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04H-361 JH-2 16914 4146
04H-362 JLM-2 16917 4178
04H-366 JKH-1 16928 4103
04H-368 DC-2 16935 4133
04H-370 WRW-2 16941 4140
04H-423 GHB S-1 | 17093 4113
04H-453 DSP S-1 | 17183 4130
04H-487 MMH S-1 | 17255 4118
04H-488 NSP S-1 | 17258 4121
04H-489 JDE S-1 17261 4135
04H-496 BAH S-1 | 17282 4161
04H-499 JMW S-1 | 17291 4143
04H-511 LRR S-1 | 17327 4182
04H-512 GLP S-1 17330 4183
04H-523 RLL S-1 17363 4116
04H-524 FPJ S-1 17366 4120
04H-525 DJK S-1 17369 4122
04H-526 JMS S-1 17372 4129
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04H-426 PAP-2 17102 4233
04H-427 SFD-2 17105 4239
04H-428 AMB S-2 | 17108 4167
04H-429 ELH S-2 17111 4273
04H-430 HDD S-2 | 17114 4144
04H-431 CMW S-2 | 17117 4213
04H-432 JL S-2 17120 4165
04H-433 RC S-2 17123 4170
04H-434 RZ S-2 17126 4219
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04H-438 JDRS-2 | 17138 4179

04H-439 LC S-2 17141 4256

04H-440 GLP S-2 | 17144 4275

04H-441 MHR S-2 | 17147 4206

04H-442 JEF S-2 | 17150 4222

04H-443 HBA S-2 | 17153 4223

04H-444 DT S-2 17156 4231

04H-447 CD S-2 17165 4207

04H-449 DWB S-2 | 17171 4164

04H-450 DLR S-2 | 17174 4211

04H-454 NPJ S-2 | 17186 4136

04H-456 NEN S-2 | 17192 4151

04H-461 LWF S-2 | 17207 4218

04H-479 MAT S-2 | 17231 4229

04H-482 GPH S-2 | 17240 4221

04H-484 JP S-2 17246 4156

04H-493 JS S-2 17273 4208

04H-497 JMP S-2 | 17285 4189

04H-503 SAS S-2 | 17303 4254

04H-504 JDD S-2 | 17306 4152

04H-507 RWR S-2 | 17315 4157

04H-510 CSL S-2 | 17324 4180

04H-513 ALF S-2 | 17333 4205

04H-515 VIT S-2 17339 4149

04H-522 VAB S-2 | 17360 4257
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FIGURE 1 . NSCLCEHEZRMOERITOHE

EGFRE18 EGFRE19 EGFR E20

EGFRE23  PIK3 E09

WT (56)

WT (62)
Cwron) EWTRs)
WT (39) WT {114)

WT (24)

17897 WT(142)  WT(48)  WT(29)  WT(e4)
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FIGURE 5A
I¥Y520.txt x His
1 éCGTGGACA . ACCCCCACGTGTGCCGCCT 47
IllllllIIIIIIIIIHIIIIIIHH PELEELEELETELELLL
1 CAGCGTGGACAACCACCCCCACGTGTGCCGCCT S0

48 G GGGCATCTGCCTCACCTCCACCGTGCAACTCATCACGCAGCTCATGC 97

P LLLL T L]

51 GCTGGGCATCTGCCTCACC‘I‘CCACCGTGCAACTCATCACGCAGCTCATGC 100
98 GTCCGGRAACACARAGACAATATTGGC 147
Illlllll||II|||HIIHHHlHlIH|||||IHHIIH1II1
101 ¢ ATGTCCGGGAACACAAAGACAATATTGGC 150
148 GTCCAGATCGCARAG 186 RAES 52

I\IHIl!HHHHIIHHIIIHIIHIHHH
151 T GCAGATCGCARAG 189 REFIES 59

1$7720 ,pep x His.pep

AYV'MASVDN PHVCRLLGICLTSTVQLITQLMPFGCLLDYVREHKDNIG 49

IHIHIIII COLIVEE T R YT

YVMASVDNHPHVCRLLGICLTSTVQLITQLMPFGCLLDYVREHKDNIG 50

50 SQYLLNWCVQIAK 62 BIES 62

PLLETLLE L

51 SQYLLNWCVQIAK 63 FEA&ES 21

ogoooao
FIGURE 5C
14718 txt x Q70LH. txt
1 CCAACCAAGCTCTCTT 50
|||HH|H||H||H||HH1H|H|H||[H||| [T

