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(57) Abstract: An immunoassay method for a cross-linked N-telopeptide of type I collagen comprises a step of bringing
into contact a biological sample and an antibody binding with peptide fragment comprising the amino acid sequence
represented by JYDGKVG (SEQ ID NO: (1), or an antibody fragment of said antibody. According to this method, the
operation is simple and NTx can be accurately measured.
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. XEELO—2% 7 HO—-RREOSEFEM LN SR ZEEERV
522ENTES, EHEOMRIFFICREINT, X B2 w107
L—=h®X2TLY) | E=XEBLLERFR BIAE. Z7v 0 RRF.
BRI F) . XRIEER (BIAE HBRE) AEROMREBIRTE S,

AFEPORBEREFEZICSWTE/ 7O0—FILRGAEZAWVWSHE. fl2E
. BROBESEERALT, E/70—FLLRAEET1EOHBWVWT, NTx
DHEREAEEZTDHIENMFELYL,. E/ 70— F Ik 2BAVWSEHEEIE
C2TEEOE//O0—FInKE. BRB2IEN-TERHT I ENEFE
LW, TERQRZIEN—T%2R#T 2] &3 TEN—TELTERHTZ7
T/BENNEELBRVWCEEEKRT S, TEN—THERHZHEE. TOD
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[0027]

[0028]

[0029]

[0030]

DBED12HEI—HFOMEOERDOIE RN —TDI>ED1 DEERNIEL
LYo

ABHEICSWT, AL OHRAM R M ECHEXIZT I / BEEE5
ETRIGT 2] . T8RFETS1 . RO TH#HET 2] . AETHWLNI D,
MAESME (EaW) & TRIGT 21 HMELI ORI, MEEHELEEL IS
A, BREEL I SA, XBY Y RMyFEL I SAREICELYITIZENT
X2, TOM, RESSXEVHE (surface plasmon r
esonance) ORBEZMALALEAZE (SPRZE) ALICLYTH &
NTEB, SPR%IE. Biacore (BHEBE OLMTHERINhTW
3. BB, tvY— XRBEEREZERALTITIENTES,

Pz, BRI ZRERBHIVDRI ) —=VTFH%E REMECEL | SA
) ERROBEZ LZEIC. RTFRRZRMLTWRWRAT 4 73
yhO—LERRLT, BRICRKED LFE LERTF RTR%Z, ke~
TF R & REELAEETHAT 2 &N TE S,

(/7 0—FIIAEORESE)

ARBORFAESEICSVWTE/ JO—FIAGEERBWIIEBE. /7
O—FIfkiE, ;iR (RER) &LT. QYDGK (C) GVG (EHE
F52) TRINDT7I/BREINNLLOMDIRTF R ) VEBEREEIERIR
KEEDBBEITAEL., COBREFE NFPICHRE L TRET DI EICE
YRR TE S, HEILIG U TRIZARICEED T Y 2/87 MERML 2%,
IV avERWTREZT>THELW, 7P/ Y & LT, K
BZLE, KAdARKBZLH, KPBBEF. YRY —4A, KBLETILIZD
LTIWBREDRNBINSE T2/ MDIED, £ERDTEARXRDY VINTENX
ERTF REPELEEZBVTE LU,

REICAVIEBYMOREELRICRESI hAVLD, BB, AIAETIR
YN OV ORE E BYY TILNRNA TR XIES Y D
TFELL, SYBFFEULKRTIRARIEIZY FERAWS I ENTE S, B
REIX, —BHRAFERICE> TIT 2L BIZAIE. ROB®K. #FLL
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[0031]

[0032]

[0033]

RPNV NEDREMESVORT. KA. #Ik. XISEERICERT
BEICKYITITENTES, BENEIL. —MBNICREINIBYPORE
FRUORBICE > TERDDT, BREATV2—ILRERAINZEHMICIEL
THERET D IENEFZ LW, MERBRSRERVOEERICABMNEYIRL
IO EDTFELLY,

