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1 atgggcagcagccatcatcatcatcatcacagcageggectggtg
M G 8§ S H E HHHUHS S G L V
46 ccgegeggcagecatatgaacgtgcacgtgagcacagagtccaac
P R G 8 HM NV HV S TE S N
91 ctgraggccaccgagogecgagecgagggectatacagtecagetce
L 0 A T E R R AUZEGUL Y S8 Q L
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L ¢6 L T A S Q s N L T X E L N
181 ttcaccacccgegocaaggatgecatcatgecagatgtggetgaat
F T T R A K DA I M QMWL N
226 gctcgccgcgacctggaccgcatcaatgecagettecgecagtge
1000.00 -1 A R R D L DRI NA S F R Q C
: 271 cagggtgaccgggtcatctacacgaacaatcagaggtacatggct
Q G DRV I Y TNNOIR Y M A
316 gccatcatcttgagtgagaagcaatgcagagatcaattcaaggac
1 A I I L 8 E K Q@ C R P Q F K D
361 atgaacaagagctgcgatgccttgctcttcatgectgaatcagaag
M M N K 8 ¢ D AL L FMILN QO K
ﬂ_%' 406 gtgaagacgctggaggtggagatagccaaggagaagaccatttge
=~ vV K T L E VvV E I A K E K T I ¢C
» 451 actaaggataaggaaagcgtgctgctgaacaaacgcegtggeggag
b T K D K E § V L L N X R V A E
» 496 gaacagctggttgaatgcgtgaaaacccgggagctgcagcaccaa
% E ¢ L vV E C V K T R E L Q H Q
8 541 gagcgccagetggecaaggagcaactgcaaaaggtgcaageecte
S ER QLAZKTET OQOTLGOQTI KV QAL
m 586 tgcctgeccctggacaaggacaagtttgagatggaccttegtaac
“T ¢ L P L D KD KPF EMUDULRN
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; L w R D S I I PR S L D N L G
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Y N L Y H P L G S E L A S I R
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L R A 8 ¢ EA K O K V E K E A
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Q A R E A KL O A E C S R QT
946 cagctagcgctggaggagaaggcggtgetygceggaaggaacgagac
Q L A L E E K A V L R K E R D
PN PHCC
goood ooogano
991 aacctggccaaggagctggaagagaagaagagggaggcggagcag HCCW)E#M@
N L A K E L E E K K R E A E Q 800
1036 ctcaggatggagctggecatcagaaactcagccctggacacetge 700 .
L RMETULA ATIZRUNSA ATLTUDTC 600 I
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I KT K S Q P M M P V 8 R P M 500 Lo
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G P V P N P Q P I D P A S L E 300 s
1171 gagttcaagaggaagatcctggagtcccagaggecccctgcaggce , - <
E F K R K I L E $ Q R P P A G 200 /"
1216 atccctgtagecccatccagtggetga 100 .’
I P V A P S 5 G * (SEQ ID NO:2) 0 i
ggaggctccaggcctgaggaccaagggatggeccgacteggeggt 100
0 5 10 15 20 25 30 35 40 45
ttgcggaggatgcagggatatgeteacagiggatec(SEQ ID NO:1) Y450 A
0000 B 5 JEIES M T A&
800
700 B
600 Lezzett
500 1 P
s
400 s
s
300 Y
200
100 e
0
-100
0 5 10 15 20 25 30 35 40 45
His-PLVAP Y10 B
PLVAP HCC#R &%
800
700 PP
600 /,’_____.-
500 e
400 e
L
300 L7
200 4
100 .
0 .
-100
0 5 10 15 25 30 35 40 45
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1 mglamehggs yaraggssrg cwyylryffl fvsligflii lglvlfmvyg nvhvstesnl
61 qaterraegl ysqllgltas gsnltkelnf ttrakdaimg mwlnarrdld rinasfrgcq
121 gdrviytnng rymaaiilse kgcrdgqfkdm nkscdallfm lngkvktlev eiakektict
181 kdkesvllnk rvaeeglvec vktrelghge rglakeqlgk vgalclpldk dkfemdlrnl
241 wrdsiiprsl dnlgynlyhp lgselasirr acdhmpslms skveelarsl radiervare
301 nsdlqrgkle aggglrasge akgkvekeaq areaklgaec srqtqlalee kavlrkerdn
361 lakeleekkr eaeqlrmela irnsaldtci ktksgpmmpv srpugpvpnp gpidpaslee

