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1) 5 TCT AAA GAA GCC CCT GGG AGC ACA GCT CATCACCAT G ¥
(SEQ ID NO:21)

2) 5 GCC CGG GGA GCG GGG GCT TGC CGG CCG TCGCAC TCA 3
(SEQ ID NO:22)

3) 5 ACC ATG AGT GAG AAA AAC TGG ATT TGT GTG GCA 3’ (SEQ ID
NO:23)

4) 5 GGA GCC GGT GAC CAG GGT TCC CTG GCC CCA 3 (SEQ.ID
NO:24)

5) 5 CTC ACC ATG GAG TTT GGG CTG AGC TGG GTT 3 (SEQ ID
NO:25)

6) 5' GGA GGC TGA GGA GAC GGT GAC CAG GGT TCC CTG GCC 3’

(SEQ (D NO:26)
000000
k 00O0DDO0OCO

7) 5 GGC TCG AGA TGG ACA TGR RRD YCGC HVG YKC ASC TT 3
(SEQ ID NO:27)

8) 5 CCC GTC GAC CAT CAG ATG GCG GGA AGA T 3’ (SEQ ID
NO:28)
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VL (SEQID NO: 855u7)

GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA GTC
D I T S P § S L S A SV G D R V

ACC ATC ACT TGT CGG GCG AGT CAG GAC ATT AGT AAT TAT TTA GCC TGG TTT CAG
T I T CR A 8§ Q D I §$ NY L A W F Q

l__'— CDR 1 (L) ——I

CGG AAA CCA GGG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA TCC AGT TTG CAC
R K P G K A P K S8 L I Y A A S S L H

|—— CDR2 (L) e

AGT AAG GTC CCA ACA CAA TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC
S K v P T Q F 8 G S G S G T DVF T L

-

ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGC CTA CAG TAT
T 1 § S L Q P E D F AT Y Y C L QY

AGT ACT TAC CCT ATC ACC TTC GGC GGA GGG ACC AAG GTG GAG ATC AAA CGA
s T Y P 1 T F G G ¢ T K V E I K R

TR
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Vi (SEQID NO: 10 5£19)

GAG GTG CAG CTG TTG GAG TCT GGG GGA GAC TTG GTA CAG CCT GGG GGG TCG CTG
E VvV Q L L E S G G D L V QP G G S§ L

AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTC AGC AAC TAT GCC ATG AGC TGG
R L §8 €C A A S G F T F S8 N Y A M S W

|__ CDR1 (H) _|

GTC CGC CAG GCT CCA GGG AAG GGG CTG GAG TGG GTC TCA GCG ATT ACT CCT AGT
V RRQ AP G K GG L E WYV § A I TP 8§

GGT GGT AGT ACA AAT TAT GCA GAC TCC GTG AAG GGC CGG TTC ACC ATC TCC AGA
G G S T NZY A DSV KGRTFTTIS R
CDR 2 (i)

GAC AAT TCC CAG AAT ACA CTG TAT CTG CAA ATG AAC AGC CTG AGA GTC GAG GAC
D NS Q NT L YL Q MN S L R V E D

ACG GCC GTA TAT TAC TGT GGG AGA GTC CCA TAT AGA AGC ACT TGG TAC CCT TTA
T A V YY CG RV P Y R S T WY P L
: CDR 3 (H)

TAT TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA
Y WG Q G T L VT V S 8§

JP 2008-523825 A 2008.7.10
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SEQ ID No: 11
MTPEDPSETE PAAPRPGASA PRGRRVFLAA FAAALGPLSE GFALGYSSPA
51 IPSLORARPP APRLDDAAAS WEGAVVTLGA AAGGVLGGWL VDRAGRKLSL
101 IICSVPFVAG FAVITAAQDYV WMLLGGRLLT GLACGVASLV APVYISEIAY
151 PAVRGLLGSC VQLMVVVGIL LAYLAGWVLE WRWLAVLGCV PPSLMLLLMC
201 FMPETPRFLL TQHRRQEAMA ALRFLWGSEQ GWEDPPIGAE QSFHLALLRO
251 PGIYKPFIIG VSLMAFQOLS GVNAVMEFYAE TIFEEAKFKD SSLASVVVGY
301 IQVLFTAVAA LIMDRAGRRL LLVLSGVVMV FSTSAFGAYF KLTQGGBGNS
351 SHVATSAPVS AQPVDASVGL AWLAVGNMCI FIAGFAVGWG PIPWLLMSEI
401 FPLAVKGVAT GICVLINWLM AFLVTKEESS LMEVLRPYGA FWLASAFCIF
451 SVLETLECVP EIKGKTLEQI TAHFEGR
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2005/001953