AEBEOE/ 7 O—FIIRGEER2 DI, BIZHmELUTORENTTHN
2ZENTEZN, ThLHICREINZ Z &RV, B/ 7O0—F I iak*E
NEFROEEREICOVWTIREERATEAMNINATSEY., MORNAINTWVWS
DTHUEZIFAROMREAWVWD Z EICE > TAKBOE / 7 O0—FILilE
ERET D ENTRETHS (FlAlEAnt ibodies, A Labo
ratory Manual (Cold Spring Harbor L
aboratory Press, (1988) #EBo=RhEESBOIE)
ERREE. RELLBYI SMGELMETHSEEMREH D W) ¥
NEHREEREE L. SWMEERZE T 2 EHERROMAEMk - ME/ME T 5
CEREYUNATY) R—T 2R TEZIENTE S, HIRERMEICITNMAESE
B (B -8) "EVWVlRERWVWSZE’FE L. FALESHEHREOMBK
RS T SMAELMIEOBERT 8D EFEEEI’HDENLYFELL
o HIRERAIE., BEOFTAMOBEEIIR >TITIIENTES,
JO—ZVJIR%E EEINDZE/70-FIHREFEEQYDGK (C)
GVG (BANES2) THRINDTI/BEINOHDZRTF NitF & D
BREZEL I SA, R AZK, XRBESMPELEDHEERWVWTT v 24
THIENTES, CNHDBREICEY. BIRINENSATY R—<HRE
OMEEZETHE/ VO—FTINGREZEETI2HELNEHEE TSI ENTE
oy

AIEED L DICLTERI NN T R—TZREEET DI &ICLY,
FEOHMZETIE/ /0—TIHTKERET D ENTES, REER
DOFEISFICREINGWS, BIZIE. N T R—< &2 BEEOEMAP T
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[0034]

[0035]

[0036]

BELTCE/ 7O0—F ik aEhICEESE 5% RUBAEDOIEIE
RICNA ) R—=T %&5F5 L CIBiEX &, BBKPICE/ 7 O0—F Ik EE
CIHDIHEREZRITBHIENTES,

B/ 7O0—FIHEE LTE. MESTFRAE0RNMINMERERIGEE %
BT2E/ 70T IEORKIFEERT 2 & EARETH D, RO
EDICEHYANDRETIREZRTHELNLZEDODIEL. BETHARZ R %
FERALTELNZE/ 7O0—FIHE BIZE FASHRE. £ Mok,
EMNAAFEEEAVWDIEHTETH D, T/ VA—TILREDRTH & LTIE
BlziE, F (ab’ ) ,, Fab’ . scFVvAREREFLINE, ThbD7
SUTAYV MNIRIEED LD ICLTELONZE/ 7O0—F IR ES VIV ES
REER (FIZIE. RTV U RRAUARE) TRETEZZE, HDWVWIEER
HBODNAZ/O—ZV T L TKRBEVPEBEBZAVCEERTREIESZ
EICKYARTE S,

(FRER)

AFRBORERNEREIF. RERIC. REBEZSUIENTE S, REBEE
. DFLXCLHLN,O; (CAS RN 69—-93—-2) THRINZE#E
BYMTH B,

MAMRERISRED. REBOREIE., AFEBODRIELNDRYBEIN
WD, BIZIEL0. 001 ~0., 1EHEE%THY., FELLIEKO., 01~0

1TEHEE%THD,

AEFEEICSWT, [REEOEIE. REBELEEBRTHDIV)H—EEZHAVE
BERE] ICFYRIETDHIENTE S,

(REREFE) [REAESZE SERREAEAORBEFBLT, &
FEROFRICEFEFNIMEDLANLVENET 2HETHD, LRIV &
. MEOE. RE. XRBEFEE LIBTETOREEEZET,

AEBAOREAEREE LT, EXEERLRERNEZE (ECL |1 A)
. BRARANEZE (ELI1SA) ., STy IVRAREWLEE (LTI AK) .
EERARBEAEE. AL/ 00X MTS5T7 14—, RUBRAREENETS
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[0037]

[0038]

N3N, INLHICREINDEDTIEARW, AFEBORERESEIF. BE
L<ik. ELISA, XIZECL | ATH%, AEBOREBNESEIZ. A
VERXBEAVENODRBERANEAEZTHDIENTEDS, T, REZE
TSI, BRAEZFERTZ2IEEHTES,