421 fkrkilesqr ppagipvaps sg  (SEQ ID NO:23)

gooooao goobooo

1 cggacgcgtg ggtgagcagg gacggtgcac cggacggcgg gatcgagcaa atgggtetgg 1681 cgatggcgtc gtgcagatgc agcacgtegce acacagacat ggggaacttg gcatgacgte
61 ccatggagca cggagggtcce tacgcteggg ¢ggggggcag ctctcgggge tgctggtatt 1741 acaccgagat gcagcaacga cgtcacgggce catgtcegacg tcacacatat taatgtcaca
121 acctgcgcta cttettecte ttogtctcce tcatccaatt cotcatcatc ctggggeteg 1801 cagacgcggc gatggcatca cacagacggt gatgatgtca cacacagaca cagtgacaac
181 tgctecttcat ggtctatgge aacgtgcacg tgagcacaga gtccaacctg caggccaccg 1861 acacaccatg acaacgacac ctatagatat ggcaccaaca tcacatgcac gcatgccctt
241 agcgccgage cgagggecta tacagtcage tcoctaggget cacggectcc cagtccaact 1921 tcacacacac tttctaccca attctcacct agtgtcacgt tcccccgacc ctggcacacg
301 tgaccaagga gctcaactte accaccegeg ccaaggatge catcatgecag atgtggctga 1981 ggccaaggta cccacaggat cccatccoct cecgeacage cctgggcece ageacctcee
361 atgctcgeeg cgacctggac cgcatcaatg ccagctteeg ccagtgecag ggtgaccggg 2041 ctcctecage ttcctggect cccagecact tectcaccec cagtgoctgg acceggaggt
421 tcatctacac gaacaatcag aggtacatgg ctgccatcat cttgagtgag aagcaatgca 2101 gagaacagga agccattcac ctccgctcct tgagegtgag tgtttccagyg accecctegg
481 gagatcaatt caaggacatg aacaagagct gcgatgcctt gctcttcatg ctgaatcaga 2161 ggccctgage cgggggtgag ggtcacctgt tgtcgggagg ggagccactc cttetcceee
541 aggtgaagac getggaggty gagatagcca aggagaagac catttgcact aaggataagy 2221 aactcccagc cctgcctgtg gocegttgaa atgttggtgg cacttaataa atattagtaa
601 aaagcgtget getgaacaaa cgegtggegy aggaacaget ggttgaatge gtgaaaacce 2281 atccttaaaa aaaaaaaaaa aaaaaaaaaa aaaaaaa (SEQ ID NO:24)

661 gggagctgca gcaccaagag cgccagctgg ccaaggagea actgcaaaag gtgcaagccc
721 tctgectgee cctggacaag gacaagtttg agatggaccet tcgtaacctg tggagggact
781 ccattatccc acgcagectg gacaacctgg gttacaacct ctaccatccc ctgggctegg
841 aattggecete catccgeaga gectgegace acatgeccag cctcatgage tccaaggtgg
901 aggagctgge ccggagoctc cgggeggata tcgaacgegt ggeccgegag aactcagacce
961 tccaacgcca gaagetggaa goccagcagg goctgeggge cagtcaggag gcgaaacaga
1021 aggtggagaa ggaggctcag gcccgggagg ccaagctcca agctgaatge tcccggcaga
1081 cccagctage getggaggag aaggeggtge tgcggaagga acgagacaac ctggccaagg
1141 agctggaaga gaagaagagg gaggcggage agctcaggat ggagcotggec atcagaaact
1201 cagcectgga cacctgcatc aagaccaagt cgcagccgat gatgecagtg tcaaggecca
1261 tgggcectgt ccccaaccec cageccatcg acccagctag cctggaggag ttcaagagga
1321 agatcctgga gtcccagagg ccccctgcag gecatccctgt agccccatce agtggcetgag
1381 gaggctccag goctgaggac caagggatgg cccgactegg cggtttgegg aggatgcagg
1441 gatatgctca Cagegoeccga Cacaacccee teccgecgee ©Ccaaccace cagggecace
1501 atcagacaac tcectgecatg caaaccccta gtaccctctc acaccegeac ccgegectca
1561 cgatccctca ©CCagageac acggocgcgg agatgacgtc acgcaagcaa cggegetgac

1621 gtcacatatc accgtggtga tggcgtcacg tggccatgta gacgtcacga agagatatag
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International application No.

