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1B, BREZBRENRSFOND, I5IC. LEOBYHER. ZOREYYE
BMARFICOVWT, AEAOYRZIBELOLAQWVEET, BEICHLT, &5
LR, RBEOREET>TELL, TOLIREBERAEIE. BEOFE
ERERBIGERL TITZIE LW,
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[0027]

[0028]

[0029]

AFEBPICH T 2EYHEDIE. EREOL D RHEEFETEONAREREH
Him, ZOHFRK. ZOBRBHIXIEZTDOEEMER. CThs0BEMEEST,
Fro, HMEYIE, HEREEEERIBAETERNIEABIETCAWVWSG &
HTED,

o, LEEOEMEHEMIIHRINTSY., THhAEZFERTZ2IEHTES
AEBAOESAREXINEIFEFIL, LEEDHEDDLRD2EDTH>THL
. ISICHMORDPPHRMBFIEZES L THAMOMEE LTERLTE &
A
AEPAOISRAFY—I57 1 VESHEHRINEF. ZHEISXF2 O2H
BETOWFFRVEERLS A F VIRHEOHFRIZ. ThBEREISRFY
—I57 4 VEESHERIIEE. EMISXF Y OLFETOIHEIF RV E
BRISAFUVIFHMOMHFHE L TERTZIEANTES, Tk BRI D
ISZAFV—I57 4 VEGHRBRINEIFERNEICRE L TERT? &
NTED, AEPOESHERINFFRERL, T5AFVy—IT57 14 VEEK
BRI BRI EOEMRS & L TF#ICERI NS,
TEOAFEBOISAFY—IT57 1 VEERERIIHEEZE0. T5XF
V—I57 4 VESEHHRIEIBERYEAREBEO 1 DTHDE, AFEHOE
MISAFUVORFBETOMEFEZET., BT S AF ¥ ORFETOHIF
AR AFEBAD1 DTH D, ARADOERRIS A F VIRHOHIE %
B0, ERRISRAFVIBHOHRBAHERMEARBED 1 DTH D,
AEAOISRAFY—I57 1 VEGHEHRINEIRERY. EHETSXFY
DORRETOIMEIFMERIRCES RIS R F VIRMOHBREARYM %, =
EDTEERBRIFIAERMEE WD, AFEBPOEEFRTRIE AEK
MEIX. LEOEDHENEEIRDELTEETDIHLDTH D, EHE
MROZTOIFELWVERKIE, LEEOBY THD,
AFEPOEESEERINHFER CESHERRIDEBERMEE. flE. K
BILBIRPISAFY—I57 14 VIEEHEOERIFIDLD. HEICHTS
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[0030]

[0031]

[0032]

EMISAFVOLRETOME DD, ik, REBICSWTERRIS R
FUBMEHI T 2 OICIFRBICERT 2 ENTES,
AREBAOBERERIEIFE R CESFERINE RERYEFR. BERAR (
EERAR) XiFIEERR GEERAR) OWTHICHLERATZIENTE
oy

FEOEMMEY A BMKD & L TEOAFKBOBEESHRERINFIFIERVIE
BRERIGIRERMER. BIZE. T52XFV—IT57 1 VEGEREERN
BN EINZREITERD FREXIEBEICAVWD I ENTE D, —RBFK
ICBEWT, NREBOEESER]RIDEIFIE R CEE ] RIE BHEKRYEFZ.
PIZE, TZ2RAFY—IT574 VEERERENGEITEEICELY, BAH
MESDOFHIIHBICAWVWD I ENTES, £ AFEBOESEHRID
HIFIERCEEARERINEBERYERE. T5RXAFV—I57 1 VEEHRE
REWMETZZ&ICEY ., KEOEBEOHE. LbRUY/ XiddHDFRA
XITHEZEDEREMDLDICEERTH 2, Tk, HEDOBL. RED
B, REXRDETEZTET 2, WER. EROBR, EROFER. FEIR
OETIE, EROHEBEELTET 5,
AREBAOBRERERINEI RERYEIZ. s, REH. EXR. EXEIBH
REOHRALARICERT 22 ENTE D, AREBOESEFRRINE BIER
WMER., ThEED. I5AFV—I57 4 VESERERIGIORLD, B
ISAFVOLBETIE OO, Xid. EBERISAFURMEMIET 2
=HDLHER. AR, EXRXEERBARTH>THLL, Xid, &b
MR MER EEMXEEXRBAREZFICERS L TEAINZRZ M XIEHHE
ETH-o>THLLW,
AREBAOBREERERIEIRERYEIZ. I REABFE L THFREICE
AXNh3, REARFIL. bR, EXR EXBAREEH FELR
LR THZ, —REBRICBWT, REBIKBITS2ISRFY—I7714Y
BEGRHRINE DD, REICHITZ2EEISAF YO EETINH O
X REBICBVWTERBRISAF UIRMAMRT 20DILERT 254
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[0033]

