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1. PLoS Biol. 2003 Dec; 1(3):E59. Epub 2003 Oct 27.

Pten dose dictates cancer progression in the
prostate.

Trotman LC, Niki M, Dotan ZA, Koutcher JA, Di Cristofano A, Xiao A, Khoo AS, Roy-
Burman P, Greenberg NM, Van Dyke T, Cordon-Cardo C, Pandolfi PP.

PMID: 14691534 [PubMed - indexed for MEDLINE] PMCID: PMC270016

2. Urol Oncol. 2004 Jul-Aug; 22(4):307-12.

The assessment of PTEN tumor suppressor gene
in combination with Gleason scoring and serum
PSA to evaluate progression of prostate
carcinoma.

Koksal IT, Dirice E, Yasar D, Sanlioglu AD, Ciftcioglu A, Gulkesen KH, Ozes NO,
Baykara M, Luleci G, Sanlioglu S.

3. IntJ Cancer. 2007 Mar 15; 120(6):1284-92.

Completeloss of PTEN expression asa possible early
prognostic marker for prostate cancer metastasis.

Schmitz M, Grignard G, Margue C, Dippel W, Capesius C, Mossong J, Nathan M,
Giacchi S, Scheiden R, Kieffer N.

4. Cancer Res. 2006 Aug 15; 66(16):7929-33.

Emergence of androgen independence at early
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stages of prostate cancer progression in Nkx3.1;
Pten mice.

Gao H, Ouyang X, Banach-Petrosky WA, Shen MM, Abate-Shen C.

PMID: 16912166 [PubMed - indexed for MEDLINE]

5. Cancer Res. 2007 Jul 1; 67(13): 6083-91.

Murine cell lines derived from Pten null prostate
cancer show the critical role of PTEN in hormone
refractory prostate cancer development.

Jiao J, Wang S, Qiao R, Vivanco |, Watson PA, Sawyers CL, Wu H.
PMID: 17616663 [PubMed - indexed for MEDLINE]
6. cCancer Res. 2007 Jul 15; 67(14): 6535-8.

Pten inactivation and the emergence of
androgen-independent prostate cancer.

Shen MM, Abate-Shen C.
PMID: 17638861 [PubMed - indexed for MEDLINE]
7. Prostate. 2006 Jun 15; 66(9): 895-902.

Loss of PTEN is associated with progression to
androgen independence.

Bertram J, Peacock JW, Fazli L, Mui AL, Chung SW, Cox ME, Monia B, Gleave ME,
Ong CJ.

PMID: 16496415 [PubMed - indexed for MEDLINE]

8. cancer Cell. 2004 Aug; 6(2):117-27.

Page 2




Myriad Genetics®

PTEN activation contributes to tumor inhibition
by trastuzumab, and loss of PTEN predicts
trastuzumab resistance in patients.

Nagata Y, Lan KH, Zhou X, Tan M, Esteva FJ, Sahin AA, Klos KS, Li P, Monia BP,
Nguyen NT, Hortobagyi GN, Hung MC, Yu D.

PMID: 15324695 [PubMed - indexed for MEDLINE]

9. BrJ Cancer. 2006 Jan 30; 94(2):247-52.

PTEN activity could be a predictive marker of
trastuzumab efficacy in the treatment of ErbB2-
overexpressing breast cancer.

Fujita T, Doihara H, Kawasaki K, Takabatake D, Takahashi H, Washio K, Tsukuda K,
Ogasawara Y, Shimizu N.

PMID: 16404430 [PubMed - indexed for MEDLINE]

10. Breast. 2005 Apr; 14(2):175; author reply 176.

PTEN activation may contribute to exquisite
antitumor response to trastuzumab.

Altundag K, Altundag O, Morandi P, Gunduz M.

PMID: 15767191 [PubMed - indexed for MEDLINE]

11. cell Oncol. 2007; 29(1):25-35.

Comparing the prognostic value of PTEN and Akt
expression with the Mitotic Activity Index in

adjuvant chemotherapy-treated node-negative
breast cancer patients aged <55 years.
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Janssen EA, Sgiland H, Skaland I, Gudlaugson E, Kjellevold KH, Nysted A, Sgreide JA,
Baak JP.

PMID: 17429139 [PubMed - indexed for MEDLINE]

12. cancer Cell. 2006 Mar; 9(3):157-73.