_ INTEFINATIONAL SEARCH REPORT PCT/US2009/001689

Box No.1 - Nucleotide and/or amino acid sequence(s) (Continuation of item 1.b of the first sheet)

1. With regard to any nucleoﬂde andior amino acld sequence disclosed In the lnhemaﬂonai application and neoessary to the claimed
invention, the Intemational saarch was carried out on the basls of:

a.  type of material

a sequence lisling

D _table(s} related to the sequence listing

b. format of material

Izl on paper
in electronic form

c.  time of filngfumishing
E containgd In the international application as filed _
E filed together with the, international application in electrenic form
) D fumished subsaquently to this Authority for the purpose of search
2, D In adgition, in the case that more than cne version or copy of a sequence lsting and/or table relating thereto has been filag:

or furnrshed the required statements that the Information in the subsaquent or additional coples is identical to that in the
application as filad or does not go beyond the application as filed, as appropriate, were furnished. .

3. Additional commants:

Form PCTASA/210 (continuation of first sheet (1)) (Aprll 2005)
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niemational application No

INTERNATIONAL SEARCH REPORT
{;;T/USZOUQ/OOIGSQ
€1201/68

A, cusélncmou SUBJECT M
INV. GOIN33/574

| ADD. CO7K14/705

C07K16/28 C07K16/30

According to inlernational Patent Classification (IPC) orto both nallonal classification and IPC
B. FIELDS SEAFIGHED ' c o
Minimum documemtation searched (classification syetem followed by classification syrnbob)

601N C12¢ CO7K -

Documentation searched other than minimum documentation 1o the extent that such docurnents ane included in he fields searchad

Elactronlc data basa oc during the Ir search (name of dala base and, where praclical, saarch ierms usad)

EPO%Interné], BIOSIS, EMBASE, Sequence Search, WPIlData

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Challon of document, with indication, where appropriais, of the relevant passages Ralavant to claim No.

X WO 03/024392 A {GENENTECH INC [US]) 18-20,
27 March 2003 (2003- 03—27) 23-33,
60,61
page 132, 1ines 1-11
figure 54 :
X . WO 03/023008 A {CURAGEN CORP [US]; ZHONS 18-20,
MEI [US]; LI LI [US]; GORMAN LINDA [US]; 23-33,
SPYT) 20 March 2003 (2003-03-20) 60,61

page 229 - page 230
page 444 - page 460

-

EI Further documants are lisled in the continualion of Box C.

i E See patent family annex.

* Gpecial jes of dted

A" documenl defining the general slale of the an which Is not
considared to be of particular relavance
"E" aarler document but published on or after the intemational
fiing date
L" documenl which may throw doubis on prionity claimis) or
which is clted to aslablish the publication data of ancihar
citalion or other speclal reason (as speciiled)
"0Q" document refarring to an oral disclosure, use, exhibition er
other maans .
"P* document publlshad prior 1o the intemational filing data but
kaler than the priority dale claimed

T tater document pyblished after the Inlernational fiing dale-
or priortty date and not In conflict with he application but
cited t% undersiand the principle or 1heory underlying the
Inyention

b ol 1 of the clarnad k
canhol be considered novel or cannel be considered to
Involve an inventive step when iha document.is iaken alone

¥ 1 o1 p k the claimed || th
cannal ba ¢ idered to involve an i step when the
document is combined with ohe or more other such docu-—
m:ts :ueh combination being obvious to a person skilled
n the al

"&" documeni member of the same patent family

Date of the ami.lal pletion of the intarnational saarch Date cof maiiing of the intamaficnal search report
7 July 2009 23/07/2009
Name and rﬁalling address of the ISA/

European Patent Office, P.B. 5813 Patentlaan 2
NL — 2280 HV Riswik

Tel. {+31-70) 340-2040,

Fax; (+31-70) 340-3016

Authorized officar

Bumb, Peter

Form PCTASA/210 (second sheet) (Apsil 2005)
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Intermational application No