[0034]

[0035]

. BEARTBRINGIRERYNEE, REARFIE T2/ FELL, B
BNLYIFFE LW,
AFEBOECERERIFIFERYE L. REABRFILADOER S XIEERES
AmELTHERTSZIEEHETES,

BIOEMEBRICEVWTIE, BEAEBINGIBERNEERERETIIED
TES, ARPAOESHEHRINEIFHERDEL IR, EEH EEHNL
ZOREHAAE. RBRABFETIHEICOVWTUTICHEAT 2,
AFPOESEFBRING RERMEEZEABRIE T 258, FIRFILRIC
REINT., BIZIETBR. AR, 7Y —L. T, MR 7V -, 2R
b B7EIRTY— NEEEOHEBETEZIENTE S, REABFIL.
FFELLIMEHERTH S, EHEBOHREEBEIRFICREINT. FAE. %
BERL, A—UFE L. bREK, EFKR v o, KR VY —4L, BRITLE
HEODRF TR ; 77T —Yay, T, O, P42+ R
— TAZAFT—. RRAAS, A4 70—, B, RAIVIFXILEDAA
DTy TEHR ; ATy T— ATYVR, BER, R2EN, BEFE
DEZLHER ; ATA. RT 1YV —TEOESEH ; ABBISELI BTSN3,
FEMERERHCIE. AFRBOMREZIELQDLGWEET, HBICHFEINSHE
. BNMFEFOKS. FIAE, K. 7ILO—ILEE. HF. REDEMSR. 8%
Bl @Bty Y. FILERL BE. FL— ML KBERST. HEFK
#l. BiiE. SEtEY. MEF. HEH. BH. o HAZH. RMRRINE
. LERUAOENEY) - MEMHEOHMEY). AERMER. BR RIULEVE
L fBOES IV RER. BREFR. MAER. BHNEO1XE 20U L% H
HEEITLIENTED, bfERIE, —BUAEERICLYVEET DI L
HBTED, Flaid, LEEmEe. LEOBHERICERLEZRD 1X
E2MUEEERAE LK. FTEOHEICNITEIEICE>TRZIENT
x5,
REANARF#EXERXIEIERSNAMRET 215G, ARPFOMREZEL DAV
FET. EXRXIEERBARICHFEINIBE, FINFSEOXD %FERL

im
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[0036]

[0037]

[0038]

THEW, TOEI2BHAE LT, HIZIE R, BaFl. BRER. BR
B, mEREH. BRFED I X 2ULENZEFLN. INSEBEICIHELT
EFRATE %,

AFEBOBREART IR RERIEF L. R L cREARFIUADER R,
EXBARETEIEETES, ZOLIBREESRXIIERERTHARIE. O
BEINTH L, EROBEINTE LV, EXERXITEERBARIERED
BERE (MR XEFERORSHRFOWEBETHIENTED, BAK
SHEOFFE L TE, KA, seil, B0, MaEl BaE. MERsE b7
LA BBR. HF. FaT7ITULHELNESFOSND, FFEORESEFIDH
e LT IR, MiRFISEIETONS, C0L D BERRIIESRER
AmiCIE, EEMXEERBARICHFRTINDIEE. RMFIFOMD ZER
LTHLW, ZDLI A2 E LT, BIZIE. BEH. EEF. BREA. B
RE, mBREH. BEF., BHRAFO 1 X 2UENETFLN. hoE®
ZIWLTHERTE?, EXR. ERNARIE. — MRS EICL YRS
T2IENTED, PIZIE. LEREMHEDE. ERMXBERSARICS
WTHERBLBZHOD 1 XIF2UEEZRBE LK. FEDOKEICINIYT %
ZEILE>TR/BIENTES,