1 GCTCCCAACCACGCTCTCTT 50

51 GAGGATCTTGAAGGAAACTGAATTCARARAG, 'T‘CAAAGTGC'I‘GGGCTCCG 100

||||IHHIHIIHH I|I|I||HII1IHIIIIHIIIIIH 111

51 GAGGATCTTGAAGGAA AAAAGATCAAAGTGCTGGGCTCCG 100

101 CACCGTGTATAAG 123 RAIES 67
llHlIlHIIHllIIIIHIl

101 @ GGCACGGTGTATAAG 123 EFIES 68

14yy18.pep x Q701H.pep

1 LVEPLTPSGEAPNQALLRILKETEFKKIKVLGSGAFGTVYK 41 EIIHS 69

PV VR L T T

1 LYEPLTPSGEAPNHALLRILKETEFKKIKVLGSGAFGTVYK 41 m#&S 70

(71) JP 2008-535477 A 2008.9.4

ooooOao

FIGURE 5B

I4Y220.txt x T790M.txt

GAAGCCTACGTGATGGCCACCGTGGACAACCCCCACGTGTGCCGCCTECT 50

1
FECLECTELL DL VLR L ELEREL P LT
1 GAAGCCTACGTGA’I‘GGCCAGCG’I‘GGACAACCCCCACG‘I‘GTGCCGCC’I‘GCT 50
51 CCOTGCARCTCATCACGCAGCTCATGCCCT 100
\Hl|IHIHlH||IHHHIH||||HH| ERSURRRARRRNN
51 GCAACTCATCATGCAGCTCATGCCCT 100
101 T TCCGGGAACACARAGACAATATTGGCTCC 150
I!||H|||||l||lH|||||H|H|H||H|H|||HHllllll
101 T ACTATGTCCGGGAACACAAAGACAATATTGGCTCC 150

151 CAGTACCTGCTCAACTGGTGTGTGCAGATCGCAAAG 186 RII&HS 63

COLCEUVERLV T REE LT L

151 CAGTACCTGCTCAACTGGTGTGTGCAGATCGCARAG 186 MIES 64

¥20.pep x T790M.pep

FAYVMASVDNPHVCRILGICLTSTVQLITQLMPFGCLLDYVREHKDNIGS 50
IIIHIIHlHI!HIIIIIII!IHI PLLELH TR LEET L
1 EAYVMASVDNPHVCRLLGICLTSTVQLIMQLMPFGCLLDYVREHKDNIGS 50
51 QYLLNWCVQIAK 62 MIES 65

[T

|l
51 QYLLNWCVQIAK 62 EHIES 66

goooaon

FIGURE 5D

$y¥18.txt x L688P,tXt

CPTGTGGAGCCTCTTACACCCAGTGGAGAAGCTCCCAACCAAGCTCTCTT 50

ELECERELELLEL T L LR LT

CCTGTGGAGCCTCTTACACCCAGTGGAGRAGCTCCCAACCAAGCTCTCTT 50

-

i

GAGGATCTTGAAGGAAACTGAATTCAAAAAGATCAAAGTGC’I‘GGGCTC CG 100

11I||IIII|||IHIIHIHII\llIIHIIIHIIHIIIIIHHI

51 GAGGATCTTGARGGAAAC AAGATCAAAGTGCTGGGCTCCG 100

5

i

101 GCACGGTG’I‘A’I‘AAG 123 ®AES 71

IIHIIH!IHIIHIHHH

101 GTTCGGCACGGTGTATAAG 123 MIES 72

14y718.pep x L688P.pep

1 LVEPLTPSGEAPNQALLRILKETEFKKIKVLGSGAFGTVYK 41 EHHS 73

PO LT L ]