BERICB T B2ARBOMAEDEREIZ. REANEFEXITEFABOELE
ZINCCHEERETZENTEZA, FAlZE 0. Tng/ mL~10
Ouwg,/ MLTHBIENTES,

LT, RERAEAREZELT, BBAEL | SARUBRASECL | A%fIRL
T MEDOFIERVREZFHAT 5, TRIEAFRRAO—ZRIAEICS TSR
EDOFIERCRBZEICHATRTZ2HDTHY. AFEBOHEZMSRET 2
HEDTRAW, Fe, TROREAUERFEDEZICEWVWT, MADOEEAD
EEbDAE RESESME s OFEHRE RUESNEORBESOER
MRAEIF. RIROEDEEH., HEEZFICAMNOAEZFIRAKFERT S
ENTED,

AFEROREREREELTE. UTOLI>AQTE (1) ~ (3) 220
BALETHIHMAEL | SARZIFRIENTES, T (1) ~ (3) %
T NEFIFRE X Ly,

(1) T 2EFEAR%EZ, REAXRTF KR 2EEL LTI 707
— MIHMT B
(2) BRTEHLAXRBORGEEYI /O L— MIHFMT 3
(3) RICEROBEEZARML T, BRRGICHEXT SIS TFILZAET S

AFEENPICNT xPEEL. £AEBAONT x EXREROTEEDR
e BRICEER LIRERBRTF Nl S AFEBOMAE ORIGE DFE
THENELD &, YTFIDOBEMETT 2, . MAEZBERICBEZT
EAFVTEBTDIEETES, TOBA, ELXFVICERTERLLR
N FRTPEDVAERBEIEZZENATED, TLT. EEELTOPDE
EARMTDIEILELYELIRES TFIVEZAET DI ENTES,
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[0039]

[0040]

[0041]

FEEL I SAIKBVWT, ZRAAKREZRAWVWS I EHTED, APMEEICS

WT, TRAKE . ARBAORBERENICRB T 2MEKTHD, 2R
HEEBWSIHE, UTOFIE (1) ~ (5) 2MAT 2 ENTE S,
(1) T 2EFEAR%EZ, REAXRTF KR 2EEL LTI 707
— MIHMT B

(2) AEBORGFEETA /O L — MNMIHNT
(3) ISICBREH L RAFEERNT 2
(4) BEZMATHREIES
(5) FL—h)—4—%5%2BWVWT, RIEEDOYV I/ FIERET 2,

ESILERALFEANEER (ECLTA) &3, BEICLYEBMEEHEIN
IH, ZTORMAEBEZBRETHIETHEBREMEDOEEZRNET 2AEEEKT

%, BEREERARENEETIE. BFPEE LT LTV LBEEREZRV
22ENTED, BBETREITAES VALY ILT =V LEEERL
REBICLTRAIES, LT COLTZULEERORNEERHE TS
ENTED,

AFEROREREREELTE. UTOLI>AQTE (1) ~ (3) 220
. GEETHIHMEECL | AREIFRI &N TES, I8 (1) RV (2
) ZITDIERIZRE S L,

(1) T 2EFER%EZ. REARTF RiTF 2EElL L-BERN TS
CRIERICHINT 5
(2) ESbZHENME. FF L <IGINT =Y LK TER L - AFKBPOH
FERERICSHNT 5
(3) RAEHICHRKRT 2RENAOBEEZFAT 2,

EEERPICNT xHNEFEL, EFEEBFRONT x EAXARBORGEE DR
&L MR TICEEL LMEBERRTF Rifh S AFKBORGFEDORIGE
DOETHEEDNELD &, RABEMETT 5,

AFERORERNERER. BRBICHLUT. MTOIREZEVIEHTES
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[0042]

[0043]

[0044]