AHEPFOBREART RN RENISeRREMmE T 5150, RERIIFICRTE
IhY. Bl —RNARER. BFREMA. HEMERTER. BERER
BEmENBTOND, RBROFEBEBICREI NGV, LEBREMS. #
BRI ER. FERBRAEMIE. AIZE BH, sTF. 53, k. 58
NIF, MERIE. HTEIF. BER. AF. FaT7ITLE. RBBEORE
HEAPEETDHELETED,

EEREREMICIE. FREAOYHREBLLEVEET, SRERICHETINDSK
2. BIZE HORBRMA. RERICEEINSIRMFFZERSLTHL
W, TOLIBERBMRIE. —MBUBREEICLIYRESTHIEHTES, B
ZIE, REMOSEICSVWT, REAMAEFIC LEEPHEY ZESThIE
R AN
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[0039]

[0040]

[0041]

ARERAOBRERERINEI RERYEDL. REARE, REABFIUADERE
X IEERBAR. MBROWVWThOREDIFEE. LEEwlmEDEE
i, ZHKRYFPIC. I BHEEYOZBEYBREOEEES LT, 0. 0
000001~100EE%HMFFLL. 0. 000001 ~100EE%
NEYUBFFLL, 0. 0000 T ~10EEUNISIIFF LW, LEBEE
Eld. 2EULOBEYHENESTHEEIE. TORFOEEETH S,
AFEPOEECARERINFIFEKNIEOEREIE. KIREILT, T5RXF
VoIZT74 VEESHROEHRENFIT EZMRNMEOSND LI AETHNIEL
. WREDOKRE, FE. 5. FBHXIETZOMROERICHK > TEERET
22ENTED, LHBNEOREARTTHNIEL, HIZE KA (60kg
) TAHY 1THSALY, LEEdmEY (ERgYngE) LT flxE
0. 01~500mgAFFELV, EXRXIZERBARZROKST 515
E0®S5EIE. HlAE. KA (60kg) 1 A%AY 1THHEAEY, LECHEY
MY (EEHRE) LT fxiE. 0. 01 ~500mgh@FE LWL,
MEATHNE, TOEIEIF. HIAIE KA (60kg) 1TAHELYITH
LY, LEREYHEY FEMiRE) LT FlxiE. 0. 01~500
mgMFE LW, EEEEOEYHENZ. BEEXIZEHREICH T TERXIZ
’E5T2IENTES, LRBEYHENEZSUCREARFERBICERA (&
5) 2514307, RER. EERXBIEERARZERXIIEET 24
1 IV TIFBICREI NGV,
ARBOESHAERIDEBHERIEDOBERNTR RSHREVWIIEETE
%) ELTE, BIREINT., b MXIGIEE NBEAEMFICERI 22 &
DTEBZN. EMDPFELV, BRANKRELTUE HIZE. T5RXFV—I
57 4 VEEGRERINEAFETIXIENBEETIHR. EEISAFVO
DEBRETONHEFETINIEHELTIHR, EERISAFUHEEHR
EIE3XIEMNBEETINRENETONDS, COLO2ARKRE LT, A
. BARRE (BICBRELGENMEAOEE) Y. MBRICHEIEEFLAVEEER
b, FICLDOLRV /XIS HIKOGBERUTZELSZETF SN S,
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[0042]

[0043]

[0044]

AFEBIZ. UTOERRVAELTET %,

ISRAFV—I574 VESHEERINGIOLD, BT S F 2V OSHFET
MEIDd, Xid, EERISRAFURHEMRET 00, RXyavy
=Y HHY. MU FRUEYAMMEY. S OHSTHREY. TILT 7HEY
eIV OvFFREY. P a v THEY. roZUBEMRTY(A X
HHEMASLRDELYRBIRING 1 U EOEYMHEMOER,

Ny av7)b—YHEEY., MOFUErhmEY. O8> HmEY. 7
VT THEY., 430 OvFFHREY. > a v JHEY. o= U
MBOY A4 ZHEYHSRDEELYBIRINS 1 U EOBYMENEIRS T
3. ISRAFV—IZ7 14 VEERERENGET2HE ; LioEDmmEYs
BE595. EHEISRAFUORBETEZIETSHE ; LREMZRET S
 ERRISAFUBMERIET 2 HE

