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LIFE SCIENCES
Case Number: MP-TNOC-D0000 Test Ordering Physician, MD Primary Tumor Slte: Ovary
Pattent; Jans D Test Organization Specimen Site: Conpective issue
Date OF Bisth: 01011950 1234 Main Street ‘Specimen Caltected: 01/$6/2000
Sex: Female Oslias. TX 75133 Specimen Recelved: /52000

SSN: 1234567690 (123)456-7830 Date Reported: 1/0172000

Interpretatian: Recsvad cne paraflin black libeled "123456-A1" om Test Uriversity Medcal Canter, Greonvile, SC, with the
camesponding swgical pathdlogy repon disckosing:

Mass right back, excaion.

By Dr. Asitaq ©r. Gupta for Or. Ashlan,

Clinleal History: Por the submitled pationt history, the patiert is b 50-year-d femate with o history of cancer of unknown primasy. She
underwent 3 back i tastaty Y of P

TARGE T NOW® SUMMARY - AGENTS ASSOCIATED wiTH CLINICAL BENEFIT

Tra ol af cancer patents.

i physidan It anagent

TOPOt

G | sigaticant(+2, 85%) Irnotecan
PDGFR HC | Signireant -2, 80%) Imatindd
Yy MC | Sgnscant (+2, 50%) Imattnin
SPARC MC | sigaircant(+2, 50%) aabpacttaxel
® HC | signifcant (o1, 20%) tamoxfen, aromatase Inhibltors {anastrczole, letrazote)
Pras2 icroamay | trereased 9.21) cetecod
HFIA Wicreaniay|  ircreased (1 84) soratmib, suniiinits, bevackiumat
ARt Micsamray|  Decreased (.55) vemetrexsd
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TARGET NOW® SUMMARY
Slomarker Assay Resutrs Agents Associated With LACK OF CUNICAL BENEFIT

HoMT IHC | Significant (+3, 50%) Termozolomico
MeMT Miczoaray | Increased (1.79) temozolamide
€Rrcc HC | Signficart (+2, 80%) cisplatin; carboptatin
BCRP HC | Sigrificant (+2, 60%) cisplatn: carboplatin
RRM1 HC | Significant (+2. 80%) gamciabins

MRPY HC | sigrificant (+2 40%} excposido, vincristine

s6p IHC | signincant (+1, 10%) excposide, vincristne

s e | signficant (+2, 35%) Duorepytiidines
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{HC Biomarker Deta)

Patient Turmor

Biomarker . ;
§ < Staining intensity| Percent Staining Biomarker tntensity/Percentage

WMGMT 3 50 21+ and 250% or <1+ and <10%
Tarot P 2 85 £10% of < 10%
ERCC1 4 2 80 22+ ond 250% or $¥+ and s25%
RRM1 rd 2 80 22+ and 250% o 90+ and =100%
POGFR rd 2 0 22+ 3nd 230%
BCRP rd 2 60 1+ and 210% or <1+ and <10%
SPARC v 2 50 22+ and 230%
kit rd ] 50 22+ ond 230%
WRPY 7 z @ St a2 10% or <12 and <10%
T v 2 35 22+ and 230 of 1+ and 25%
TOP2A 2 10 22+ and 230% or =0+ and =100%
PTEN 1 70 2+ and 210% or <1+ 3 <10%
& 7 T % 2 nd 1R
Meramiey T 10 23+ and 230% o1 <2+ and <10%
op 7 T 0 1% nd > 10% or <1+ and 1%
PR 1 5 21+ and 2 10% or <0%
Androgen Receptor [ 10 21+ and 210% o =0r and =100%

“Cafis Dx has definad troshold levels of reactity for INC b estabish cussll points based on pubbshied evidence.
~ All significant results are reflected i the Target Now Summar
=+ SPARC results reflect analyses performed with both manoclonal and polyclonsl ambodes.
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BIOMARKER DESCRIPTION
Tomat | Blomarker Desciiption

[Baass corwer esaance proten BORP) it 8 memoar ot m?grnwym ABC unspore: proteins, /62 kown K a7 resTance preein
Borp  (RECR SRENBESE U Soniey s dncer e ine et o etidaree 0 UG, £ PP casn & BERP (RIS Ca3es s SRce o
2 tancer drugs, (Rauidng 5ol oA 10 REER, FRGxANoNe, BA0

o464 5. oytotine seon gy exgue 365 an he surace ot one cemcets et s choncet e Ehs s ca tosiem oo (508 »
e o g ucmu-vmwv\ymnhm; 3 C3iataTeCHnI0r Gmerdes B ARIRY B PhGR oniaton chacade 100Erg 1
- chatorsin gone ooresin, fross gt iedt el sson S b, erno1 6 a1 SOnCHn. S DS o 1 SRR AP SiEnD e

