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Reporting Goal 

• The goal of the Theradex  support of ET-CTN in the 
Medidata RAVE system is to facilitate clinical trial 
function by: 

  - centralized data collection 

  - real time report generation 

 

To facilitate trial accrual, completion and analysis 



Markers 
Integral Markers –  
•Markers that are essential for performance of the trial 
 - used for medical-decision-making in specimen donor 
 - results given back to patient or physician 
 - Uses:  eligibility criterion, treatment assignment,  risk stratification,  
   dose modification  
 - must be performed in a CLIA-approved laboratory 
 
Integrated Markers –  
•Markers that are research markers  
 - performed on all subjects but not for medical  decision-making  

OR  
 - performed on a predefined subset (e.g., QoL studies) 

OR 
 - performed to test a hypothesis (e.g., PD markers) 

 
Research (Correlative) Markers –  
•Markers studied to generate hypotheses - exploratory 



ET-CTN Markers 

• Usually either integral or integrated 
• Integral markers most commonly markers used for eligibility 

•  Somatic mutation, e.g, BRAF V600E, EML4-ALK 
•  Pathway activation, e.g., phospho-FLT3 in AML 

• These need to be performed in a CLIA approved lab 
• Result to patient, their physician and the study team (PI, etc.) 

 
• Integrated markers often used to assess biological response to therapy 

• Phosphorylation of DNA/proteins, e.g., γH2AX for DNA damage 
• DNA Methylation, e.g., Me-CpG LINE1 

• Protein Levels, e.g., Topoisomerase 1 

• mRNA Levels (RT-qPCR), e.g., HIF1 alpha, HSP70 
• Circulating protein or cells, e.g., IL-6, CTC 

•  These need to be preformed with ISO QC but not CLIA 
•  Result to study team only (PI, coordinators, etc.) 



ET-CTN Report Work Flow – Integral Markers 

Patient Referring 
Physician 

Data returned directly to Patient and Referring Physician 

Mutation/Genotyping  
Sample -> ET CLIA  Lab 

                        
                       

Sanger sequencing 
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Data available through RAVE to CTSU Portal in Real Time 



PMH Molecular Profiling Report – Positive Result 



PMH Molecular Profiling Report – Negative Result 



PMH Molecular Profiling Report – Background Information 
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Proposed PD data transfer process 

Sample collection 
information entered in 

eCRF 

Data from lab 
generated in template 

or using specified 
formatting 

Data directly 
transferred to database 

PD data linked to 
patient clinical data 
and demographics  

Data output available 
as user-friendly web 

report  

Customized reporting 
options available 
(display, graphics, 

correlations, 
calculations) 
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PMH PD Data Test Case 

• Princess Margaret Hospital (PMH) Data Types: 
– ELISA data for 7 different growth factors/cytokines 

• Standard curve data was included for each ELISA type 
• Opted to display the standard curve elements (slope, 

intercept, R2, and blank value) with data 

– Flow cytometry thymidine phosphorylase assay 
data 
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Steps from raw PMH PD data to 
Web Reports 

Original PMH Data  
(Excel spreadsheets) 

Further data analysis (SD, 
CV) 

Quality control 
parameters (HSD, NS, 

LLQ, AF) 

Data and data header 
name formatting for 

database transfer 
Database transfer 

Data linkage to clinical 
patient data in database 

and generation of 
interactive WebFocus 

reporting system 

PMH data was formatted by Theradex as a special case in order to 
facilitate database transfer and Web data reporting.  
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Data templates 

• Based on PMH data, sample templates have 
been developed so that future generated data 
will be formatted for transfer and reporting. 

• Templates specify what data placeholders are 
designed for textual and/or numeric entries.  

• Data formatting is specified. 



ET-CTN Report Work Flow – Integrated Markers 
Blood/Tissue 

Sample -> ET Lab 
                        
                       

ELISA, qIFA, FCM… 
 
 

Institution Analysis &  
Entry into Centralized Templates 

 
Theradex uses ‘Macros’ to 

Calculate Final Assay Results 

Medidata RAVE & Data Portal 

All Study Team Members access data in various report formats 

Raw Data 

Finalized Data Transmitted to Theradex 
via Direct Entry or Data Dumps 

 

Raw Data Transmitted to Theradex 
Via Direct Entry or Data Dumps 

 



Example of An ELISA Form 

• Standard curve for plate 2 of an ELISA run that will be presented on next 
slide. 