FEREpHE . FELCIREBICERSN., REICBUEISAFY —
IS574 VEESHEERIEHOLS, REBICHSITEZEMTS A F Y OS@FET
HEDREH, XiE, REBICBWTERRISAF VIgHEMR T 5701
BICERAINS,
LEREARVAFEICSVWT, BYHEEY. Chia5T3RKRTIN5D
E L WEKREIR, Ll U2 AFKAOBESARRINGEIFSE R GBS ERKID
SRS ICHIZ2EDERLTHS, EMEDIE. TOFEFEALT
tE L. FOMOHD EHMAEDLETHERLTE LW, AFRPOBEESHERK
MHIFE IS ESAERRINEIRERMEEER L TH LV, Bl
L7 REARR. RERSORETERTZ2ENTES,

FEFERIE. BENFERTH>TE L. IBAENFEATH>TEHELWL, £
EAER. BERENLAETH>TH L. IBBENBAZEZTH>TH L,
BB EIE. BERTA. TADLE ABEOFM., BAEXEBZETAVE
STH>,

AFHBAOR ORERIE. LEEDMEND. T5RFY—I57 1 VIEEER
BRIMHFIRIE TS RAF Y —IT57 1 VEAHRERINFIBERM 2 8ET 272
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[0045]

[0046]

HOER ; LEEYHEYO. BEMHISAF Y OE T IHFIXIEEET
S 2F v OSBETOMH RERMEEET 27O DMER ; LEEEYHMmEY
D, EERISZAF VIBHHETIIIESRIS A F VRHEOHEBHENY
ERET2ODOFERATHH S, EBYHEYRFINSDIFE L WEKREIRL
. B U2 ARRBOBEEERRINEIFIE R EE R RINE REXYFICS
755D ERALTH S,

AFERF, ISRAFV-—I5714 VEEKRERINEVERZET2MEDRY
)—Z VT HEVEET S, RIS, AEPRORI ) -V THEICDOWTER
B9 %,

AEPAOISRAFY—IS571 VESHREHRINEIVERZET2MEDR Y )
—ZVTREE. EEMEOFETRUVHEEFRETT. T574 VE&EMHELET
SAFUEEEMIESZTRE (a) . LEHEBRMEOEEICLS. £EEIS
T4 VEBMBRLEISAF U EDOBEORELXRETZ2IRE (b) . RV, £
RERMEDOEFEEICLY IS 7 VEEREISAF Y EDBHENHEEIN
BB, LREBERMEAISAF Y —I57 4 VEEFERIGIER%EA
TOEMEE LTERTZIRE (¢) 280, ARBARI ) -V JTHER.
AVENODRI ) —ZV THETH S,

T (a) Tk BRMEOEETRUVFEFEETT. T3 714 v EEHRET
SAFUEEERMIES,

IZSAFUiE. BEEFEICHLONUCHEELELTERT 5, BEEISRF
VAT S RRFEORENB R ERD,
BEIETZISRAFUICE., NORISRAFY, aISAFVE4aFERTS
CEPTFELW, FICEMNDEREISAFUEZFERTZIEN/TFELWL, E
FEDISAFUIFHRINTSY., THRAZFERTZIENTES, I3
ZF UG, §ITRTF KRR EDOBHENMIMINZHDEFEEALTERL,
BEREBAXRIFICREINT, FIZE. <4707 Lb—b 74 00F v 7,
2514 RHASZAEOHEDEDERWD I ENTE D, EREBEAOMEIZE
IKREINT. FSRFv I, A5 £33 vV EEBBEHMSOME
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[0047]

[0048]

DEDEFERTEIIENTES,

FlZIE. EEEEELT, 960 IEOYM 707 L— NERVWRIEES.
ISAFVAERBRERICABIIIBEBIE LIS AFVBRE, 17871
—rDREYILICHEL, 4~37CTO. 5~30BEKETZC&ICL
Y, IZRAFVEEHRIETEIENTES, ISRAFVRBRERARET 0
OBERITFICREINY, REBEEKR. ) VEBEEHEERIBK (PBS)
EOREREFERATIIENTES, ISAFVARAKRROISAFVDEE
i, 1~100umg / mLAFHLW,

B LEIZRAF Y RCEEERKIZ. T2 (a) Z1T7O81ICP B SEHEDRE
BERTHEEZEL, BELAD 2 EISRAFUERETDZIENFELWL, T
EELBD S EISRAFUERER. JOVFUVIR (RFLINI. T
WITIVEEZ1~10%2ETSPBS) amLT7av® I35 &
AIEFE LW,

