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(a) (57) Abstract: The purpose of the present invention is to provide: an amino
MG-HT (10 nmolimL in 0.9%FA} . . . . . . . .

aredient 0-108%  fow@020  mamavan mmp@ie  wm pezmamsgaee  cOMpound of an amino acid derivative, a peptide or the like, which is pro-

) duced by derivatizing a glycated protein decomposition product derivative in-

[ RT [min} Area Sm . . . . . . .

: 1 18 meme any cluding a final glycation product and is useful for the diagnosis of impaired

glucose tolerance; a mass spectrometry method which can quantify the amino

. compound rapidly and with high sensitivity and high accuracy; and a method

for assaying for a biomarker employing the method. The present invention

particularly provides a novel glycated protein decomposition product derivat-

ive which has been derivatized and is suitable for mass spectrometry. A high-

\ ! sensitivity mass spectrometry method for an amino compound of an amino

P = R e R ==m acid derivative, a peptide or the like according to the present invention com-

e '\'m_mpm el 2055 p.rise.s the steps of: .reacti.ng an .N.-terminal an.lino group in the amino.aci(.l de-

gracient0-400%  loW@020  WdhAYAQ wrm sjasoz/vsa e Tivative or the peptide with a trinitrophenylating agent or another derivatizing

ey agent to derivatize the N-terminal amino group; and carrying out the mass

M # RT[min] Area T A

i spectrometry of the amino acid derivative or the peptide in which the N-ter-
\ minal amino group has been derivatized. The present invention also provides
r | a method for assaying for a biomarker, which comprises a step of quantifying
‘ the concentration of the biomarker in a biological sample using the mass
1‘ spectral intensity data obtained by the aforementioned method.
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B M =
FEADLAM :
TPI/ MBIV ZORREEEIMAELRLOTIINAFTY—H—OF
vtzA Ak
52 (ibaad
[0001] ZFFBIZ. 7I/LANBLOZTOBREEENNEERSCICNAIAY

[0002]

[0003]

—HA—DTvEAHEIET D, BIFELG, RRBLLEMERDET D
TI/BEEREZMAORVEVRILEDNE DFERLELTELNDE T I /b

EMBLVCTOE. BOWILIDT7 I/ bEaMERRICEREN DEEET

EENARELEENWAEE BLUCETNERVW N1 FIY—H—DT7 vtA

FEICEAT2EDTH 5,

BRI

MERREIE. MEBEENSHENICEWVREZW D A MEEOEFICERT 52
MERERBASM IS, SIMFBREA REE#R T 2 2 &IV, B2 OEENES
Z%0F. BRREUHHESHEEZRET 2 L. ARIEBICHEICAD 0D,
BHICREZZM L., £EBEONE. ROMMERTEDKRS., 1 VXY
ARNEOUBEMIAT I ENEETH S,

LA L., £EBEFEETRE T 2BRBEERIIEABINO—®%W>T
BY, BEEFBEOHATIEII00FAZBADDIFHIEPRHEORBEES
bhTWwb, TOERBIEEHICINAT, WhpSHERBEFHEEN 1000
BAUEWS EHEIND I EN S, BRFERBEREVEREIET S
CEIRBBRICELS W, LALAGYS, ERICERKDOBEREZZITTVDE
BEDOIN300FARLTTHY., £H+/BRBIMEZITITICKEL TH
BNENTOICBEICESEEN,. BET1AATOEMLUKEITTVWEON
RRTHD, TOL, BREOEEDOWEHITOHEECLKEEEDE MM
KRETRELLTWAIEEEZADLED L. BRFEEZTOEHME. BSUIC
Whp Z2BNEERE (ERMBRNE) KT 20%KIE. EEEENIS L THIE
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[0004]

[0005]

[0006]

HTEZETH D, &YbiF. EREZETOMAEENRNEDH TIEFHIENERD TH
HAOBEMRERAFRECTHIBRFAMEICN T 20K, DY BHAZHA
EEBREY AT LADHEILIERETH 5,

LAE., SEFE. BRFIVEOPTEH., ZIRIFMEE (FPG) KEETH
DDIC, THHEEREE (1 GT) OEHICBRMEEIMERICELRY, Th
ICEYDMBEREEAFIZR/ITREENMEMLTVWE I EEBHFINTWS,
Do, KERRFEFRCHEHAREEERL, BRFEIEEZN>T & LK
BEEDH, £FBBOENRE & EWERERICE SRRKBAMED | G THED
BEEMAIBATWS, sl LEL DI, TOLD BRERBIMEE Wb E
HiZ, HATH, HET1 000 AAEBATVWIEEALNDEI BN L,
FERBANEICT T % FBH7 5 CITABENRIIBO TEETH .

BARBRRFETIE. BRFEIECPERBODUIEES LT, —REBR?
b CIFZRRFMEEE (FPG) . FATRERZMCIEEOT RYEEREHS
B (OGTT) OXRMEAIRE L TE/k, BRFIEREOMIEEESE. —
RERZETOF PGHREY /) INEI/OEY (HbA1c) BMEZIFTIE
FREICEMT 2 EHPREETHD EHD D, —REBESI CHRERBINED
BHONIZWREICHLTE, OGTTOIRERZHOSZAHDO STV
%, LAOLARDS, ZOOGTTIE, #HEREDRVHREEPEEMEICRIT
TWBEIC, ¥ (VLD —2R) BRFEWVI BERNAIEEZETZEEEHICAN
RMEELERSORMRAEISORBENSHY ., —ROBEDH TOMBRE
ICL DMBEEREZEDLIICER L TVWRVOLNRIBETHD, TOHKER., &
ERNLRERBIEDZ KN, OGTTOIREBEREIHKOZZLEE>TLEV
. BIRFEPEOEHEZERT 5 &R KRABED I FEMORERKICET
L. IHICEBLEHELZRET DN, FLEEBEREZREBLRIINBDICE
2TW5,

—REERZUTTIE, BE, LIERFMAE (FPG) | BRIEHDWNZTY
ANEJOEY (HbA1lc) ZHEHEFRE LERENPERINTWT, F
PGEMNMTO0OOmg dLELE, FAIEHbA1cEAS. 2%ULTHN
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[0007]

[0008]

[0009]