Molecular subclasses of high-grade glioma
predict prognosis, delineate a pattern of disease
progression, and resemble stages in
neurogenesis.

Phillips HS, Kharbanda S, Chen R, Forrest WF, Soriano RH, Wu TD, Misra A, Nigro
JM, Colman H, Soroceanu L, Williams PM, Modrusan Z, Feuerstein BG, Aldape K.

PMID: 16530701 [PubMed - indexed for MEDLINE]

13. Neuro Oncol. 2005 Oct; 7(4):485-94.

Modeling prognosis for patients with malignant
astrocytic gliomas: quantifying the expression of
multiple genetic markers and clinical variables.

Zhou YH, Hess KR, Liu L, Linskey ME, Yung WK.
PMID: 16212813 [PubMed - indexed for MEDLINE] PMCID: PMC1871729

14. Biochem Biophys Res Commun. 2005 Nov 4; 336(4):1056-61.

PTEN-induction in U251 glioma cells decreases
the expression of insulin-like growth factor
binding protein-2.

Levitt RJ, Georgescu MM, Pollak M.

PMID: 16154532 [PubMed - indexed for MEDLINE]
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15. cancer. 2005 Aug 15; 104(4):825-32.

The prognostic relevance of molecular alterations
in glioblastomas for patients age < 50 years.

Korshunov A, Sycheva R, Golanov A.
PMID: 15981281 [PubMed - indexed for MEDLINE]

16. N EnglJ Med. 2005 Nov 10; 353(19):2012-24.

Molecular determinants of the response of
glioblastomas to EGFR kinase inhibitors.

Mellinghoff IK, Wang MY, Vivanco I, Haas-Kogan DA, Zhu S, Dia EQ, Lu KV,
Yoshimoto K, Huang JH, Chute DJ, Riggs BL, Horvath S, Liau LM, Cavenee WK, Rao
PN, Beroukhim R, Peck TC, Lee JC, Sellers WR, Stokoe D, Prados M, Cloughesy TF,
Sawyers CL, Mischel PS.

PMID: 16282176 [PubMed - indexed for MEDLINE]
17. cancer Res. 2007 May 1; 67(9):4467-73.
Phosphatase and tensin homologue deficiency in
glioblastoma confers resistance to radiation and

temozolomide that is reversed by the protease
inhibitor nelfinavir.

Jiang Z, Pore N, Cerniglia GJ, Mick R, Georgescu MM, Bernhard EJ, Hahn SM, Gupta
AK, Maity A.

PMID: 17483362 [PubMed - indexed for MEDLINE]

18. Clin Cancer Res. 2006 Apr 1; 12(7 Pt 1):2264-71.

Use of an orthotopic xenograft model for
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assessing the effect of epidermal growth factor
receptor amplification on glioblastoma radiation
response.

Sarkaria JN, Carlson BL, Schroeder MA, Grogan P, Brown PD, Giannini C, Ballman KV,
Kitange GJ, Guha A, Pandita A, James CD.

PMID: 16609043 [PubMed - indexed for MEDLINE]
19. Oncol Rep. 2007 Apr; 17(4):853-7.
PTEN and phosphorylated AKT expression and

prognosis in early- and late-stage non-small cell
lung cancer.

Lim WT, Zhang WH, Miller CR, Watters JW, Gao F, Viswanathan A, Govindan R,
McLeod HL.

PMID: 17342327 [PubMed - indexed for MEDLINE]

20. Lung Cancer. 2006 Feb; 51(2):181-91.

Phosphorylated Akt overexpression and loss of
PTEN expression in non-small cell lung cancer
confers poor prognosis.

Tang JM, He QY, Guo RX, Chang XJ.

PMID: 16324768 [PubMed - indexed for MEDLINE]

21. 3 Clin Oncol. 2005 Mar 20; 23(9):1921-6.

EGR1 predicts PTEN and survival in patients with
non-small-cell lung cancer.

Ferraro B, Bepler G, Sharma S, Cantor A, Haura EB.
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PMID: 15774784 [PubMed - indexed for MEDLINE]

22. Hum Pathol. 2005 Jul; 36(7):768-76.

PTEN expression in non-small-cell lung cancer:
evaluating its relation to tumor characteristics,
allelic loss, and epigenetic alteration.

Marsit CJ, Zheng S, Aldape K, Hinds PW, Nelson HH, Wiencke JK, Kelsey KT.