IZT742ICE EMDIS T4V %ERATZIENMFELVL, EFNEFOT
Z74VEMRINTEY., MRAEZERTHIENTES, LIS T 4
Vid. BEEINEZISZAFUVICEET2H5D0THNRIELLS. §TRTFR
REDEBEHEMIMINLZEDEFERLTERL, T574 Vi, 2RI VA
JEICREINT, I5714VOERYVAIVEDT I /BEIICEWT 1
NISEHE (FIZE, 1~9@ . 1~5M@., 1~3@. 1~2@Xix1E)
DOF7 I /BIARK., B, ARV XEMIMINLT I/ BEIINSAY
CISAFUVILRET BRIV VEEFERLTHE &L,
WHRMEIRBICREINT, fIAIE, EYHEHR. Mikmdn MEsEr
B REEEY. YV E. RTF R EYIVE ARIEEMENES
bhd, INSIEBAMETH>THLL. FRYETH>TH L,
WRMEDFETT, T774 VEBEHREBISAF Y E2EMIBTIHER
BIREINT, Az, HRYEL2EUCBARPT. L5714 Y RUERE
ISRAFVEAVFAR—PNTBIEILE>TITICENTE S, HERYE
DIEFETTIR (a) 2TH2BEICE. BRYMEZEFTLVWERPT, T
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[0049]

[0050]

74 VRVEBREISAFVEASA VFaR—bFThiEIWV, AKRICIE. P
BSEDREMAFERTZIENTES, BBRFDIS 7 1 v DREIZHIC
REINAGWAS, 0. T~10ug,/ mMLETEZIENMFELWL, HIRYME
DREIR, BEREITNEEL BIZIE. 1~100ug/ mMLETEIE
NTEB, BEROpH (25C) &, 3~128FFLWw, I8 (a) TH
WBARICIE. MBESEHRMLTHELV, T574 VRUBEBEISRAFY
HEMBIEIEROREIRL. 4~40CHHFFELWV, I57 1 VRUEMEILT
SAFUEEMIELIERAIE. BE150~24FHEThEELLS, 309
~ 2BFEAFE L W,

T2 (a) Ok, I (b) Z17581IC. PBSHEOEERTHFL. KK
ISDWERMERCLIS 71 VERET DI EMITFFE L,

T# (b) IZBVWTK., LREEMEBDEFEICELS, LIS T7 4V &ER
EISRAFVEDBHEDOHEEAKRET 5, LEBEAOHEEORHIE. T2 (
a) KBWTHRRYEDEETRVIFEATCEREISRAFVICKE L
IZ74VDEZEEL. WRYMEOEETTCEBELIZSAFVEHELE
IST74VDEBE. BMRMEDOFEETTEELELISAFVERELETS
TAVDEEEZLRT B EICLYTOIIENTES,
BEHRIEISZAFUVIRELEZIS 71 VOEESFRIIFRICREINT, En
zyme Linked Immunosorbent Assay (EL
| SA) ETITOENTES, AIZIE. I (a) #RBEEHIEISRAF
VI IS 74 VRAERBIE, %% L TRRIEOMFEZRE LK.
MIZ 714 VRABERIGT 2 2 RMFAERBIE, H%E L TRRED 2745
FEBRET S, 2RAEICIE. BIZIE B39 ERLIFIT—E (
HRP) . ZILAY 7477485 —+ (AP) FOEHR. Xi&, HABRT
ZHRINEMIS 71 VB ERIST 2MAFEERT &N TES, 2R
HEICHEALTWBHRP, APEDERICHNLAEEEZRBITTHEE
XIGFENEFT. Xid, BEICLYEBENXEZF/ T, ZREBE L CERENANIEE
HeTL—h) =¥ —F2RAVWTEET D EICLY, BREEISRAFVIC
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[0051]

[0052]

BELEISTAVEEETDHIENTES,

e, BIOEBEBRICBWTIE, IR (a) Z2REBEEISZXF VIS, H
RP. APEDER. Xii. BABRTERINZRIS 7 1 VIAFERIG
I, KRRIGOMBEERELE. MAICREELTWEHRP, APEDE
RICHISELAEREEZRISITTREBXEENLZF T, X, BEICE Y &t
ERT. RREELLREREAIELETL—MN) -V —F2AVWTER
22&IC4LY BRIEISAFUVICRELEIS 74V EEETHIENT
x5,

