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Protocol Informational Document

ECOG 2804/ACRIN 6676

The BEST Trial: A Randomized Phase II  Study of VEGF,RAF kinase, mTOR, and EGF-R Combination Targeted Therapy with Bevacizumab, Erlotinib, Sorafenib and Temsirolimus in Advanced Renal Cell Carcinoma Using DCE-MRI Imaging for Evaluation as an Early Indicator for Therapy Response 

Imaging Research Overview:

In a collaborative effort with the Eastern Cooperative Oncology Group (ECOG), the American College of Radiology Imaging Network (ACRIN) will carry out the Dynamic Contrast Enhanced MRI (DCE-MRI) imaging component of the ECOG 2804 trial. The DCE-MRI imaging component objectives are to assess the potential role of DCE-MRI imaging as: (1) an early indicator of response to therapy; (2) a prognostic indicator; and (3) a correlate for therapeutic response based on molecular characteristics.

Patients who consent to participate in the DCE component of the ECOG 2804/ACRIN 6676 protocol will undergo two (2) DCE-MRI scans during the trial. The initial imaging must take place 14 days prior to initiation of the therapeutic treatment. The second imaging for the protocol will take place between day 21 and day 28 of the first 1st chemotherapy cycle. The DCE-MRI images performed at pre-treatment and prior to the second 2nd cycle will be submitted to ACRIN for central review.
The following images and reports will be submitted to ACRIN headquarters:

· Pre-enrollment imaging reports

· DCE-MRI # 1 images (pre-treatment)

· DCE-MRI # 2 images (before second cycle)
DCE-MRI image submission will be arranged via direct ftp transfer to ACRIN headquarters.

Overview of Participation Requirements for the DCE-MRI Substudy:

The following requirements are necessary for participation in the ACRIN 6676 substudy of the ECOG 2804 protocol:

· Collaboration between ECOG (or other cooperative group member) and ACRIN research personnel at sites that will carry out the ECOG 2804/ACRIN 6676 protocol
· MRI Scanner

· ACRIN Protocol Specific Application (PSA) approval (included in this packet)
· Phantom test case approval
Please note the MRI phantom test case images and the PSA can be submitted to ACRIN at the same time, or separately.  It will take approximately 4 weeks for review of the PSA and 3-4 weeks for review of the MRI phantom images.  The ACRIN site investigator must receive approval of both the PSA and the MRI phantom test case prior to registering a patient and performing a MRI scan for the sub-study.  Also, the DCE-MRI sub-study may be carried out at freestanding imaging facilities that meet the imaging requirements.  
ACRIN Protocol Specific Application (PSA) and Instructions:

The PSA collects information to establish adequate resources are available to conduct the DCE-MRI sub-study. The ACRIN PI, an MRI radiologist, will be responsible for completing the PSA, and he or she will need to work with ECOG PI (or other cooperative group PI) to complete the application.

Upon submission, the ACRIN PI will receive an e-mail acknowledging receipt of the PSA.  The ACRIN Institutional Participants Committee (IPC) will then review and provide notification of approval and/or a request for additional information or clarifications via email and written correspondence.

The ACRIN Protocol 6676 PSA is included as pages 4-7 of this document and also is available on the ACRIN website at www.acrin.org/6676protocol.html#application.
MRI Phantom Imaging

The instructions for scanning the phantom and submitting the qualifying test images are located at: www.acrin.org/6676_protocol.html  under “Instructions for Submitting MR Images”.  Please contact Kate McMurtrie, ACRIN Imaging Specialist at 215-940-8810 or kmcmurtrie@phila.acr.org should you have any image submission questions.  You will receive approval notification and/or a request for additional information via email correspondence from the ACRIN imaging support staff.

Site Institution Number
Sites that receive PSA and MRI Phantom Imaging approval will receive a 4-digit institution number.  This institution number is required to register patients to the protocol. All Patient Registrations will be done through ECOG per Section X.0 of the protocol.

Per Case Reimbursement:

ACRIN will reimburse $2,125.00 per case that are triggered for payment once all DCE-MRI data are received.  ACRIN will run quarterly reimbursement reports (Jan.-Mar.; Apr.-June; July-Sept.; Oct.-Dec.) and issue payment for all cases to ECOG.  ECOG will then distribute the per case monies to the participating sites through the standard Cooperative Group method.
ACRIN User Name Request Form:

Specific data regarding the DCE-MRI scan and correlative MRI parameters and local readings will be collected by ACRIN for this protocol. The imaging data will be submitted directly to ACRIN for each patient accrued to the protocol. Participating ECOG sites will have the option to enter the data electronically via the ACRIN website or send in completed paper case report forms to ACRIN.  A unique user name and password is required for each individual who will need to access the ACRIN website to submit data. A “Username Request Form” must be completed and signed by either the ACRIN or ECOG investigator.  Each person requesting a password must submit documentation of the Human Subject Protection or ethics training. The assigned username and password will be sent via email along with instructions for accessing the ACRIN website to submit data.  This is not required if research staff submit data related to the DCE-MRI component via mail or fax.  The ACRIN Username Request Form is included as the last page of this document and is located at: http://www.acrin.org/6676protocol.html
Philips Online Learning Center Educational Session:

Once the ECOG E2804/ACRIN 6676 protocol is nearing activation, an ACRIN Educational Session will be available on The Philips Online Learning Center website: http://www.theonlinelearningcenter.com/.  The educational training session will consist of a series of presentations (PowerPoint slides with audio) viewed online that present an overview of study procedures and processes related to the imaging component of the protocol.

ACRIN will provide a login ID and password to access the Philips Online Learning Center website. This login and password is different than the username and password required for the ACRIN website data collection tool.