A. CLASSIFICATION OF SUBJECT MATTER

IPC: C12N 15/13 (2006.01) , GOIN 33/574 (2006.01) , GOIN 33/53 (2006.01), A61K 31/7088 (2006.01) ,
AGIK 39/395 (2006.01) , A61K 39400 (2006.01)  (more IPCs on the last page)
According to International Patent Classification (IPC) or to both naticnal classification and IPC

B. FIELDS SEARCHED

Minirmum dociumentation searched (classification system followed by classification symbols)
IPC: CI2N 15/13 (2006.01) , GOIN 33/574 (2006.01) , GOIN 33/53 (2006.01) , A61K 31/7088 (2006.01) ,
AGIK 39/395 (2006.01) , A6IK 39400 (2006.01)  (more IPCs on the last page)

Diocumentation searched other than minimum documentation te the extent that such documents are included in the fields searched

Electronic database(s) consulted during the international search (name of database(s) and, where practicable, search terms used)
Delphion (keywords: GLUTS, GLUT-8, cancer, antibod*), Medline (keywords: GLUTSE, GLUT-8, cancer, antibed*), GeneBeq (sequences
searched: SEQ ID Nos:1-13)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X JP 06-141884 A (HAGIWARA YOSHIHIDE) 24 May 1994, 1-34, 4247
Y see page 2-3 and claims 2 and 7 48-69
X AOTSUKA Y ET AlL: “Identification of a malignant cell agsociated antigen 70

recognized by a human moneclonal antibody”™ EUROPEAN JOURNAL OF
CANCER & CLINICAL ONCOLOGY. May 1988. Vol. 24, number 5, pages 829-
838

see whole document

X HAGIWARA HET AL: “Dictermination of the antigen/epitope that is recognized 70
by human menoclonal antibody CLN-IgG” HUMAN ANTIBODIES. 2001. Vol.
10, number 2, pages 77-82

see whole document

Y OSUMI K ET AL: “Antibody dependent cell mediated cytotoxicity on human 63-69
cervical carcinoma cell line, ME-180, with human menoclonal antibody™
CANCER LETTERS. 1992. Vol. 62, number 2, pages 179-183

see whole document

[X] Further documents are listed in the continuation of Box C. [X] See patent family annex.
# Special categones of cited documents : “T" later document published after the ]ntemalmnal filing date cr pricnty
date and not in cortEllct with the applicaticn but cited to understand
AT document defining the general state of the art which is not considered the principle or theory underlying the invention
1o be of particular relevance
" docurment of particular relevance; the claimed invention cannot be
“E” earlier application or patent but published on or after the internaticnal considered novel or cannot be considered to involve an inventive
filing date step when the document is taken alone
“L” document which may throw doubts on prionity claim(s) or which is “Y*  document of particular relevance; the claimed imvention cannot be
cited to establish the publicaticn date er citation or other considered te involve an inventive step when the document is.
special reason (a3 specified) combined with cne or more ather such documents, such combinetion

being obvious to a person skilled in the art
“or document referring to an oral disclosure, use, exhibition or other means.

P doclnnampubllshed pnorm the international filing date but later than
the priority dete claimad

“&"  document member of the same patent family

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

& April 2006 (06-04-2006) 26 April 2006 (26-04-2006)

Name and mailing address of the ISA/CA Authorized officer
Canadian Intellectual Property Office
Place du Portage I, C114 - 1st Floor, Box PCT Kristoffer Wilde (819) 953-0551
50 Victoria Street

Gatineau, Quebec K14 0C9
Facsimile No.: 001(819)953-2476

Form PCT/ISA/210 (second sheet ) {April 2005) Page 4 of 8
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C (Contimuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

