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(57) Abstract

A monoclonal antibody against a peptide which occurs in human thymidine phosphorylase and vascular
endothelial cell growth factor originating in human platelets and contains amino acid sequences of SEQ ID NOS:
1 and 2; and a method of immunoassay of human thymidine phosphorylase and/or vascular endothelial cell growth
factor originating in human J)latclct by using this monoclonal antibody. The monoclonal antibody recognizes human
thymidine phosphorylase and vascular endothelial cell growth factor originating in human platelet and is useful in the
diagnosis and treatment of various tumors, metastasis thereof, diseases accompanied by abnormal vascularization, etc.
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FPRov— B#HRK
EFIOWE : XTF K
[l
Pro Gly Thr Gly Ala Pro Pro Ala Pro Gly Asp Phe Ser Gly Glu Gly
1 5 10 15
Ser Gln Gly Leu Pro Asp Pro Ser Pro Glu Pro Lys Gln Leu Pro Glu
20 25 30
Leu Ile Arg Met Lys Arg Asp Gly Gly Arg Leu Ser Glu Ala Asp lle
35 40 45
Arg Gly Phe Val Ala Ala Val Val Asn Gly Ser Ala Gln Gly Ala Gln
50 55 60
Ile Gly Ala Met Leu Met Ala Ile Arg Leu Arg Gly Met Asp Leu Glu
65 70 75 80
Glu Thr Ser Val Leu Thr Gln Ala Leu Ala Gln Ser Gly Gln GIn Leu
85 90 95
Glu Trp Pro Glu Ala Trp Arg Gln Gln Leu Val Asp Lys His Ser Thr
100 105 110
Gly Gly Val Gly Asp Lys Val Ser Leu Val Leu Ala Pro Ala Leu Ala
115 120 125
Ala Cys Gly Cys Lys Val Pro Met Ile Ser Gly Arg Gly Leu Gly His
130 135 140
Thr Gly Gly Thr Leu Asp Lys Leu Glu Ser Ile Pro Gly Phe Asn Val
145 150 155 160
Ile GIn Ser Pro Glu GIn Met Gln Val Leu Leu Asp Gln Ala Gly Cys
165 170 175
Cys Ile Val Gly Gln Ser Glu Gln Leu Val Pro Ala Asp Gly Ile Leu
180 185 190
Thr Ala Ala Arg Asp Val Thr Ala Thr Val Asp Ser Leu Pro Leu I[le
195 200 205
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Thr Ala Ser Ile Leu Ser Lys Lys Leu Val Glu Gly Leu Ser Ala Leu

210 215 220
Val Val Asp Val Lys Phe Gly Gly Ala Ala Val Phe Pro Asn Gln Glu
225 230 235 240
Gln Ala Arg Glu
BEINES : 2

ESOo&RE: 130
B O . 7 B
FPRo Y- EHIR
BSIOEE : XTFF
[l
Asp Pro Gly Leu Ala Arg Ala Leu Cys Ser Gly Ser Pro Ala Glu Arg
1 5 10 15
Arg Gln Leu Leu Pro Arg Ala Arg Glu Gln Glu Glu Leu Leu Ala Pro
20 25 30
Ala Asp Gly Thr Val Glu Leu Val Arg Ala Leu Pro Leu Ala Leu Val
35 40 45
Leu His Glu Leu Gly Ala Gly Arg Ser Arg Ala Gly Glu Pro Leu Arg
50 55 60
Leu Gly Val Gly Ala Glu Leu Leu Val Asp Val Gly Gln Arg Leu Arg
65 70 75 80
Arg Gly Thr Pro Trp Leu Arg Val His Arg Asp Gly Pro Ala Leu Ser
85 30 95
Gly Pro Gln Ser Arg Ala Leu Gln Glu Ala Leu Val Leu Ser Asp Arg
100 105 110
Ala Pro Phe Ala Ala Pro Ser Pro Phe Ala Glu Leu Val Leu Pro Pro
115 120 125
Gln Gln
130

15



WO 96/20217 PCT/JP95/02661

EE L OF A rTREtE

ARADE ) 7o—F MK, FIP0FkX K 5-€,/PD-ECGF%
BEMCHETE, METCL(EMTTETH » TRANMBEOLH 5 FBRZRHAT
20T FF IV RRAFNS—tRUEPD-ECGFOE®ATEL TS5
4 DIRBOZWIZHERTH %o

