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Lab name: (RER)
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Relative x-position:  ({EX x iz @)
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225 nsec
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a-Cyano-4-hydroxycinnamic acid
500 Da

14,2498
2 ases
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1000 Y
1%

100 MHz

34

100

1162

Vayager-DE
CAVOYAGER\T00 well plate.plt
PE Biosystems
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30956
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5} |
3.286e-007
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<110>

120>

<1302

<160>

<1702

210>

<2l1>

212>

213>

400>

Ser Lys Lys Thr Asp Lys Asn Pro Glu Glu Ser Lys

1

210>
<211>
212>
213>

<4007 2

tcaaagaaaa ctgataaaaa cocagaagag tccaag
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A peptide fragment of LYVE-1 and an antibody therefor

KP-106567

PatentIn version 3.1

1
12
PRT

Hemo sapiens

5

2
36
DNA

Homo sapiens

10

JP WO2004/081035 Al 2004.9.23

10

20

30

40

36



(13) JP WO2004/081035 Al 2004.9.23

(13 2]
B1 B 2

100 148594 2. BE+d

80

B (%0)

a0

gL 73 214t 28
299‘ [ 46¢. 4 1498, 8 2000. 2 2500.6 30010
Wt m/2)




14 JP WO2004/081035 Al 2004.9.23

[P behd Ik =]

(32 H ) Fpi184 5/ 16H (2006.5.16)

[FHeHiE 1]

[fExt S HE L] $araEk o H
[(MEMNSZEEL] &3
(L] 28
€ NRES
(45 5 7 K oo i [ ]

[F5kmE 1]

Bl L ICiE# o7 I /VBEAN SR TFF 75574 F %0 CFigH L <
RENEEFICD = LT—2DF7 I JBAINEN R TFF 755747 b,
[75kmE 2]

R OEME 1 HICEEHD N TF K75 7 2 MOt 2H0E,

[F5KIH 3]

v SEBRBE T VO E2EMA -1 (LYVE—1) WERHTHL, FKD
& P 55 2 TE SR o Hi A,

[F5sku 4]

A& 1273/ BEFIC BT, 20 CEEE L T NFEFLA 1 # L <
DT I AN IS NLT I BT SR, o kKo#E 2 HIZE3H
WREBOMARIC L o TRBENLEXRTF F75 72y P XIE#F0 CElz L < IENEHGIZ
D= LT—207 I/ BHINESNATFFTT7 2 b
[F5-KE 5]

RO 2E I E SEIL RO AZAE T -0, FROEMSE 18 Xid5E
AVEICGBHONTF Fo5 7 Ay FofiH,

[k 6]

KOS 2H IS SHICEEOIAZELZ L 28ME T4, v MY VNG RE
Yot FFH LY o
[Fskm 7]

FERO#HHAE 2ENIIEIBEEEROMEZEL I L2HERETE, B D) NG RE
%’%ﬂﬂ%ﬁf‘é#} I\o
[FEKIH 8 ]

HELZ e MEfRICBIT 2D V%, BEROMSE 2 H X IXE 3HICEHOIAE H
WO RIS RE YRR T 5 HiE,

[FkE 9]

EMEEOEMEOREFETH T, KOAT v 7]

a) TR LAzw rlfick T2 ) v R, ERo&SHE 2 IH TS 3HICERBEOIMAE
AWCTHREMC SRt T AT v T,

h) A5 v 7a) THRELALPEECBITZEREEOEHEEZAET AT v 7,

c) AT v 7ce) WESWTEREENDEMESBRETL AT v 7,

B D,

[FEk3E 1 0]

BROHME 2 IIE IHICHBOMAZHNT, ¥ M) v NEke BER O/ ks
BT 2 i,

KT L 1]

HoROEME 2IHIIE ISHIHBOMAKEEL I EE2HRETL, MY L VEHE
G B Y.




