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BE RS- 169
AT HER 2/neu (IHC/7 L A) | Herceptin (F{%)
AT EGFR (THC), HIF 1« Erbitux (RHZE) |
Rapamycin (FHE)
AT IP ELUE ERCC3 (7 A1) A a7
EAT IR EE N EH DRI, Calcitriol (PEHE) .
T v Ra Al U ERRR Flutamide (FE1%)
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PAGE 1 01 10 'AGE 3 0110
FATENT PHYSICIAN, SPECIMEN TT ‘NRMHO ber: MP-TNOO-00D00  Ordering Physiclan: Test Ordesing Pi MO
Case Number: MP-TNOC-00000 Test Ordering Physician, MD Primaty Tumor Site: Ovary ent: Jans Boe ase Numper: 19 Physiclan: Te: lesing Physicien,
Patlent; Jane Doe TestOrganization Specimen Site: Conpactive fissue
Date O Birth: 01011950 1234 Man Street Specimen Callectad: 01$6/2000 Literaturo Level of
Sex: Femate Oallas. TX 75133 Specimen Recebved: 152000 Biomarker Infanmation an Therapeutic (mpact from Literature e
SSN: 1234567890 {123)456-7830 Date Reported: 1/01/2000
SPARC Hi PARC 17 Good
Interpretation: Receivad tne paraffin black bbeled “123456-A1" rom Test Universty Medcal Canter, Greenvile, SC, with the N i
camesponding susgical pathdogy repon disclosing: ToPO1 TOPO o (-3 Fait |
Mass right back, excsion. PGP o Epposide pnd Vincrssno. 31 Fair
by Or. Astte ©r, Gupta for Or. Ashtan. 8CRP suvial (O5) 1131 Good
Clinical Mistory: Perthe submited paiant history, the paliert is  S0-year-4d femate with o history ef cancer of unknown primasy. Sho NRPY . ™ ;e 131 Fair
underwent 3 tack d tastat y of ps P
TS | Wen ~aponso > . 31 Good
TARGE T NOW® SUMMARY - AGENTS ASSOCIATED wiTH CLINICAL BENEFIT
ERCCH $-31 Good
Tra ok al cancer patents
o ian It an
i) i repart, gl A sgert RRM1 High RRM) pacr autooma 131 Good
R 2 i 2 o oy v — o=
Torot HC | siatieant (+2, 85%) Ifnotecan
ﬁl c-dt survival. -2 ¢ Fair
PDGFR IHC Signiticant (~2, 80%) Imatinib r————'
POGFR I ame 2 o Far
o.Mt MC | Signficant {+2, 50%) Imattnih
ER 11-31 Good
SPARC IHC | Signircant{+2, 50%) aabpactitaxel
GART
ER HC Significant {+1, 20%) tamoxifen, aromatase inhibltors {anastrazole, letrazote) HIFIA Biomarkat
. 2 Mot mschanate assodation
TES2 Microanay Incraased (9.21) celecoxdb PTGS?
HFIA Microarray|  increased (1.64) soratmib, suniiinb, bevactrumab
aaRT Mieroamay]  Decreasad (.55) vemetrensd
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PATIENT INFORMATION
Patlent; Jano Doe  Case Number: MP-TNDO-00000  Ordeting Physiclan: Test Ordoring Physician, MO
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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PATIENT INFORMATION
Patient: Jane Doe  Gase Number: MP-1NOD-0000C  Orfering Physkclan: Test Cdering Physician, MD

{HC Biomarker Deta)

Significant Patient Tumor Threshold”

Biomarker Result*|Stining intensity| Percent Staining | Biomarker ttensityiPercentage

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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PATIENT INFORMATION
Patlent: Jane Dae  Case Number: MP-TNOG-00000  Orlering Physiclan: Test Grdening Physician, MO