Once ACRIN receives the PSA for your site, a login ID and password will be assigned for each staff member identified on the application. The login ID, password and instructions for accessing the website and completing the module will be sent via email. 

Thank you for your interest in participating in this collaborative ECOG/ACRIN protocol. 

If you have any questions, please contact the ACRIN Project Manager, Bernadine Dunning: 
Phone:
215-717-2765

Email: 
bdunning@phila.acr.org
All ACRIN administrative documentation described in this document should be submitted to the ACRIN Administration Department via mail or fax:

American College of Radiology

ACRIN Administration – 6676 Project Manager

1818 Market Street, Suite 1600

Philadelphia, PA 19103

Fax:
215-717-0936

Protocol-Specific Application

ECOG E2804 / ACRIN 6676: (DCE-MRI Substudy)

Section I: Site Information 

	Name of Institution:      

	Address:      


Section II: Site Status 
1. Your institution must be a current ECOG member or affiliated with a member of ECOG or a member of another Cooperative Group:

 FORMCHECKBOX 
  ECOG Institution #      
 FORMCHECKBOX 
  Other Cooperative Group:      
Institution #      
2.  Please provide your institution’s current Office for Human Research Protections (OHRP) approved assurance type and number: 

Type (MPA or FWA):      
Assurance Number:      
Section III: Personnel Information
	Personnel Responsible for the Imaging Component (ACRIN) Data:

	

	Investigator Responsible for the DCE-MRI Imaging

	Name:      

	Address:      

	Telephone:      
	Fax:      
	Email:      

	

	Research Associate who will Obtain DCE-MRI Data


	Name:      

	Address:      

	Telephone:      
	Fax:      
	Email:      

	

	ECOG or other Cooperative Group Personnel:

	


	ECOG or other Cooperative Group Principal Investigator for the Institution 

	Name:      

	Address:      

	Telephone:      
	Fax:      
	Email:      

	

	ECOG or other Cooperative Group Head Clinical Research Associate for the Institution

	Name:      

	Address:      

	Telephone:      
	Fax:      
	Email:      


Section IV: Imaging Equipment 

Equipment Capabilities/Requirements

1. Does your institution have a 1.5 Tesla Whole Body MRI Scanner, with a torso phased array coil/or a        similar phased array coil that achieves the same results?  Yes  FORMCHECKBOX 

No  FORMCHECKBOX 

2. Do you have an MRI Technologist who has performed DCE-MRI scans?  Yes  FORMCHECKBOX 

No  FORMCHECKBOX 
 
3. Does your MRI Scanner have the capability of performing breath-hold dynamic body imaging?
    Yes  FORMCHECKBOX 

No  FORMCHECKBOX 

4. Do you currently use a power injector in your MRI suite?  Yes  FORMCHECKBOX 

No  FORMCHECKBOX 

5. Will you provide one (1) qualifying MRI phantom test image set?  Yes  FORMCHECKBOX 

No  FORMCHECKBOX 

6. Please confirm the availability of a MRI scanner:
	Manufacturer
	Software Type and Version
	ACR Accredited?*
	If yes, provide date

	     
	     
	Yes  FORMCHECKBOX 

  No FORMCHECKBOX 

	     

	     
	     
	Yes  FORMCHECKBOX 

  No FORMCHECKBOX 

	     


*If your site’s MR scanner(s) is not ACR accredited, attach a separate page to this application that describes your QA program (reference www.acrin.org/pdf_file2.html?file=MRI_QA_Summary.doc)

7. Phantom imaging for a test case is required on the MRI scanner that will be used to scan protocol patients.
The instructions for the MRI qualifying test set submission are located at www.acrin.org/6676_protocol.html  under “Instructions for Submitting MRI.”  For additional information on MRI phantom test cases, please contact Kate McMurtrie, ACRIN Imaging Specialist at 215-940-8810 or kmcmurtrie@phila.acr.org.  Notification of MRI image approval will be sent to the site personnel listed on this application via email. 

Section V: Information Systems Technology
Each participating site is required to submit the DCE-MRI and Correlative CT/MRI images to ACRIN as study data. It is possible to send these images either electronically via an FTP site or on a CD.  Plain (hard copy) films will not be accepted. 

ACRIN can provide software (Preview32) to be installed on a PC at your institution to allow collection and submission of the image sets from the MRI scanner or your PACS.  The images are “DICOM pushed” to the PC, on which the software is installed, from either the modality (MRI, DCE-MRI, CT etc.) or the PACS.  The software ACRIN provides anonymizes, encrypts, and non-destructively compresses the images as they are transferred by FTP to the ACRIN database in Philadelphia. 

If you would prefer to use the Preview32 software to transfer images to ACRIN, please review the following computer requirements for the image transfer process and confirm compliance with the requirements:

· Operating System Windows 2000 Pro or XP Pro. 

· Access to the Internet: Internet Explorer 4.0 or Netscape 4.0 higher browser

· Minimum of 50 GB available hard drive. 

· 512 MB RAM

· Ability to view PDF documents

If you have a computer that is compatible for electronic image transfer as noted above, and you would like the Preview32 software installed on a computer at your site, please check “Yes” and provide the name, phone and email of the person that ACRIN should contact:

Yes   FORMCHECKBOX 

	Name:      

	Phone:      
	Email:      


Section VI: Protocol Principal Investigator Confirmation

I,       (Name of Investigator Responsible for the DCE-MRI Imaging) have reviewed and agree with the information contained in this application and approve of its review by ACRIN’s Institutional Participants Committee.
Please forward your completed application to Bernadine Dunning, ACRIN Project Manager, at: bdunning@phila.acr.org.
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