1/5000FFRTE
) EERTINERBIEA, TBS-TICLZ AV T L v OB%%KIC, ECLM Pr
ime Western Blotting Detection Reagent (Cytivatt., Cat No. RPN2232) &
RInX . Amersham™ Imager 680 (Cytivatt) ICT/SY R&EWMRH L&,

ZORR, KB ABRKRED ASHREVTIE, FENAERHSKEV & LESTA
TIDEVADERZ B E A RO SN BEFDOFENPFELMIR > (F6) ,
(715 ) RIS AMBIRED ABBEREVIC B T 2 ZA260D FIRMEER

IR A ABRIRIRIREV (BEADYABBEV: Normal (1), (2). AYAEBEV: Stage I (
3), (4), Stage II (5),(6), Stage III (7), (8), Stage IV (9), (10); Small
EV: 3.0X10°%F. Large EV: 3.0X 1078 F) (C1XLaemmli SDS sample buf
feraMMAT=EDAEY > T & L, SDS-PAGE (12%4°)L) (ICTHERI L. PVDFX
YILUVILNS YR T 7— L7, 3% BSA/TBS-TAWCIREERTIOY *
VU=, IZA2GH A (Abcamtt. Cat No. ab-180574TC{EME) &4°C 0/NT
RIGEE T, TBS-TICEL B X VT L v D3E&EE, HRPEE I~ D X196k (Ce
Ll signaling technology%t. Cat No. 7076, 1/5000FIRCER) & =R TI
RREIRIG S B/, TBS-TICE B2 XV T L v DBEEEIC, ECL™ Prime Western B
lotting Detection Reagent (Cytivatt, Cat No. RPN2232) & [ t. Ame
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[0066]

[0067]

[0068]

[0069]

[0070]

rsham™ Imager 680 (Cytivatt) (ICT/SY R&ERKRE L,

T OFER. MRS ABBRBREDIED ABBEHEEVTIIRE X MRV ZA26H,
INENABGKRREDD AEHEREVTIFTEZEICRIRT 2 & MHELMIA -
(7).

(EHEHI6) TREMNABEMEICH T 2EREORIGM

AEREAITIE. MEIRUHEROIFEN A REMEE A AV THRABCEE, 7
STATHR A R CHLZA2GI A D R IS ZELISAEIC & U HEER L 7=,

HTABCE14i{& (Abcamzt, Cat No. ab185548, 0.1wg%y) . #STATIHLiK (Sa
nta Cruz Biotechnology#t. Cat No. sc-417, 1/1000FFRCEM. 0.1 g%
) XIZHZA2GHTIA (Abcam#t, ab-180574, 0.05ug%) %96 well L — MIC
BrEML, 4C 0O/NTI— bk L7, PBS-T (0.05% Tween-20% =¢;PBS) T3
[E3%5%4%, 1% BSAZETPBSA AW TCIICTIRE=EERT/OvF v/ L%
. IMEHNABEOMEL MEomE 86) RUBEAME (26) #&100u
LInA. 37CTC2HEER LRIGI B, MEEAEFREPBS-TTI@MEH L RIC
. JICDOHLiE (T RE/NA A4, Cat No. SHI-EXO-MO1, 0.1wmg4y) AL
. SICTIRMERE L, MODIRIALERRE L. PBS-TTIEH4% %, HRPAZEH
< R1gGHiix (Cell signaling technology#t. Cat No. 7076, 1/5000% %R
TER) ZRINL T3TCTIRAEBRE L/, PBS-TTHL%1%. TMB Substrate S
et (BiolLegend%t. Cat No. 421101) ZRWT{LEHRBIHE, iMark ¥4 - O
TL— K1) —4— (Bioradtt) Tk Y450 nmTOFRE - IRHMEEEBIE L =,

EiEfl3 (B3 L) ICRTHEERFEICKYINRN A ZE MEEH DABCET
FIREV, STATIRIEEVR 'ZA2GRIREVOELISAMHIEIC K Y, TREA A DR
MiEs s L, MBOFICSVWTERICHEENMET T2 VWO EREEL
(B8) ., DT EMS, HABCETHR, HSTATIMA KR O ZA2GHT A IX IR E
MAEVE D ABIRMICHE TE S &AL MNMIAY . RBEERELISARAIIER
NADEMICISETES %2R LT,

EE¥ ORI AT A
DEEFR LA BY . EVOBEREICHABENICRIRT 29 v/ VEAEYT
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— =& LTHRETEIET. PADRERZIICHAADAT—VHIE., BE
EDEEET DI ENBHTES, ARFOREBAEICEINIE, MIFPER
ZOHEREEHABE LTRET 22 EHNTE. BREHL SREMICERR
HERBTZIERRETETH IR T, BRE~NDEBEEERTH
%,