Appendix

BIOMARKER DESCRIPTION
Tomat | Blomarker Desciiption
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PATIENT INFORMATION
Paient: Jane Uoe  Case Number: MP-TNG0-00000  Ordering Physician: Test Ordening Physician, MD
Microarray Analysis of RNA Expression on Formatin-Fixed Tissue
Gee Mot Expreasion || cene Exprosson  SEIS" Ratio pressio .
e M Not inturmatia [RRR#1 o Chargo PR 127 NoGlargo
OF28 02 Unger Exprossed [POGFRE 0BT NoChargo WBCG2 138 NoGChae
o NI Not inarmaivs [NA@T 683 Wocrars frar NI Notinormativa
b NI Nottntommatve o G54 NoCrarge PRz W
B30 NI Nolinkmmati [ONMT3A TN Weot tnformaive ox Y
ESTR2 W Nolmumatve forsz N Nol formatvo Fsreoaar 131 wocmro
n Wi Notinkomatve [foFeA W Woiinformatve RARA NI Wotmmomaive
Eﬁ? W Nolinomatve RXRG W o iommatve Es2 14 nocmange
POGFRA 0t uraor Exprossed = 097 NoCrarge Jrms NI Noutomaive
PARC 08 UnderExprascd FfeR 761 WoChangn HER 18 owibxpracd o
poR W Wol Inanmaive [ERCAT N molnamatvo = NI Notintormativa
RiFT 05 undwExprascd [FeT W Notinformaive FoWT 173 OvorExprmod o
bart ~ 5m UnocrExpomcd 7 |[DWTIE M Nolimammamo iR N Notbiomaive
ORZ__ 057 UndorExpmascd BSTR N Noitermawve ST 181 Over Exprossod
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FOGFC 088 HoChargs RXRS 120 o Charmo BBET 1l tiounformaive
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S |
Mo Chango”
approsimatcly 5% af Iho timo.
abtabnod tor elther iy makoa
a8 ontho exprossion fovel ottat partetas RNA Ianscrot. TROrRION, (ho 07pIssion s wird rotinonmaiig (NI
Microarray Comment
RNA extracted from this patient was of acceptable Qualty oy perfomance of this test.
The expression profifes obtalned with FFPE samples show more vartability and may differ from expiession profiles obtalned with
tresh frezen samples.

Methodology

Total RNA is extracted from tumor bssus and & convertad to CONA Thi B
microamay analysis using Mumina cONA-mediated anneaing selocton. extarsion and ligation (DASL) process. The expression of 8

subset of 80 penes are then campared t a tissue specific normal cortrol and the relabve eXpression ratos of these 80 target genesis
deterrrined as wel as the Statstical signifcance of the differertial exgression
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PATIENT INFORMATION
Patient: Jans Dao Case Number: MP-TNGD-00000  Ordesing Physiclan: Test Ordming Pysician, MO
Appendix
BIOMARKER DESCRIPTION
Tamet | Biomarker Description
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Test Ordering Prysician, MD

LITERATURE LEVEL of EVIDENCE

CARILS

LLEE SCLENCES

PAGE 891 10

(161)

Jarget | Reference T Level of Evidence
acre T e e e s s | satra
wo [ et = S .

[Evnn B
JO Py ey ———r———————— —
Rl ot i sasdens
R P e
P ey prepemp R
ERcer e S S BT R R A s | ara
ERot T TR BT S 10
REC e T T T e PR 1 e e e e mrarpr v | 500
P P e —v—— -
PR vy p—— Ep— .
T oras
e [ R T R A L A U rsscons
e [ e o100
o EEEEETIRE e p e e | o

Z ek

e e
P s, m;.‘::;::z"m;.“zzr&?‘ P p——— e
Poama B L A N LTS T A vrows
o [ I SR SR A DI S R | vaiome
U P — o —— .
o RS IR 10
[ = = ™
R AT L ) R e e e e | savom
e SRS SADIR ST I R IO SRR | o

ooobDoOao

TARGETE&NOW. CARIS

LIFE SCIENCES

Pace Sar20
PATIENT INFORMATION
Patent Jane Doe  Case Number: MP-TNGO-00000  Ordering Physkclan: Test Ordering Physician, MD-
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US 10/00407

