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NDFMtH,/ p—S6B%E /" IGFREMH |14| 36% 6 4%

NDFEM,/ p—ERKBEM /EGFREM| 3 0% 100% 0. 08

NDFEM,/ p—ERKEME/"EGFREM| 4 0% 100%
NDFREMH,/ p—ERKEH "EGFREM|10]| 20% 80%
NDFE¥,/ p—ERKEHE/"EGFRBEM| 6 0% 100%
NDFB#,/ p—ERKEBHE/EGFREM| 5 0% 100%
NDFMt,/ p—ERKEM /EGFRBEMH|13 | 54% 46%
NDFB#, p—ERKEM /EGFREM| 6| 17% 8 3%
NDFMt,/ p—ERKBH "EGFREM|18 | 28% 72%

UH FROZRERBAL I THRS v 37 GOEMACL ORI IZ AT 2 IBREDOBREIC
BIIHBERE, BRT —ZRON—tT " TRANDTF—ZNBAFIETHY, HER 2
/neuZBEIFEBRLTWABE hOMERT LAY 7LD,
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AKT (NP 005154 GI:4885061) 480 AMINO ACIDS (SEQ ID NO:1)
See, e.g., Staal, 8.P., Proc. Natl. Acad. Sci. U.S.A. 84
(14), 5034-5037 (1987).

MSDVAIVKEGWLHKRGEYIKTWRPRYFLLKNDGTFIGYKERPQDVDQREAPLNNFSVAQ
COLMKTERPRPNTFIIRCLOQWITVIERTFHVETPEEREEWTTAIQTVADGLKKQEEEEM
DFRSGSPSDNSGAEEMEVSLAKPKHRVTMNEFEYLKLLGKGTFGKVILVKEKATGRYYA
MKILKKEVIVAKDEVAHTLTENRVLONSRHPFLTALKYSFQTHDRLCFVMEYANGGELF
FHLSRERVFSEDRARFYGAEIVSALDYLHSEKNVVYRDLKLENLMLDKDGHIKITDFGL
CKEGIKDGATMKTFCGTPEYLAPEVLEDNDYGRAVDWWGLGVVMYEMMCGRLPFYNQDH
EKLFELILMEEIRFPRTLGPEAKSLLSGLLKKDPKQRLGGGSEDAKEIMQHRFFAGIVW
QHVYEKKLSPPFKPQVISETDTRYFDEEFTAQMITITPPDQDDSMECVDSERRPHFPQF
SYSASSTA (SEQ ID NO:1)

S6 (NP 001001, GI:17158044) 249 AMINO ACIDS (SEQ ID NO:2)
See, e.g., Pata et al., (1992) Gene 121 (2), 387-392.
MKLNISFPATGCQKLIEVDDERKLRTFYEKRMATEVAADALGEEWKGYVVR I SGGNDKQ
GFPMKQGVLTHGRVRLLLSKGHSCYRPRRTGERKRKSVRGCIVDANLSVLNLVIVKKGE
KDIPGLTDTTVPRRLGPKRASRIRKLFNLSKEDDVRQYVVRKPLNKEGKKPRTKAPKIQ
RLVTPRVLQHKRRRIALKKQRTKKNKEEAAEYAKLLAKRMKEAKEKROEQIAKRRRLSS
LRASTSKSESSQK (SEQ ID NO: 2)

ERK (XP 055766, GI:20562757) 379 AMINO ACIDS (SEQ ID NO:3)
See, e.g., Butch et al., J Biol Chem., 1996., 271(8) :4230-~
5.

MAAAAAQGGGGGEPRRTEGVGPGVPGEVEMVKGQPFDVGPRYTQLQYIGEGAYGMVSSA
YDHVRKTRVAIKKISPFEHQTYCQRTLREIQILLRFRHENVIGIRDILRASTLEAMRDV
YIVODLMETDLYKLLKSQQLSNDHICYFLYQILRGLKYIHSANVLHRDLKPSNLLINTT
CDLKICDFGLARIADPEHDHTGFLTEYVATRWYRAPEIMLNSKGYTKSIDIWSVGCILA
EMLSNRPIFPGKHYLDQLNHILGILGSPSQEDLNCI INMKARNYLQSLPSKTKVAWAKL
FPKSDSKALDLLDRMLTFNPNKRITVEEALAHPYLEQYYDPTDEPVAEEPFTFAMELDD
LPKERLKELIFQETARFQPGVLEAP (SEQ ID NO:3)
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rrtional application No,
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Box | Observalions where cettain claims were found unsearchable (Continuatien of Item 1 of first sheet)

This Intemational Search Fepott has not been established in respect of certain claims under Arficle {7{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. |:| Claims Nos.: N
because they relate i parts of the International Applicasion tha? do not comply with the prescribed requirements to such
an extent that no meaningiul International Search can be carried out, specificalty:

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 8.4(a).