(15

[ ] P A e ]

INTERNATIONAL SEARCH REPORT

JP WO2004/081035 Al 2004.9.23

International application No,

PCT/JP2004/003231

4. CLASSIFICATION OF SUBIECT MATIER
Int.ci’

COTK7/08, CO7K14/705, CQ7K16/28, GOLW33/53

According te International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Int.c1’

Minimum documenitation ssarched (classification system followed by classification symbols)
COTK7/08, CO7¥14/705, CO7Kl&/28, GOIN33/33

Documentation searched oiher than mirimum documestation to the extent that such documents are included in the fields searched

CA(STN), MEDLINE (STW),
SwissProt/PIR/Genedbeyg

Eiectronic data base consulted during the interational search (name of data base and, where practicable, search terms used)
BIOSIS{5TN), WPIDS(STN),

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where apprapriate, of the relevant passages

Relevant te claim No.

b

13(1):1-7.

malanoma., Clin.Cancer.Res.,

9{1):250-86.

vascularized human corneas:

JBACKSON D.G., The lymphatics revisited: new
perspectives from the hyaluronan receptor
LYVE-1., Trends Carxdiovasc Med., 2003 January;

STRAUME ©. et al., Independent prognostic
impact of lymphetic vessel density and presence
of low-grade lymphanglogenesis in cutaneous
2003 January;

CURSIEFEN ¢. et al., Tymphatic vessels in
Immunchistochemical
investigation using LYVE-1 and podoplanin.,
Investigative COphthalmology & Visual Science.,
2002, Vvol.43, Wo.7, p.2127-35

1-10

Further docurnents are listed in the continuation of Box C.

|:l See patent family annex.

= Special categories of elied documents:

*A"  document defining the general state of the art which is rot constdered
(o be of particular relevance

YE*  earlier application or patent but published on or after the fnternational
filing date

“L*  document which may throw donbis on priority claim(s) or wisich is
cited to establish the publication date of enother citation or other
special reason (as specified)

“Q . document referring to an oral disclosure, use, exhibition or other means

“p*  dooument published prior o the iniernational filing date hui later than

the priority date claimed

“T*  later document published after the inter | filing date or priority
daie and not in conflict with the application but cited to understand
the principle or theory ymderlying the invention

doeument of particulac relevanee; the claimed invention cannot be
considered nove! or cannot be considered to involve an inventive
step when the document is taken alene

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more ather such documents, such combination
belng obvious to a person skilled in the art -

docoment member of the same pétcmt family

X

g

g

Prate of the actual sompietion of the international szarch
22 April, 2004 {22.04.04)

Date of mailing of the international search report
18 May, 2004 (18.05.04}

Mame and mailing address of the 15A/
Japanese Patent Office

Facsimile No,

Anthorized officer

Telephone Ne.

Forim PCT/ISA/210 (second shoet) (Fenvay 2004}



(16)

INTERNATIONAL SEARCH REPORT

JP WO2004/081035 Al 2004.9.23

Intermational application No.

PCT/TP2004/003231
€ (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® Citation of decument, with indication, whers appropriate, of the relevant passages Relevant to claim No.
P,X AKISHIMA Y. et zl., Immunohistochemical

detection of human small lymphatic vessels
under normal and pathological conditions using
the LYVE-1 antibody., Virchows Arch., 2004

February; 444(2):153-7

1-10

Form PCTASA/Z10 (continuation of second sheef) (January 2004)



(17) JP WO2004/081035 Al

INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2004/C03231

Box No. I Nuclestide and/or aming ¢k sequence(s) (Continuation of item1.b of the first sheet)

1. With regard to any nucieotide andfer aming acid sequence disclesed in the international appllcaﬁ{m aind necessary to the claimed
invention, the international search was cartied out on the basis of:

a  type of matsrial
& sequence listing
D table(s) related o the sequence listing

b.  format of materfal
I:‘ in written format
in computer readable form

c.  time of filing/furnishing
[ contained in the international application as filed
filed togsther with the international application in cemputer readable form
‘:‘ * furnished subsequently to this Autherity for the purposes of search

2, In addition, in the case that more then ane version or copy of a sequence listing and/or able relating thereto has been filed

ar furnished, the required statements that the information in the subsequent or additional copies is identical io that in the
application as filed or does not go beyond the application as fited, as appropriate, were fiurnished.

3. Additional comments:

Form PCT/ISA/Z10 (continuation of first sheet (1)) (January 2004)

2004.9.23



18 JP W02004/081035 Al
INTERNATIONAL SEARCH REPORT Internafionel application Ne,
PCT/JP2004/003231
Box Ne. l{ Observations whete certain elaims were found wnsearchable (Continustion of item 2 of first sheet)

This internatianal search report has not been established in respset of certain ofaims under Articie 17¢2X2) for the following reasons:

L Claims Mos.: 11 :
becanse they relate to subject matter not required to be searched by this Autharity, mamely:

It is recognized that the invention as set forth in the sbove claim relates
to a methed of using an antibody in therapy of regenerating human lymphatie
duct and, therefore, pertains to methods for treatment of the human body by
therapy. Therefore, it relates to (cohtinued to extra sheet)