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - GO1N 33/574 (2010.01)
USPC - 435/7.23
According to intemational Patent Classification (IPC) or to both national classification and 1PC

B.  FIELDS SEARCHED

Minimum decumeniation searched (classification system followed by classification symbols)
1PC{8) - GOIN 33/574 (2010.01)
USPC - 435/7.23

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC - 422/50; 435/6, 7.23, 174, 283.1, 960; 382/129, 133; 70219, 20, 22
(Text Search)

Electronic data base consulted during the international search {(name of data base and, where practicable, search terms used)

PubWEST (PGPB, USPT, USOC, EPAB, JPARB); Google Scholar and PubMed.

Search Terms: molecular, profil, treatment, therap$, regimen, database, compar§, marker, biomarker, fluorescent in-situ hybridization,
FISH, mutation, EGFR, Her2, PGP, TS, ERCC1, RRM1, BCRP, TOP1. MRP1, MGMT, immunohistochamistry, IHG, expression,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation 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) tatie 1; para [00DB]- 13, 4-B/i{1-3), 910, 11-
[0010Q), [0013], [0014], [0024), [0055)-[{0058]. 134(1-3), 14-23, 24-35/(1~-

3}, 36 and
37-48/1-3)

Y US 2006/0090233 A1 (GARCIA et al.) 17 April 2008 (17.04.2008) table TA, 7B; para [0007]. 1-3, 4-841-3), 8-10, 11-
{0014], [0015], [0069], {0070], {0072, [0114), [0119], [0120], [0132], [0148}-[0456], [0157], 13/(1-3), 14~23, 24-36/(1-
{0182]0185], [0187], 3}, 36 and

37-49/(1-3)

Y US 2004/0058352 A1 (STEIN et al.} 25 March 2004 (25.03.2004) ¢laim 3; para [0001], [D003], 3, 4-68/3, 11-13/3, 24-

[0006],[0011], [0013). 28/3, 29/(1-3), 30-35/3
and 37-49/3

Y US 2004/0265813 A1 (TAKECHI et al.) 30 Decamber 2004 (30.12.2004) table 4; para {0013], 3,4-8/3, 11-1313, 24-

[0018], [0026], [0031], [0036], [0114]. 28/3, 29/(1-3), 30-35/3
and 37-48/3

Y U5 2006/0019256 A1 (CLARKE et al.) 26 January 2006 (26.01.2008) tabla 4-8, TA-D and 8; 3, 4-8/3, 11-13/3, 24-

para [0033], [0112], [0113], [0122], [123]. 2873, 29/(1-3), 30-35/3

and 37-48/3
Y U5 2007/0050145 A1 (BENTWICH ot al.) 01 March 2007 (01.03.2007) tabla B, 8; para [0140]. | 3, 4-8/3, 11-13/3, 24-
2873, 29/(3-3), 30-35/3

and 37-48/3

D4 Further documents are listed in the continuation of Box C.

H

*  Special categories of cited documents:

“A" document defining the general state of the art which is not considered

1o be of particular relevance

earlier application or patent but published on or after the international

filing date

document which may throw doubts on priority claim(s} or which is

cited 1o establish the publication date of another citation or other

special reason (as specified

document referving 1o an oral disclosure, use, exhibition or other

means

“P"  document published pricr to the i
the priority date claimed

g
“r
wwym
“g"

| filing date but later than

agn

later document published after the international filing date or prigrity
date and not in conflict with the apmlicmion but cited to understand
the principle or theory underlying the invention

document of particular relevance, the <laimed invention cannot be
considered novet or cannot be considered 1o involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combired with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actuat 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 address of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner far Patents
P.0. Box 1450, Alexandria, Virginia 223131450

Facsimile No.  s71-273-3201

Authorized officer:

Les W. Young

PCT Helpdezk: 571-272-4300
PCT OSP; 57-272-7774

Form PCT/SA/210 (second sheet) (July 2009)
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