Box Il Observations where unity of invention is lacking {Continuation of Item 2 of first sheet)

This Intemational Searching Authority found mulfiple inventions in this intemational application, as follows:

see additional sheet

1. As all required additional search {ees were mely paid by the applicant, this Irternational Search Repart covers all
searchable clalims,

2, D As all searchable claims cowld be searched without effort justilying an edditionst fee, this Authority did net invite payment
of any additional fes,

3. As only some of the required additional ssarch fees were timely pald by the applicant, this International Search Report
covers only those claims for which fees were paid, specifically ¢laims Nos.:

4. No required addilional search fees were timely paic by the applicant, Consequently, this International Search Repor is
restrictsd 1o the invertion first mentioned in the claims; It is covered by claims Nos.:

I{part), 2, 3-9(al1 part), 10, 11-41¢alT part), 42, 43-61{(all part), 62
63-80¢a11 part), 81-83

Remark on Protest D The additiona) search fees were accompanied by the spplicant's protest,

D No protest ascompanied the payment of additionsl search fees,
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(36) JP 2006-509503 A 2006.3.23

Intemational Application Ne. PCT/ US 03 f39770

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 2](

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

1. ctaims: 1{part}, 2, 3-9 (all part), 10, 11-41 (all part), 42,
43-61{all part), 62, 63-80 (all part),
81-83

Method for identifying a mammalian tumor that responds to a
HER-Z directed therapy wherein the mammalian tumor
cverexpresses HER-2, comprising assaying a sample from the
mammalian tumor to detect a pattern of expression,
phosphorylation or both of IGFR polypeptide alone or in
combination with one or a plurality of polypeptides
consisting of EGFR polypeptide, NDBF polypeptide,
phosphorylated 56 ribosomal polypeptide, phosphorylated AKT
Egiypeptide and phospharytated ERK polypeptide, and kit
erefor.

2. claims: 1, 9, 13, 21-30, 37-41, 51-Eb, 59-61, 65, 71-75, 79-80
{all part)

Method for identifying a mammalian tumor that responds fo a
HER-2 directed therapy wherein the mammalian tumor
overexpresses HER-Z, comprising assaying a sample from the
mammaiian tumor to detect a pattern of expression,
phosphorylation or both of EGFR polypeptide.

3. claims: 1, 9, 14, 21-30, 37-41, 51-65, 59-61, 66, 71-75, 79, 80
(all part)

Method for identifying a mammalian tumor that responds to a
HER-2 directed therapy wherein the mamnalian tumor
overexpresses HER-2, comprising assaying a sample from the
mammalian tumor Lo detect a pattern of expression,
phosphorylation or both of NDF polypepiide.

=

claims: 1, 9, 17, 19, 21-30, 33, 34, 37-41, 49, 51-55, 57,
59-61, 69, 71-75, 77, 79, 80 (all part)

Method for identifying a mammalian tumor that responds to a
HER-2 directed therapy wherein the mammalian tumor
overexpresses HER-2, comprising assaying a sample from the
mammalian tumor to detect a pattern of expression,
phosphorylation or both of phosphorylated $6 ribosomal
polypeptide.

5. ctaims: 1, 9, 17, 19, 21-32, 37-41, 49, 51-56, 59-61, 69,
71-76, 79, 80 (a1l part)

page 2 of 3
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international Application No. PCT/ US 03 /39770

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Methed for identifying a mammalian tumor that responds to a
HER-2 directed therapy wherein the mammalian tumor
overexpresses HER-2, comprising assaying a sample from the
mammalian tumor to detect a patiern of expression,
phosphorylation or both of phesphorylated AKT polypeptide.

6. claims: 1, 9, 21-30, 35-41, bl-5b, B8-61, 71-75, 78-80 (all
part}

NMethod for identifying & mammalian tumer that responds to a
HER-2 directed iherapy wherein {he mammalian tumor
pverexpresses HER-2, comprising assaying & sample from the
mammatian tumor to detect a pattern of expression,
phesphorylation or both of phosphorylated ERK polypeptide.

7. claims: 1, 5, 9, 12, 15, 17, 19, 21-30, 37-41, 45, 49, 51-55,
59-61, 64, 67, 69, 71-75, 79, 80 (all
part)

Methoed for identifying a mammalian tumor that responds to a
HER-2 directed therapy wherein the mammalian tumor
overexpresses HER-2, comprising assaying a sampie from the
mammalian tumor to detect a pattern of expression,
phosphorylation or both of a plurality of polypeptides
consisting of EGFR polypeplide, NDF palypepiide,
phosphorylated $6 ribosomal pelypeptide, phosphorylated AKT
polypeptide and phosphoryliated ERK polypeptide

page 3 of 3
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