PMID: 16084946 [PubMed - indexed for MEDLINE]
23. Anticancer Res. 2003 Nov-Dec; 23(6C):4885-90.

Loss of PTEN expression is not uncommon, but
lacks prognostic value in stage I NSCLC.

Olaussen KA, Soria JC, Morat L, Martin A, Sabatier L, Morere JF, Khayat D, Spano JP.
PMID: 14981940 [PubMed - indexed for MEDLINE

24. BrJ Cancer. 2005 May 9; 92(9):1711-9.

Reduction of PTEN protein and loss of epidermal
growth factor receptor gene mutation in lung
cancer with natural resistance to gefitinib
(IRESSA).

Kokubo Y, Gemma A, Noro R, Seike M, Kataoka K, Matsuda K, Okano T, Minegishi Y,
Yoshimura A, Shibuya M, Kudoh S.

PMID: 15870831 [PubMed - indexed for MEDLINE]

25. cancer Res. 2006 May 15; 66(10):5346-53.

PTEN/Akt signaling through epidermal growth
factor receptor is prerequisite for angiogenesis by
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hepatocellular carcinoma cells that is susceptible
to inhibition by gefitinib.
Ueda S, Basaki Y, Yoshie M, Ogawa K, Sakisaka S, Kuwano M, Ono M.

PMID: 16707461 [PubMed - indexed for MEDLINE]

26. cancer Res. 2007 Jun 15; 67(12):5779-88.

Acquired resistance to erlotinib in A-431
epidermoid cancer cells requires down-regulation
of MMAC1/PTEN and up-regulation of
phosphorylated Akt.

Yamasaki F, Johansen MJ, Zhang D, Krishnamurthy S, Felix E, Bartholomeusz C,
Aguilar RJ, Kurisu K, Mills GB, Hortobagyi GN, Ueno NT.

PMID: 17575145 [PubMed - indexed for MEDLINE]

27. BrJ Cancer. 2007 Sep 3; 97(5):678-85. Epub 2007 Aug 14.

FISH analysis of 107 prostate cancers shows that
PTEN genomic deletion is associated with poor
clinical outcome.

Yoshimoto M, Cunha IW, Coudry RA, Fonseca FP, Torres CH, Soares FA, Squire JA.
PMID: 17700571 [PubMed - indexed for MEDLINE]

28. cancer Cell. 2007 Oct; 12(4):395-402.

A functional genetic approach identifies the PI3K

pathway as a major determinant of trastuzumab
resistance in breast cancer.
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Berns K, Horlings HM, Hennessy BT, Madiredjo M, Hijmans EM, Beelen K, Linn SC,
Gonzalez-Angulo AM, Stemke-Hale K, Hauptmann M, Beijersbergen RL, Mills GB, van
de Vijver MJ, Bernards R.

PMID: 17936563 [PubMed - indexed for MEDLINE]

29. cancer Res. 2008 Apr 1; 68(7):2122-31

Phosphatase and Tensin Homologue Deleted on
Chromosome 10 Deficiency Accelerates Tumor
Induction in a Mouse Model of ErbB-2 Mammary
Tumorigenesis

Nathalie Dourdin®, Babette Schade!, Robert Lesurf?, Michael Hallett?, Robert J.
Munn®, Robert D. Cardiff> and William J. Muller!

30. Clinical Cancer Research Vol. 7, 4049-4053, December 2001
Colorectal Carcinomas and PTEN/MMAC1 Gene
Mutations

Giordano Dicuonzo, Silvia Angeletti, Jesus Garcia-Foncillas, Antonio Brugarolas, Yuri
Okrouzhnov, Daniele Santinit, Giuseppe Tonini, Giulia Lorino, Marina De Cesaris and
Alfonso Baldi

31. J Thorac Oncol. 2007 May; 2(5):414-22.

The prognostic value of chromosome 7 polysomy
in non-small cell lung cancer patients treated
with gefitinib.

Buckingham LE, Coon JS, Morrison LE, Jacobson KK, Jewell SS, Kaiser KA, Mauer AM,
Muzzafar T, Polowy C, Basu S, Gale M, Villaflor VM, Bonomi P.

32. Eur J Cardiothorac Surg. 2008 Mar; 33(3):502-6. Epub 2008 Jan 8.
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PTEN expression is a strong predictor of survival
in mesothelioma patients.