- AR ORILIE TR,

- RERARTF R RZEMRICEELLT 32 TR,

-RHEBRTF RERICES L TWARWRGA, RUCEFREB %% L TRE
5B,/ FiReIiE

- BABEONT xEFHBZAE LIEBOFEABEICEOWT, FHRILE
HABELNLEFRABPIONT X REZEHT TR KU/ Xid
-BHLULEEFENPONT X BEZFE—RES BT SR TE,

AL & LT, £FERODO 5B, RTREFIRIKICK 2 £EKEHBOFR
BEDNEIFOLND,

BREIR. BRE. £HRHABNEOEH. RONT xDRAEDCENZERE L
T, BERET DI ENTEDS, F—BMEIR. £HRFHEBIKRTHZHS. Al
EDEMICIELC T, UTOEZEATES,

- BIRRIREH M O®ES : 200nM BCE/mM-Crellkt

- BMEE (AR, R, RIARE) OB8%IBDEZE: 100nM BCE
/mM-Crellkt

- BIRNFEDIEE : 55nM BCE/mM:-Crellk

- BMRERFAROER (B AJDER) :54. 3nM BCE
/mM-CreiB

- BHERERFAROER (BERYRY XV 0DER) : 356, 3nM B
CE/mM-Crellk,

BRERHEETH>TH LW, [B-BHENESHETH S &IF. "Th
2EEDEIC. BEFNLGBMENEEL. AEENZTOEAMLREL Y KE
WHARINEWIHIET B EICIYRBOEESFEZHIMN L EEEKRT
%,

FE—RBMENSETHDHEE. F—BMERK. 1. 0~300nM BCE/
mM-Cre®dPfl. 5. 0~250nM BCE/mM-Credf XX
7. 0~220nM BCE/mMM-CreBEICEETDIENTES,

AFEBORBERERETIE. YT FIOEINE—RBELYTWVEER.
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BRI TEE £ U2 RBEES. fIAIE. BHERES L < IXERFIERFIRE
MWEETEFELZBRBL TV, &, BHEESR (IS, IE e BELLCIE
RIMIARRE) 2B T I2RRICBEVWT, BEHBORVWIHIEHETZIRES
L ENTE S,
AFEBAORBAES LTI, YT HILOBINE—RIEL Y EWNGEEIE.
BRI TEE £ U2 RBEES. fIAIE. BHERES L < IXERFIERFIRE
WEEFEERAZBR L TVAWL, Xid. BEES (B, 2B Wi &L
CIFRIIZERER) 2B T 2RRICHBVWT. BEBORVWHIAVWCHET TR
HEECIENTED,

[0045] AHAOREREFEICLYEL LZEFENFONT xXBEICETWT
. BHREEBBLTVIHRICEITE. FEDEXRDARENIREHET 2
ZENTED, ZOFE. ARPOREMNESZEIE. LRBIRICMAT, L
TOIREILICECIENTES,

- WRIC, FEDEXEERETHIR. KU/ X
RN SEE L AEREBRONT xBE4 S BB & bk e 2 T2,
ZOiFE. BERER. REUNEAEZORE. £EFENOEE. RNT
xDRHEDEMNEZERL T, BEHEKRETDIENTES, FRMER. oK
ICREDEEEES T 2RIORIERRICEFEINT xDAEETH>TH L
W,
AFEBAORBAES LTI, YT HIOBINEZRBIEL YEWNIGEIE.
HEDEENESHEREICH L CEEMRIH DI EHET TR XETJF
IWOBINE_RELYBVEEIR. FEOERNEMEEICH L TEEMD
ROBWVWEHIET ST, 2830 &NTES,
BIEEDABEIROHETIE. HEEBISHEZTV., BEMIREZE=S )V
TLTHELW,
BRI EDERE LTIE, HIAIE. EX 7427+ %— UKL iRAN
KLIEE (F/237) . Ao LB HEI BTSN,
[0046] 2. £H&AEPFO | HIS—F U EBN-FORTF ROBEAEF v b
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[0047]

[0048]

[0049]

[0050]

[0051]