1o s0gen cetor @1y rermer o on g ormone oy of ety g ey e o e nomere €sTogen (5 roin
s D Bfkbrong hiciobmenctilo naah vifomariusiiesor e ir S et Mol pararandseiinme.
Er I racepir S A $85A0A 1o F L3\ ummnu.emawmmmmm-mnammw
m:msnb-a—v;vzugcnrmwnnn o atea, I TEd (2 SR bostee  E5700 % HARAS . E5 a0 concel QT KU carcer ceh
eracen: Geead 17 Marvad by ER o sty Ut el 1 ihe G413 of 41651 D210 wh w16 A0 ben 71 O PORTENE otk GTheeaDY.

st excsniapos 1) 5 0t e e mncse syl e regar o D1 Gimoge 2 vt ey o curses g Burvcts
-mummlﬂ(uv)u;:( L ety %

ercet v B 00 oot ety s it fmme W AeNER iy Sorarsants G ke i
b"m\srqmlﬂ.\ms " e raes 5 overcas e Shacty ol MDN‘mRaunilg&xwumnu o ol plioury ot dongs e
B 523 apics i mmmmwmuum-mm wn Expiesson are mose
(ONR Carnaging 59 el oot ERCC e more vy & ¢ waa

|00 metitgusne oot i gsanderase (MOMY) ercoes o oA repoh e reyme Loss o MSMT rpressoniess t compremsed ONAegas n tts
BT O o ey s, o SIS e bre o o S i b 2 e

5o s essmon-gmecurss ot ) e o smvertaun s e a0 s ang man e e < s D
msmumn e o el 5o e & ook o gl 0 o ENAEY S (5 PO, ComonAaR]. WhGh AT
ek 0 (sapmsie . 3 R b ] reAthy e (P, DeSalarSl By ) the
MRPS LRSS e ]um:ﬂmvmnvum‘ﬂnwu[wummnesx)pulm o 3 oo ses) SIEA O ve o HABT Rave Seon o e
e R TR ettt b gt
rasgear

Wrese grosm

agras,
POGER in gene exgeescen
ioce Boman o cevial nroans Anase recemor. oy PO RS POGFR g saivanon,
Joctions1 esine Kinste ntyiors wnich can al2o biock POGRR.

P, 195 1 1 e o g1 o s et e o o

o S S O e S A S e,

R T ST e Sy S
e

- re
Rt (osriesios maucase 3 ik ming e incied @ the praduetan o ugictces G or 1 A sy Garcis o &5 oo

argiogue o s Moo s TiaTiE SeE. B4 qan e KOTLrS, AR el o & rocir T ten cevparae heotiesiah win
jgemer

(SPAKC seomtes s o nd (. crseie) o olounieang s T s 0 Y Ty el 1 s e 08

spare o el Sty e ety 5 et g b b i b ool el s socontin. £ e
st tn 52 ARG vty s s me eapore D e ecaree o, 0 PR The oo Tonos AP 8 TSSO 5
[SPRCS 10 s Arswising saime ao0 8 AT SrOHES SgE v S1v0s 1ie

(160)

Oooo0oo
TARGET2NOW. & CARLS

LIFE SCIENCES

PAGE 50f 10
PATIENT INFORMATION
Patlent: Jano Do Case Number: MP-TNOO-00000  Ordefing Physkcian: Test Ordenng Physician, MO
Microarray Analysis of RNA Expression on Formalin-Fixed Tissue
Gene Rano  Expreasion | “fuS g Ratio pressio .
. M Not inturmatia brre 127 WoGhargo
OF2B 02 Unger Exprossed WBG2 138 NeGmame
foorv NI Not inarmaivs frar NI Netinforrative
bt NI Nottntommatve PRz W
= NI Nolinkmmati ox T3 MNoCrargs
STz NI Nothomatve fspaoani 13 Wocmme
b Wi Notinkomatve RARA NI Notirormatve
Enw W Nolinomatve Es2 14 Nocmngo
POGFRA 04 Uraer Exprossed Jms N Notiotomatis
EPaRC 08  UrdcrEspmased HIFR 184 ovarErpraacd o
PoR W Wol Inanmaive = NI Netinomative
RAFT 05 underExpraaacd foWT 17 OvorEpumed
bart ~ t% umoeiencd 7 iR N Netindornaive
FORZ 057 ndorExpmascd ST 181 Over Exprsson
= 05 UndorExprsscd = N Wotnformative
POLAY W Natimomawo T T84 Over Exprtesed
EAP70 N Mot lnraive IRCE M Hotmmalve
| 3 N Notinformatva pasnz N Nathiomatvo
oK WU Wotintormaive. OFA__ 222 OverExprosscd
IXNRDT A Nt inomatke PHAZ NI Natinlmatvo
BSTRT N wainomawe bt 75 OverExpomed
kor W ot intoreatis TRS W Notewemive
POCEC 088 WaCharge BBCT 1 Hotlfomatve
a on Hechamge fcoF1 a8 ourEapreed
= on_ waGhares Rz W
=3 075 NoClamo Fresz 821 overxpmsos o |
) R Hot inormaties [ES 125 wochonao
Mo Chango”
approsimatcly 5% af Iho timo.
abtabnod tor elther iy makoa
a8 ontho exprossion fovel ottat partetas RNA Ianscr o1, TROrRIor, (ho 0791 ssion atiss.vers notinformati o (1)
Microarray Comment
RNA extracted from this patient was of acceptable Quatlty fos performance of thls test.
The expression profltes obtalned with FFPE samples show more vartabillty and may differ from expression profiles obtalned with
tresh frozen samples.