[0071] I SICHAAMEBICIE. PAMBEZHRET S -OREHIEORE DS, 7
EHREOPR TNKIERRIE DN AMIEZ REHICER - REYT2MRETHS, LHrL
DAL EOREN ST 2FKeE L TEVARE L. T DEVRDZERAR
NAR S VIR BEICE > TNKHIEEDN L DEBEZ RN TWE EEZ LN TWS,
AFERICEWTREINAEVOERRAICAARENICRIRT 59 /N0 EIC
WY AL, PARENEVERETZIENTES, THICKYDNARE
RIEVIC L Y HIHI S N TWANKHIBBOFRZEE T 5 Z &N TE, BAHROD
EFEIMEERIFETE S, FEPAVIINAMBEORE#TH ATV F
FUEBRBELTWREZZLNTWRZ ENE, MERETHBICEONAD
BFHEZDENLCRBETENETBGEREZDRNICEKEBTEILHTE S,
O CEVORBEREICHARENICHKIRY 29 VXV EIIRT &I AK
BEE L THATR &N TE, EXELFREICERATH S,
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s5RIA1]

[553K1R2]

[553KIR3]

55 KIR4]

[E53KIR5]

[E53KIR6]

55 RIAT]

AR OEH
BRE L 7EBREmiC 23N 5 MEANEDIRREICHI AR ENICHKIR
TN EERE L. PARENMEANEZRET S EEH
WETHNADKRETE,
RIECHRNANEDRREICHAATENICKIRY 54 /N &, ABCE
1 (ATP binding cassette subfamily E member 1) . STAT1 (Signal
transducer and activator of transcription 1) XTUZA2G (Alpha-2
-glycoprotein 1, zinc-binding) MSBIRI NS 1 EXITERED
SVNRVETHSB, BRIEATICEBDINADRES A,
DA, KEENA. BONA. EDNA. DA, BIRNA. FEI AL
BENAARVBHFENSERINS 1 EXITEBEONATH S, BEX
B 1 XL 2 ICEBEDDADRESE.
FRE L Fe RIS, MR XIIER TH D, FRIE 1 X3 2 (ICEEHED
DA DKRETTE,
RSN NEDRREICAARFENICKIRT 29 VIV EICNT S
mkE, MREANERENRREY—D—9 VA JEICRT 2R
L < IZRIGCHIRE A NBDIRKREICHARENICRKIRT 549 VNV EIC
NI BMBEDREY Y Ry FEXBE 70— 4A4 bX MY —E%H
WTRIRNARENMRANEZRET S &2 HHET 5, BKRIE
1 XX 2 ICEEEDDADKRESE,
RSN NEDRREICAARFENICKIRT 29 VIV EICNT S
ke, MREANEBENEREY—HD—8 /085 L < EHas
NERICEE T DI VNJEEDREY Y R v FEXE70—54
X M) —F£ZAWTRIRINARENMBANMNEZRET 2R
WMEd 3, BERENXIZ2ICEHDONADKRELE,
RN RERE Y —h—4 /SO EH, DI, (D63, CD81, I
ntegrin, Selectin, CDAOMSBIRI NG 1 XISERETHY . HE
HNBIRICIHER T 29 VIRV ENTIMdTH S, ERIES ICEBHOKRE
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[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

B RIR12]

[55K1R13]

[55K1R14]

FiEo

M4 NERFENBRREY—H—9 >/ EH, (DI, CD63, CD81, I
ntegrin, Selectin, CDAOMSBIRI NG 1 XISERETHY . HE
NNBIRICEE T 29 VR ERTIMTH D, FRKIEOC ICBHDORE
FiEo

ABCET, STATIRTPZA2GH SBIRI N2 1 BRISEHEDSY v /NI EIC
NI EMAEEEELEMEZET. PADKRERT /N1 R,

BE L2 BREic e h 2 s nms s N ARENMEA /NN E
MHT 27200, UTD1) ~3) LYBRINZVWTIOOER%
DI EBED. NADKRERFY b

1) fRRANEOEREICIARENICRIRT 29 /N VEICNT 2
MEEEE LEME, MEANEEZRENICREATRECEREE ;
2) MIEANEBENEREY—H—9 Y RIBICHT HRAEAELL
SHIREANNERICES T 29 vV BZEE LLEME. MBEAMNE
DEREICHAARENICRKIRT 249 VR VB ERE TR AMERRAE ;
3) MREANEDEREICIARENICRIRT 29 /N VEIINT 2
MHEEEE LcEME, MIEANEOERREICHAARENICRIET S
S ZAVAE - L LI RN =
FIEEAAREMICKIRT 24 /8 EM. ABCEL, STATIRUZA2GH S
BIRIND 1EXISEREDY V/INVETHSD., BFXRIE1 OILEHD
DADKRERFY K,

