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Br5I&S21 | AST54<— | ACCTCCACCGTGCAGCTCATCAT
B &ES28 | AST 54 < — | ACTTCCACCGTGCAGGTCATCCT
EeSIES29 | ASTS54<— | ACTTCCAGCGTGCAGCTCATAAT
Be 5| &ES30 | 38 75 4 ¥ — | TGCGATCTGCACACACCAGTTGA
BEHESS | Jo—7J JAGCCAATATTGTCTQTTGTGTTCCCGGACAP
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RHBE32[AS IS4 <— CAGCCGAAGGGCATGAGCTGCA
BRHIE23I3[AS TS5A<— CAGTCGAAGGGCATGAGCTGCE | E=t-bb—dA
EHIBE|AS TSA<— CAGCCGAAGGGCATGAGCTAEA | E=t-bb—dC
BB 235 [AS TSA<— CAGTCGAAGGGCATGAGCTGEA | E=t-bb—dC
ERHZFES36 | AS TS5A v — CAGCCGAAGGGCATGAGCCGEA | E=t-bb—dC
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BR5IES42 [AS 754 <— | GGCAGCCGAAGGGCATGAGCTAEA | E=t-bb—dC
5 ES43|AS 75147 — | GGCGGCCGAAGGGCATGAGETGEA | E=t-bb—dC
EHES4M | AS 7547 — | GGCGGCCGAAGGGCATGAGCTGCE | E=t-bb-dA
BISIES45 | AS F54 7 — | GECGGCCGAAGGGCATGAGJTGCE 5;;2:;‘_’30
EFIES46 [AS IS4 < — CAGTCGAAGGGCATGAGCGGCA
BRHIE24T[AS TSA<— CAGCCGAAGGGCATGAGCGGCA
EFES48 [AS 754 v — | GGCAGCCGAAGGGCATGAGCGGCA
ER51E249 | 58 7S5« < — | CCTCCCTCCAGGAAGCCTACGTGA
BRHE250 | TJn—J JTGCACGGTGGAGGTQGAGGCAGP

J=Ja270. Q=BHQ—2. P=1) VUK
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Ooo0ooao
ERERLB8S58RERHTH-ODOTSAv—RUTO—T :
FHIES51 [AS 754 <— | ATGTCAAGATCACAGATTTTGGGCG
Ea5IEE52 | AS 754 <7 — | ATGTTAAGATCACAGATTTTGGGJG J = t-bb~dC
FRHEE53 [ AS T34 <7— | ATGTCAAGATCACAGATTTTGGACG
FaSIES54 [AS 754 <7 — | ATGTCAAGATCACAGATTTTGAGCG
Fa5|EE55 | AS 754 <v— | ATGTCAAGATCACAGATTTTGGGGG
BRBIES56 [AS T5 47— | ATGTCAAGATCACAGATTTTGGAJS J = tobb-dC
E = Me-dC
EHIE 25T | AS T4 <7— | ATGUCAAGAUCAEAGATUTUGGAJG J = t-bb-dC
U = 5-p-dU
E5IES58 | & 75«1 7 — | CTGGTCCCTGGTGTCAGGAAAA
E5IEES | Tn—J FTACCATGCAGQAAGGAGGCAAAGTAAGGAGP
EHIES60 [AS T514<— GCACCCAGCAGTTTGGCCC
E = Me-dC
ERHIES61 |AS TS5A7— GEGECEAGEAGUTUGGEJC J = t-bb-dC
U = 5-p-dU
FaHEE62 |[AS 754 <v— | GCACCCAGCAGTTTGGCTC
B ZEB63|AS 754 <7— | GCACCCAGCAGTTTGGCAC
Fa5ES64 [AS 7S5 14<— | GCACCCAGCAGTTTGGJAC J = N4-Et-dC
BHEE65 | AS 54 <— GCACCCAGCAGTTTGGJAC J = t-bb-dC
E = Me-dC
FR5I&S66 | AS 754 <— | GEAECEAGEAGUTUGGJAC J = Nd-et-dC
U = 5-p-du
E = Me-dC
ERHIES67 | AS F54<7— | GEAECEAGEAGUTUGGJAC J = t-bb-dC
U = 5-p-dU
ER5I% 268 | AS 51 <— | CCGCACCCAGCAGTTTGGJAC J = t-bb-d
ER5IES69 | 28 7514 <— | CTGGTCCCTGGTGTCAGGAAAA
RHNES0| FTo—J FTACCATGCAGQAAGGAGGCAAAGTAAGGAGP
F=FAMO. Q=BHQ—-2, P=1 U
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QERETH-HDIZA4I—RUVTO—T :
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EoBIEET1 | AS 54 <7— | TCACAGATTTTGGGCTGGCCAAACA

