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FIGURE 5A
I¥Y520.txt x His
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1 CAGCGTGGACAACCACCCCCACGTGTGCCGCCT S0
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P LLLL T L]

51 GCTGGGCATCTGCCTCACC‘I‘CCACCGTGCAACTCATCACGCAGCTCATGC 100
98 ACTATGICCGGIARCACAARGACAATATTGGC 147
Illlllll||II|||HIIHHHlHlIH|||||IHHIIH1II1
101 ¢ ATGTCCGGGAACACAAAGACAATATTGGC 150
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I\IHIl!HHHHIIHHIIIHIIHIHHH
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1 AYV'MASVDN PHVCRLLGICLTSTVQLITQLMPFGCLLDYVREHKDNIG 49

IHIHIIII COLIVEE T R YT

EAYVMASVDNHEPHVCRLLGICLTSTVQLITQLMPFGCLLDYVREHKDNIG 50

50 SQYLLNWCVQIAK 62 BIES 62

PLLETLLE L

51 SQYLLNWCVQIAK 63 FEA&ES 21
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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
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FIGURE 5B
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GAAGCCTACGTGATGGCCAGCGTGGACAACCCCCACGTGTGCCGCCTGCT 50

1
FUCEECCC UL LT LT
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51 ACCOTGCAACTCATCACGCAGCTCATGCCCT 100
HHHHIHIH||IHHHIHII|HH|| FELETTLELTT
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I!IlHl||||ll|Hl|||IIIHHIHIIHIHIIIHHllllll
101 T GTCCGGGAACACARAGACAATATTGGCTCC 150
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COLCELVE R T REE LTI L

151 CAGTACCTGCTCAACTGGTGTGTGCAGATCGCARAG 186 MIES 64

pl§
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1 EAYVMASVDNPHVCRLLGICLTSTVQLITQLMPFGCLLDYVREHKDNIGS 50
FCCLCEDV VLRI LLRE LT TR L
1 EAYVMASVDNPHVCRLLGICLTSTVQLIMQLMPFGCLLDYVREHKDNIGS 50
51 QYLLNWCVQIAK 62 MIES 65

[T

51 QYLLNWCVQIAK 62 AHIES 66
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FIGURE 5D

$y¥18.txt x L688P.txt

CTPTGTGGAGCCTCTTACACCCAGTGGAGAAGCTCCCARCCAAGCTCTCTT 50

FLECREEELL L LEE L TP T TR T

CCTGTGGAGCCTCTTACACCCAGTGGAGAAGCTCCCAACCAAGCTCTCTT 50

-

i

GAGGATCTTGAAGGAAACTGAA‘TTCAAAAAGATCAAAGTGC’I‘GGGCTC CG 100

11I||IIII|||IHIIHIHIIHIIHLIIIHIIHIIIIHHII

51 GAGGATCTTGAAGGAA. TCAAAGTGCTGGGCTCCG 100

5

i

101 GCACGGTG’I‘ATAAG 123 ®AES 71

IIHIIH!IHIIHIHHH

101 GTTCGGCACGGTGTATARG 123 EIHES 72

14718 .pep x L688BP.pep

1 LVEPLTPSGEAPNQALLRILKETEFKKIKVLGSGAFGTVYK 41 EIHS 73

POV L TP L]

1 PVEPLTPSGEAPNQALLRILKETEFKKIKVLGSGAFGTVYK 41 RNES 74



50
100

90 mmES 82

g 80

51 KTEQEALEYFMKQMNDAHHGGWITKMDWIFHTIKQHALN* 90 MZI%S 81

JP 2008-535477 A 2008.9.4
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FIGURE 5F