16



WO 96/20217 PCT/JP95/02661

# Ok o @ [

1. BAES 107 I BESNAFTA2NTF PRI ERH & U T2
ENBZRTF IR THE/ 7 o—F ik,
2. BIFES 107 I/ BENEFTAIXNTF FNIIHTEE/ 7 o—F ik,
3. BIFES 207 I VEBENEFTAINTF PRI NWEHIFEIA & U TR
SNAEXRTF FiIT2E )/ 70—+ ik,
4. BIES 207 I ) BESNEFTAIRNTF NIIHTE2E/ 7 o—F ik,

5. ErOFIVUKRRFRYS—¥RUE MIVMEERMENE MBREEA I
XHUTRETZHFKE L HELICEROE ) 70— F ik,

6. 1gCGICBTA2bDTHIHKRELI NE4IIRBOE/ 7 o—F Uik,
7. BRKEI| ~4EBOE ) Jo—FTIikERVWA I 2B ETSE FF 2
VyERZRFY S —¥RU /X3 /M E R ERN K @RREHERF O REFLY
BE o

8. HEMELFRAETHIHKEATLBROREFMMNEE,



WO 96/20217 PCT/JP95/02661

X 1
GST GST KB K8 GST GST KB K3
N C TP N C TP
B
<108 XD
<« 80 KD
oy
_ o ' H <« 49, 54D
< 32, 3KD
<« 27.54D
<« 17.35€D
2Ad 2D9

1/4



WO 96/20217 PCT/JP95/02661

<108 KD
et | < 80 KD

|« 49. 5KD

< 32.5KD
<« 27.5KD

< 18. 5KD

244

2/4



PCT/JP95/02661

WO 96/20217

3/4



PCT/JP95/02661

WO 96/20217

4/4



INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP95/02661

A. CLASSIFICATION OF SUBJECT MATTER

Int. C1® CO07K16/18, 16/40, Cl2P21/08, Cl2N15/06, C12N5/20,

GO1N33/577// (C12P21/08, C12R1:91)
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Int. c16 c12p21/00, 21/02, 21/08

Minimum documentation searched (classification system followed by classification symbols)
, C12N15/02-15/90

Documentation searched other than minimum documentation to the extent that such documents arc included in the ficlds scarched

BIOSIS PREVIEWS, WPI, WPI/L

Electronic data base consulted during the international search (name of data base and, where practicable, scarch terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Chijinshokan p. 75-144

November 28, 1990 (28. 11. 90)
& EP, 377855, A & US, 5227302, A

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y JP, 2-288897, A (Research Corp. Technologies 1 -8
Inc.),

Y Sumizawa, T. et al. "Thymidine phosphorylase 1 -8
activity associated with platelet-derived
endothelial cell growth factor", J. Biochem.
(1993) Vol. 114, No. 1, p. 9-14

Y Haraguchi, M. et al. "Sensitivity of human 1 -8
KB cells expressing platelet-derived
endothelial cell groqgth factor to pyrimidine
antimetabolites", Cancer Research (1993)
Vol. 53, No. 23, p. 5680-5682

Y Osamu Kanemitsu "Introduction of Antibody", 1 -8
January 25, 1994 (25. 01. 94),

A Furukawa, T. et al. "Angiogenic factor", 1 -8

Further documents are listed in the continuation of Box C.

D See patent family annex.

“A” document defining the general state of the art which is not considered
to be of particular relevance

“L” document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other

*O" document referring to an oral disclosure, use, exhibition or other
means

“P* document published prior to the international filing date but later than

b Special categories of cited documents: “T* later document published after the international filing date or priority

date and not in conflict with the application but cited o understand
the principle or theory underlying the inveation

“E” earlier document but published on or after the international filing date “X" document of particular relevance; the claimed invention cannot be

considered novel or cannot be considered to involve an inventive
step whea the document is taken alone

special reason (as specified) “Y” document of particular relevance; the claimed invention cannot be

considered to involve an inventive siep when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

the priority date claimed “&" document member of the same patent family

March 22, 1996 (22. 03. 96)

Date of the actual completion of the international search Date of mailing of the international search report

April 9, 1996 (09. 04. 96)

Japanese Patent Office

Name and mailing address of the ISA/ Authorized officer

Facsimile No. Telephone No.

Form PCT/ISA/210 (second sheet) (July 1992)




INTERNATIONAL SEARCH REPORT International application No.

