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, PERFORM AT LEAST ‘ TEST FOR AT ' 7‘ ,
LEAST ONE. TARGET FRDNI A RIDLDGICAL . 52

H SAMPLE DF DISEASED NIVALDIID

 

  OTHER NDLIRLECLA TTs

DETERMINE WHETHER ONE OR MORE

_ . TARGETS EXHIBITA CHANGE IN _
' EXPRESSION COMPARED TO A REFERENCE

FOR A SPECIFTC TARGET '

  

  

 
  

 

  
  

 
' 60.

  369370R>
CELLS +3505? > , '
STATNTNGFOR {} .

TARGET , "

 
 

V IDENTIFY UP DR DOWN REGULATION BY
WHETHER FOLD CHANGE IN EXPRESSION

_ FOR TARGET RELmIgBIaNDRMAL Is SIGN. :

  
  
 

 

IDENTIFY AT LEAST ONE NONFDISEA-SE

 

  

SPECIFIC AGENT THAT INTERACTS WITH .. 70
ONE OR MORE TARGETS EXHIBITING A L

CHANGE IN EXPRESSION

PROVIDE PATIENT PROFILE RPORT
CONTAINING TESTAND PROPOSED ~30

THERAPYI’AGENT

FIG.2
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 HYSIOIAN INFORMATION

I SOME DOCTOR, MUD.

: 1234 E. SOUTH ST.

TUCSON, AX 12345

480423-4567

PATIENTINFOMATION j ;

MOLECULAR NAME SAMPLE PATIENT

PROFILING LISA RANT
INSTITUTE

 

  
 

  
 

 

  
 
 

 

 
 

 
 SSNII‘. 123—456789

 

  
 
 

REPORTINFORATION , .VER1.0.2:425-0
DATE SPECIMEN RECEIVED: 02002000 DATE REPORTED:02I09I2006 0000 00. MP-IIIMMMI

DATE SPECIMEN COLLECTEIIM HOST MEDICAL CENTER: 00242000

SPECIAL STUDIES ’ RESULTS AND INTERPRETATION

INTERPRETATION:

REVIEW OF PATHOLOGY SLIDES (RECEIVED FROM MAIN HOSPITAL IIICSON AZ ONE PARAFFIN BLOCK LABELED
MIN-123 AND FROZEN TISSUE)

PELVIC AND RETROPERIIONEALTUMOR: INFLAMMATOR‘I’MYDFIBROLASTIC TUMOR. 100

202 104 108 //
- POSSIBLE AGENTS THAT MIGHT INTE I CT WITH CANDIDATE GfiTARGETS-i
ASSAY“ CANDIDATE TARGET SIGNIFICANT RESULT POSSIBLE AGENT S

MICROARRAY NFKBIA (INCREASED 1.78)“ VELCADE \

‘IHC ~ C—KIT (INCREASEDT‘Z, 93%) , GLEEVEC, SUTENT

MICROARRAY PDG‘FRA (INCREASED 4.74)“ GLEEVEC, SORAFENIB, SUTENT

MICRDARRAY GART (INCREASED IND)“ ALIMTA

MICROARRAY VDR (INCREASED 37.30)“ I CALCIIRIOL

MICROARRAY ADA (INCREASED 5.P26) PENTOSTATIN

MICROARRAY TOPI (INCREASED 278)“ TOPOTECAN, CAMPTOSAR (CPIII)

MIGROARRAY HIFIA [INCREASED 4NI)“I ' AVASTINI SORAFENIR SUTENT

MICRDARRAY DNMTI (INCREASEDIII I)“ VIDAZA (S-AZACYTIDINE) ‘
*IHG : IMMUNOHISTOCHEMISTRY

** INCREASED OR DEC‘REASED ARE RELATIVE TO NORMAL CONTRLS.

FIG.3A



 
 
 

 PATIENT INFORMATION

NAME: SAMPLE PATIENT

  PHYSICIAN INFORMATION

SOME DOCTOR, MD.

 

  

  
 

 

 
 
 

 
 

 

MOLECULAR . SEX: FEMALE 1234 ESOUTH ST.