., AR VERBEE LKIEENICES | GTOERWHY EBEIN TV
5, LAL. AV VEHRMICLZ | GTId, BESMENEE24HE
EELTIHRNTLBZEDD, ERO—RBEZMTERAIATWSVWTN
DIEEELRBEDR TRATDEELI2%21BY. REO—RERDETEIL. ¥
RIGEIEDREIZETE LTEFAT 2 &N TERL,

ZIT, BEMNICIE, —REEZHICBEVT, ThH5DEERERWTT Y

Y VEREHDZWNE | GTHEDLDNZHEREICH LT, ZRERSHH S
WEENLBORESZIMT7 5 gBOJ FUEEEHR (759 OGTT)
L MRAYR)Y, HOMA—RZEOREICLY., 41 VR VB L<
I GTHABUTHEIHNEDHEREL T, BRFEIECHESZEA LI N
TW3, INHOREI, BARDIERNSERSFELIMIDNDE I EICRS

ZIT, b L—RERSMTAHAWER COBIERKRLY Y FILTOGT
T L RIEOEE TRIRRREDSEZRE TE 2 AENHNIE, HERFRTE
BEOKMERIIRENICA LT 2L EHIC. ZRERZETOOGT TRE
FAREERQY, HAREEREBENRIET ZRERFIED RIS S CICTH
BT & DHERFEIE LB 250 0 (CHE LD 2 2 & A BEE 72 D,

b, EE. BRAEEREHEDOIRI 7705 - LT, BrORIK
MLENNEIEEZEHTVWD, REELEY (AGER) . #BLy v/
B, X1 7—FNRISEMFELIHEN, JILI—RFORTHEEY V/INVE
D7 I/ EEDHBRNLERIGICEYERT 2EX2OBEZET 9 /N
BiE8AhTHZ, AGERIE, AN YIRS VIRVE, EY RS
BEHLOHBERY Y/ EORELBMICKERT 25048 v/ ) BOREE
ROENIIKET 2HMEKEOKRIE. HDWIAGEFREY AV FETBL
75 —DEIERITHEGEDOHERE LT, BAOBEORIERTIEEIC
BA5LTW3, A, AGEHELESY—D1DTHBHRAGELEICEL
TAGEEMNZEEIND &, MIBEANADPHZA X4 —FIC L 2HIERER
EANL 2ZMEBOEENAEL. I LRBBICE T 2EGFRBEAZEL
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IHBEICLY, BAORRFHELNEREENRETLD2EEILLONTVS (
R 1 B ) .

[0010] AGE(3OHTH, BEROHERILEEENE LTEELEINDZ T+
LWZILTFERPAFLT YA XY —IL (MG) ICHETZEDIE. BRED
JUMBREEEORES LS OCFRFUFICAT 22— H—& LTHIFE
£HTWD (GEfserx@i2, 3. 4. 5),

[0011]  FERFEFCER 21C1E. 2BUBRFBEDOMBICDOWVWT, X FILT Y FHH—
IEEE RO IFY—ILOR) 70— LinkEBAWEEL | SARTH
ELEER, XFNTVAFY—ILHERE ROA I FYV—ILOMFEL NILA
FEEEEACLEL TEMLTWE EDRESRINTWD, RIEREFTE
213, AFNLT)FFH—)LEEE RFOCMIFYV—ILOMBELRILE, AG
ED1ETHDIN e — (AILRZIAFIIL) UIVDMmELRILEDEIC
&, ERICEELREBERFRIH DN, A FLT)FFH—I)LEKENOAS X
FV—ILDMFEL NIViE, EERFMBEOCIMEL NILPAEI/OEY LN E
EBEEM T AN T HmRE LT WD,

[0012] FERFEF@R31E. LC/ MS /MSZRAWT 1 BURERFERE DM % AE
L7chaR. 9N OBORELELIEBILICL Z2AMERMDRERLTICE
DLEBETRE (free adduct) DEEMIEBMLTWE I EERLTWS, HIZEKE
CAFNT) ARG —ILERE RO/ IS ORI A FH—ILHEKER
O4I4YAVvHdWEZTOMDAGERETHDINe — (AILKRZILAFIL
) Uy, Ne— (AILERZJIFII) VIr, BHTICITh S OWERERMN
M (free adduct) MEIHLTVWEIEMNHREINTWVWS,

[0013] FEfFercik4 i3, 1 BBRFEBEOMBEEL Y VT LEEDH LIER, X
FLTVAFH—ILHEE ROA IV OV ERSNYLIERBEEDOY —
A—ELTEBRTWAEIEEZREBLTWS,

[0014] FEfsEFxC@h b, 1 EBRFBEOMBRSCICRY Y FILELC—MS
/MS THIE LR, HaEEOMBES S VXY VEDERICNAT,
XFITVFFY—IILBEEKE FOA IS5V —LERCMHZIHE LT, N
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[0015]

[0016]

[0017]

e— (ANKRZNWAFI) YPY, Ne— (AIVRZLIFL) VIV, &
A FH—IHEEE KOS5V Oy, N&— [6—- (2, 3, 44—k
FOF>TFI) —b5—kROd—a3Fvyarva2—q4)] —FIL=F> (
3DG—H1)ZMfree adductdHEMTEIIEERELTWVS
o BB, ZOMXIE. BRBRICIIBMAEICRDEIT TR, ARV K
LZREBEFRINDIIEETLTWD, IHIC, ZOXHICIE, XFILY
A FH—ILHEE KOA I 4§V O0VEHEGNIOM. 7PLIEYI DV %E
ZUZ<DAGESR. LOLTCIKT7I/B (ZIL¥=y, VIV, AFFZL
L FOVYBELTRNY TR T 7Y) ITDOVWTODY Y TFLEBESHERNIEH
INTWb,

EdL7=EHIC. ThHSDAGEEZY T LEE (MS /MS) oY
DFEPHEINTVS, LHrLALrE, INSDOAGERHICOWTORIE
iF. EL | SAZZFOREILFZHFEEBWRETMUMCEDRFED
BFELBVONFERTHY FErXEi 1) . EROAGERES L TZDLHR
EMICOWTHILL L/SAEERBEFRELTEL T, F LTPRKRICKAT
BEAHIEEIEELTRVWEEDLIZER/ARL, INSDOEMDOAGERED

2. BRES L OMEEEEODIOARSY, A ¥HRO—LBRFTEIC
BWTHEERATHZ I EDH, AGERIKODWTLYRRICEREN DERE
EILENDIEEYERUETZE 7y LA EZNEBCEEFNTWS,