E5IEET2 | AS 754 <7— | TCGCAGATTTTGGGCTGGCCAAACE E=t-bb—dA
BB 273 | AS 754 <— | TCGCAGATTTTGGGCTGGCCAAAEA E=N4-et-dC
5 ES74 | AS 754 <— | TCGCAGATTTTGGGCTGGCCAAATA

BEHESTS | AS TS5 47— | TCGCAGATTTTGGGCTGGCCAAGCA

EHEST6 | AS 54 <— | TCGCAGATTTTGGGCTGGCCAGACA

EHE2TT{AS 754 <— | TCGCAGATTTTGGGCTGGCCAAAGA

EHIEST8 [ AS 754 <— | TCGCAGATTTTGGGCTGGCCAATCA

Bo5|ES2T79 | AS 754 <— | TCGCAGATTTTGGGCTGGCCATACA

BB & S280 | 5@ 754 <7 — | CTGGTCCCTGGTGTCAGGAAAA

E5EE81 | Jn—7J FTACCATGCAGQAAGGAGGCAAAGTAAGGAGP

B EBS82 | AS TS5 47— | TICTTTGTCTTCCGCACCCAGCT

ER5|E 283 | AS 754 <— | TTCCTTCTCTTCCGCACCCAGCT

BB & 284 | AS 754 <— | TTCCTTCTCTTCCGCACCCAGET E=t-bb-dC
B 5| E285 [ AS 754 <— | TTCCTTGTGTTCCGCACCCAGET E=N4-et-dC
BB &EE86 | AS 754 <— | TTCCTTCTCTTCCGCACCCAGTT

BR5|E 287 [AS 754 <— | TTCCTTCTGTTCCGCACCCAACT

BHHES88 [ AS 754 <— | TTCCTTCTCTTCCGCACCCGGCT

EoHIES89 | AS 54— | TTCCTTCTCTTCCGCACCCATCT

EHE S99 | AS 54 <— | TTCCTTCTCTTCCGCACCCTGCT

EBRHESN | B TS5 4 <— | GTCTTCTCTGTTTCAGGGCATGAAC

BHNES2 | Tn—J FTACTGGTGAAQAACACCGCAGCATGTP

F=FAMO. Q=BHQ—2, P=1 U
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EALRS 768 I ZBRHEIH-HDDTI4v—RUTO—T :
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BLSNES9I3 | AS 54 <~ | AGGAAGCCTACGTGATGGCCAT

BEHESI [AS 754 <T— | AGGAGGCCTACGTGATGGCCET E=t-bb-dA
Bo5#&ES95 | AS T35 4 <— | AGGAGGCCTACGTGATGGCEAT E=t-bb-dC
BHESI |AS T34 <7— | AGGAGGCCTACGTGATGGECAT E=t-bb-dC
BLHIES9Y] | AS 54— | AGGAGGCCTACGTGATGGCCGT