Opitz I, Soltermann A, Abaecherli M, Hinterberger M, Probst-Hensch N, Stahel R,
Moch H, Weder W.

PMID: 18248818 [PubMed - in process]

33. Cancer Research 68, 1119-1127, February 15, 2008. doi:
10.1158/0008-5472.CAN-07-3117

Pten Inactivation Accelerates Oncogenic K-ras—
Initiated Tumorigenesis in a Mouse Model of Lung
Cancer

Kentaro Iwanaga', Yanan Yang!, Maria Gabriela Raso?, Lijiang Ma', Amy E. Hanna?,
Nishan Thilaganathan', Seyed Moghaddam?®, Christopher M. Evans®, Huaiguang Li*,
Wei-Wen Cai’, Mitsuo Sato’, John D. Minna’, Hong Wu®, Chad J. Creighton®,
Francesco J. Demayo**, Ignacio I. Wistuba'? and Jonathan M. Kurie®

34. Science 1 February 2008: Vol 319. No. 5863, pp. 611-613.
DOI:10.1126/science.1152257

Oocyte-Specific Deletion of Pten Causes
Premature Activation of the Primordial Follicle
Pool

Pradeep Reddy,’ Lian Liu,>* Deepak Adhikari,'~ Krishna Jagarlamudi,’- Singareddy
Rajareddy,'- Yan Shen,' Chun Du,* Wenli Tang,* Tuula Hamalainen,® Stanford L.

.I.
Peng,* Zi-Jian Lan,> Austin J. Cooney,® llpo Huhtaniemi,*” Kui Liu®

35. 1 Clin Invest. 2007 Oct; 117(10):2929-40.
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Pten controls lung morphogenesis,
bronchioalveolar stem cells, and onset of lung
adenocarcinomas in mice.

Yanagi S, Kishimoto H, Kawahara K, Sasaki T, Sasaki M, Nishio M, Yajima N, Hamada
K, Horie Y, Kubo H, Whitsett JA, Mak TW, Nakano T, Nakazato M, Suzuki A.

PMID: 17909629 [PubMed - indexed for MEDLINE]

36. Lung Cancer. 2007 Aug; 57(2):201-6. Epub 2007 Apr 23.

Up-regulation of PTEN at the transcriptional level
is an adverse prognostic factor in female lung
adenocarcinomas.

Inamura K, Togashi Y, Nomura K, Ninomiya H, Hiramatsu M, Okui M, Satoh Y,
Okumura S, Nakagawa K, Tsuchiya E, Ishikawa Y.

PMID: 17452061 [PubMed - indexed for MEDLINE]

37. 1 Thorac Oncol. 2006 Sep; 1(7):629-34.

PTEN and PIK3CA expression is associated with
prolonged survival after gefitinib treatment in
EGFR-mutated lung cancer patients.

Endoh H, Yatabe Y, Kosaka T, Kuwano H, Mitsudomi T.

PMID: 17409929 [PubMed - indexed for MEDLINE]

38. Cancer Res. 2004 May 1; 64(9):3014-21.

Frequent inactivation of PTEN by promoter

hypermethylation in microsatellite instability-
high sporadic colorectal cancers.
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Goel A, Arnold CN, Niedzwiecki D, Carethers JM, Dowell JM, Wasserman L, Compton
C, Mayer RJ, Bertagnolli MM, Boland CR.

PMID: 15126336 [PubMed - indexed for MEDLINE]

39. Modern Pathology (2006) 19, 238—245. doi:10.1038/
modpathol.3800525; published online 2 December 2005

The Akt pathway in human breast cancer: a
tissue-array-based analysis

Shikha Bose!2, Sindhu Chandran?, James M Mirocha? and Namrata Boset

40. Nature Genetics: Received 30 July; accepted 16 October; published
online 9 December 2007; do0i:10.1038/ng.2007.39

Recurrent gross mutations of the PTEN tumor
suppressor gene in breast cancers with deficient
DSB repair

Lao H Saall,2, Sofia K Gruvberger-Saall, Camilla Persson3, Kristina Lo 'vgren3, Mervi
Jumppanen4,5, Johan Staaf3, Goran Jonsson3, Maira M Pires6, Matthew Maurerl,7,
Karolina Holm3, Susan Koujakl, Shivakumar Subramaniyam8, Johan Vallon-
Christersson3, Hakan Olsson3, Tao Su9, Lorenzo Memeo10, Thomas Ludwig1l,8,
Stephen P Ethierll, Morten Krogh12, Matthias Szabolcs8, Vundavalli VVS Murty1,8,
Jorma Isola5, Hanina Hibshoosh8,9, Ramon Parsons1,7-9,14 & Ake Borg3,13,14