2 I:I Claims Nos.:
because they relafe o parts of the intemational application that do not comply with the preseribed requirements to such an
extert that no meaningfil international search can be carried out, specifically:

3. I:] Claims Nos.:
breause they are dependent claims and are not drafied in accordance with the second and third sentences of Ruls 6.4(a),

Box Mo, TTE Obzervations where nnity of invention is lacking (Continuation of item 3 of first sheet)

This Intermational Ssarching Antherdty found multiple inventions in this international application, ss follovs:

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

2 l:l Ag gll searchable elaims coukl be searched without effart justifying an additional fee, this Awthority &id nof fovite payment of

any additional fee.

R As anly some of the required additiona! search fees were timely paid by the applicant, this fitternational search report CoVEIS
only those claims for which fees were paid, spesifically claims Nos.;

EN

. I:[ No required additional search fees were timely paid by the applicant.  Consequently, this international search report is
resiricted to the invention first mrentiomed in the claims; it is covered by claims Nos.;

Remark on Protest [:[ The additional search foes were acoompanied by the applicant’s protest,

1 protest accompanied the payment of additional search fees.

Form PCT/18A/210 {continvation of first sheet (2)) (Fanuary 2004)

2004.9.23



(19) JP WO2004/081035 Al 2004.9.23

INTERNATIONAL SEARCH REPORT Intornational application No.

PCT/JP2004/003231
Continuation of Box No.II-1l of continuation of First sheet (2)

a subject matter which this International Searching Autherity is not
requirsed, under the provisions of Article 17(2) (a) {1} of the PET and Rule
39.1¢iv) of the Regulatidns under the PCT, to search.

Form PCT/ISAS2Z10 (oxtra sheet) {January 2004)



(20)

BRI

JP WO2004/081035 Al 2004.9.23

EpEhEES PCT/JP2004,7003231

A RECETLSABFONE (EEREFHE (1PC))
Int. CI' COTK7/08, COTKI4/705, CO7KLG/28, GOIN33/53

B, WHEZToTaR

ERIT TR NEEH (ERFTTSE (1PC) )
Int. €1° COTK7/08, COTKL4/708, COTKIG/28, GOLN33/53

BuNREREA OB THEL T oL PHS TR 5L ®

EEHECHE L ET T —F N— 2 (F—FA—A04LHR, EEICHA L HEE

CA{STN), MEDLINE(STN), BIOSIS(STN), WRIDS(STN)
SwissProt/PIR/Genebeq

C. HMETELFBoaXR
5| B scrken i BT 5
FF Tk SIS RU—ROBTAEETS LS. fOmEET5SH0RT HROEHRORS
¥ JACKSON D.G., The lymphatiss revisited: new perspectives from 1-10
the hyalurcnan receptor LYVE-1.
Trends Cardiovasc Med. 2003 Jan;13(1):1-7
Y STRAUME 0. et al.., Independent progmostic impacf of lymphatic 1-10
vessel density and presence of low-grade lymphangiogenesis in
cutaneous melanoma., Clin Cancer Res. 2003 Jan;2(1):250-6.

CIORE - L XRBFIR ST NS,

O #5Fv b7y 3 Ve @ 2002 B0,

* BEIEROAT A —

TA) SICEBEO L 5 XTI <. —RNEiiiops Rt
Loy

TEl EEHE ARTONEE LSS ch s R, BEBELER
MgicakEnitho

TL) BRI RRTEE T3 YRt o o 35T
B L < I oo B B 2 3 5 - 0B B3R
SRR (BEEE)

(O] AEIC X 5P, /., BRSER+aTH

TP) EREHEE AT, PoBAEOREORLR - 75 K

D B DE AR ST T

[T EERMEE B U B RICAR SN T Ch-T
HERL FBT5 0T, BEORENHE:R
CEEDI DB RT3 Lo

TX) S0 S 50T H- T, YETRO L TRn
DFRME S GBS EI R b D

MY oS Tho T, MEH Lo 11N
Lox@io, Yok - THETHEBESTI
Lo THESMESRNLEZONA LD

(&) F—$F ¥ b 77 3 Y —oft

EpERE LT LieH
22. 04. 2004

SRR R R

18. 5. 2004

R B DA R (N TSR
RAERHT (1SASTP)
BEEEE100-8915
FARTAARESE=TH4E3 5

TFITEEY (ERO0LZBE) 4B13037
LN
BIFES 03-3581~-1101 PME 34483

BRPCT A ISAS210 (B2~ (200441R)