BHIHESI | AS T54<— | AGGAGGCCTACGTGATGGCTAT

BLHIESI | AS IS4 <— | AGGAGGCCTACGTGATGGCCTT

BB FES100 | AS 754 <— | AGGAGGCCTACGTGATGGCAAT

BE5IFES101 | AS 754 <7— | AGGAGGCCTACGTGATGGACAT

Bo5I #5102 | 338 75 4 7 — | CCAATATTGTCTTTGTGTTCCCGGAC

B5HES103| Jo—7J JCACGGTGGAGGTGAQGGCAGATGCP

B 5 ES104 | AS 754 <— | ACGTGGGGGTTGTCCACGA

E25IES105 | AS 514 <w— | ATGTGGGGGTTGTCCACGA

BLHIES106 | AS 54— | ATGTGGGGGTTGTCCGCGA

Be5IES107 | 38 J 5« <7 — | ATCGCATTCATGCGTCTTCACC

EHHES108 | Tn—TJ JAGTGTGGCTTCGCAQTGGTGGCCAGAAGGAP

J=Ja270,. Q=BHQ—2, P=1) B
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FIGURE 1B
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International application No

PCT/EP2011/006399

A. CLASSIFICATION OF SUBJECT MATTER

INV. C12Q1/68
ADD.

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

Minimum documsntation searchaed (classification aystam followed by classification symbaole)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

EPO-Internal, WPI Data, BIOSIS, CHEM ABS Data, EMBASE, FSTA, Sequence Search
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SEQ 1D 21937

AV [US]; WASSERMAN ALON [US]; MINTZ ELI
[U) 7 February 2002 (2002-02-07)

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.
A US 2009/149403 Al (MACLACHLAN IAN [GB] ET 1-24

AL) 11 June 2009 (2009-06-11)

SEQ ID NO: 7194;

SEQ ID NO: 7525;
X WO 02710449 A2 (COMPUGEN INC [US]; SHOSHAN 18-21
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See patent family annax.
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filing date
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citation or other

special reason [as ap‘eci‘lied)
"O" gooument referring to an oral disclosure, use, exhibition or other
means

"P* document published prior to the intemational filing date but later than
the priority date claimed

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

X" document of particu lar relevanca; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination
baing cbvious to a parsan skilled in the art

'&" dooument member of the same patent family

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

Date of the actual completicn of the int tional search Date of mailing of the intemational search repart
24 August 2012 11/09/2012
Name and mailing addreas of the [SA/ Autharized officer

Leber, Thomas
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Category® | Gitation of dooument, with indication, where appropriate, of the rel Relevant {o claim No.
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Y TAE SOOK HWANG: "Molecular Biologic 1-17
Technigues in Cytopathologic Diagnosis",
THE KOREAN JOURNAL OF PATHOLOGY,

vol. 43, no. 5,

1 January 2009 (2000-01-01), page 387,
AP55023495,

ISSN: 1738-1843, DOI:
10.4132/KoreandPatho1.2009.43.5,387

page 390, right col.

Y T JOHN ET AL: ‘"Overview of molecular 1-17
testing in non-small-cell lung cancer:
mutational analysis, gene copy number,
protein expression and other biomarkers of
EGFR for the prediction of response to
tyrosine kinase inhibitors",

ONCOGENE,

vol. 28, 1 August 2009 (2009-88-01), pages
$14-523, XP55023496,

ISSN: 0950-9232, DOI: 10.1038/onc.2009.197
page 517, left and right col.

\ NEWTON C R ET AL: "ANALYSIS OF ANY POINT 1-17
MUTATION IN DNA. THE AMPLIFICATION
REFRACTORY MUTATION SYSTEM (ARMS)",
NUCLEIC ACIDS RESEARCH, OXFORD UNIVERSITY
PRESS, SURREY, GB,

vol. 17, no. 7, 11 April 1989 (1985-04-11)
. pages 2503-2516, XPOBO141596,

ISSN: 0305-1048

abstract

Y DONOVAN M J ET AL: "A systems pathology 1-17
model for predicting overall survival in
patients with refractory, advanced
non-small-cell lung cancer treated with
gefitinib",

EUROPEAN JOURNAL OF CANCER, PERGAMON
PRESS, OXFORD, GB,

vol. 45, no. 8, 1 May 2009 (2009-05-01),
pages 1518-1526, XP026056404,

ISSN: 0959-8049, DOI:
10.1016/J.EJCA.2009.02.004

[retrieved on 2009-03-09]

abstract;

item 2.2
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Relevant {o claim No.