41. VOLUME 13, NUMBER 1, JANUARY 2007 NATURE MEDICINE

Loss of tumor suppressor PTEN function increases
B7-H1 expression and immunoresistance in
glioma

Andrew T Parsal, James S Waldronl, Amith Pannerl, Courtney A Cranel, lan F
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Parneyl, Jeffrey J Barryl, Kristine E Cacholal, Joseph C Murrayl, Tarik Tihanl,
Michael C Jensen2, Paul S Mischel3, David Stokoel & Russell O Pieperl

4 2. British Journal of Cancer (2007) 97, 1139 — 1145

PTEN loss of expression predicts cetuximab
efficacy in metastatic colorectal cancer patients

M Frattini*,1,3, P Saletti2,3, E Romagnani2,4, V Martinl, F Molinaril, M Ghislettal, A
Camponovol, LL Etiennel, F Cavalli2 and L Mazzucchellil 1Institute of Pathology, via
in Selva 24, CH-6600 Locarno, Switzerland; 20ncology Institute of Southern
Switzerland, Ospedale San Giovanni, CH-6500 Bellinzona, Switzerland

43. Cancer Cell 12, 395-402, October 2007

A Functional Genetic Approach Identifies the
PI3K Pathway as a Major Determinant of
Trastuzumab Resistance in Breast Cancer

Katrien Berns,1,6 Hugo M. Horlings,2,6 Bryan T. Hennessy,5 Mandy Madiredjo,1 E.
Marielle Hijmans,1 Karin Beelen,3 Sabine C. Linn,3 Ana Maria Gonzalez-Angulo,5
Katherine Stemke-Hale,5 Michael Hauptmann,4 Roderick L. Beijersbergen,1 Gordon
B. Mills,5 Marc J. van de Vijver,2 and Rene” Bernardsl,*

44, cancer Research 68, 1953-1961, March 15, 2008. doi: 10.1158/0008-
5472.CAN-07-5659

PIK3CA Mutation/PTEN Expression Status
Predicts Response of Colon Cancer Cells to the
Epidermal Growth Factor Receptor Inhibitor
Cetuximab

Minaxi Jhawer®, Sanjay Goel*?, Andrew J. Wilson', Cristina Montagna?, Yi-He Ling?,
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Do-Sun Byun', Shannon Nasser', Diego Arango®, Joongho Shin*, Lidija Klampfer?,
Leonard H. Augenlicht"?, Roman Perez Soler'? and John M. Mariadason'

45. ASCO Annual Meeting 2008

[4003] Evaluation of PTEN expression in
colorectal cancer (CRC) metastases (mets) and in
primary tumors as predictors of activity of
cetuximab plus irinotecan treatment

F. Loupakis, L. Pollina, I. Stasi, G. Masi, N. Funel, M. Scartozzi, I. Petrini, D. Santini,
S. Cascinu, A. Falcone. Azienda USL 6, Livorno, Italy

46. ASCO Annual Meeting 2008

[11075] Analysis of Epidermal Growth Factor
Receptor (EGFR) downstream proteins in
metastatic colorectal cancer patients: comparison
between primary tumor and related metastatic
sites

P. Saletti, F. Molinari, V. Martin, A. Bordoni, S. Crippa, L. Mazzucchelli, M. Frattini.
Oncology Institute of Southern Switzerland, Bellinzona, Switzerland

47. Int J Oncol. 2007 Nov; 31(5):1157-63

PTEN inactivation in lung cancer cells and the
effect of its recovery on treatment with epidermal
growth factor receptor tyrosine kinase inhibitors.

Noro R, Gemma A, Miyanaga A, Kosaihira S, Minegishi Y, Nara M, Kokubo Y, Seike M,
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Kataoka K, Matsuda K, Okano T, Yoshimura A, Kudoh S.
PMID: 17912443 [PubMed - indexed for MEDLINE]

48. Neuro Oncol. 2007 Jul; 9(3):271-9. Epub 2007 May 15.

Methylation of the PTEN promoter defines low-
grade gliomas and secondary glioblastoma.