AGEfEAHOMIC, 73X /BOWD., BRIKDE. G2 IXERLRHE
EOTVEAICE>THBILEETHY., TLBEONAF T —H—RRKRIC
ERATE2AHEEER>TWD, 7I/BAWIE. BIZE ZXET7 I /B
TEDZETY. FRMERESOEEEPAROEHES LTERINTWLS,
g, BRIADWETIE. PI/BEOTO771Lh, BHECRFRBEDE

BIRMEEFOBIICIGAINTWS, IHI. PI/BOSO0774)L%
EBESELTAVWT, £YMOBREEAVDOTOIEME THEREINTLS
(FERFEFCHR6) o
LR ULAEEDIRTI/VBOWTDEDHIC. 73/ BEHOSWEESEARIN
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[0018]

[0019]

[0020]

fco COREBIE=ZVER)VEHEEZRWET7I/BOLLEBZAETZHDT
HY. DITIIFEBICRKEZEST 5D TH S,

LEOL D BEERHEFEOMIC. TLATLBEREENBEREI N,
DTV AT LFEMMEEICHERT 2FEMEHERA2LDDLOIAFEINATL
% (EREHEX#RE) o LAL. COFEMREITEMTREZET DRMT
HB, IHIL. IDFEMLELEEDHAEZHAELEBET7I /B
PMAEBRAREINTVEDN, TOFERICLTHERLRIHARNSKRO SN TWL
7o
FoATH AT SR
T >CER
Bkl 552008 —-224 453548
FERFET R
JE4EEFSTERT : Marie-Paule Wautierfth®, T[Activation of NADPH oxidase b
y AGE links oxidant stress to altered gene expression via RAGE] . Ame
rican Journal of Physiology -Endocrinology and Metabolism, (HKEH) .
XY HEEZS (American Physiological Society) . 200 145 8.
$2280%, E685—E694
FEEEF A2 : Kilhovd, B.K., et al. Metabolism, Vol 52, No 2 (February
), 2003: pp. 163-167
JE4FEFSCmR3 : Rabbani, N., and Thornalley, P.J. Amino Acids DOI 10.100
7/s00726-010-0783-0
JEHFEFSCmRS : Ahmed, N., et al. Diabetologia (2005) 48: 1590-1603
FE4EEF kD : Ahmed, N., et al. Diabetes Care, Vol. 28, No. 10, Octobe
r 2005, pp. 2465-2471
FEHFEFSCER6 : Shimbo, K., et al. Biomed. Chromatogr. 2010; 24: 683-691

FHEFDOE
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[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]

FEANERL LD & T 255E

FIT. KEPESIE, "D IEBICEATHBERAEERLER. AG
EFOXAFILIT)AFH—I)LRHELE RO I/ OVEEKR (MG—H1)
BHOWCICTILIE)XYY (AP) OXmF7ZI/EZ2=- ARV EVREE
MTHEEBMMELT B &ICE>T. BEIWMICHITIRENKNBICA LT 2 E
I, AGESBICIAT, ZOMDT7 I /BFERFLEIRTFREDT I
EEMICEIGATESLIEERWELT, ARBEETKRT DICES T,

LD > T, AFEBRIF. BICRKBILLENEROET DT I/ BEEHKE
“ ARV EVREEMEDFEHRETHEOND T I /ILEMBE LT ZDIR
RO ZIDT I /e ERRICEREN DEBE CEENTHEAEE
PWHE BLVCENEZRWENRAAYT—N—DT7 vy A FEEZRHKT S
EEHNET D,

RBEZRRT BIODFE

LEEEHMNZENRT 2010, AFEBIE, KX [1] TRINB373/1(
BMELITTDEZRMT 2,

[1E1]
R—NH — Z 1]

X[ IKEVWT, REVIVEREZERL, ZE=bO7zZILE%E
BT %,

AFHRIE, ZOFELWVWEKRE LT, £E7I/VEBREDN. 7I /VBEE
HLCRERT7IVBEREFLZEERTI/BERELOCIC B LLEERT
T /BBRENRTF REEGLERTFRBRETHDT7 I /bEMELIFED
BERHT 2,

AFHRIE, ZOFFELWVWEHKE LT, £EE7I /VBEEE LIIEFEBRT7 I
JBEREOT7 I/ BELITHIRRTF NEREOBRT I VBN, 7=V,
TANRSEY, PRANSFUB, SR74V, TV, JILY I VB,
JxZWNTIZ0, JYSY ERAFVY AVAAT Y, DYV QA4 Y

V. AFAZY, Ay, PILF=ZY, EYY, NLAZ>, N2, K



WO 2014/010700 8 PCT/JP2013/069038

) ZFh 7708 LEFOYVEREEENROOEBRIK, IFELETILFZ

DT Ry FAYVY, AFFZY TV Y BERFUU T

VEEEH LI MN) TR 77V EREENLCOBRATHZT7 X /LEWY

T EDIBERET 5,

[0028] AFBRAIF. TOFELWAIORMKRE LT, LEB®R7 I /VBEEDN. &K
FELEY) (AGE) . I LKET7ILFZVE8EKELIT) VVEEKRDRE
BETHDT7I/LEMELIEETDREZIRHTT 5,

[0029] AHKBAIE., ZOFE LVAIOEHE LT, LBRTF REEORTF KA
C2EBVWLTIOBEDOT I VEBARTFREELTWET7I /baMELiE
TDRERHMT D,

[0030] AFHRIF. TOFFELWAIORKE LT, L= bOT7 2 ZILEDN, —fi
X [IIIb] TERINDT7I/(LEME LI ETDEZRMT 5,

[0031] [{b2]

1

>
5
ES

R, [ITIb]

[0032] R [IIIb] ICHBWVWT. Ry, Rye Riy RAyBLUVRIFVTNERLTH o
THERRBEL>TVWTH L, KRRFIELRBZMOEZEKRT 2, £
L. Ri. Roy Ray RyBIUVRDP A EL T1EIF= FOEEZEKRT 2,

[0033] AFEMRIE, TOLYFFLWEKRE LT, LE7 I /Ladwd. —HRA [1
a] TRINDT7I/LEMILRBZDEZRMT 5,

[0034] [{k3]

R — NH R, [la]