AFEBAOEFABNADONT xDREFAEF Y b (AT, BICAFERAORE
AEFY FEMT R EDH D) 1E. AFRBFORKEST,
AFRBORERNEF Y ME. AREBOMAKAEZ—ESO. FEeE. FELL
IEBAEL | SAXKRBAECL | ADLEODRERANEFY NTHBZ &H
TZ %,
AERAORBEANEFY & LTE 14/ 8J5T74— ELIS
ERUEERARENEZE. 27V 97 ARELELE CEERALREANEE
. RUBNREEEERT 2O0OREAEF Y MAFFLNDZH, Thb
ICREINZ EDTIEARL,
AEBORBHNEFY ME. 1 VERXIIA YENOOY Y FILEDHTT
51ODRERUMEXY NTHBIENTE S,
AFEBAOREAEF v MK, EMNC, BEREME. BESERNERSR
BEwork, ORERERE. RASRKR RO/ XBEAHPELEEZE0
ZEHETED, MAEZEUCHESZORER. YEETHNITETRAETRE

H5,

LT, B&5EL | SARUBSECL | A2fIRxLT. Fy MIESEND
AEARIAT %,

FHEEL | SADBE. AEBPOREMNEF Y M. UTFICRT (A) %
ST ENTED,

(A) KFEBDHAE,
(A) AHEBOHMEIR, BRTESHEINTVWSIZEN/TFELL,
FFEEL | SADZEIFR. AEBAOREAEF Y ML, R1EE (A) KM
T. UTF (B) R/ XK (C) 22802 &EMFFE LW,
(B) JYDX,KGX,G (B3&ES3I3) TRINDT7 I/ BENEZSTR
HERTF KRR, BL. X, BRUX, & EFREOF7I/VETHY., FFLL
e Xqd TN UREE)UTHY., X, N rRiIEO42 0 THD
FUBFLLIE, X BN TS U THY., X NV THB,
(C) (B) #EEI\LTZHDOEME. FELLIEA L/ TL—F
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(B) MHRBRTF KR, F& (C) BEHRICEAEEINIRETH Y
MIEFEhTWTH LV, (B) BRHAXRTF Ntk & (C) EEDN. Fv
MIBI#ZICEENTWRIEEIE. RESNETO>EN. (B) BEHRBRTF
Mir% (C) BEMRICEET %,

g, AFEAORZRAEF Y M. (D) AFEBEOMEICHENICHES
ZIRIMAEEILICEATH LU,

[0052] FRSECL | ADBZER. AEBOBERAEF Y ME, UTICTT (A)
HEECIENTED,
(A) BRIEERNHE (FI2IE LT LEERSE) TEBLLZARBOD
I ESUESHE

[0053] FRSECL | ADBZEI. AREBOBERMEF Y ML, AIEE (A) KA
T. UTF (B) RO (C) Zz280 2 &MFFELL,
(B) JYDX ,KGX,G (B3&ES3I3) TRINDT7I/BENEZSTR
HERTF KRR, BL. X BRUX & EFREOF7I/VETHY., FFLL
e Xqd TN UREE)UTHY., X, N rRiIEO42 0 THD
o LFUTELLIE, X D, VI UTHY., X, N U THB,
(C) (B) #EELTZ/1HDEM. FF L < IdBMRF

(B) MHRBRTF KR, F& (C) BEHRICEAEEINIRETH Y
MIEFEhTWTH LV, (B) BRHAXRTF Ntk & (C) EEDN. Fv
MIBI#ICEFENTWRREIR. 2METI2EN. (B) REAXRTF N
F% (C) EHICEZEILLT %,

[0054] ORICERES%=ZEFTARRZEERNICHAT S, InoIFARIFAOHE
ZRET 2 HDTIHARV, @b, FICHBEDOGDWERY., BITEENEZEKT
%,
= a5l

[0055] <FAZMGIT1T E/ 7 O—FILREDORERED
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min (Thermo scientifictt&, CAT No. 771
26) Z0. 2mLOBRKTHEBEL. 1Omg/ mMIDMaleimid
e—Activated Ovalbumi n®BRu=HFE L~ 2mgdDR
T7FRQYDGK (C) GVG ( (C) IEKDRIHEICHKE. Nx—2RTF
K) 0. 2mLOPBSTHEMAL., 10mg,/m | DRTFRBKRELE
c A L/~Maleimide—Activated Ovalbumin
BBRERTF RBAREEZREL. BRT2HEE®RLL, BONERBKEE
PBSTEML., YRAFTAVOFF—IEENLTOval bumindi
BLERTFR (RER) 217,