(21) JP WO2004/081035 Al 2004.9.23

o EEHEES PCT/JP2004,003231
C (Fex) . B3 @B Oh ST
FlEER Bt 5
HF LY sk BIHARRS BU—BOERAEET S L S0, FolE A BFoss HROBBOER
¥ CURSIEFEN C. et al., Lymphatic vessels in vascularized human I~-10

corneas: Immunchistochemical investigation using LYVE-1 and
podoplanin., Investigative Ophthalmology & Visuzl Science,
2002, Vol. 43, No. 7, p.2127-35

PX ARISHIMA Y. et 2l., Dmmunchistochemical detection of human small | 1~10
lymphatic vessels under normal and pathological conditions using
the LYVE-1 antibaody. ,

Virchows Arch. 2004 Feh;444(2) :153~7

ﬁiPCT/ISA/ZIO(%Z&—?Q%%)(2004¢1H)



(22) JP WO2004/081035 Al 2004.9.23

Bl EEHESES PCT/JP2004,,003231

B BROBEO—HOBEESTEHVLIOEL (1 2—Y0 208E)
EREIABIE (PCTI 750 () ORELLY), CoRERERERACER LY ARORAD —BIC ST

BLof,

1. [l sskedmm_11 F DOESEEREREL T L R E LAV HRRES LOTHE,
2D,
SR ROBEICER S NI, FlE e LY oSO W B IR B LB b
A ZHURE FOSROREC L ARETEC LR BT, PCTL 74 (2) (a) (i) BUPCT
RAIBO. 1 (iv) OREEY, SoOEREEMMMRETS . L 2B LANERITERS & 0oh
3,

2. [|#kottm B AERRERREL T 0 LN TE RREY OREOEFEHEL LTV
BCERHEOHS RS L0 THES, SED,

3. [ #komm H, EBROBEATE TP CTHRAS 4e) 08 2 X R0 5 TofElr
o TEHHEEN TAEL,

HEHM FEAOH MERAML TS L E0EE (81 ~S—Y030s)

WIS & 5z Z OEBEHRC M EoR\RS S b - oERESEERD e,

1.[] HE AL B BT T~ TN Lo, CoEBREREN, P COTIETkirnh
DR TR L,

2. [ BEREs s ERT A E TR, TR O BE TR ROBEBIC SV THET 3 2 LB TE 0T, B
INFREREE ORI SR Ao i,

3. [ MEASSEENEEPYE L —BO% LoMEMITRN Lot 0T, = oEBREES, T80
D o T ROTERDEE DT TEE L.

4. [ HEA MBI MEER RO & BRI AT L g s A C, = ORI PR OB O R R
ERTWBRINAR S EoTEROEMIT 2 TR L,

EWREFEROEROR Y TIET A RE
(L] EnsmasFoht oMt & 46T A D & BER TR B o,

(] e Fost ot & LI BB D & BB LT 2 i,

BAPCT/ISA 210 (H1—UofEE (2)) (2004418)



(23) JP WO2004/081035 Al 2004.9.23

ErR s EHREHESS PCT-JP2004.7003231
Bl R7LAF FERTI/BER F1-—J01. hofx)

1. ZoBEREECHAR SRS E S BRICKER R 7 LaF KT 3 /BEFIC LT,
BLTEsE mEREziTok,

a. A4S BB
[ sesisicpgiss 55—

bh. ZA—<w b [] BF
20V o & AT D AR T

c. B L] sEsoBERRaELs
C DREPRHER S T Ve — S B2 O TR ENIC L Y B Shit
[ HEgc, BEodl, —oBREREBECRMSA:

2, Ebic, BAIRNIENRCET 37— TR LIRAIc, HmERICRE LB L < o LT
L /e BEFIZS HERRHT 2 I L BRI & F—Cdh 5 8. . HEROBETRLE2 33845 £V B ORS 0
Hatdh o,

3. WREER:

BRPCTAISA 210 (B1-—V0EE (1)) (200441 /)



eZ)) IP WO2004/081035 Al 2004.9.23
TR RNV E
(51)Int.C1. FI F—7a—F (HF)
ABLIP 7/00 (2006.01) AB1P 7/00
GO 1IN 33748 (2006.01) GO1N 33748 P
GO1N 33/53 (2006.00) GO1N 33/53 Y
(SDTEEE AP(BW,GH,CM,KE , LS ,MN,MZ ,SD, SL,SZ,TZ,UG, ZM, ZW) ,EA(AM, AZ , BY ,KG ,KZ ,MD,RU, T3, TM) ,EP(