[0035] = [Ia] IZBWVWT. R, R;. R, Ri RUBLUREZFNENFIZZEH
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CLRKZzET %,
[0036] AFERIF. TOLYFFLWAIORERKRE LT, EE7 X /LEMN,. —i
X [Ii] TKRINBT7I/(LEWELITZTDEREZRHT 2,
[0037] [{k4]
NO,

R — NH NO, [Ti]

NO,

[0038] X [Ii] IEBWT, RIFFIEERLCER®REZE T %,

[0039] AFEMRIE., ZOLYFELWEBKRE LT, LE7 I /aWwd. — [1
bl] TRINZ=- MOV ZNEXAFILIT) A FH—ILHKE RO/ I4VO
VEBERELIE—EKN [Ic] TRINZ2 - MOz ZMETZLTEY I DY
BERTHET7I/LENEIZETDEERMTT B,

[0040] [{k5]

COOH R Ry
O N I8
NN
NH
N
H
Rs Ry

[0041] [{t6]

COOH Ry R,
H

/ N\ N\/\)\
HO >/ NH R, [Ic]
—N
Rs R,
[0042] X [Ib] B [Ic] ICHEWVWT. R;. R,o. Rz, RUuBLURIEIVWTNER]
ZLEALES®REFT 5,
[0043] AFBBIE., ZOLYFELWVEKRE LT, EE7I /LEYH. HER [
ii] TRINAZMN)ZMAT72ZIMEXFILT ) F XY —)LAHAEE KO =
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[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

FOVESHRFLEBEBER [Tiii]l TRINZM)=ZbOT7zZILET L
TJEYVIVVFBRTHDIT7I/LEDERTDEZIRMT 5,
[1E7]

COOH  NO,
0 R E\/\/I\
jj[:j§>/ NH NO,  [Li]
N
H
NO,
[1L8]
COOH NO;
R E\/\)\
HO [ Ey’ NH NO,  [Lii]
=N
NO;,

AFERE, TOROHEELT, — KX [1] TRINBZ7I/(LEWE
7 FDEABESHTUET 27 I /bAENELIEETOEOEENH AL
ZRIY 5,

[1£9]
R—NH — 7 [1]

X LI IEBVWT, RE7IVEBRE, fIZIE 7I/BERELLIEGE
B7 I VBBEEFLIRTFREEEZEKRL, ZIE=2 b7 2L EZ R
3%,

AFEBIZ, ZOHFFELVEKRE LT, ERB7 I /a%d. —HK [Ia]
TRINDT7I/LEMELETOBEOEEINAEERET %,

[1E10]

R — NH R, [la]
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[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

& [Ia] ICBEWVWT. Ry, R,o Ril RUBLURIEVWTNERLTH-T
HEREBELR>TWTH LK, KREFFLEF=MNOEZRKT 5, L
. Ri. Roy Ryl RyBIUVR DDA EH THEIF=ZbOEZEKRL, RiZ
AIESERLE%RZEY %,

AEBIF., ZOLYFELWVEKRE LT, £B7I /&M —HKX (1
bl] TRINZ=- MOV ZNEXAFILIT) A FH—ILHKE RO/ I4VO
VEBERELIE—EKN [Ic] TRINZ2 - MOz ZMETZLTEY I DY
BEARTHITI/(LENFELIFIZOEOEESTHEERET 5,

[1E11]

COOH R Ry
0 N H
NN
NH
B
Rs R,

[1E12]
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NODBEBRDPHIE8~T0THBIENTFELL., LYUFFELLIES8. 5
~9. 5THIDNEN, BRDpHIETETDE, DFANKOT I JBF
BURELIFIIOEMHDHET ZHREMENMERL, BTt r=
MERBHPRRICET LR RD, TITpHEWERF., pHX—#ICLY ER
BEINBETHD, BB, FREIFTE5THSL40CREREDRETHY.,
SOCRIERTRIGZITIZENITFE LWL, T BEIEWVWHREHFETH-
THELL, THOUETEHEUT, BELLE52054 OBDREENTH
n3, BEIE30PBDEETTHAITH S,

AFEROKHO—2IE, HMHBEMARGETT, —bA7 DV ERB%Z
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THTENTEDZIETHD, ARPOINMRRELIMELERBLT=
O7ZUEET>THL WA, REYELET IO REBNPTEOEFES
FOZIZMEZEIT>THELIW, ARPIEIIOLDBEBMPTZEOLE= S
O7TZIUb%ETDI CENTES D, BRICLZ20RFEZEBATHI &N
TE, DPIRRELGIMPED/DPELINETNRVWEDBIFETH>THRE
TEIENTEDEVWDIBNLEAETHD, £, BHLBREZTOLED
|, BEICAET DD TED, HICHRANSEGRAZRZEDZE L,
DHFRRERDYPEL DAL DD, FHYHPZWVIREBTHDZ EHZ W
DEMTH D,

Fre, BIZIE. ERHPOT7 IV BFESAZRAET DICE> T, £4EH
BHS, ZhaRVEVREMERMTZ 2 &ICEY. BRPON1F~Y—H
— & LTO7I/BEEKE - MORVEV(LEMTEEKRILLT D EHT
BETHDEEBIT, DI IFEKXLELAET I /VBFERENN( AT —H—¢&
LTRETEDZEIEYURDIETH D,

AFEBPICSWTEBE A2 E D, AENREBRIBRELCENED. &
RPICE>TT7I/BFERE - NORVEVREEME DFEKRETES
273 /LEMERDIBDEERETD2HDTHNIELI N, F, £HHEX
DERB & EFER & L3

IHIC. PI/BEEAROEBE LT, AIZIE. FNIDLER, AYDA
BEOT7IA)EREIE. VFILEBEOT7ILAYY LEEEER. 7VE=ZV L
BEZFRATIENTES,

AFERICEWTE, FEK/EFIE LT, L= OV E{EEYOMRIC
EOMDT I/ EEFEMMET SFEREHNEFERATE I LA ADS
ETHD, DHBFEMHEFELTE HIXIEFE, = bAXRVEY ZRILKR VB
L&Y, 204 0-——raOXRVEVEFOZ FORVEV{LEYOMHIS, 1 —
EL>2ik=saZ4 K (PSC) , #2074 K (DNS-C
1) EORIKEZIEEY. 9—JILA LI AFLsO0FKILA—K (F
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[0138]

[0139]

[0140]

[0141]

[0142]