FELLCPEEEER L R LR TR |

1 GTTTCAGGAGATGTGTTACAAGGCTTATCTAGCTATTCGACAGCATGCCA

PUCCLEC L CCL LT T

51 ATCTCTTCATAAATCTTTTCTCAATGATGCTTGGCTCTGGAATGCCAGAA

FUCCCCCCEL LN LT TR T
101 CTACAATCTTTTGATGACATTGCATACATTCGAARAGACCCTAGCCTTAGA 150
PECECLL LT L R PR ELLT

151 TAAAACTGAGCAAGAGGCTTTGGAGTATTTCATGARACAAATGAATGATG 200

DL CEELEEL L T T T EL

201 CACTTCATGGTGGCTGGACAACAARAATGGATTGGATCTTCCACACAATT 250

POCCE VSRR LR T LT

1 PQEMCYKAYLAIRQHANLFINLFSMMLGSGMPELQSFDDIAYIRKTLALD 50
FECLULPLEETTEEETE TEE TR T

51 KTEQEALEYFMKQMNDALHGGWTTKMDWIFHTIKQHALN*

LTI

251 AAACAGCATGCATTGAACTGA 271 EIE
1 FQEMCYKAYLATRQHANLFINLFSMMLGSGMPELQSFDDIAYIRKTLALD 50

1 GTT’I'CAGGA(-;ATGTGTTACZ;AGGCTTA’I‘C’i‘AGC‘I‘ATTCG}-\CAGCA’I‘GCCA 50
51 ATCTCTTCA&‘AAATCTTTTéTCAATGATGéTTGGCTCTGéAATGC CAGAJ’% 100
101 CTACAATCT’i‘TTGATGACA’i‘TGCATACAT‘i‘CGAAAGACC(}TAGCCTTAGZ‘\ 150
151 TAAAACTGA(‘;CAAGAGGCT'i"I‘GGAGTATT&‘CATGAAACA}Z;ATGAATGAT('S 200

goooagd
PT3K- I#Y220.txt x H1047L.txt
251 AAACAGCAT(‘SCATTGAACT(;A 271 EHES 79
PI3K-~ 147,20.pep x H1047L.pep
goood
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100

TGACAAAGAACAG 50
TGACAAAGAACAG 50

PECETTEL LT P T

2 76

124 EHES 75

GEGAA

FIGURE 5E
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101 GAAAGATTTTCTATGGAC.CACAGGTAA 127 EAE

PELLTELL LT T L T

51 CTCAAAGCAATTTCTACACGAGATCCTCTCTCTGAAATCACTGCGCAGGA

e

1 NRLARDNELRENDKEQLKATISTRDPLSEITAQEKDFLWTTG - 41 ReFI&S 78

PIVPLRELLLLLE LT

1 NRLARDNELRENDKEQLKATISTRDPLSEITEQEKDFLWSH. 40 &3ES 77

1 GTAACAGACTAGCTAGAGACAATGAATTAAGSG.

1 GTAACAGACTAGCTAGAGACAATGAATT.
51 CTCAAAGCAATTTCTACACGAGATCCTCTCTCTGAAATCACTGAGCAGGA 100

ogoooan
PI3K- I#/79.txt x E545A.txt
101 GAAAGATTT’]‘T’CTATGGAGT(‘:ACAG. -
PI3K- ¥Y79.pep x E545A.pep
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Box No. | Nuclectide and/or amino acid sequence(s) (Continuation of item 1.b of the first sheet)

1. With regard to any nucleotide andjor amino acid sequence distlosed in the irternational application and necessary to the claimed
invention, the Internailenal search was camed out on the basig of-

a. type of material

a sequence lisiing

E iable(s) related o the sequance listing

b.  format of materal

El on paper

E in elecironic form

c. time of filingfurnishing
] contained i the Intemational applicatian as fied
D filed together with the Intemational application In electronic iorm

l:l fumnished subsequently to this Autharity for the purpose of search

2, l:l In addiion, In the case that more than one version or copy of a sequence listing and/or table relating thereto has baen filed
or furnished, the required statements that the information in the subsequent or addiional Goples ia identical 1o that in the
application as filed or does not ga beyond the application as filed, as appropriate, were fumishad.

3.  Additional commatis:
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Box Il Observations where certain elalms were found unsearchable (Gontinuation of ltem 2 of first sheet)

This International Search Report has not been established in respact of cariain olaims urder Article 17(2)(a} for the following reasons:

1. Clalms Nos..: - i
hecausca they relate to subjecl matter not required to be sserched by this Authorily, 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/composition.

2. D Claims MNos.: i o
because they relate to parts of tha Internationel Application that do not comply with the prescribed requirements to such
an extsnt that no meeningful International Search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafied in accordance with the second and third sertences of Rule 6.4{a).

Box lll Observations where unity of invention is lacking (Continuation of Item 3 of first sheet)

This Infernational Saarching Authority found mulilple inventicns in this international application, as follows:

see additional sheet

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

2 D As all searchable claims could be searched without effort justifying an additional fee, thls Autharity did net invite payment
of any additional fee.

8, D As only soma of the requirad additional search feas were tmely paid by the applicant, this Inteznatlonai Search Report
covers only thoge claims for which fees were paid, specifically claims Nos.:

4, m No required additional search fees were timely paid by the applicant. Conseguertly, this International Search Report is
restricted fo the invention first mentioned in the claims; it is covered by claims Nos.: '

Invention 1: claims 1-4, 13-58, 57-68, all partially

Remark on Protest I:l The additienal szarch fees wers accompanied by the applicant's protast.

D Na protest accompanied the payment of additionat search fees.
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FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 21Q

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

Invention 1: claims 1-4,13-50,57-60, all 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 2-10: 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 5-24,26-26, all partially and as far as
applicable.

Polypeptide comprising the amino acid sequence of the
respective SEQ.ID.'s 15,16,17,19 and 28, 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 sequences.

Invention 16: claims 51-53

Method for establishing a mutant EGF-R population profile.
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