Y

FENSTERMAKER R ET AL: “Immunctherapentic strategies for malignant
glioma™ CANCER CONTROL. May/Tune 2004. Vol. 11, number 3, pages 181-
191

see page 187, left column, 3rd paragraph

SHIKHMAN AR ET AL: “Distinct pathways regnlate facilitated ghicose transport
in hwman articular chondrocytes during anabolic and catabolic responses™
AMERICAN JOURNAL OF PHYSIOLOGY - ENDOCRINOLOGY AND
METABOLISM. 28 Jannary 2004. Vol. 286, pages E980-E985

see whele document

TS 2003/0228592 Al (ST. VINCENT’S INSTITUTE OF MEDICAL
RESEARCH) 11 Decamber 2003,
see whele document

KREITMAN RI: “Immunotoxins in cancer therapy” CURRENT OPINION IN
MMUNOLOGY. 1999. Vol. 11, number 5, pages 570-578
see whole document

MOADEIL RM ET Al: “Positherapy: targeted nuclear therapy of breast cancer
with ®F-2-deoxy-2-fluoro-,-glucose” CANCER RESEARCH 1 February 2005,
Vol. 65, number 3, pages 698-702

see whele document

63-69

35, 4247, 71-73, 79 and 80

35, 4247, 71-73 and 79-105

48-69

Form PCT/ISA/210 (centinuation of second sheet) (April 2005)
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TUS20030228592 Al 11-12-2003 none
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(72) JP 2008-523825 A 2008.
INTERNATIONAL SEARCH REPORT International application No.
PCT/CA20035/001953
Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of the first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following
reasons ;

1. [X] ClaimNos.: 60,61, 94-99 and 101-104
because they relate to subject matter not required to be searched by this Authority, namely :
Although claims 60, 61, 94-99 and 101-104 encompass a method of medical treatment of the human/animal body which this

Anthority is not obliged to search nnder Rule 39.1 (iv) of the PCT, the search has been carried out based on the alleged effects of
the compounds referred to therein.

2. [ ] Claim Nos. :

because they relate to parts of the international application that do not comply with the prescribed requirements to such an extent
that no meaningfill international search can be carried out, specifically :

3. [ 1 €ClaimNeos. :
because they are dependant claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemnational Searching Authority found multiple inventions in this intemational application, as follows :
This Autherity found that unity of invention is not complied with but chose not to invite the applicant to pay additional fees.

Continued in Supplemental box.

1. [ ] As all required additional search fees were timely paid by the applicant, this intemational search report covers all

searchable claims.

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

3. [ 1 As only some of the required additional search fees were timely paid by the applicant, this internatienal search report
covers ¢nly those claims for which fees were paid, specifically claim Nos. :

4. [ ] Norequired additional search fees were timely paid by the applicant. Consequently, this international search report is

resiricted to the invention first mentioned in the claims; it is covered by claim Nos. :

Remark on Protest [ ] The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee.
[ 1 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.
[ 1 Noprotest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005) Page 3 of §

7.

10



(73) JP 2008-523825 A 2008.

INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2005/001953

Supplemental Box.
Continnation of Box No. II1

The Intermaticnal Searching Authority found multiple inventions in the present intemmational application, as follows:

1. Claims 1, 2 and partly 13, 14, 17, 18, 21, 23, 24, 26-34, 44-75 : A light chain CDR] comprising the amino acid sequence of SEQ ID
Neo:1, a mucleic acid encoding said light chain, a binding pretein comprising said light chain, an immumnoconjugate comprising said binding
protein, and compositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which specifically bind to said
hinding protein.

2. Claims 3, 4 and partly 13, 14, 17, 18, 21, 23, 24, 26-34, 44-75 :A light chain CDR2 comprising the amino acid sequence of SEQ ID No:2,
a nucleic acid encoding said light chain, a binding protein comprising said light chain, an immunoconjugate comprising said binding
protein, and compositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which specifically bind to said
binding protein.

3. Claims 5, 6 and partly 13, 14, 17, 18, 21, 23, 24, 26-34, 44-75 :A light chain CDR3 comprising the amino acid sequence of SEQ ID No:3,
a nucleic acid encoding said light chain, a binding protein comprising said light chain, an immunoconjugate comprising said binding
protein, and compositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which specifically bind to said
binding protein.

4. Claims 7, 8 and partly 15, 16, 19, 20, 22, 25-34, 44-75 ‘A heavy chain CDR1 comprising the amino acid sequence of SEQ ID) No:4, a
nucleic acid encoding said heavy chain, a binding protein cemprising said heavy chain, an immunoconjugate comprising said binding
protein, and compesitions, kits and methods thereof, recombinant expressicn vectors, host cells and proteins which specifically bind to said
binding protein.