—JL (DBD—F) ., 4—7)4@—-7—=paARYYI75%> (NBD-
F). 2. 3—=7274LYY7LFER (NDA), 3=7I/EBUI)L—
N—berROFIHIZITNAILNRA—=F (APDS) FEOAHI/INAXA—}
&%, 3—2008LKRZL—6, T—IARFY—1—-XAFI—2—-%F
J¥H%1) /Y (DMEQ—COC 1), 3—=—h AZIZNAYFAITR
—h B3=BEYINAYFAITR—b 4= (AXAFILTZ/) 7=
AVFHFITR—KF TNFLEA V=B —-AVYFFIT7R—K (FITC
) EDAVF AT R—MEEY., PIFILIMFIAFLYYOR—NE
O~xOxr—MeEW., (5—HVPZIRFL-b—-FFYRVFI) MY
J7IZNRARZVLTAOIR (SPTPP) FORIAKRZY LEEY. &
ig2—700—-1—-XAFILEY I I LBEOE) P MeEMEEZE
FHZENTED, INSOFERLFE. ER=-bORVEVLEYEE
BMICRRICERT S ENTE S,

DEY, AFERICBWT, LEFERLHEERT 2HBEIE. AFKBPICEK
27X /tEMIE. —BX [1'] TKRIN 3,

[1£38]
R'— NH — 7' [1]

X [Tl ICBVWT, R’ FLEEBREALEKZETZ7I/EBEED LL
FEBMT7 IV BEEFLERTFRERELERL. 2 BFEEKLELEELE
17 35 B

ZZT. BEMMLEER. LEFEKLRN. BRT I/ BESHRK (R
—NH,) O7I/EEZFEHRELEEEEZREKL TWS, flxid, FEKL
HeLTH Yooz 4 ReER LGS BR7 I /BFSEHRK (RT —
NH,) O7I/VENTUUILE, DEY, IAFILFTI/)FT7IL YRR
ZIHMEINBEDT, OV VIIENFTEREREEVWDS I ENTE D,

Ledt>T, ZDFEH. ARMEICSVWT. Z hAORXVEV IR VEE
EFEHEHE L TAVWABRIK DLW TORH A EENICEARKICOERT 52
ENTED,
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[0143] AFEBICEWT, BEXWMICAVLWLNBZEBNOA F EERICOWVWTIE. #F
ICHEIRRIE AW, EH D TFOREBBLUCEEICLSAVWSLNTWAMALD
135, ES 1A APC IEZERVWONZDONEFE LV, DEiRMEHAS
HbE7ELC,/ MS»GC / MSEHILHEWTIE, BBDA 4 vbEE LTIKE
SIEPAPC I EERVLNDZDALL, FICIE. MS/MS, MS3%
DY VT LEBEPNAEERAWSEIENTES, ZOBE. 7O M F
YOBRBICIE, BIZE, RENOFELHR L ERELRRENTELZER
IWE=41) T (MRM) ZHWVWSDHHFE LW,

[0144] RIS, AFBRICRIEEPMAEERVWENA I —H—DT v A4 F&E
ICDWTERAAY %,

AFRIE, PARNRELTNAMAYT—H—%EBRT B &ICELY., N F
Y—h—%, REIL, BRENOEBEILRESSLVEETEZTYyEAA
FEERMTDHIENTES, bbb, ARPBONMFY—Hh—DT7 v A
HiEE, PI/BEERTHEINAMFIY—H—DONKRm7I/HEE=-bOR
VEVILEMEOFER R E ARSI E. NRinFI/EE-bOT7 =
WEFEOFEKRLETHIRE, NKRE7Z7I/EN=bOT7 2L EEDEE
HTIEIN/T7 I/ BEFERERIETOELAEENHT 2IRE, BESHA
EERAWTELONLEEARI MLOBET—4 ZAWT, £HEBGPON
A1 FX—Hh—RBEDEEZT>IRZBELTWS,

[0145] AFEBICEWT, "M AY—HA—&LTE. P72/ EEZEFITZ7IVLE
MTHBRY ., FICHRIEZGAWA, REFAOT v 24 FENMFICHFEL CE
ATEZEDE LTI BRI 73/ BEEREEORBEDE DRIKIC
SUERINDIHRELLEY (AGES) Fv. &K 7IVTHI 2 HTI—
WPZIV(RRTY, JITFZRLFYY, PRLFYY) AV KR=LT7 I |
TOMZY, AShZV) AZFY—ULT7IV(ERYZIY), PEFILIOY
v, RYFPIU(ThLIY, ARVIVY, ARLVLIV)ENEIFSND,

[0146] AFEBAOT7 v A HFEICLIDIDANRONA AT —H—& LTHEICHFHL
WAGEf& LTIE AIZIFE. #EX [Iii] TRIhd ) =ZbhO7zziL
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[0147]

[0148]

[0149]

[0150]

EAFLT)AFF—IERE RO I/ OVESK (MG-H1) [ &
JUEER [Liii] TRINBMN)Z O ZWMETLITEYY ST VEE
i (AP) ZEIFH5IE&NTES,

[{£39]
COOH  NO,
0 R §\/\/I\
jj[:j§>/ NH NO,  [Li]
N
H
NO,
[1E£40]

COOH

NO,
N H\/\)\
N
no—d \>/ NHONOz [Tii]
=N
NO,

InsiIEEhEh,. MG-H18LXTAPON-2, 4, 6—k1)= 0O
JIZIBEARTHY., BEIMHZILLIYSBRETRES LOEEN TR
HRAGETHY. MEEREEEDODEIEEE LTEATH D,

AFEBICBEWT, Py EARRERD T I/ BFERELIERTF RO
BETRAZARY MNVOEBEBENSEET 570101F, A, REREE
RRMGHERENAEVSOND, BEQWIIBWT, 2NEYMELES
BT 2FED—DICKRERENSBIT SN D, REREL. BNEOCEEYE
TaH REDERBLDIVCDOHDFREHRBE, CThoDFEEABRNSGF LN
ESHESORAR RER) NERVICITBFHERICHRDIZEEFIAL,
RKAABDSRBONLETRENSZOHABDREZEET D2 HETH D,
BREETIHEBMOBREICIY, RERER, ASEEL NEEEL E
ERIVEICKBINDED, A7 v A FETREVWTHOFEZRAVNTHELL
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L. RGIELEDBERID /R4 & % —FE2H0 L CUER RIS YO R FE
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[0151]

[0152]

[0153]

[0154]