PCT/JP95/02661

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

angiogenic activity and the cloning and
expression of platelet-derived endothelial cell
growth factor", Nature (1989) Vol. 338,

p. 557-562

Category*® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Nature (1992) Vol. 356, p. 668
A Ishikawa, F. et al. "Identification of

Form PCT/ISA/210 (continuation of second sheet) (July 1992)




ERNEES

BER4EES PCT/JP 95702661

A. REORTZHHONM (EMEHH| (1PC))
Int. C£&# CO07K16/18,16/40,
O12N5/20,

GO01N33/5777(C12P21/08,

Ci12P21/08, C12N15/06,

C12R1:91)

B. MEAT-1:5%

MELT -1 M NERH (ERSFI| (IPC) )

Int. C¢&# C12P21-00,21/02,21/08,

O012N15/02-15/90

BIERHUADORE TMELT - - 3FIITENS LD

BIOSIS PREVIEWS,

EMAETEALLBFT—IX—2 (F-IX—-ROEHK. WEIER LA

WPI, WPI/L

C. MATZLEHLNIXM

FIAXMD MET 5
hETY — % FIAYME RUE—SBOBHRHNMET S & 212, tOMBT IHWHOET RROEBOES
Y JP, 2-288897, A(Y¥y—% aI—RVv—¥u>¥y T2/ 1—-8
ayg—xX 4 va-—-Rv—Fs ),
28. 118. 1990(28. 11. 90)
&EP, 377855, A&US, 5227302, A
Y Sumizawa, T et al. “Thymidine phosphorylase 1—-8
activity associated with platelet—derived
endothelial cell growth faetor”, J. Biochem
(1993) M114%, ®1B, p9—-14
M] cmomzic b smpFIEATL S, BRI e S )

* SIRAXMOHTIY -

TA) BHCMEDHIZIMTIZN ., —BIIERARETT LD

TE] £fTXMTIz&H 52, EREBBLBIZAEINI LD

L) SmERCRELRET S IMXIIBOIRORTH
ELCIMOMNRBLMIIT 51 HIF AT S XM
(BEET)

O OFLAMT. A, BTHIERT XM

P EREBENT, »rHoEEHOTROER L LI HEOB

'T) EMEEE X IIEEEHIZLATINIIMTH->THEE
FBTHLOTIEN (., RPHOFRIIIRMOERDI Y
Z3IRTA60D

(X) BI-MAEOHLIMTH->T. YHAMDHTRADKHIR
WX IEENNRL WL EISNE LD

Y] Bi-MADHEXMTH > T, YBXMEMD ] LI EDOX
MO, YRECL-THHATHIMEHILE > THPH
NIV EEZ SNB LD

Y TS 33 (RAD'4, 'S (&) A—s3Fo b77 30)—XW

ERWEL<T L8 ERmMEHSOREH
22. 03. 96 08.04.96
EHRUDTE _ BHFEEZE (MBOH5RA)
HEXESHFT (SAIP) |4B |9 358
BEFS100 ﬁ ﬁ ﬁ % ;""@ 1 S S
FENTFREXEH»M=TEIE3I=S . 3449
BEEE 03-3581-1101 MM

BEPCT/ISA/210 (B2R=-) (1992%57H)




EMRERE EmLUMES PCT/JP 95 /02661
C (k&) . METSEBLSHIXM
SIRXRD BIXYT 5
HFTLY—% MRS RU—SOMBYHRT S Exi2, EOMNRTZHHORR BROREBOEH
Y Haraguchi, M. et al. “Sensitivity of human 1—-8
KB ecells expressing platelet—derived
endothelial cell growth factor to
pyrimidine antimetabolites™, Cancer
Research (1993) %5 3%, M2 3%,
p 5680—-5682
Y &X ®, [H&IFAM], 1—-8
25. 1A. 1994(25. 01. 94),
MAEME p 75—-144
A Furukawa, T et al. “Angiogenic factor”, 1—-8
Nature (1992) ®356%, p. 668
A Ishikawa, F. et al. “Identification of 1—-8

angiogenic aectivity and the cloning
and expression of platelet—derived
endothelial cell growth factor”,
Nature (1989) #338#%, p 5567—562

QIPCT/ISA/ZIO(ﬁzN—thé)(1992$7ﬁ)




	Abstract
	Bibliographic
	Description
	Claims
	Drawings
	Search_Report