. PCT/US2009/001689
O(Cunl_lnultlc_m). DOCUMENTS CONSIDERED TO BE AELEVANT :
Category* | Cihtation of document, with Indication; where appropriate, of the relevant passages Ralevant (o claim No.
X STRICKLAND LAURA A ET AL:. "Plasmalemmal 38-53,
. " vesicle-associated protein (PLVAP) 1s 64,65,
expressed by tumour endothelium and is 73-80
upregulated by vascular endothelial growth :
factor-A (VEGF)." ' :
THE JOURNAL OF PATHOLOGY AUG 2005,
vol. 206, no. 4, August 2005 (2005 08)
pages 466-475, XP002535808
ISSN: 0022- 3417
page 476
P.X WO 2008/091781 A (MAYD FOUNDATION [US], 1-3,5,
ROBERTS LEWIS R [US]; CHARLTON MICHAEL R 9-11,
~TUS1) 31 July 2008 (2008 -07-31) ' 17-34,
' 37,
54-56,
60-66,

the whole document

71-74

Fom PGTASA/210 {continuation of seaond sheet) {April 2005)
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. ) . . International application No.
INTERNATIONAL SEARCH REPORT PCT/US2009/001689

BoxNo.H = Observations whore certaln claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report hasnot boen astablished In respec't of cartain ctaims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:
because they relate to subject mattar not required to be searchad by this Authority, namely

2. D Claims Nos.:
because they ralate to parts of the intemational application that do not comply with the prescribed mqu:rements to such
an extent that no meaningful intemational search can be carmed out, specificaily:

a. D Claims Nos.:

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

Box Ne.lll Observations where unity of invention is lacking ((:onﬂnu\aﬂon of ltem 3 of first sheet)

This International Searching Authority found multiple invantions in this intermational application, as follows:

seée addjtiona] sheet

1. As all required additional search feas were timety paid by 1he applicant, this International search report covers allsearchable
’ claims.

2, E As aji searchable claims could be searched without effort justilylng an additional fees, this Authorlly did not invite payment of
additional fees.

a D As anly some of the reduired additional search fass were imely pald by the applicant, ths Intemational saarch reporicovers
only those claims for which fees were patd, specifically claims Nos.:

4. I:‘ No required addlitional search fees were timely pald 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:lThe additional search fees were accompanied by the applicant's protest and, where applicabie, the
payment of a protest fee.

DThe addiional search fees were accompanied by the applicant's protest but the applicable protast
fea was not pald within the ime limit specified in the Invitation, -

Duo protest accompanied the payment of additional séarch fees.

- Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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Intsmational Application No. PCT/US2009 /001689
FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21( | '

This Internat1ona1 Search1ng Author1ty found mu1t1ple (groups of)
inventions in this. internationai application, as follows:

1. claims: 1-17, 54-59, 66~72 (all complete)

- Method of treating HCC by means of PLVAP antagonists:
pharmaceutical compositions to be used therein

2. claims: claims 18-37, 60-63 (all complete)

Method of detecting/diagnosing HCC by means of detect1ng a
PLYAP gene product; kits to be used therein

3. claims: c1a1m§ 38-45, 64, 75-77 (all complete) 74-74 (both in
part)

Ant1-PLVAP mAb KFCC-GY4; ant1bodyvcomprising at Teast three
CDRs thereof; antibody competing therewith

4. claims: claims 46-53, 65, 78-80 (alt complete) 74-74 (both in
part)

Anti-PLVAP mAb KFCC-GY5; antibody éomprising at least three
CDRs thereof; antibody competing therewith
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Information on patent family membaers
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Intemational epplication No

PCT/US2009/001689
Patent document Publication Patent family Publication
cited in search report | date member(s) date
W0 03024392 A 27-03-2003 CA 2460120 Al ,_‘ 27-03-2003
S EP 1487877 A2 22-12-2004
JP 2005536439 T 02-12-2005
MX  PAD4002593 A 31-05-2004
NZ 531674 A 31-03-2009
US 2009075278 Al 19-03-2009
Us 2009075302 Al - 19-03-2009
Us 2009075279 Al 19-03-2009
US 2009017473 Al 15-01-2009
"US 2009117566 Al 07-05-2009
Us 2003148408 Al . 07-08-2003 .
WO 03023008 A 20-03-2003 €A 2451454 Al 20-03-2003
‘WO 2008091781 A Us 2008233117 Al 25-09-2008

31-07-2008

Form PCTASA/210 (patant famiy annex) (April 2005)
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