5. Claims 9, 10 and partly 15, 16, 19, 20, 22, 25-34, 44-75 :A heavy chain CDR2 comprising the amino acid sequence of SEQ ID No:5, a
nucleic acid encoding said heavy chain, a binding protein comprising said heavy chain, an imnmnoeconjugate comprising said binding
protein, and compositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which specifically bind to said
binding protein.

6. Claims 11, 12 and partly 15, 16, 19, 20, 22, 25-34, 44-75 :A heavy chain CDR3 comprising the amino acid sequence of SEQ ID No:6, a
nucleic acid encoding said heavy chain, a binding protein comprising said heavy chain, an immunoconjugate comprising said binding
protein, and compaositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which specifically bind to said
binding protein.

7. Claims 35-41 and pattly 44-75: A binding protein specific to a cancer-associated variant of glucose transporter 8, an immunoconjugate
comprising said binding protein, and compositions, kits and methods thereof, recombinant expression vectors, host cells and proteins which
specifically bind to said binding protein.

8. Claims 42, 43 and partly 44-75: A binding protein capable of binding an antigen on a cancer cell which is identifiable by a competitive
binding assay, an immunoconjugate comprising said binding protein, and compositions, kits and methods thereof, recombinant expression
vectors, host cells and proteing which specifically bind to said binding protein.

9. Claims 76 and partly 80-100,105: An isolated protein comprising the amino acid sequence of SEQ ID No:11, nucleic acid encoding said
protein, recombinant expression vectors, compositions, methods and kits.

10. Claims 77 and partly 80-100, 105::An isolated protein comprising the amino acid sequence of SEQ ID No:12, nucleic acid encoding said
protein, recombinant expression vectors, compositions, methods and kits.

11. Claims 78 and partly 80-100, 105::An isolated protein comprising the amino acid sequence of SEQ ID No:13, nucleic acid encoding said
protein, recombinant expression vectors, compositions, metheds and kits.

12. Claims 101-104: A method for treating or preventing cancer by decreasing the function of a cancer-associated variant of glucose
transpotter 8.

According to Article 3(4 Y1) PCT and Rule 13 PCT, a group of inventions may be claimed in one intemational application provided there is
a technical relationship among those inventions involving one or more special technical features. However, the inventions listed above fail
to share a common special technical feature, and therefore, they are viewed as encompassing multiple inventions.

Form PCT/ISA/210 (exira sheet) (April 2005) Page 7 of 8

7.

10



(74) JP 2008-523825 A 2008.

INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2005/001953

GOIN 21/64 (2006,01), CI2N I5/12 (2006,01), COTK 16/30 (2006.01y, CO7K 14/705 (2006.01)
AGIP 35/00 (2006.01) , AGIK 47/48 (2006.01) , AGIK 47/42 (2006.01)

Form PCT/ISA/210 (extra sheet) (April 2005) Page 8 of 8

.10



(75) JP 2008-523825 A 2008.7.10

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooo 16718 (2006.01) ooOog 16/18 oooo goooo
oooo  19/00 (2006.01) ooOg 19/00 oooo goooo
oooo  1/15 (2006.01) ooog  1/15 oooo goooo
oooo  1/19 (2006.01) gooo  1/19 oooo goooo
oooo 121 (2006.01) ooog w21 oooo goooo
oooo  5/10 (2006.01) ooog  5/00 oooo goooo
oooo  1/04 (2006.01) gooo  1/04 oooo goooo
oooo  1/02 (2006.01) opoog  1/02 oooo goooo
oooo  1/68 (2006.01) ooog  1/e8 oooo goooo
oooo  38/00 (2006.01) ooog  37/02 gooo goooo
oooo 39/395  (2006.01) o000 39/39%5 OO0OO goooo
oooo  45/00 (2006.01) ooOog 397395 OO0OO goooo
oooo  51/00 (2006.01) ODOO0 45/00 oooo goooo
oooo  49/00 (2006.01) oooo  49/02 oooo goooo
oooo  48/00 (2006.01) OooOg 49/00 oooo goooo
oooo 31/7088  (2006.01) OooDOOg 48/00 oooo goooo
ooono  35/76 (2006.01) oo0oO0 31/7088 OOOO goooo
oooo  35/04 (2006.01) OooOog 35/76 oooo goooo
oooo  35/00 (2006.01) o000 35/04 oooo goooo
ooono  35/02 (2006.01) OoDOOg 35/00 oooo goooo
oooOo  33/574 (2006.01) gooo  35/02 oooo goooo
oooo  33/50 (2006.01) ooOog 33/574 OO0OO goooo
oooo  33/15 (2006.01) ooOog 33/50 oooo goooo
oooo 33/543  (2006.01) oooo  33/15 oooo goooo
oooo OoO0O0 33/543 OO0OO goooo
oooo OoO00 33/543 0000 goooo
gooo o000 33/53 0000 goooo