MR DOEEI SENDOTREEERDDFETHY . RERAN 1 p g
BRELBEVWIENMRELTEFLGNDS,

FROBICLTEBONAENM AR —N—DEET Y. REORE.
TE. FREFEOFRUPEZIICAWS I ENTE S, ThabE, ARPED—=E
HEFREE LTIk, 73 /BFERELEIRTFRTHEZN1AT—H—DN
RmP7I/EEMN)Z PO ZVEHFOFEM LR EZRBIE. NXK
M7 I/ EEMN)Z A7 T ZMEFEOFERELTDTRE, NKRIRF7 I/
ENN)Z MO IV EFEOFEREINAET I/ BEERELERTF
FeBEE2WITIIRE. BEEIMAEZRAVWTEONLEEART MLOD
BMET—4ZRAVWT. £RENPONM AT —H—REDEEZITOIREE
CZDEDICLTEONBINAMAT—D—DEET—Y %Il BREDORE
ETE. PREFICEAT22MZTOIRZE T 2REOBMAEICEAT S
HDTH D,

AFRBEOBMAEIE., EHEEOAGEEARBICHE. EETEHIEH
LHEERATHD, dhabst, AFERIE, A8dhTcbO7zob%1TH 2
ENTEDHETHY, TLEEIMCLYIMTZEDOTHINS, BE
BARLINEMEZRNET 2%6. BEEFNMELHAEGHLE S Z & THES
ICHE (BE) §H5ZEDNTELIENCHEEZRIHTZ2EDTHD, AFHA
WKLY, EROBHZHIEICLEART, ERBIUCFEZANBICEIRT 2 &
NTE 3,

E

LT, AEBAORBOICETWT, REBAORH. FFRAMHRICOVTELY
BHMICERAT %2, CNODOEEHIEH TTEHRTHY., AFEBOEHEH
ZRET D HD TRV,
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M)ZMOZzZIUEXFLT) A FH—ILAHKE KOS IV OVEER
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AFIVTYFAFY—ILHAKE FOIFV/OVEEKR (MG—H1) [Ila
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[0155]

[0156]

[0157]

[0158]

1 %#0. TMAVEAR (pH9. 3) IIAMEIE, 30mM 2, 4, 6
—h)ZbARVEVRIVAVEES M) DLE (TNBS) —0. 1MERD
AR (pH9. 3) Z10ulLiRmmE, +2ICEMLUE, BONKERY
Z30CIKT200@a Far— LT, FEKLETo> . FEHEEL
MG—H1 (MG—H1—-TNP) %2, Zh*h, 1T00%CH;CN O
1%F8 (3mL) RU'O0. 1%¥E (3mL) THEELAZSep—P
ak Plus C,gh—hKNYwvY (Waters) [CARL, 0. 1%FA
(3mL) TH%EH%. TO0%CH,CN 0. 1%FE (3mL) ICTAH
L7cBEia %20 T/NRL—9 TEE Lk, BoREIERA4K1. 6m
L THAR L. RiELE®%. —40CTHRELK,
[1b41]
COOH

oS\ ﬁ\/\)\ [ITa]
>/ NH,
N
H .

ErEHl 2

M)=ZbOT7zZWEPLTE) I VEEKR (AP-TNP) [Iiii]
ERDELDIICLTEE L,

PINTEY)IYY [1Ib] %, EiEF1 EREMICERICMELTANY Z b
O7z=E7LTE) 2V VEEKR (AP-TNP) [Iiii] %187,
[1E£42]

COOH

N I [TTb]
HO / EV/N\V/”\\/J\\NHZ
=N
Ehedl 3

BEXAXRY MLOBIE
MG—H18&LUVAP, oI LEEBORICLTRAELAEMG—H 1B
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[0159]

[0160]

[0161]

TCAPON—-2, 4, 66— Y)zZbO7zxzZIEEEK (FRFNh TMG—H

1T—TNP] 8O TAP-TNP]) Z0. 1%FBITAEIE, EEX

R MLDRAEZT 27, WERKIITROEEY TH S,

- A4 A{IEE—RKR ESIl—positive

- RFyVEHE 100~500m/z

- RS54 HZ 330C, 8. OL/ &

X TSAY—HR 276kPa

" FvESY—EE —2750V

- AFVY—8F 40V

CFPESU—HOBE 124V

MG—H1, AP, MG—-H1—-TNPBLUFAP-—TNPOEEARY
ML (MSELUMS /MS) %, #nEth. K1, 2, 3, 4II7-7, &
B, @2, 4iILVWT. MG-HIT1BLTAPDON-2, 4, 6-KrJY=t
07 =8 KIE, 2h®h, TIMG—H1—-TNP], TAP—-TNP
] EREBINTWE, MS/MSDREICAWET ) A—H—1Fid £
NENOEEMITOVWTO [M+H] *1 43> TH2, BONEEEARY b
VDI, E—VBEOREAEIREDE, BT H5LC-—MRM-MS
MSAMICEWTE=ZSY—DORRERDA A E—V ELTERL,
Ffe. M3, RMAIKRIMSZARY MLBELUTMS /MSZRY MLL Y
FHINBEZMG—H1—-=TNPBELTAP-TNPODISIXAVF—a Y
NY—2V%, TRhENESBESIUPRG6ICTT,

Ehefl 4
LC—MRM—MS MS%#t

FROEZEHETT, MG—H1, AP, MG—H1—TNPBLTAP-T
NPOLC—MRM—-MS "MSHMHfi%iTol, TV FIVEEIEVWTNE T
Onmo | /LEL, WENE0. 1 %FEKBRISEEI .,
<HPLCZ%ZHE>

- BEHE MeOH—0. 1%FBKER
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-®E 0. 20mL 4

VIR 0~100% (25%4)

-EHEH Waters Atlantis T3 (¢2. 1TX100m
m)

- AZLA—TVEE 40T

[0162] <M S&M4>

[0163]

[0164]

- A4 A{IEE—RKR ESIl—positive

- 2AF¥ v VEE 100~500m,/z

- RS4HR 330C, 8. OL/ %

X TSAY—HR 276kPa

" FvESY—EE —2750V

 AEFVY—EBERE 40V

FryESY—HOER 124V

AT aviRE 25ul

MG—H1, AP, MG—-H1—-TNPBIUTAP-TNPOYZR/ O~
NoZL%, ZnEFhn. M7, 8IInd, H7D&ERLY. MG—H1®DN
RAmPI/HE%52, 4, 6—MN)=ZbO7zZ)bT B EICEY, E—7
MEN 15 00FBREICERT I ENMERIN,
EhEHl 5
REROERD S VICHRBRERAS L UOEERFDRE