M4 NERFENBRREY—H—9 >/ EH, (DI, CD63, CD81, I
ntegrin, Selectin, CDAOMSBIRI NG 1 XISERETHY . HE
NNBIRICEE T2 VR 7ERTIMTH S, BRKIE1TO0XIE1 114
EEHONADKRERFY K,
DARENMEANMNEORREICRIRT 29 VN JEIIHT 54 %
BYMERD & L TEGHAKESL
DARENMENANMNEDIRKREICKIRYT 24 /N EH, ABCET, STA
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TIRUVIAGIN HBIRI NG 1 BRISEBEDY VNIV ETHBEKIE
1 3ICEEMD D AAEFH,

[5&5k1815] NAREMNMREANEOEREICERT 548 /N EICRT 5H54D
. IgGRESOT ) YR XidscFv (single chain Fv) TH 2., &
KIE1 3XIE 1 4 ICREDH A AR,
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Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

First, the invention in claim 1 is to detect a protein expressed on the surface of an extracellular vesicle to examine
cancer, whereas the invention in claims 13-15 uses an antibody against a protein expressed on the surface of an
extracellular vesicle as a cancer treatment agent. It cannot be said that the invention in claim 1 and the invention in
claims 13-15 share the common special technical feature.

In addition, document 1 disclose a cancer detecting method, which is characterized by detecting a protein cancer-
specifically expressed on the membrane surface of an extracellular vesicle included in a collected body fluid sample
and detecting cancer-specific extracellular vesicles, wherein the detection of such extracellular vesicles is performed
by a sandwich EIA method using antibodies to the cancer-specifically expressed protein and antibodies to CD63,
CD9, and CD81 or ligands to phosphatidylserine.

Also, document 1 also discloses a reagent for detecting.

In addition, document 2 also discloses detecting exosomes expressing cancer-specific proteins on their surface
by exosome ELISA using antibodies that bind to cancer-specific proteins and proteins that specifically bind to
molecules present on the exosome surface, such as phosphatidylserine and examining cancer.

In that case, the invention in claim 1 of the present application has no difference from document 1 or document 2,
lacks novelty in light of document 1 or 2, and thus claim 1 has no special technical features of the invention.

In addition, since document 2 discloses an anti-tumor agent targeting a cancer-specific protein on the surface of
exosomes, the invention in claim 13 of the present application also lacks novelty in light of document 2, and thus
claim 13 also has no special technical features of the invention.

From the above points, it is considered that claims 1-15 of the present application include a group of inventions
classified as the special technical features of the invention below.

(First invention) Invention relating to ABCE1 in claims 2, 9 and 11, which has a special technical feature of detecting
exosomes expressing ABCE1 on their membrane surface to examine cancer.

In addition, the inventions in claims 1, 3-8, 10, and 12 are also classified as the first invention.

In addition, claim 13 is added to the first invention because it is described in document 2 for convenience.

Accordingly, the first invention includes the invention in claims 1, 3-8, 10, and 12-13 and the ABCEI! of claims 2,
9,and 11.

(Second invention) Invention relating to STATI in claims 2, 9, and 11, which has a special technical feature of
detecting exosomes expressing STATI on their membrane surface to examine cancer.

(Third invention) Invention relating to ZA2G in claims 2, 9, and 11, which has a special technical feature of detecting
exosomes expressing ZA2G on their membrane surface to examine cancer.

(Fourth invention) Invention relating to claims 14-15, which has a special technical feature of a cancer treatment
agent comprising an antibody against ABCE1 expressed on the membrane surface of cancer-specific extracellular
vesicles as an active ingredient.

(Fifth invention) Invention relating to claims 14-15, which has a special technical feature of a cancer treatment agent
comprising an antibody against STAT1 expressed on the membrane surface of cancer-specific extracellular vesicles
as an active ingredient.

(Sixth invention) Invention relating to claims 14-15, which has a special technical feature of a cancer treatment agent
comprising an antibody against ZA2G expressed on the membrane surface of cancer-specific extracellular vesicles as
an active ingredient.

Document 1: WO 2023/112980 A1 (TOSOH CORP.) 22 June 2023 (2023-06-22) paragraphs [0011], [0014], [0018],
[0022], [0030], [0122]-[0124] (Family: none)
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Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

Document 2: WO 2019/065747 A1 (OSAKA UNIVERSITY) 04 April 2019 (2019-04-04) abstract, paragraphs
[0049], [0052], [0113], [0114] & EP 3690051 Al abstract, paragraphs [0049], [0052], [0111], [0112] & US
2020/0377580 Al

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

No protest accompanied the payment of additional search fees.
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