@égnoooogoo  Ap(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,2ZM,ZW) ,EA(AM,AZ,,BY ,KG,KZ ,MD,RU, TJ, TM),
EP(AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HU, IE, IS, IT,LT,LU,LV,MC,NL,PL,PT,RO,SE,SI,SK,TR) ,0A(BF,
BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,AT,AU,AZ,BA,BB,BG,BR,BW,BY,BZ,CA,CH,CN,CO,
CR,CU,Cz,DE,DK,DM,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,HR,HU, ID, IL, IN, IS,JP,KE,KG,KM,KN,KP,KR,KZ,LC, LK, L
R,LS,LT,LU,LV,LY,MA,MD,MG,MK,MN, MW ,MX,MZ ,NA,NG,NI,NO,NZ,0OM,PG,PH,PL,PT,RO,RU,SC,SD, SE, SG, SK, SL, SM, SY
,1J,TM, TN, TR,TT,TZ,UA,UG,US,UZ,VC,VN, YU, ZA, ZM, ZW

(72) 000 0OooOoooogoo
gobooobooooooooobooboobooooooooooooo

(2)00D0 ODO0oOoooooboobbooooog
oobooooooooooooooooboooooooooobooboooboooooon

(72) 000 0OoDOOoooogooo
ooooooOOoO0oOoooOoooOobDbOoOooooooboboobDobooOoooOoooo

(72000 OooOooooooogoodg
oooooobOoobooooooooooboboboooooooooooooooo

OD0O00O((@O) 26045 AA34 AA35 CB02 DA13 DA36 FBO7 FBOS

goon0 OO0 4B024 AAO1 AA11 BA44 BA45 BA8BO CAO4 CAO5 CAO6 CAO7 CAO9

gooo oo CA10 CA12 DAO2 DAO6 EA04 FAO2 FAO7 FA10 GAOS GAll

gooo oo GA18 GA19 GA27 HAO3 HAO8 HAO9 HA12 HA14 HA17



(76) JP 2008-523825 A 2008.7.10

0000 OO 4B063 QAOL QA18 QAL9 QQO3 QQ08 QQ20 QQ42 QQ53 QQ79 QROS

0000 oo QR32 QR33 (QR36 QR42 QR4S QR56 QRS9 QR62 QRG6 QR69
0000 OO0 QR77 QRS2 QSO05 QS12 QS16 QS24 QS25 QS28 QS34 QS36
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0000 oo CA46

0000 OO 4C084 AAOL AAO2 AAOG AAL3 AAL7 BAOL BAOS BA22 BA23 CA18
0000 OO0 DA33 DC50 MAO2 MA17 MA66 NAL4 ZB26 ZB27
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VB1-050

VL (SEQID NO: 85£47)

GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA GTC
D I Q MT QS P S S L S A SV G D R V

ACC ATC ACT TGT CGG GCG AGT CAG GAC ATT AGT AAT TAT TTA GCC TGG TTT CAG
T I T C R A S Q D I S N Y L A W F Q

: CDR1 (L) :

CGG AAA CCA GGG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA TCC AGT TTG CAC
R K P GG K A P K S L I Y A A S S L H

I—— CDR 2 (L) "—

AGT AAG GTC CCA ACA CAA TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC
S K v P T Q F 8§ 66 S 66 S G T D F T L

—]

ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGC. CTA CAG TAT
T 1 8§ S L Q P E D F AT Y Y C L QY

—

AGT ACT TAC CCT ATC ACC TTC GGC GGA GGG ACC AAG GTG GAG ATC AAA CGA
S T Y P 1 T F G 6 ¢ T K V E 1 K R

CDR 3(L) :
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