1 PVEPLTPSGEAPNQALLRILKETEFKKIKVI.GSGAFGTVYK 41 RNES 74



50
100
g 82

1 FQEMCYKAYLATRQHANLFINLFSMMLGSGMPELQSFDDIAYIRKTLALD 50

101 CTACAATCTTTTGATGACATTGCATACATTCGAAAGACCCTAGCCTTAGA 150
QHALN* 90 ®mI#F

5 80

JP 2008-535477 A 2008.9.4

FIGURE 5F

Ay

COLEEEU T EELL L LT

51 ATCTCTTCATAAATCTTTTCTCAATGATGCTTGGCTCTGGAATGCCAGAA

FECLLCCCEL L EEEEE L TR T
101 CTACAATCTTTTGATGACATTGCATACATTCGAAAGACCCTAGCCTTAGA 150
PECECLVPLL LT EEE T P P EEEETELLT

151 TAAAACTGAGCAAGAGGCTTTGGAGTATTTCATGAAACAAATGAATGATG 200

U CERLEEUE LR LT LT b

201 CACTTCATGGTGGCTGGACAACAAAAATGGATTGGATCTTCCACACAATT 250

PECCE LR T

1 FQEMCYKAYLAIRQHANLFINLFSMMLGSGMPELQSFDDIAYIRKTLALD 50

FOLCELL T LT

251 AAACAGCATGCATTGAACTGA 271 &HH

AR RN

51 KTEQEALEYFMKQMNDALHGGWTTKMDWIFHTIK!

PECLCEEEER P R T LT TEEEEE TR |

1 GTTTCAGGAGATGTCTTACAAGGCTTATCTAGCTATTCGACAGCATGCCA 50
1 GTTTCAGGAGATGTGTTACAAGGCTTATCTAGCTATTCGACAGCATGCCA
51 ATCTCTTCATAAATCTTTTCTCAATGATGCTTGGCTCTGGAATGCCAGAA 100
151 TAAAACTGAGCAAGAGGCTTTGGAGTATTTCATGARACARATGAATGATG 200

201 CACATCATGGTGGCTGGACAACAAAAATGGATTGGATCTTCCACACAATT 250
51 KTEQEALEYFMKOMNDAHHGGWITKMDWIFHTIKQHALN* 90 MHIHS 81

251 AAACAGCATGCATTGAACTGA 271 ER5IES 79

PI3K- 1#¥»20.txt x H1047L.txt
PI3K-~ 14yy20.pep x H1047L.pep

goooao
ooooano

(72)

100

TGACAAAGAACAG 50

TGACAAAGAACAG 50

PECEETURL L L R T T

2 76

'l’r‘("Ah
124 EAES 75

FIGURE 5E

[T

101 GAAAGATTTTCTATGGAC.CACAGGTAA 127 EAFE

PECLLELL LU L T T T T T

51 CTCAAAGCAATTTCTACACGAGATCCTCTCTCTGAAATCACTGCGCAGGA

UL LELETE T LT L

1 NRLARDNELRENDKEQLKATSTRDPLSEITAQEKDFLWTTG - 41 ReFI&S 78

PIVPLRELLLLLE LT

1 NRLARDNELRENDKEQLKAISTRDPLSEITEQEKDFLWSH. 40 &3ES 77

1 GTAACAGACTAGCTAGAGACAATGAATTAAGGG.

1 GTAACAGACTAGCTAGAGACAATGAATT,
51 CTCAAAGCAATTTCTACACGAGATCCTCTCTCTGAAATCACTGAGCAGGA 100

gooooao
PI3K- I#/79.txt x E545A.Txt
101 GAAAGATTT’]‘T’CTATGGAGT(‘:ACAG. -
PI3K- ¥V 9.pep x E545A.pep
ogoooao
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INTERNATIONAL SEARCH REPORT

Irternationat application No

PCT/US2006/006751

?. CLASSIFICATION OF SUBJECT MATTER

HY. C07K14/71 GOIN33/574 C12Q1/68

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

B. FIELDS SEARCHED
Mindmum documantafion searched {classificallon system followed by classiicatlon symbols)

CO7K GOIN Cl2Q

Documentation searched ather than minimum documentation to the axtent that such documsnts are included in the fields searched

Electronic data base consuRed during the Intsmational search {name of data base and, where pracilcal, search terms used)
EPO-Internal

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Cattagory* | Citation of document, with indicalion, where appropriate, of the relevant passages Relevant to claim No.

A WO 91703489 A (THE JOHNS HOPKINS
UNIVERSITY; DUKE UNIVERSITY)

21 March 1991 (1991-03-21)

the whole document

A WO 81/68711 A (THOMAS JEFFERSON
UNIVERSITY) 20 September 2001 {2001-09-28)
the whole document

-/-..