Wiencke JK, Zheng S, Jelluma N, Tihan T, Vandenberg S, Tamguney T, Baumber R,
Parsons R, Lamborn KR, Berger MS, Wrensch MR, Haas-Kogan DA, Stokoe D.

PMID: 17504928 [PubMed - indexed for MEDLINE]
49. Hepatol Res. 2007 May; 37(5):389-396.

Epigenetic and genetic alterations of PTEN in
hepatocellular carcinoma.

Wang L, Wang WL, Zhang Y, Guo SP, Zhang J, Li QL.

PMID: 17441812 [PubMed - as supplied by publisher]

50. Leuk Res. 2008 May; 32(5):709-16. Epub 2007 Oct 17.
Resistance to Imatinib Mesylate-induced
apoptosis in acute lymphoblastic leukemia is

associated with PTEN down-regulation due to
promoter hypermethylation.

Montiel-Duarte C, Cordeu L, Agirre X, Roman-Gémez J, Jiménez-Velasco A, José-
Eneriz ES, Gérate L, Andreu EJ, Calasanz MJ, Heiniger A, Torres A, Prosper F.

PMID: 17942153 [PubMed - in process]

51. ASCO Annual Meeting 2008

[16016] Reverse-phase protein array marker
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evaluation of protein expression patterns related
to anti- angiogenesis treatment in renal cell
carcinoma.

D. Tsavachidou, N. M. Tannir, C. Thomas, G. B. Mills, E. Jonasch. University of Texas
M. D. Anderson Cancer Center, Houston, TX

52. AACR Annual Meeting 2008

[2773] PTEN LOH induces proliferation and
migration of mammary epithelial cells.

Michele 1. Vitolo, Michele B. Weiss, Khola Tahir, Ben H. Park, Kurtis E. Bachman,
David J. Weber

53. Breast Cancer Res Treat. 2008 Aug; 110(3):477-83. Epub 2007 Sep
6.

Activation of the mTOR signaling pathway in
breast cancer and its correlation with the
clinicopathologic variables.

Noh WC, Kim YH, Kim MS, Koh JS, Kim HA, Moon NM, Paik NS.

PMID: 17805960 [PubMed - in process]

54. cancer Lett. 2008 Jul 25. [Epub ahead of print]

Effect of tumor suppressor gene PTEN on the

resistance to cisplatin in human ovarian cancer
cell lines and related mechanisms.

Wu H, Cao Y, Weng D, Xing H, Song X, Zhou J, Xu G, Lu Y, Wang S, Ma D.
PMID: 18657898 [PubMed - as supplied by publisher]

55. BrJ Cancer. 2008 Jul 22; 99(2):341-9.
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The ErbB signalling pathway: protein expression
and prognostic value in epithelial ovarian cancer.

de Graeff P, Crijns AP, Ten Hoor KA, Klip HG, Hollema H, Oien K, Bartlett JM,
Wisman GB, de Bock GH, de Vries EG, de Jong S, van der Zee AG.

PMID: 18628764 [PubMed - in process]

56. Mol Endocrinol. 2008 Jul 17. [Epub ahead of print]

Targeted Disruption of Pten in Ovarian Granulosa
Cells Enhances Ovulation and Extends the Life
Span of Luteal Cells.

Fan HY, Liu Z, Cahill N, Richards JS.
PMID: 18606860 [PubMed - as supplied by publisher]

57. Oncogene. 2008 Jul 3; 27(29):4086-95. Epub 2008 Mar 10.

Suppression of PTEN function increases breast
cancer chemotherapeutic drug resistance while
conferring sensitivity to mTOR inhibitors.

Steelman LS, Navolanic PM, Sokolosky ML, Taylor JR, Lehmann BD, Chappell WH,
Abrams SL, Wong EW, Stadelman KM, Terrian DM, Leslie NR, Martelli AM, Stivala F,
Libra M, Franklin RA, McCubrey JA.