PROFILING SESTNTT TQAIEET-STRQ . Agfgfigg‘mfl
¥ INSTITUTE - ¥ 
  
 

REPORTINEQRNATION VER 1 0.242505 .
DATE SPECIMEN RECEIVED 0201 2000 DATE REPORTED. 02H002000 CASEND MRTNN05040

DATE SPEIMEN COLLECTED AT HOSTMEDICAL CENTERO012402000

. , SPECIAL STUDIES

RESULTS AND INTERPRETATION

ADVANCED IMMUNOHISTOCHEMICAL ANALYSIS:

ENE EXPRESSED PROTEIN CONCLUSION SPECIFICITY INTENSITY .TTARGETSTATUS‘
HERZTNEU NEGATIVE

ER NEGATIVE _ 1
RR' "N‘E‘G‘AT‘N,—"“_E‘—“' “" —“—'”‘“ '

C-KTT POSITIVE SPECIFIC_2 ' 00 ' TARGET

EGFR NEGATIVE ‘

' 00x2—~ NEGATTV‘E‘" _‘ . ' '

‘ - 0052 NEGATIVE - ' ‘

PDGFR NEGATIVE RNSPECIFIC

~ CD25 NEGATIVE ,

110 ' 108 .
' * 2+ IHC IN GREATER THAN 30% OF THE TUNOR CELLS HAS BEEN CHOSEN AS A CONSERVATIVE DIVIDING

POINT TO REPO RTA POTENTIAL TARGET AS POSITIYE TO HELP INCREASE PHARMACOLOGIC EFFECTIVENESS.

112

  

   
 
 

114

IINIUNOHISTOCHENICAL TESTRIDTPERFORMED
| LA 2 . TOPOISONIERASEI NLI-IT

TIT-KAPPA BETA TOPOISOMERASEII NSH2

THYMIDYLATE SYNTHASE ' .RETINOIC ACID RECEPTOR CD20

ERCCIT (HELICASE) R X R P53
THYMIOINE PHOSPHORYLASE ORNITHINE DECARDOXYLASE CYCLIN DI

NGF SDMATOSTATIN BCL-2

NTAP RASIMUTATED) VEGF
NAP KI NA'SE PROTEIN ASPARAGINE SYNTHETASE
XANTHINEOXIDASE FIG.3I3



' . PATIENTINEORNATION .

NAME: SAMPLE PATIENT   
 
 

  

 

PHYSICIAN INFORMATIN *

SOME DOCTOR, NIT  
 

 

  

 
 

 
  

  

 
 

 

MOLECULAR SEX: FEMALE ‘ I234 E. SOUTH ST.
. _ - DUB: (gm/1974 4 TUCSON,AX 12345

PROFILING ¥ SSNII: 123-455-6789 , 480-123-4567

 
 

INSTITUTE
REPORT INFORMATION 7 VER1.6.2:4-2‘5-08

DATE SPECIMEN RECEIVED: IIEIIIIIzooE DATE REPORTED: 02I09I2006 CASE NO. IIPTNoe-NIN

1 DATE SPECIMEN COLLECTEDAT HOST MEDICAL CENTER: 01I24l2006

I ' SPECIAL STUDIES ~ ' ' ' 
 

 
  
  

 

 
  

 

 

  
 

             
 
 

  
  

  
  

 

 
  

 
 

  

  
 

  
 

  

     
  

 
  

  
   

 

  

 

 

 

  

  

 

 

 
  

 
  

 
 

  
    

V . I MICROAEWIEYRULTS . ..

16IIIICROAREAYANALYSIS:118 16 18 m 18 r100
,GENE RATIO EXPRESSION ANALYSIS GENE RATIO EXPRESSION‘ANALYSIS
II-UNEEEEXPRESSED EGFR III' IIII .
ESE 0.09II IIII-II
III- MLHI III III-
-_---- ZAPTE 306 N0 CHANGE-
III- IIILI INI-
IIII IIII 3.16—-

UNDEE EXPRESSEDI IIIIEVEREXPRESEDI
IIIIIII OVEREXPRESSED I.
IIIOVER EXPRESSED- IOVEREXPRESSED I.
IIIII-II
III- III HIFIA OVEREIIPRESSED I‘
PDGFRB-_.- IIIIII
sou 0.80II BECAZ IIIII
ESTPI' II GARE III—I III
SPAREII IIOI‘EREXPRESSEDI HIFIA VII
IIIII IFIA II
III POINT .0I‘ERBIPRES‘SEDI III-
IIIIII FDGERA-_-
III III-II