AT, BE ,BG,CH,CY,CZ,DE DK, EE ,ES, FI, FR,GB,GR,HU, IE, IT,LU,MC,NL, PL,PT,RO,SE, ST, SK, TR) ,OACBF, BJ,CF,CG,CT,
QM,GA,GN,GQ, GV, ML MR ,NE, SN, TD, TG) ,AE, AG, AL ,AM, AT ,Al,AZ , BA, BB, BG, BR, BW, BY , BZ ,CA, CH,CN, G0, CR,CU, CZ, DE,
DK, DM, DZ ,EC,EE, EG,ES,FI,GB,GD,GE,GH,GM, HR, HU, ID, IL ,IN, IS, IP,KE ,KG,KP KR, KZ,LC, LK, LR, LS, LT, LU, LV, MA, M
D, MG, MK, MN, MA, MX, MZ ,NA, NI ,NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC,SD, SE, SG, SK, SL,SY, T3, TM, TN, TR, TT, TZ, UA, UG, US

,UZ VC, VN, YU, ZA, ZM, 2W

F & — A (Z55) 26045 AAZ4 BAL4
4B024 AADT  AATL
4C085 AA14 BB1L
4HO45 AXID  AA30

BB24
BAG3
L
BA16

CBO1
CAO2
21
CA40

FA16
DAOZ
czs3
DAS0

FBO3
EAO4
DD33
DAS6

GA13
DD86
EA20 EAS0 FA34 FAV4

() oLk BREHR (WIPO) KL DERLHSNICAREREIERLIcSOTHS, Qs TORFEL
7% BAGERFFHEE (HAGER ARSI OERAMORIE, FFEH 1 8 45201 05 | HERNREE
FHAB8FDOI3H2HE) IKLVETLLOTHY, FERLFEBRH LA,



THMBW(EF)

RE(EFR)AGE)

FRI&R B A

EHA

F-TERMZ %5

REAGE)

S\EReERE

BEG®)

RELYVE- 1N ERMERFE , HAURKREERREREFIRBNZMK A
SEBF% : BSer Lys Lys Thr Asp Lys Asn Pro | Eﬁ%’rﬂ* : EitEE
Glu Glu Ser Lys ARk B , I — M EEBRENELTNEHCH | ’

BRH AR AL,

EAND:0) Vag=

patsnap
LYVE-1H K B R H ik

JPWO2004081035A1 NI (AE)E 2006-08-24

JP2005503584 FiEH 2004-03-11
ASKAZ L B RR N T

FEIR
A
S E

al: I DN
fF B
IS HE

C07K14/705 C07K16/28 CO7K1/22 C12N15/09 A61K39/395 A61P7/00 GO1N33/48 GO1N33/53 CO7K14
/47 CO7K16/18

AB61P7/00 CO7K14/47 CO7K16/18

C07K14/705.ZNA C07K16/28 C07K1/22 C12N15/00.A A61K39/395.N A61P7/00 GO1N33/48.P GO1N33
/53.Y

2G045/AA24 2G045/BA14 2G045/BB24 2G045/CB01 2G045/FA16 2G045/FB03 4B024/AA01 4B024
/AA11 4B024/BA63 4B024/CA02 4B024/DA02 4B024/EA04 4B024/GA13 4C085/AA14 4C085/BB11
4C085/CC12 4C085/CC21 4C085/CC23 4C085/DD33 4C085/DD86 4H045/AA10 4H045/AA30 4H045
/BA16 4H045/CA40 4H045/DA50 4H045/DA86 4H045/EA20 4HO045/EA50 4H045/FA34 4H045/FA74

R
(3D

2003070568 2003-03-14 JP

JP3899362B2

Espacenet

PL LV 2N VIR g

21 LYVE-1RLha Ly Vel

L

E AR B B RE OB |4EE 3% FE DTREQ
Wi, B, BHE o, R BB, ) /ng0) 00
E ki BE FE BB 3

SRR 74 VBT ARG, P ECRE, F9AA51 P EORRY L


https://share-analytics.zhihuiya.com/view/6c223799-576f-4fde-9e6f-be1189f4442f
https://worldwide.espacenet.com/patent/search/family/032984660/publication/JPWO2004081035A1?q=JPWO2004081035A1