Further documents are fisted in the continuation of Box C. Ses patent family annax,

* Special categories of cited documents :

"T" latar decument published after the Internationat filing date
or priory date and not in cenflict with the application but

*A" deocument defining the nenaral stata of the art which is not
consldared to be of partloular ralevancs F&%}%gndemm tha princlple or theory underlying the
"E" earller document but published on or after tha international "X" document of particular relevance; the claimed Invention
- filing cate ) : cannat ha considered novel or cannct be considered to
"[" document which may throw deubts on prorly claim{s) or Involug an invantive slep when the document is taken slsne

which is cited tc esiablish the publication date of anather

ditatian o other apeciel feason (as. spediied] "¥" docurnent of pariicular relevarce; the claimed inverfion

cannot be consldered to involve en inventive step when the

"Q" document referring to an oral disclosure, usa, exhibition or tocumentis combined with one or more cthar such dacu-
other means ments, such combinaticn being obvious to a person skilled
*P* dacumant published prior 1o the intemational filing data but inthe arl.
tater than the priority date claimed "%" decumant member of the same patant famlly
Date of the actual completion of the international search Date af mailing of the intematicnal search report
23 June 2066 27 1. 0
Mama and matfling address of the 1SAf Authorized officer

European Patent Office, P.B. 5818 Patentlaan 2
Nll_-(22180H)VRijswi]k T 31 651 |

Tal, (+31-70) 340.2040, Tx. 31 651 epo nl,

Fas: [+31-70) 840-3018 Smalt, Rolf

Form PCTASA/210 {second sheal) (Aprl 2005}
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International application Ko

PCT/US2006/00675]

C(Continuation), DQCUMENTS CONSIDERED TO BE RELEVANT

Category*

Gitation of document, with indication, where appropriate, of the relevart passages

Relevant to olaim No,

A

HUANG S-F ET AL: “High frequency of
epidermal growth factor receptor mutations
with complex patterns in non-small cell
lung cancers related to gefitinib
responsiveness in Taiwan"

CLINICAL CANCER RESEARCH, THE AMERICAN
ASSOCIATION FOR CANCER RESEARCH, US,

vol. 10, no. 24,

15 December 2004 (2004-12-15), pages
3195-8203, XPA02369911

ISSN: 1078-0432

the whole document

PAO W ET AL: "EGF receptor gene mutations
are commien in lung cancers from never
smokers and are associated with
sensitivity of tumors to gefitinib and
erlotinib®

PROCEEDINGS OF THE NATIOWAL ACADEMY OF
SCIENCES OF USA, NATIONAL ACADEMY OF
SCIENCE, WASHINGTON, DC, US,

vol. 101, no. 36,

7 September 2004 (2004-09-07), pages
13306-13311, XP0O2334314

ISSN: 0027-8424

the whole document

GAZDAR A F ET AL: "Mutations and
addiction to EGFR: the Achilles ‘heal’ of
lung cancers?"

TRENDS IN MOLECULAR MEDICINE, ELSEVIER
CURRENT TRENDS,

vol. 10, no. 10, October 2004 (2004-10),
pages 481-486, XPBOA586557

ISSN: 1471-4914

the whole document

MARCHETTI A ET AL: "EGFR mutations in
non-small-cell lung cancer: analysis of a
large series of cases and development of a
rapid and sensitive methed for diagnostic
screening with potential fmplications on
pharmacologic treatment"

JOURNAL OF CLINICAL ONCOLOGY, GRUNE AND
STRATTON, NEW YORK, NY, US,

vol. 23, no. 4,

1 February 2005 (2005-82-01l), pages
857-865, XP002369910

ISSN: 0732-183X

the whole document

Form PCTASAZ10 (confinuation of second sheet) (April 2005)
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International application No.
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INTERNATIONAL SEARCH REPORT

BoxNo.l  Nuclectide and/or amino acid sequence(s) (Continuation of item 1.b of the first sheet)

1. With regard to any nucleotide andior amino acld sequence disclosed in the irternational applicaticn and necessary to the claimed
invention, the Internailenal search was camled cut on the basis of:

a.  type of material

a sequence listing

E table(s) related 1o the sequence fisting

b. Tformet of materal

El an paper
E in elecironic form

c.  time of filingfurnishing
E contained in the International application as filed
D filed together with the intemational application in elactronic form
D furnished subsequently to this Authority for the purpose of search
2 D In addition, In the case that more than one version or copy of & sequence listing andfor table relating thersto has been filed

or furnished, the required statements that the information in the subsequent or additiona) coples is identical to that in the
appilcation as filed or does net ga beyend the application as filed, as appropriale, were fumished.