SSTRI IIII ABA 5.26—-
IIIII TOP2A III

TYNS O-EREXPRESS DI
III-

I“NO CHANGE" INDICATES THAT THERE IS NO DIFFERENCE IN EXPRESSION F OR THIS GENE BEIIEEN THE TUMOR AND CONTROL
TISSUES ATA SIGNIFICANCE LEVEL OF P<=ODOI A SIGNIFICANCE LEVEL OF P<EDDOI HAS BEEN CHOSEN SINCE GENES PASSING .
THIS THRESHOLD CAN BE VALIDATED AS DIFFERENTIALLY EXPRESSED BY ALTERNATIVE METHODS APPROXIMATELYSS'N OF THETINE.



‘I 0.0

fl
PATIENT: SAMPLE PATIENT CASE NO. MP~TNOS-O5OAO DATE REPORTED: DEMONS

 ' CLINICALINFORMATION

' CLINICAL HISTORY

N THE PATIENT WAS DIACNOSED WITH IRELANDORYMYOFISROBLASTIC TUMOR INFEB 2004. ATTHATTIMEALARGEMASS WAS REMOVED FROM HER ABDOMEN THE PATIENT NOW HAS RECURRENT MASSES ON HER LEFT UPPER OUADRANT
1 20 AND IN THEPELVIS. PER THE PATIENT CHART DR SOME REVIEVED THIS CASE WII H DR VON HOFF AND IT WAS AGREED

’ THAT PERFORMING DNAMICROARRAYAND IHC TESTING ON THIS PATIENT MAY PROVIDE INSIGHT INTO FURTHER TREATMENT

OPTIONS.

SPECIMENSSUBMITTEO
RECEIVED FROM MAIN HOSPITAL, TUCSON, A2,, ONE PARAFEIN BLOCK LABELED 1101-123 AND FROZEN TISSUE WITHTHE
ACCOMPANYING SURGICAL-PATHOLOGY REPORT.

122

DISCLAIMER

THESE TESTS WERE DEVELOPED BY MOLECULAR PROFILING AND THEIR PERFORMANCE CHARACTERISTICS DETERMINED
BY MOLECULAR PROFILING IT HAS NOT BEEN CLEANED OR APPROVED BY THE DS FOOD AND DRUG ADMINISTRATION

FDAg THESE TESTS ARE PERMITTED FOR CLINICAL PURPOSES AND SHOULD NOT BE REGARDEOAS PURELYVE TTGATIONAL OR FOR RESEARCH. MOLECULAR PROFILINC IS CERTIFIED UNDER THE CLINICAL LABORATORY

IMPROVEMENT AMENDMENTS OFI SSS (CLIA) AS QUALIFIED TO PERFORM HIGHCOMPLEXTTY CLINICAL TESTING.

DECISIONS REGARDING CARE AND TREATMENT SHOULD NOT BE BASED ON A SINGLE TEST SUCH AS THIS TEST RATHER
DECISIONS ON CARE AND TREATMENT SHOULD BE BASED ON THE INDEPENDENT MEDICAL JUDGMENT OF THE TREATING
PHYSICIAN TAKING INTO CONSIDERATION ALL AVAILABLE INFORMATION CONCERNING THE PATIENTS CONDITION

INCLUDINC OTHER LABORATORY TESTS IN ACCORDANCE WITH THE STANDARD OF CARE IN A GIVEN COMMUNITY
THE FINDING OF ATARGET DOES NOT NECESSARILY INDICATE PHARMACOLOGIC EFFECTIVENESS.

  4..., : 7 ETA/2006
ROBERT J; PENNY, NDPATHLOGISTAND NEDICALDIRECTOR DATE

 

FIG.3D
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“ROOT-TAHOE INDICATESTHATTHERE ISNODTFFERENCEINEXPRESSIONFORTHSGENEBETWEEN
' THE TUMOR AND OONTRDLTISSUES ATA SIGNIFICANCE LEVEL OF P<=0.DOT. ASIGNIFICANCE LEVEL
‘ OF P<=DTID1 HAS BEEN CHOSEN SINCE GENES PASSING THIS THRESHOLD CAN BE VALIDATED AS

DIFFEuITENTIALLY PRESSED BY ALTERNATIVE METHODS APPROXIMATELY 9.5% OF'THE TIME
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FIG. 27C