Methodology

Total RNA is exteacted from tumor bssus and & convertad to CONA This cON B3

microamay analysis using Mumina cONA-mediated anneaing selocton. extarsion and ligation (DASL) process. The exprission of 8
subset of 80 genes are then compared t 3 Gssue SpeGifc normal cortral and e relaive expression ratics of these 81 target genesis

deterrrined as wel as the Statstical signifcance of the differertial exgression
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Appendix

BIOMARKER DESCRIPTION
Tamet | Blomarker Description

Fepnreren o extyme s aves e suparonngor e aysnacTON. Topot 00 rariety tE g ne sz ire Coue i e cou
[aagercend e A et Toe reoulaton of Gin S perorung s et 1o DNA Vanicrsdn 8 cplcion s T DA e st il
TOPOL b ing et o f e vy ooyt

emdneiopy corring Inteiun & 1000

[Trymioyen )i 1 engy e gn neraes Ty FuraooMle (GTMP). Whch et pras e 4 Iy Tierare (6TTP)
Ty [SaraO e ko The oot camrasd TS e et e B S iekly bl K s e oy
et g o e et o o o o/ et oS g s, TS kL oo i ok et o
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IPC{8Y - GOIN 33/574 (2010.01)
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Minimum decumentation searched (classification system followed by classification symbols)
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C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citatien of document, with indication, where appropriate, of the relevant passages Relevant 1o claim No.

Y US 2008/0014146 A1 (VON HOFF et al.) 17 January 2008 {17.01.2008) table 1; pata [00D8]- 1-3, 4-8/(1-3), 910, 11-
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37-38¢(1-3)
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and 37-458/3
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document referming 1o an oral disclosure, use, exhibition or other
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being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search

10 June 2010 (10.06.2010}

Date of mailing of the international search report

20 JUL 2010

Name and mailing eddress of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner far Patants
P.O, Box 1450, Alexandria, Virginia 223131450

Facsimile No.  574.273-3204

Authorized officer:

Laes W. Young

PCT Helndask; 571.272-4300
PCT OBP. 571-272-7774

Form PCTASA/210 (second sheet) (July 2009)




(163) JP 2012-517238 A 2012.8.2

INTERNATIONAL SEARCH REPORT International application No.
PCTAIS 10/00407

C (Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where approprinte, of the relevant passages Relevant to claim No.
Y 1 MARIELLE, I. et al. Integration of Gene Dosage and Gene Expression in Non-Small Cell Lung | 3, 4-8/3, 11-13/3, 24-
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01722, pagas 1-7: abstract; pg 4, col 2, para 2.
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[0380], [03B7], [0740). .
US 2003/0081984 A1 (JENKINS et al.) 15 May 2003 (15.05.2003) para [0005], [0034]-[0037]. 17

Y | SHE, Q.-B. ot al. Breast Tumar Cells with PI3K Mutation or HER2 Amplification Are Selectively | 18
Addicted to Akt Signaling, PLoS ONE, August 2008, Vo1 3(8), e3085, pages 1-10: abstract; pg
9, col 1, para 1.
US 2002/0095260 A1 (HUYN) 18 July 2002 (18.07.2002) para [0012], [0035). 26-27i(1-3)
US 2006/0147858 A1 (BELL et al.) 06 July 2008 (06.07.2006) para [0016], [0017], [0320], 31-324{1-3)
[0321].
US 2006/0134664 A1 (SCHERZER et al.) 22 Juna 2006 (22.06.2006) para [0031). 32/(1-3)

Y US 2008/0038271 A1 (AMLER et al.} 14 February 2008 (14.02.2008) claim 1, 28; para [D055} | 46-484(1-3)
[0062), [0326], [0327).
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