• These are taken from an Excel Spreadsheet that is designed to accept 
transferred data that is either formatted or ‘fits’ into a template with 
macros to create defined sets of data. 



Example of An ELISA Form 

Analyte PLATE Patient ID  Specimen ID Time Point  
Temp-
coding 

Date 
Collection OD 1 OD 2 

Concentration 
average  
(pg/ml) 

S.D.  
(pg/mL) 

 
 

RSD 

IL-8 2 004-001 
004-
001ANG1 

ANG1 = 
Cycle 1 
Day 1  49 6/1/14 0.1138 0.1069 58.7 2.7 4.63% 

IL-8 2 004-001 
004-
001ANG2 

ANG2 = 
Cycle 1 
Day 22 50 6/22/14 0.1193 0.1301 66.7 4.3 6.38% 

IL-8 2 004-001 
004-
001ANG3 

ANG3 = 
Cycle 2 
Day 1 51 7/13/14 0.0987 0.1015 53.0 1.1 2.08% 

IL-8 2 004-002 
004-
002ANG1 

ANG1 = 
Cycle 1 
Day 1  52 6/8/14 0.1325 0.1199 67.5 5.0 7.35% 

IL-8 2 004-002 
004-
002ANG2 

ANG2 = 
Cycle 1 
Day 22 53 6/29/14 0.1537 0.1482 81.3 2.2 2.66% 

IL-8 2 004-002 
004-
002ANG3 

ANG3 = 
Cycle 2 
Day 1 54 7/20/14 0.0591 0.0664     NS 

IL-8 2 004-003 
004-
003ANG1 

ANG1 = 
Cycle 1 
Day 1  55 6/8/14 0.0578 0.0602     NS 

IL-8 2 004-004 
004-
004ANG1 

ANG1 = 
Cycle 1 
Day 1  56 8/26/14 0.2264 0.2062 117.7 8.0 6.76% 

IL-8 2 004-004 
004-
004ANG2 

ANG2 = 
Cycle 1 
Day 22 57 9/16/14 0.2324 0.2275 125.3 1.9 1.54% 

IL-8 2 004-004 
004-
004ANG3 

ANG3 = 
Cycle 2 
Day 1 58 10/7/14 0.1425 0.1533 79.6 4.3 5.34% 

RSD is % CV (QC term) – Flags are attached if %CV>10% or value is 
outside measurable range; NS is No Sample or Not Sufficient 
Sample; SUMMARY Reports will be available for PI. 



Centralized Reports – Two Ways to Get There 
Need Input from ET-CTN Investigators 

• Assay data analyzed at lab gives local investigators quick access to 
data 

- Centralized forms can standardize output and allow for easy uploading 
into a CDMS 

- Raw data kept at lab but not centralized in a CDMS 
- But ….  amazing how many ways there are to fill out a form 
- Transfer to Theradex may entail transcription errors to and from form 
 
• Assay data analyzed at Theradex 
- Use centralized, common ‘macros’ or ways to analyze data 
- Raw data could be read off output from lab machines, reduce 

transcription and possible errors 
- Raw data at lab and Theradex 
- Output available to trial team when analysis finished 

WOULD LIKE INPUT FROM INVESTIGATORS ON 
WHICH IS FAVORED FOR INTEGRATED MARKERS 



SUMMARY 
• Integral marker data will be forwarded to Theradex to put into Rave 

and the Data Portal using CAP compliant data forms 
 
• Integrated marker data will be generated at the sites and  

EITHER  
- forwarded to Theradex for data reduction using standardized 

processes and templates 
OR 

- assay data will be put into standardized report templates at each site 
and forwarded to Theradex for distribution through Rave and the 
Data Portal 

 
• These approaches will allow faster presentation of data to the 

study team to enable assessment of  

• accrual 
• status of specimen collection 
• status of assay results 
• assessment of hypothesis testing 
• correlation to various other clinical parameters (e.g., 

response and/or toxicity) 
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