FEEEtBEERELT. Alexa Fluor (BEMEE) 488, Ale
xa Fluor (B8EE) 596 (Thermo Fisher Sc
ientific Inc.) ZFEERTZIENTES,
BERMEDEFETRUEEETCERLELISAFV/ICHELEIZ 71400
BB L. FRYPENEETT2AD. FELAVWGE LR L TERLT
SRAFUIHEEGLEIS 71 VOENVRWVEE, ZWRYEILX. T57 4
VEBMEBISRAFUEDREEEZRE LLEFTEIN S,

FETRE (b) ITBWT, HRYEOEETICEWT., HRYEDIEEET
EHBRULTEEEISAFUVICRKELEIS 74 VOEN DRV A RE
INFBE. BHBRPMEOEREILLY IS V4 Y EERLELISRAFY &Of
BPAEIN-EMEIND, T2 (c) IKBVWTIE, ZERMEDEFEIC
SYUYIS 74V EEREISRAFY EDREENHEEINLIZGEIC. SHERY
B2ISRAFV—I574 VEEKRBRIIEIERZET52WE S L GERY
%,

AFEBEORV ) —Z v THERICENE, BFEIC. XRLCISRFV-IF
T4 VEEBRERIEER BT 2MEDR YY) —ZV J%&THIIENTE
%,

== )

UT, AEBAZREGHICEDWTEHRIAT M. AFERBIE IS DOERLICR
EINDEDTIEARL,
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[0053]

[0054]

[0055]

<ZfEF 1>

B TINITIE. T OEYHENEER L7,

(1) NyoayI—yHtEd: Xy>a>yIL—=Y (VFE/ bTAY
T DRE) OB

(2) bYFUEVHHEESN : NI F VY HOREOHEY

(3) YOHSVHEY : v OHS > OEFORHEY

(4) ZIFTTHEY : 7ILTT7 OROMEMEY

(5) EA4 3Oy +FHtEd: t1 I3 OV FFOREOMEY
(6) Ya v 7HHY : ¥ a7 JOREDHBY

(7) MY =Vt : TEORTFOHMEY

(8) #4 X : ¥4 XHEDHEBY

LEEEMHEEYIE. LEEY A RE THE L 2RSS BIBIC & Y EYE
BEREL. 2REINRL—9—TRER. ZBRTI2IEICLYBLLOD
Thd, £i8 (1) . (2) KT (4) & #EYOBHERMETNThEEED
108D, 3—TJFLYJYI—IKBRIEL, BET. 1B 1EE
BREEZMATI O~7HEME Lz, £58 (5) . (6) RV (7) I
DWTIE, 1, 3=TFLyFYI—LKBEEDOKHYIC30~90vo |
%TH /) —IKBREFEMAL, ERFETHE LA, L& (3) RV (8)
IKDOWTIE. 1, 3=J7FLyJ)a—LKBEBERORHYICEKEFER L.
EEAETHE Lz, BonMRROENMEN %, LLTFOFFMICH WL
Solid phase binding assayickyY., 4> 7ILOD
ISARFV-—IST7 14 vECHERINGEERZFML%A, Sol id ph
ase binding assayld UFOAEETIToA, RNV
7—ICE, 0. B%MBFEB7ITIVERY VEEERELERIEK (PBS) %
FR L7, EMmEY (BR) & YAFILRILEKFS R (DMSO) II&
RIETHERLE,
NORISAFURCMBETZINIII VEERBANAY 77— (14mM  [REB
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[0056]

[0057]

KFEFR)DL, 6mM REEFN)DL) ICT20ug / mMLICERLE
HLDE, 96NRFL—MI100uLFDORMLTE,
NSTANLTEEBHLEK., 4CT24BBRBIE, RINRERE
L. &9z HEYT1B50ulLdy4ry>anyIy— (0. 5% Twe
en20 in PBS) Zz@&mLAERE D4vianNyIr—%KRELEL
o CNEIMOIRYRLIZ, CORTY THELT %] &953, RWT, &
DIAHEYI100ulLTAOvFV TNy T7— (5% RFLINLY
in PBS) zA&MNMLAZ. ERETIRERGIEEL, 7OvF2 IRy
77 —DFEEET o> BERERRIGEIT >, Y TILOESHERK
REICBWTIR, 87 zH7YE0uL DBEEFRBKR (T5714 2 (K&
BETwg,/ mL) . LEOEMMEY MEBE1Oug, /mL) RUDM
SO (EEO. 1%) in FRNAvI77—) &%KML., 37CTI1H
BRSNS,