3. Additional comments:

Form PCT/SA/210 (continuation of first sheet (1)) (April 2008)
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International epplication No.

INTERNATIONAL SEARCH REPORT PCT/US2006/006751

Box 1 Observations where cartain elalms were found unsearchable (Continuation of ltem 2 of first sheet)

This Internetional Search Report has not been established in respact of cartain olaims under Article 17(2){a) for the following reasons:

1. Claims Nos..: - .
becatisa they relate to subject matter not required to be searched by this Authority, namely:
Although claims 43-50 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/compositicn.

2. D Claims Nos.: i o
because they relate to parts of tha Internationel Application that do not comply with the prascribed requiremants to such
an extsnt that no meeringful International Search can be carried out, spedifically:

3 D Claims Nos.:
because they are dependent slaims and are nat drafted in accordance with the second and third sertences of Rule 8.4{a).

Box Il Observations where unity of invention is lacking (Continuation of [tem 3 of flrst sheet)

This International Saarching Autharity found muliiple inverttions in this international applicatian, as follows:

see additional sheet

1. D As all raquired additional search fees were timely paid by the applcant, this International Search Report covers all
searchable claims.

2 D As all searchabla claims could be searched without effort justifying an additional fee, thls Authority did not invite payment
of any additional fes.

3. D As only some of the required addHional search fees wers timely pald by the applicant, this Internationai Search Raport
covars only thosa claims for which fees were paid, specifically ¢laims Mos.:

4, m No required additional search fees were timely paid by the applicant. Consequently, this Intarnational Search Reportis
rastricied 1o the invention first mentioned in the claims; it is covered by claims Nos.: '

Invention 1: claims 1-4, 13-508, 57-60, all partially

Remark on Protest I:‘ The additional search fass wers accompanied by the applicant's protast.

D No protest accompanied the payment of additional sesroh fees.

Form PGTASA/210 (continuatlon of first sheet (2} {January 2004)
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international Application No. PCT/ 52006/ 006751

FURTHER INFORMATION CONTINUED FROM  PCT/ISA! 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

Invention 1: claims 1-4,13-50,57-60, ail partially

EGF-R polypeptide comprising the amino acid sequence of
SEQ.ID.2, nucleic acid encoding it, vector, transformed
host, method for preparing the protein, fusion proteins
thereof, antibodies directed thereto and methods for
obtaining them, transgenic non-human animal, nucleic acid
array comprising the endocing sequence, nucleic acid probe,
use in diagnosis and/or prognosis, method for identifying
activity modulators, use in manufacture of a pharmaceutical
cumgosition, and kit for detecting the encoding nucleic
acid.

Inventions 2-18: Claims 1-50,54-60, all partially and as far as
applicable

Subject-matter essentially as defined above for invention 1,
but 1imited to the respective EGF-R polypeptides with the
respective SEQ.ID.'s 3,5,6,7,8,9,10,12 and 13.

Inventions 11-15: claims 5-24,26-30, ali partially and as far as
appiicable.

Polypeptide comprising the amino acid sequence of the
respective SEQ.ID.'s 15,16,17,19 and 20, nucleic acids
encoding them, vectors, transformed hosts, method for
preparing the proteins, fusion proteins thereof, antibodies
directed thereto, transgenic non-human animals, and nucleic
acid arrays comprising the encoding seguences.

Invention 16: claims 51-53

Method for establishing a mutant EGF-R population profile.
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Information an patent family members

JP 2008-535477 A 2008.9.4

International application No

PCT/US2006/006751
Patent document Publication Patent famlly Pubillcation
¢lted In search repent date member(s) date
W0 9103489 A 21-83-1991 AT 138373 7 15-03-1996
Al 639726 B2 05-08~1993
Al 6542790 A 08-04-1991
CA 2066428 ¢ 28-11-2000
DE 69025946 D1 18-04-1996
DE 69025946 T2 17-10-1996
EP 09491607 Al 24-06-1992
JP 2975679 B2 10-11-1999
JP 5500158 T 21-01-1993
WO 0168711 A 20-09-2001 CA 2408175 Al 20-09-2001
EP 1276771 Al 22-01-2003

Forin PCTASA/Z1C (patent famlly annex} (Apdl 2005)
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