Dendritic cells can be
found in skin, the spleen,

lymph node. Let’s get
Mike Bittner’s take on site Difficult origin to define.
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FIG. 27D

S (9) Fallopian Tube (3) Fibroblast (7) Gallbladder (5) Kidney (14) Larynx (3) Liver (1) Lung (74) Lymph Node (9)
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FIG. 27E

Prostate

Melanocytes (22) Mesothelial Lining (6) Myoepithilial cells (1) Osteoblasts (2) Ovary (39) Pancreas (31) Parotid (2)
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FIG. 27F

Salivary Gland (5) Sinus tissue (1) Skeletal Muscles (2)
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Uterine wall but not
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endometrium (1)
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Synovium or
joint lining tissue (1)
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I Case Number. MP—TNDC—DCOOD  Primary Turner Site. {New
Patient: Jane Doe Test Organization Specimen Site: Connective tissue
Date Of Birth: 01/01/1950 1234 iviain Street Specimen Cottected: 011'161’2000
Sex: Femaie Daiias, TX 75t33 Specimen Received: 1/5/2000
SSN: 123-456-7800 (123)455-7890 Date Reported: 1/01/2000

interpretation: Received one paraffin biock iabeied "123456—A1" from Test University l‘v’ledicai Center, Greenville, SC, with the
corresponding surgicai pathology report disclosing:

Mass right back, excision: Metastatic adenocaroinoma, extending to inked resection margins.

interpretation is done by Dr. Ashtaq and signed out by Dr. Gupta for Dr. Ashtaq.

Citnicai History: Perthe submitted patient history, the patient is a 50-year-old female with a history of cancer of unknown primary. She
underwent a hack mass excision in January 2000 showing metastatic adenocarcinonta. No history of prioriherapies were provided.

TARQET MSW? SHMMRRY ~ teatime Assooinren were SLENKIEAL BENEFET

The role of Target Now is to identity biomarkers and therapies associated with ctinical benefit or iack of ctinical benefit for cancer patients. The selection or’
any, at! or none ofthe matched agents resides with the discretion otthe treating physician. if a patient‘s tumor has previousty progressed on an agent
identified as associated with ciinieai benefit on this report, the patient shoutd not be ire-treated with this agent.

 
  
 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

TOPO’! Significant (+2, 35%,

PDGFR tHC Significant (+2, 80%)

c — kit ii—iC Significant (+2, 50%)

SPARS tHC Significant (+2, 50%)

ER ii—iC Significant (+1, 20%,

PTGSZ i‘v’licroarray increased (9.21)

HiF’tA Microarray increased (1.54)

GART i‘v’licroarray Decreased (.55)

* Cans Dx has defined threshold leveis of reactivity for li-tC based on pubiished evidence.
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Patient: Jane Doe Case Number; MP-TN00~00806 Swearing Physician: TesiQrdering Physician, MD

TfiRGET NQQW Sifi‘fififififi?

iiWith m m:- cmmcm- 3mm: 
 

 

 

 

 

 

MGMT iHC Significant (+3, 50%) temflzommide

77777777777777a;em’gig;i;’i’””’;;;;;;.;;;;;gi{;;g777777 temozowmide

ERCC17777777777777777777777iES77777777if"éégéééééiééiéiéf’ééééf cispiafin: carbaplatin

asap7777777777777777777777iES77777777i77éégéééééifiiéféééé"espiamarbvplatn777777777777777777777777777777777777777777777777777777
RRM’E iHC Significant (+2, 80%) gemCigabme

MRP1 ch Significant (+2, 40%) EEOF’OSideNimfisme

PGP iHC Significant (+1, 10%) eiopeside, vincrisiine

TS ch Significant (+2, 35%) fiwmyrimidims
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  Patient Jane Doe Case Numhe MP-TNGGQGQQG Srdenng Physman: resthdering Ptrysscian, MD

 

 

 

 

 

 

SPARE 3 High SPARC protein was associated with response to nab-paciitaxei-based combination therapy iii .I' Good

TOE-’01 High expression of TOPO‘i has been associated with a higher response rate when treated with irinotecan ii—3 / Fair