Y L. V. SEQUIST ET AL: "First-Line
Gefitinib in Patients With Advanced
Non-Small-Cell Lung Cancer Harboring
Somatic EGFR Mutations",

JOURNAL OF CLINICAL ONCOLOGY,

vol, 26, no, 15, 20 May 2008 (2008-05-20),
pages 2442-2449, XP55018867,

ISSN: 0732-183X, DOI:
10.1200/JC0.2007.14.8494

abstract

Y S.-W. HAN: "Predictive and Prognostic
Impact of Epidermal Growth Factor Receptor
Mutation in Non-5mall-Cell Lung Cancer
Patients Treated With Gefitinib",

JOURNAL OF CLINICAL ONCOLOGY,

vol. 23, no. 11, 7 March 2005 (2005-03-07)
. pages 2493-2501, XP55023498,

ISSN: 0732-183X, DOI:
10.1200/JC0.2005.01.388

abstract

Y US 5 981 725 A (VOGELSTEIN BERT [US] ET
AL) 9 November 1999 (1999-11-09)

claim 11;

Fig. 1

Y GILMER TONA M ET AL: "Impact of common
epidermal growth factor receptor and HERZ
variants on receptor activity and
inhibition by lapatinib",

CANCER RESEARCH, AACR, US PHILADELPHIA,
PA,

vol. 68, no. 2,

15 January 2008 (2008-01-15), pages
571-579, XPOD2570142,

ISSN: 1538-7445, DOI:
10.1158/0008-5472.CAN-07-2404

abstract

X "Oligonucleotide comprising SEQ 1D NO:27",

10 June 2009 (2009-06-10), XP55035504,
Retrieved from the Internet:
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the whole document
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BLENCKE STEPHANIE ET AL: "Mutation of
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resistance formation against selective
tyrosine kinase inhibitors",

JOURNAL OF BIOLOGICAL CHEMISTRY, THE
AMERICAN SOCIETY OF BIOLOGICAL CHEMISTS,
INC, US,

vol. 278, no. 1,

25 April 2003 (2003-04-25), pages
15435-15440, XP009114694,

ISSN: ©021-9258, DOI:
10.1074/JBC.M211158200

[retrieved on 2003-02-19]

abstract

K. MASAGO ET AL: "Good Clinical Response
to Gefitinib in a Non-small Cell Lung
Cancer Patient Harboring a Rare Somatic
Epidermal Growth Factor Gene Point
Mutation; Codon 768 AGC > ATC in Exon 20
(57681)",

JAPANESE JOURNAL OF CLINICAL ONCOLOGY,
vol. 40, no. 11,

1 November 2010 (2010-11-01), pages
1105-1109, XP55035487,

ISSN: 9368-2811, DOI: 10.1093/]jco/hyq087
abstract

SASAKI: "AKT1 and AKTZ mutations in lung
cancer in a Japanese population”,
MOLECULAR MEDICINE REPORTS,

1 January 2008 (2008-01-01), XP55035486,
ISSN: 1791-2997, DOI: 10.3892/mmr_0E000G0Y9
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This international search report has not been established in respect of cedain claims under Aricle 17(2){a) for the following reasons:

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

2. D Claims Nos..

bacausa thay relata to parts of tha intarnational application that do not eomply with the prescribed requiremants to such
an extent that no meaningful international search can be camied out, specifically:

3. I:I Claims Nos.:

bacausa thay are dapandant claims and are nat drafted in accardance with the sasond and third sentences of Rula 6.4(a).

Box No. lll Observations where unity of Inventlon Is lacking (Continuation of tem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

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

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Autharity did not invite payment of
additional tees.

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covars
only thoss claims for which fess wara paid, specifically claims Naos.:

1-22(partially)

4. D No required additional search fees were timely paid by the applicant. Consedguently, this international search report is
restricted to the invention first mentioned in the olaims; it is covered by elaims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

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.

m No protest accompanied the payment of additicnal search fees.
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