NEEEE L TMG—H 1 —-TNPOEKKRILE (MG-—H1—-d3-T
NP) #WT, MG—H1-TNPBLUVAP-TNPOREREERL
feo BBICK BZNBOBEERITDHIC, 1Pz a3 VERICO. 1%
FBAKBBRERMT 2FIR (k18R TERETVL. BEEALSAEE
To7e £9. BRELT. MG—HT1—-TNPBLUVAP—-TNP®D1 u
mo | /mLKARZRARML., WEEN400, 200, 40, 20, 4,
2pmo | /MLERBRDEIICKTHERLE, REEICODWVWT, IhboDE
EILREEW25 LI, MG—H1—-d3—TNP®»400pmo | mL
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[0165]

[0166]

[0167]

KA®KR25uLzMA,. 0. 2%FEERKABARSOuL ZMATHIEML.
3525 uLALC—-—MSHHICAWE,

[£R1]

l MG-HI-TNP + AP-TNP mixture  + MG-Hi-d3-TNP - 0.2%FA = injection
25 pl. 25uL 50 pl. 25 ul.

400 pmol'mL 400 pmol‘mL 100 pmol‘mL

200 pmol'mlL. 400 pmol‘mL 50 pmol‘'mL

40 pmol/ml. 400 pmol'mL 10 pmol'mL

20 pmol'mL 400 pmol:mL 5 pmol/mL

4 pmol'mL 400 pmol'mL 1 pmol‘mL

2 pmol'mL 400 pmol/mL 0.5 pmol'mL

.

BoONLEEARY MUILBIFTBEMG—HT -TNPZ/AIFAP-TNP
& MG-H1—-d3-TNPEDE—V#EELEMG—-H1 -TNPZxX
AP—TNPOREINYLTOY b2 &ICLY, BOBLUT OIIR
THREBENEONE, ThdLY, MG—H1T—TNPIZDW\WT, HRHER
2. 05pmo |l /mL, EFERA6. 20pmo | /mL, AP—TNP
ICDWT, HMHEERO. T1pmol /mL, EEREFRO0. 33pmo |/
mLEWIRRAE LN, ARICCML-—TNPICODWTHREREERL
BERET5E, MHERS5. 3nmo |l L, EERFR16nmo | /L
ThHol, £l CEL—TNPIZDWTIE, BHEEFR2. 7nmo | /L
. EERA8. Onmo | /LTHo7, MERICDOWTIE, HEFKREO.
996U LDRIFAEMRUEMNMESNZEHIC, ZRFRICDOVWTpmo | L
RIL GREELTnM/LLRL) TOEESTNALETH D I &EHHERX
hic, TNSORIEIE, HELYAVLWOLNTWEEEKRLERITHEII VI
20Y R»NDA (2, 3—F749LYIYT7ILTER) ICHETIREBRERD
1/100~1,/200THY, 2, 4, 6—kr)=rO7z=ibicLY
AELRERLEANATETHEIIEERLTWS,

Ehel 6

2, 4, 6-NYZ-bOT7zZNEICETFD p HOEE
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EREH1BLP2ICBVWTMG—HT—-TNPBLITAP-TNPOZh
ZThOFARICEVT, RIGEOpHAE7. 5, 8. 0, 8. 5ICLEBAIC
BT5FENRLEEZ, LC-—MSHMZzAWTEE L, BLINRL—%
MIBICEYBELONLENZO. 2%FEKAKRT OO0 LITERFEL. AEB
BAELSLTMG—HT1—-d3—-TNP®200pmo | /mLIKE®KRSOu
LzmMmA. +2IEMUL7E. 25 ulzZLC—MSHOMICHL., MERE
ICEY2, 4, 6—RNYZ OTIZIHOBELRE L, ERIE. H1
1. 12ICRTEBYTHY, MG—H1T1—TNPFAEFAP-—TNPOL
FTHDBAICDOWTEH, pH8. 5~9. 3T, EENICEEMEHITEET
HdIENERINT,

Kl 7
[0168] S MR /1 2 HKER

SDZv by bO—/)LMFICH L, MG—H 1., AP&LUHIBELE
THHMG—H1—d3%Z2/044 L., BINK, 2, 4, 6—K)Y=tO7
T b ET o>, MBS T 2R103EI1F, B1 3(Cxd7Oba— (EM
.N. Nakashima et al., Anal. Biochem., 414, 109-116 (2011) &) (%
WLTHW., R4 2 LEMG—H1, APBLUMG—H1—d 3DHEE
BB EEAT, RERIMEICIYVERLZREFEZRAVEZL C—MSHIC
dYU, MG-H1HBLTAPICOVWT, MFEHEEDOEENAETHD &
DRI N,

EhEfl 8
[0169] Va | =Ty r #RW/ERE

AGEBTHAEIMG—HIBLVAPORDLYICSRTFIFRVal—-Ty
refAWT, EREAHROFIRICLY, 2, 4, 6—-r)=ZbOT7 =)k
ICEPMEBREDCE(LERIT LAER. MG—H 1 D& EAK. 2, 4,
6—M)=bOT7TZIEICEY E—IRELIHE OFICIBKRYT 52 & H'HE
BInk (k2),

ErEHl 9
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[0170] O RTF RERWMRET
EHeFI8 EEREMICAKICL TTFRIRTFREZARL. RHEBREDOEL
AWML, TORERER2IIRT,
[0171] [Z2]

PA- SN-

~TFE untreat untreated PA-TNP SN-TNP
Val-Tyr 1 1 20.06 16.57
Lys—Tyr 1 1 14.87 48.03
Met-Tyr 1 1 29.04 18.91
Gly-Tyr 1 1 18.48 55.16
His-Tyr 1 1 1.07 18.11
Glu=~Tyr 1 1 0.25 287
Trp—His i 1 1.32 252
His-Trp 1 1 0.30 3.06

3 PA-untreat: TNBSRMEBARTFRELC-MSEBHL-LE2DOE -0 ETE
SN-untreated: INBSSRAMBAR T FRELC-MSIEHLI-EE QLY HIiL/ /4 X (S/NLE)
PA-TNP: TNBSEE (R R TFRZLC-MSIERHEL-LEDOE -V HEE