[0056] &L

[0057]

20ulLmER*Freund s Complete Adjuva
nt (Difco Laboratories#tfl) &REAL. 6B F
344/Jc135y bOEEBRT. XiE7vy b3y NICRELL, 2:BE%E
20uLoREREZFreund s Incomplete Adiju
vant (Difco Laboratories#&l) &EAL. 8IS
v FOEERT. XiE7 v b3y RICREL., BRROEBRELZ 2BEEICHRE
L7, SOAREERUE. +o0AENMLFORETELERIC. PBS
THEMLEREREZBERRE L, BERED 1 ~3 B&IC. BEHEE. 15
&) VAR R RS v/ ElEEEIR L. EXMEeEIlLY IO
—<HlESP2 /0t@Ma Lk, MEMEIEI6we | | TL—FTEEL
. BMEDNDS T XIE8HERICEELFZLOUINL &, BT 2EREMRLEL
| SAILLZRVY)—=VJ%EREL. Nx—2RTFFNICRB LIKEE
RLy7Oo—=—>v7 L7,
A7) =22 07%% (EEHEEEL 1 SA)

Imject Maleimide—Activated BSA (Th
ermo scientifict#®, CAT No. 77126) %#0.
2mLOBEEKTAEBEL, 10mg,/mMIdOMaleimide—Act i
vated BSARKRZRAELL, 2mgDNx—-2RTFFK%Z0. 2m
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[0058]

[0059]

LOPBSTAMEL, 10mg./m|DRIFRBEKRE L, ABLEMa
leimide—Activated BSABRERTFRABREZEREAL
. ERT2KEBH L, SONAERISKREPBSTEML., YXATA1 20
FA—ILEENLTBSANEALARTFR (Nx—2RT7FREABS
A) #887. 0. TuL/ mLORETPBSITABLIENXx—2RTFR
HEBSA%Z50uLEFD96we | | TL—FDEITIICHEL. BB
T2RMEBEB LA, €Y EPBSTT3IEMESE%. JO0vF oKk (1
% BSA—PBST) Z100uLd2&UT/ILICHEL. ERTI1KHA
BEBELL, VIS TOvF Y IRERER. EELEFEE50uLdD
BVINICHEL. EETINERE L, 8V T %ZPBSTT3E%ES
%, JOvFVIHETI10000FMULAHRPEBYFRS Yy M gG
(Fc) RYysO—+)#E (SouthernBiotech##) #5
OuLd 20z NICHEL, BRETIREHELL, 8V TILEPBST
T3E¥E%. OPDRBHREZSOuLTDOEVINICHEL, EETI10
PEBELL, FERESOuLTI OBV IIIICHNML. RIGEFEIEL X,
TL—bh)—4—TRER492nmIZBITIRHAEERMEL. Nx—2R7
FRIEFEBSAELMAEDRGEEMEE L NXx—2RTFFRFRENT x
ICRIST 2 SHOMEERIIL L, B LAAAHENSS 8823 0RMAEk%E
BE L. MAEEMBEEBAVWTEKEER, 7074V GHSLTEKERE
S L TUBRORBRICA W,

1H1 1 EDER

HB—10611/nN/7yR—< (ATCC) #E&EL. ZTOEELEHL
570F4AVARTLERWT, MAZEBEE L TUBROHRICAW:,
KEREH T N T >CGAERA DREE DR E D

EAFUEHN x 7 XTF ROER

JYDGKGVGODT7 X /EBEIISKDIRTFRK (Nx7TRFFR) 2
mgxZ100mM PBS pH7. 5 1TmLICEREL. Nx7RFFK
W AEES L, Ez—Link NHS—-PEG12—-Biotin (T



WO 2023/068248 23 PCT/JP2022/038704

[0060]

[0061]

hermo Scientificff#) 12. Tmg#%fi/KDMF O,
04 1mLICEEL., 225N X TRTFF RBERISHEM L, KLETIH
BirER. ¥MEI/OYNTS7 4 —THREL, ARISOEF FUEHRZREL
TEFFUEH#N X TRTF RBRE BT,