PGP High expression of P-giycoprotein has been associated with iack of response to Etoposide and Vincristine. ii—3 / Fair

i High expression of BCRP has been associated with shorter progression-‘ree (FPS) and overaii survivai (OS), ,5, ,i BCRP i 7 7 . . . . “-0. Good i
i i when treated With piatmum—based combination chemotherapy. i

MRP’E High expression of MRP1 has been associated with tack of response to Etoposide and Vincristine. ii—3 / Fair

i re i ire/Good i

i ERCC1 i i

i RRMt . a i

i MGMT i r r r i

i c—kn i r i

PDGFR i High expression of PDGFR a has been associated with response to irnatinii) treatment iii .I' Fair

ER High expression of ER has been associated with response to endocrine therapy. “—3 / Good
WW1 1

Biomarker associations with drugs based on rnicroarray results have been identified by
mechanistic association. 
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  . est Qrdering Physician, MD Greeting Physician: Patient: Jane Doe Case Numbe . MP-TNGG~00806

HHS: Biomarker Betaii

+ and 56% or <1+ and <10%

219% or < 10%

22+ and 230%

21+ and 216% or <1+ and <10%

$PARC **" 22+ and 230%

e-kit 22+ and 230%

21+ and 210% or <1+ and <19%

22+ and 230% er S14- and 5.25%

22+ and 230% or =O+ and =100%

22+ and 210% or <1

22+ and 275%

3+ and 230% or 32+ and <10%

21+ and 210% or =0%

21+ and 210% or =O+ and =100%

 
Androgen Receptor

*Caris Dx has defined threshoid ieveis 0f reactivity fer EHC to estabiish cutoff points based on pubiished evidence.
*“ Aii significant resuits are reflected in the Target New Summary.
*** SPARS resuits reflect anaiyses perfermed with bath moneetenai and petycionai antibodies.
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EKiT Nl Not Informative
ETOPEB 0.22 Under Expressed

1/1/11

 

 

EERCCS Ni Not Informative

EPDGFPA 0.44 Under Expressed

ESPARC 0.45 Under Expressed

 

 

 

EADA 0.57

EPOLAl Ni Not Informative
EZAPT’O Nl Not Informative

Essie; 777777777777777ht r""""n5i'rnrsraaive777777777777777777777

Elana Nl Not Informative

Erie'er'e7777777777o"a7777777777 neonates777777777777777777777777
Eer 0.71 No Change

EDCK 0.71 No Change
«snsws77777777777neonate777777777777777777777777

Ettore 777777777777777ht r""""'narririanaiv;777777777777777777777\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

  

   

 

ERRMi 0.79 No Change EDHFR 1.27 No Change
EPDGFRB 0.81 No Change E E‘BCGZ 1.28 No Change E
nrnsrogs""""""more;"""""""""""" Erie"""""""""ni"""""originating""""""""""

Efm 0.94 No Change ENFKBZ Ni Not intormati‘
""" NoCIange """"""""""""

‘ """""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""rearrange.""""""""""""
\lotinformative""""""""""

Ni Not informative E ECESZ 7777777777777 1.44 77777777777NoChangeVVVVVVVVVVVVVVVVVVVVVVV E
0.9.7 No Change E ETYMS Ni Not informative E
1.01 NC- Change E EHlF'tA 1.84 Over Expressed «if E

 
 ((((((((((((a

 

rrrnmanga"""""""""""" eernvr"""""ioririiairarrve””””””””””

Ni Not informative E ETK1 1.94 Over Expressed E
Ni Not informative EBiRCS Ni Not informative

E""""""""""""n r"""""stationing"""""""""" """""""""""" iii """""nantenna""""""""""

Earth/on 1.19 No Change Ni Not informative
nvna"""""""{:6"""""nearing;""""""""""""""""""""""""it""""'n"a’i.ii;~;ia’3’iive””””””””””

Ewrs4A1 Ni Not informative 4.08 Over Expressed

EERBBZ 1 23 No Change Ni Not informative E
“on""""""""iii """""varranging"'"""""""" "I;""’"""’"an"""'eoaaaggaa"""""gritE

rESttZSNoCIange””””””””””””

“No Change“ indicates that there is no difference in expression for this gene between the tumor and cohtroi tissues at a significance tevel of p<=0.00i.
A significance levei ot p<=O.C-C-’t
approximately 95"/o of the time.
“Not informative indicates that the data

 

has been chosen since genes passing this threshold can he vaiidateci as differentially expressed by alternative methods

obtained for either the patient sampie or the control sample were not of high enough quality to confidently make a
’ ion levei of that particular RNA transcript. T sion ratios were not inforn tive (Ni). 