BERRIGRES S LR, T57 4« VRS 1 RinARBRERML, 37
CTIRERBIEL, 1 RABERBRERSE LK. RF—R5T71v>a
RIFF 25 —EEEFEN 2 RAERISRERML. =ETI1RERIGS
e, 2RAERBEREZRELZE SO ILHLYT100uLDTMB (
3, 37, 5, 5 —FIRISAFIRVYIIY) BERERML, ERBT30
PEREI . VI NHEYT00ulLd1TM Y UBZERMLRIE%
BlELER. 4707 Lb— M) =¥ —%2AVTRAELZRANE LE (ER4
50nm) ,

FEMNERE LT, EARERRIGICEWT, LRBOIS T« v RUHEY S
MeEECEEFERBBEORDYIC, T574Y (KEBETug / mL) RV
DMSO (#REO. 1%) 280FMNNv I 7—%80zIHEYEOu
LAMUTRISZEIT o7 NY I T590 RELT, BEREERRBICEW
T, LBEOIS7 1 Y RCIEYMHEYN 2 ECEEERIGROKL DY I, DM
SO (KRBEO. 1%) 28TFERNY I 7— (T35 7 1 v RUHEMHEHY
HEEERW) ZEZUIHEYS0OulLRmMLTREZTo>7=. EEBUAIE
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[0058]

[0059]

[0060]

[0061]

[0062]

. MEMHEEERIN LYY TV ER UAETRERBRE OREGETUVL,
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X JP 2013-60404 A (ICHIMARU PHARCOS CO., LTD.) 1-11, 14-19
04.04.2013 (2013-04-04) claim 4, tables 4, 5,
paragraphs [0110], [0083]

% NEESE, M/-)b M OBADIER, FooD STYLE21, 2016, 1-9, 12, 14-12
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filing date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
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Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A WO 2018/33227 Al (ORTHOGEN AG) 22.02.2018 (2018- 1-12, 14-19
02-22) page 3, paragraph [0001], page 9, lines 32-
34

X MARTIN, M. et al., “Anti-aging properties of a 2, 3, 6, 8, 10-
passion fruit extract, targeted on wrinkle 12, 16, 19
formation.”, Journal of Investigative Dermatology,
2017, wvol. 137, no. 5, suppl. 1, p. S93, 538
entire text
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. |:| Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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:
See extra sheet

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

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

3. |:| 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. & 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.: Invention including a
“passion fruit extract” in claims 1 to 12 and 14 to 19

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

I:' 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.

I:' No protest accompanied the payment of additional search fees.
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JP 2013-60404 A 04.04.2013 (Family: none)
JP 2015-17081 A 29.01.2015 (Family: none)
JP 2005-343887 A 15.12.2005 US 2005/0265946 Al

paragraphs [0002]

UsS 2007/0116659 Al

UsS 2010/0189709 Al
WO 2018/33227 Al 22.02.2018 JP 2019-529357 A

paragraphs [0007],

[0038]
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KR 10-2019-0046793 A
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JP 2016-534982 A 10.11.2016 UsS 2016/0235794 Al
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<Continuation of Box No. III>

Document 1: JP 2013-60404 A (ICHIMARU PHARCOS CO., LTD.), 04.04.2013 (2013-
04-04), in particular, claim 4, tables 4, 5, paragraph [0110] (Family: none)

Document 2: JIEZ¥, Nt/-ITMOPADIER, FOOD STYLE21, 2016, vol. 20, no. 3,

pp. 58-60, in particular, fig. 6, non-official translation (KAWAKAMI,
Shinpei, “Action of paseno-ru TM on skin”)

Document 3: JP 2015-17081 A (TOYO SHINYAKU CO., LTD.), 29.01.2015 (2015-01-
29) in particular, paragraphs [0004], [0005] (Family: none)

Document 4: JP 2005-343887 A (KAO CORP.) 15.12.2005 (2005-12-15), in
particular, paragraph [0002] & US 2005/0265946 Al, in particular, paragraph
[0002] & US 2007/0116659 Al & US 2010/0189709 Al

Document 5: WO 2018/33227 Al (ORTHOGEN AG) 22.02.2018 (2018-02-22), 1in
particular, page 3, paragraph [0001], page 9, lines 32-34 & JP 2019-529357 A,
in particular, paragraphs [0007], [0038] & EP 3352770 Al & CN 108348549 A &
KR 10-2019-0046793 A & US 2019/0231816 Al

Claims are classified into the following 9 inventions.