PMID: 18332865 [PubMed - in process]

58. cancer Research 68, 6084-6091, August 1, 2008. doi: 10.1158/0008-
5472.CAN-07-6854

An Integrative Genomic and Proteomic Analysis
of PIK3CA, PTEN, and AKT Mutations in Breast
Cancer
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Katherine Stemke-Hale’, Ana Maria Gonzalez-Angulo'?’, Ana Lluch®, Richard M.
Neve®, Wen-Lin Kuo®, Michael Davies'®’, Mark Carey"’, Zhi Hu®, Yinghui Guan®,
Aysegul Sahin*, W. Fraser Symmans®, Lajos Pusztai?, Laura K. Nolden®, Hugo
Horlings'®, Katrien Berns'!, Mien-Chie Hung®, Marc J. van de Vijver', Vicente Valero?,
Joe W. Gray®, René Bernards™, Gordon B. Mills*” and Bryan T. Hennessy*®’

59. cancer Genet Cytogenet. 2006 Sep; 169(2):128-37.

Interphase FISH analysis of PTEN in histologic
sections shows genomic deletions in 68% of
primary prostate cancer and 23% of high-grade
prostatic intra-epithelial neoplasias.

Yoshimoto M, Cutz JC, Nuin PA, Joshua AM, Bayani J, Evans AJ, Zielenska M, Squire
JA.

PMID: 16938570 [PubMed - indexed for MEDLINE]

60. Am J Surg. 2008 Jun;195(6):719-25. Epub 2008 Apr 28.

Clinicopathological significance of PTEN loss and
the phosphoinositide 3-kinase/Akt pathway in
sporadic colorectal neoplasms: is PTEN loss
predictor of local recurrence?

Colakoglu T, Yildirim S, Kayaselcuk F, Nursal TZ, Ezer A, Noyan T, Karakayali H,
Haberal M.

PMID: 18440486 [PubMed - indexed for MEDLINE

61. Nat Genet. 1997 Apr; 15(4):356-62.

Identification of a candidate tumour suppressor
gene, MMAC], at chromosome 10q23.3 that is
mutated in multiple advanced cancers.
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Steck PA, Pershouse MA, Jasser SA, Yung WK, Lin H, Ligon AH, Langford LA,
Baumgard ML, Hattier T, Davis T, Frye C, Hu R, Swedlund B, Teng DH, Tavtigian SV.

PMID: 9090379 [PubMed - indexed for MEDLINE]
62. Proc Natl Acad Sci U S A. 1999 Apr 13;96(8):4240-5.
New insights into tumor suppression: PTEN

suppresses tumor formation by restraining the
phosphoinositide 3-kinase/AKT pathway.

Cantley LC, Neel BG.

PMID: 10200246 [PubMed - indexed for MEDLINE]

63. Proc Natl Acad Sci U S A. 1998 Dec 22;95(26):15587-91.

The PTEN/MMAC1 tumor suppressor phosphatase

functions as a negative regulator of the
phosphoinositide 3-kinase/Akt pathway.

Wu X, Senechal K, Neshat MS, Whang YE, Sawyers CL.
PMID: 9861013 [PubMed - indexed for MEDLINE] PMCID: PMC28087

64. Curr Opin Genet Dev. 1998 Feb; 8(1):49-54.

Ras signaling and apoptosis.

Downward J.
PMID: 9529605 [PubMed - indexed for MEDLINE]

65. Proc Natl Acad Sci U S A. 1997 Apr 15;94(8):3627-32.

Transduction of interleukin-2 antiapoptotic and
proliferative signals via Akt protein kinase.
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Ahmed NN, Grimes HL, Bellacosa A, Chan TO, Tsichlis PN.
PMID: 9108028 [PubMed - indexed for MEDLINE] PMCID: PMC20491
66. 1 Clin Oncol. 2004 Jul 15; 22(14):2954-63.

The biology and clinical relevance of the PTEN
tumor suppressor pathway.

Sansal I, Sellers WR.

PMID: 15254063 [PubMed - indexed for MEDLINE]

67. Ann Oncol. 2004 Oct; 15(10):1510-6.

Reduced PTEN expression in breast cancer cells

confers susceptibility to inhibitors of the PI3
kinase/Akt pathway.

DeGraffenried LA, Fulcher L, Friedrichs WE, Griinwald V, Ray RB, Hidalgo M.
PMID: 15367412 [PubMed - indexed for MEDLINE]

68. Mod Pathol. 2008 May 23. [Epub ahead of print]
Absence of TMPRSS2: ERG fusions and PTEN

losses in prostate cancer is associated with a
favorable outcome.

Yoshimoto M, Joshua AM, Cunha IW, Coudry RA, Fonseca FP, Ludkovski O, Zielenska
M, Soares FA, Squire JA.

PMID: 18500259 [PubMed - as supplied by publisher]
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