 

 
 

Totai RNA is extracted from tumortissue and is converted to cDNA. This cDNA sampie is then subjected to a whoie genome (24K)
microarray analysis using iiiumina cDNA—meo‘iateot anneaiing, seiection, extension and ligation (DASL) process. The expression of a
subset of 80 genes are then compared to a tissue specific normai control and the reiative expression ratios ofthese 80 target. genes is
determined as well as the statisticat significance otthe differentiai expression.

hieti‘iortoiogy
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est Qrdering Physician, M)

 

reast cancer resistance protein (BCRP). Is a memper oI the superfarnily of ABC transportBCP, and ABCG2, was identified Ina cancer I:eI IIe selected for.m tance Io daunoru Ici
"cancer drugs, ineiudIn topoteean, irInctecan, mitoxantrone, and doxorupicin.

er proteins, aiso known as mitoxantrcne resistance protein,n. Elevated expression of BCRP in Vitro causes resistance to

 
 

BCRP  

gum:
 

' 'I Is a oytckine receptor expressed on the surface ofh erIIIIIatopoIetIc stem cells as weil as other celi. _ _ .""I).Is receptor binds to stem ceil I‘acto” CF. aIgrowth factor) Assc-Kit'isa receptorIyrosine kinase ig 1d binding causes.receptor dimerizes a I ' osphoryiation cascade . '
anges in gene expression These changes aerct proliferation. apopIosIs, chemotaxis and adhesion. I:Kitis inthIIed by Ihe drugs Imatinib SIInferafeniI).       c—kit

 

 
    

 

he estrogen receptor (..I:Iion is asa DNAbi.
 

iar receptors which is activated “by the hormone estrogen. its main
e epressIon. ER'1s expressed in bre st ovarian and endometri I

trogen and IIs recept . function buI aiso play a roleIII oI eItIssues SIIch as bone Estrogen
K)J‘ceptors are 0) Iexpressed In many breast ca er case),mreferred to as "I. positive. " EsIrogen binding to ER on cancer ceils Ieads to cancer celiuiIIeIaIIon E’I. east tumois maiked by ER posIIIvIty turrently tom) the basis of seiecting patients who WIII receive and beIIeIitfrorn horiIIone based therapy.

 
ER  

 
 
 

' 'e echsIon repaIrINER)‘is a DNA repair mecha ' m necessary for I.he repair of DNA damage from a vast varier ofsoLIrc
aI/ioiet UV) light from the sun. NERis impoItant mech nich ceIls pIevent ur) .,

' I.cns. I-_RCC‘I (excision repair crosscornpi ntaI.LIn group I)‘Is an importanI enzyme in the NER paInway Some anIIc IIcer drugs inl cancer celis
by causing DNA da age and hence need to overc Inc the effects oft}IeIDNA epaiI pathways to be effective For example, In based drugs' duce
DNA cioss- links that InteIfere with DINA repiication and transcription. Tumors With low ERGO) expression are more likely to benefit from platinurri basedIDNA. damaging agents thie tumorSIthaI overexpress ERCCI are more likeiy to be resistantto such drIIgs

 
 

 
 
 

 
ERCC’I   

 

O»6-methy_iguanine-DNA methyltransferaseI’i‘IIIGII/IT,Iencodes a DNA repairenzyme. Loss of MGI‘VIT expression ieads to compromisedIDNA. repair In ceilsand may piay a signIficanI roie In cancer Iormation. Low IVIGIV‘IT expression has been correlated with response to temozoiomide.
MG MT

 

IMRPI (multidrug resistance—associated protein I) is one of several drug resistance proteins identified to date and is an Important mediator of the Iv‘iuiti Drug
IResisIanoe I’MDR) ph I”Ionpe in cancer ce . ‘IIIR'PIis Iound Io confeI” ack of response Io anthracyciines’Ieg daIinorII I, doxorubicwin)vinoa alkaloids