(Invention 1) Invention including a “passion fruit extract” in claims 1 to 12
and 14 to 19

Document 1 discloses a wrinkle—-improving agent having a passion fruit
extract as an active ingredient (claim 4, tables 4, 5, and paragraph [0110]).
Document 2 discloses a skin sagging—-improving agent having a passion fruit
seed extract as an active ingredient (fig. 6).

In the invention in c¢laim 1, with respect to the first option, an
“inhibitor of degradation reduction of modified-elastin including a passion
fruit extract as an active ingredient,” considering that it is common
technical knowledge that elastin in skin maintains elasticity of skin and
reduction and modification of elastin cause skin aging, such as wrinkles (if
necessary, see paragraphs [0004] and [0005] of document 3, paragraph [0002]
of document 4, and paragraphs [0007] and [0038] of document 5), it 1is
recognized that inhibiting degradation reduction of modified-elastin 1is
namely maintaining elasticity of skin and the final purpose is maintaining
elasticity of skin and thereby improving wrinkles and sagging as described in
paragraph [0014] of the present description.

Therefore, an “inhibitor of degradation reduction of modified-elastin
including a passion fruit extract as an active ingredient” in the invention
in claim 1 cannot be considered to provide a novel usage in light of the
description of document 1 and document 2 and lacks novelty, and thus does not
have a special technical feature.

This also applies to the parts “including a passion fruit extract as an
active ingredient” in claims 3, 6, 7, and 10 to 12 referring to claim 1.

Therefore, the parts “including a passion fruit extract as an active
ingredient” in c¢laims 1, 3, 6, 7, and 10 to 12, which have been evaluated
with respect to whether or not a special technical feature is present, are
classified as invention 1.

In addition, the parts “including a passion fruit extract as an active
ingredient” in claims 2, 4, 5, 8, 9, and 14 to 19 are classified as invention
1.

Form PCT/ISA/210 (extra sheet) (January 2015)
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(Invention 2) Invention including a “marigold extract” in claims 1 to 12 and
14 to 19

With respect to the invention including a “marigold extract” in claims
1 to 12 and 14 to 19, in regard to each plant extract set forth in claim 1 of
the present application, neither a region of plant to be extracted nor an
extraction method is specified, and what components are contained in each
extract is unclear, and thus it is not recognized that common components are
contained in the passion fruit extract and the marigold extract, and it 1is
recognized to have the common technical feature of “including a plant
extract.” However, since said technical feature does not make a contribution
over the prior art in light of the disclosure of document 1 and 2, this
technical feature cannot be considered a special technical feature.
Furthermore, there are no other identical or corresponding special technical
features. Furthermore, the invention including a “marigold extract” in claims
1 to 12 and 14 to 19 is not substantially identical or equivalent to any of
the claims classified as invention 1.

Therefore, the invention including a “marigold extract” in claims 1 to
12 and 14 to 19 cannot be classified as invention 1, and thus is classified
as invention 2.

Like this, other plant extracts are classified as the following.
(Invention 3) Invention including a “white mustard extract” in claims 1 to 12
and 14 to 19
(Invention 4) Invention including an “althea extract” in claims 1 to 12 and
14 to 19
(Invention 5) Invention including a “Salix alba extract” in claims 1 to 12
and 14 to 19
(Invention 6) Invention including an “Acorus calamus extract” in claims 1 to
12 and 14 to 19
(Invention 7) Invention including a “peach pit extract” in claims 1 to 12 and
14 to 19
(Invention 8) Invention including a “Glycine max extract” in claims 1 to 12
and 14 to 19
(Invention 9) Invention in claim 13

The invention in c¢laim 13 cannot be considered to have a technical
feature identical or corresponding to that of claims 1 to 12 and 14 to 19
classified as invention 1. In addition, claim 13 is not dependent on any of
claims 1 to 12 and 14 to 19. Further, claim 13 is not substantially identical
or equivalent to any of the claims classified as invention 1.

Thus, claim 13 is classified as invention 9.

Form PCT/ISA/210 (extra sheet) (January 2015)
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