SN-TNP: TNBSEE E{K{E R TFRELC-MSEH L EZD 5 F L/ /4 X (S/NEE)

EX Lo A

[0172] CORHRBEF. AIRE EHRRKDTHZ 5 VX IENREHBR THREILES
NERRBLEMCHEENSORBENZHROETET7 I/ BFSEhE=
ARV ELENEOFERERICLIYEEKLLLAELT I /LEMTH
T, RICTHEEEEOSEICERMLENTHDEI 205, ThLEDOHOD
e edE, SRENDBHREILEET DI ENARTHIEEDNAE
Thd, LED>T, INSDTPI/bEWENMFY—H—ELTT v
1B EILFYRLPEBRDOFHVPEMICRISE, ChICEY ZDERD
FRAERAEREOHRBICRICI DI ENPFETE S,
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[E5KIR1]

[E5KIR2]

[E53KIR3]

[E5K1R4]

[E53KIR5]

FEk DEIH

—fE [1] TRINBZEEZFHRET D7 I/ ILEMELIEZED
==
[161]

R—NH — 7 [1]

(Xp. RIZ7I/VEBHEEZBKL, ZRE=bOT7 = LEEZEK
95, )

EKIBEVICREBO7I /bEWELITEDIETH>T, AIET7 I/
BHMEN T I /VBEED LSEERTY I/ BEEFLIIERDOEKT
JBEERLOWCIC/ B L BRI /VBEENMRTF NEELE
TFRBEETHDIIEERHHETET I /LENT LT DIE

AKRIB2ICRBEBOT I /ILEMEIEEDIRETH> T,

RIS 7 I /BRRES LEBMRT7 I VBEREDT7 I /B X IEF1ER
TFREREOEBRTI /BN, 7522V, PRRASFY, PANSF

P

VB VRATAV, TIWVEIIV, TLIIVEE TJIZIUT IV,
TNV, ERFIY, AVAATY, YTV, OAP Y, XFF=
v, Faly, 7u¥=v, Yo, bLFz=Zv, XYY M) Tb
770 LLIEFASVELEEEROOEBEBRETHD I E2FHET
573/ LEMFIFEDIR,

BRBE2ZAESICBHOTI /LAEMELIEZDOETH > T,
BIRE7 I /BEES LSEERT7I/VBREDT7 I /BEREIEFIER
TFRBEOEBRT I /BN, 7ILFZV, YTV, Ny, FOU
V. XAFFZv TSV BERFVY, TLYIVEEELIENY
TR 7 VFERREENSDOBRATHD I EERFHET BT I/ IbE
MELITEFDE,

BRE2ZVWLADOWENM T IHICEHOT7 I /LaWEiEzD
BTH>T.

RIECEMT I /BEREDL, RRELLEN (AGE) OBRETHD &
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ERFEETDETI/LEMIRLIEZEDIE,

[E53KIR6] FERIELSICEHDOT7 I /LAWMEITZDETH > T, FIELRKKE
LEY (AGE) B PAF=UFEBFI LRI VFEHRTHEZ
EEBHMET DT I/ LEMELIETDIE,

[E5KI1E7] BERIE2ICRBDT I /LEMELIIZDIETH > T,

AIEER TF REEDODRTF R, 2@BVWL 1 OBDOT7 I /IR
FREGLTVWDZEERBET DT I /LENELIETDIR
[553K158] :

BREI WL TOWITIHD 1IRICEHD 7 I /LEMILIEZD

ETH-T, iz bO7zZIEDN, —#KX [11Ib] TRINBZ
EEREHMETET I/ LAMELIZTEFDIE,

[1b2]
Ry Ry
R, [IIb]
R5 R4

(:T:QEFK R1\ RZ\ R3\ R4B$0R5Li%ﬂ%hﬁuﬁy)9(%i

FIEER>TWTHE L, KERFEFALEE=ZNOEEEKRT S, £
L/\ R1\ RZ\ R3\

R, BLUVRDP R ED TEIZ=MOEZR
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It is considered that the following two invention groups are involved in
claims 1-25 of the present application.

[Inventiongroup 1] Inventions relating to a compound represented by general
formula [I] recited in claims 1,13 and 18, which are described in claims 1-12,
claims 13-17, claims 18-22 and a part of claim 25 which refers to claims 13-22.

[Inventiongroup 2] Inventions relating to a compound represented by general
formula [I’] recited in claim 23, which are described in claims 23-24 and
a part of claim 25 which refers to the aforementioned claims.

(Continued to extra sheet)

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

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

3. I:l 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. I:l 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 I:l 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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It is considered that the above-mentioned invention groups 1 and 2
relate to a compound represented by general formula [I] and a compound
represented by general formula [I’], respectively. However, the common
basic skeleton between the compound represented by general formula [I]
and the compound represented by general formula [I’'] is only “-NH-Y,
and therefore it cannot be said that both of the compounds share any
common special technical feature. Consequently, it cannot be considered
that the invention groups 1 and 2 are so linked to each other as to form
a single general inventive concept.

Further, any other same or corresponding special technical feature
cannot be found between the inventions groups 1 and 2.

Accordingly, the number of inventions set forth in claims 1-25 of
the present application is two.

Subject to be covered by this search:

with respect to the inventions in claims of the present application,
the inventions, which are considered to be disclosed within the meaning
of PCT Article 5, are extremely slight parts of the inventions of claims
1-10, 13-15, 18-22 and claim 25 which refers to the afore-said claims,
and it cannot be considered that the inventions of claims 1-10, 13-15,
18-22 andclaim25whichreferstotheafore-saidclaims are fully supported
within the meaning of PCT Article 6, and therefore, it is impossible
to carry out a full and meaningful prior-art search with respect of the
inventions of these claims.

Consequently, with respect to the inventions described in claims 1-10,
13-15 and 18-22 in the present application, the search report was prepared
on the scope which is supported by and disclosed in the description,
i.e., only on “the invention relating to the compound recited in claims
11-12", “the invention relating to the mass spectrometry method described
in claims 16-17", and “the invention relating to a method in which the
compound described in claims 11-12 is produced and then the amino compound
is analyzed by the mass spectrometry method described in claims 16-17".

Meanwhile, the search has been perfectly carried out with respect
to claims 11-12 and 16-17.
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