MRP‘I I(vincri e yinbias ,epIpodophylotoxIns (etoposide/and tenipos e), and IIIIi xantrone bIIt probably noItaxanes (Pa .iIaxei Docetaxei) by causing the
IetIiux of dliitaIIIIone ) ,iiugated naturaI gents Iglutathione is .. , composed of 3 aiIIInci-acids). Eievated levels of MRP1 have been obseivedpsed acute myelogenous leukemIa ,IIronIc lymphatic leukemia. smalI-celi and non»-smail~ceil lung cancer, and neu robiastoma among other
malignancies

 
 

   

     

:5"
  

 

:"I’
'ate letderived growth facIors (PDGFs) are I...portant factor): reguiaIing IIIany Important ceilIIlar functions related to cancer development. These growth

.actoIs bind to protein tyrosine kinase receptors  I:ILIding PDGFRo to trans Init extraceiiuiar signals. Ligand bound receptors I‘orm dimers and 

   
    
 

   
 
 

 

   
 

Indicate tI SPARS over— ex
SPARC's roie In accumuiatln

 'sion iiIIproves the response to the anti cancer dI' nab-paclitaxel. .IIe Improved response Is thought to be reigned to
albumin and albumin targeted agenIs within tumortissue.

  
 

PDGFR ,transphosphoryiaIetIyrosine residues on the reeeptLIr leadIn to actIvatIon and changes In gene expression imatin Is a drug that Iargets the Iyrcsine
Iki nase domain of several tyrosine kinase receptors, Inciuding PDGFRS. imatInIh competitively inhibits PDGFRp acIivaIIon. Sorafenib and Sunitinib are two
IaddiIionai tyrosine IIInase Inhibitors which can also block PDGFR-a:...........................T

U trans...embrane drug effiux pump with bIoad substIate specificity which pumps antitumo u
PGF Io , . . .on rnec..an In of chemotherapy Iesistance Ove i I ,.Igp can be a nega Ie pre ctIvef epIrIi pac axel, nhlastine etc. P gp reIIIains the mosI

IiiIIportaiI. and dominant IeI) eser I .d with dis ,ase st e and re. staIII phenotype

) Iiponent oItne ri
RRM‘I I ed In the prodI inhibits ribonucieotide reductase activity Based on the lite.ature, RRMI ieveis are a predictor of patient response when treated with

SPARC (secreted protein acidic and rich In cysIe‘” ‘) is a calcium»bindin IIceilIIlar giycoprcIein sec””ted by. many types oI celis II has a normal role in
SPARC I round repa cell migration, and ceil matrix Int cIions. Its over-expre n is thOI ht to h ve a rolein tumor invasion and angiogenesis. A few studies
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  Case Numbe MP-TN00~00806 Srdenng Physzcsan: 
Patsent Jane Doe

 

Appendix
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iTepoisnmerase I is an enzyme that aiters the SIIperoniIing oi dnubie-strandeo DNA. Topoi acts by ti‘aI‘ISiEI‘Itiy eLIttIng LIIIe strand (Ifthe UNAte reiaxthe eml
Iand extend the DNA moieeuIe. The rep on 0. DNA super-zoning Is essentiai to DNA transcription and rep 0... wIIen the DNA heiIx must LIannd II:-

   
  
 

 
 

  

 

TQPO1 > IIIIit the proper tunLtion otthe enzy atIe nIaeiIInery Involved'In these processes. HI gIIerexpression oi Topoi'nas been assomaied with response In first' e cheIIIoIherapy' containIIIg irInote-zan. a TopoI inhI bitor.

Thym IdyIaIe sanIIeIaseFTS‘I is an enzyme I'IIIaI generatesIhymIIIII‘II— monophosphaIe (dTMP), then get phosphoryIaIAd toIhanIdinAIri osphete (dTTP)
TS Ifor use InIDNA synthesis and repair The reactions cataiyzedbyTS aIso erId dihydrofoiate asA secondary.product As an antI-cancerLIIeInotnerapyr‘et Ihy'mio‘yiaIe sanneIase can he InIIi'piIIAd by fiuoropyrimidIne or cerIaIn IoiatA anaiogues. iigII TS has been associated wIth lack of rAspons-A Io

opyriIIIidine whereas'Iow or no TS expression has been associated wIth improvAd cIini-zaiIresponse In fiLIor-WpyrimidIne.
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Patient: Jane Doe Case Numoez. MP-TNGG~06606 Qrdering Physician: Test Qrdering Physician, MD
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