Nx 7RFFREMHEL I SA

Pierce Streptavidin Coated Plates
(Thermo Scientificf®) #PBSTTI3EEELLE
0. T ug/ MLOEFAFUVEENXTRSFRESOuLTFOEV I
WKaEL, ERTIEE#HELL, &V ZPBSTT3O%%%E, O.
3XIF0. OB ug,/ MLMOS88230RMMAENIETHIT 1H#Hiik&E, O,
02, 0. 05XIF0. 1 0%DEREZSZLBERES50uLTO2EI TIVIC
NEL. BERTIRE#RELL, FVTI%EZPBSTTIEEEER. 7Oy
FUITRTIOB00BICHERULAZHRPEHEYFM IR gG (H+L)
(SouthernBiotech#fl) ,  XIE7AOv*rFHET8500
EICHERLUHRPESZYFMSy bl gG (H+L) (Southern
Biotech#®) 250ulL 328V z/NeaE L. EETI1RKERE
L7ize &7z PBSTT3E%E%E. OPDHEB®RESOULTDRY
TIICHEL. BERTIODBEHBELL, FLEEBEESOuLTOEY TIVIC
L. RISEELELE, 7L—R)—=F—TER49 2 nmIZHITBRA
BafE L, REEZEELVWERZAELEORNEEEZ100%&E LT
. BREAERORSELLZESE L,

NTxE#HEL I SA

Nx7XRT7FREHEL | SAORTFREHETL—b%, BS54
VEEBN-TFORTFRFY N ARFAY—D (FRY N 4TI/ R
TAVR AT 4 ANKEREHR) OME/E L — MIEE LEUMAE, £
FBEBI1 DN x 7R7FREMEL | SAOEAFFUEHN x 7 RTF RN
DIRIYEBDIREBAROEFEEZITo> L, HREORNXEDORHICLS &
ME#ETL—ME 1Tz, BRENA20nmo |l BCE/L&#
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[0062]

[0063]

[0064]

[0065]

Z2EONT xEEHFLTWS,
RUIERERT, BEABEICN X 7TR7F REBVWERSICE. WT'h
OHMEICDWTEHREBRIMNBE LRISCBRABEES 2RO BRH >/, —
FEHEMEICNT x ZAWEBEICE,. WThOMmAICDOWTERBRINE
ELEFRICHUERAERTZED. REICLYMENRARISABEEI N TWY
7o TH11&YES88230RDANREICK ZMEBEMAERIGOEEE
ENBMTH >,

[$=1]
WS FE b
& FH L Nx7 X7 K NTx
btk S88230R 1H11 S88230R 1H11
Bk [ pe/ml] |0.05 0.3 [0.05 [0.3 |0.05 0.3 |0.05 0.3
FREEIREE | 0% 100% | 100% | 100% | 100% | 100% | 100% | 100% | 100%
0.02% | 97% |99% |99% [97% [91% |96% |95% |93%
0.05% | 100% | 98% |100% |95% |87% |92% |84% |83%
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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:

(Invention 1) Claims 1-17 and 21-22

Claims 1-17 and 21-22 pertain to an immunoassay method of type I collagen crosslinked N-telopeptide,
comprising a step for contacting with an antibody capable of binding to a peptide fragment comprising an amino acid
sequence represented by JYDGKGVG (SEQ ID NO: 1) or an antibody fragment thereof, or a kit and idea used for
the method, and thus are classified as invention 1.

(Invention 2) Claims 18-20
Claims 18-20 and claim 1 classified as invention 1 share the technical feature of an antibody capable of binding

to a peptide fragment comprising an amino acid sequence represented by JYDGKGVG (SEQ ID NO: 1) or an
antibody fragment thereof. However, this technical feature does not make a contribution over the prior art in light of
the content disclosed in document 1, and thus cannot be said to be a special technical feature. In addition, there are no
other same or corresponding special technical features among these inventions.

Further, claims 18-20 are not dependent on claim 1. Moreover, claims 18-20 are not substantially identical to or
similarly closely related to any of the claims classified as invention 1.

Accordingly, claims 18-20 cannot be classitied as invention 1.

Claims 18-20 are therefore classified as invention 2.

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

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

N

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.

D No protest accompanied the payment of additional search fees.
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