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Dear Islet Investigator,

Attached is the Islet Cell Resource Centers (ICRs) “Application for ICR Services: Clinical Transplantation Islets” to be used by investigators wishing to obtain human pancreatic islets for human islet transplantation studies.  The document entitled “Islet Cell Resource Centers (ICRs) Policy on Islet Distribution for Clinical Transplantation Protocols” describes the mission of the ICR consortium, the application and review process for obtaining islets and the responsibilities of ICR members and investigators and can be found at http://icr.coh.org/docs/icrpp.pdf.  Investigators must agree to follow these guidelines as a prerequisite to receipt of ICR islets for clinical transplant protocols.

Please follow the instructions below and refer to Section II “Islets for Clinical Transplantation Protocols” of the Policy and Procedures Manual when completing your application.  A checklist for completing the application is also attached.  Submission deadlines for the application are generally set at least eight weeks before an upcoming ICR Steering Committee (SC) meeting.  ICR-SC meetings are held at least twice a year, once in the Spring and once in the Fall.  Please contact John Kaddis below for exact deadline dates.  All investigators will be informed of the disposition of their application within approximately four weeks after the Steering Committee’s decision is determined.
Please compile the requested information in the order listed below and mail 4 copies to:


Janice Sowinski

Project Administrator


Administrative and Bioinformatics Coordinating Center (ABCC)


City of Hope National Medical Center


1500 East Duarte Road

Duarte, CA 91010 
 

Additional information can be obtained by contacting Janice Sowinski directly at (626) 256-4673 x61260, email: jsowinski@coh.org.
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 FORMCHECKBOX 

Item 1:  Present checklist and summary of instructions

 FORMCHECKBOX 

Item 2:  Routing Sheet:  Fill in the requested Information.

 FORMCHECKBOX 

Item 3:  Letter of Agreement:  Sign the enclosed Letter of Agreement stating your willingness to comply with ICR Policies and Procedures.

 FORMCHECKBOX 

Item 4:  Abstract:  Include an abstract of the proposal and list major investigators on the enclosed form; do not exceed one page (the cover page of the clinical protocol would contain the complete list of investigators).  Please use the form 

PHS398, which can be found at http://grants1.nih.gov/grants/funding/phs398/fp2.pdf
 FORMCHECKBOX 

Item 5:  Resources:  This section is limited to 3 pages and should address the following areas:

a) General: Resources available to conduct the clinical trial.

b) Clinical Trial Costs: Estimated costs and all sources of funding used to cover the expense of the clinical trial, including costs to be covered by the patient or their insurer.

c) Pancreas Procurement and Islet Processing Costs: Expected costs and all sources of funding (current and pending) for pancreas procurement, islet processing, laboratory testing, and pancreas/islet transportation.  NOTE: The costs of cGMP facility maintenance and personnel employed in the isolation process will be paid for by the ICR program. 
d) ICR Support: If not previously described in a-c above, summarize those Items to be supported by non-ICR resources, ICR infrastructure, or both. 

e) Use of GCRC: If an NCRR-sponsored General Clinical Research Center (GCRC) is to be used, discuss the GCRC role in the conduct and funding of the clinical trials.  If other institutional, grant or contract support is being utilized, discuss the role in the conduct and funding of the clinical trials.

 FORMCHECKBOX 

Item 6:  Biographical Sketch:  The Principal Investigator and up to three additional major co-investigators should include a 2 page National Institutes of Health (NIH)-formatted Biographical Sketch.  Please use the PHS 398 form, which can be 

found at http://grants1.nih.gov/grants/funding/phs398/biosketch.pdf.  Current medical 

licensure must be documented.

 FORMCHECKBOX 

Item 7:  Appendices:  Include the following:

a) Clinical Protocol.  This document, including the informed consent form, must clearly state that data will be shared with the ABCC and CITR.  Please see Appendix II for an example of standard sharing language.
b) IRB and DSMB approval letters (may be provisional) and comments, if available.

c) A maximum of 5 relevant journal articles published by the applicants, if available.

d) Letters of Collaboration
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 FORMCHECKBOX 

Item 8: Items for Qualified Peer-Reviewed Applications:  Applications containing clinical protocols that have been submitted to, peer-reviewed and funded by the NIH, Juvenile Diabetes Research Foundation International (JDRFI), American Diabetes Association (ADA), and/or American Heart Association (AHA) will be subject to an administrative review.  Such applications must also provide the following items:

a)  
Summary Statement:  Provide the statement issued to you, one for each funding agency that summarizes the critiques and findings of the panel reviewers.  In some cases, this may also include a final score of the protocol.  For NIH funded protocols, this can be accomplished through providing the NIH issued summary statement.   
b)  
Terms of the Award and Amount Funded:  Provide the documentation given to you, one for each funding agency that outlines your rights and responsibilities in accepting the award, including any restrictions placed on you through the grant.  Make sure to include the total amount awarded and how those funds have been allocated to you.  For NIH funded protocols, this can be accomplished through providing the Notice of Grant Award (NOGA).
c)  
Laboratory Information:  Specify the resources available for the laboratory evaluation of trial-related clinical samples, the 1) estimated per-patient and 2) study protocol total of the number of both pancreata and ICR-produced islets required to complete the study (include the amount of islets required for testing and/or clinical use), and the tests to be provided by the ICR consortium.
 FORMCHECKBOX 

Item 9: Items for NON Peer-Reviewed Applications:  Applications containing clinical protocols that have NOT been peer-reviewed and funded by the NIH or JDRFI must also provide the following item:

a)  
Proposal Summary:  The proposal summary is limited to 6 pages.  Please see Appendix I for instructions.   All items in Appendix I must be addressed in the summary.  If the item is addressed in the protocol, you may simply provide a brief summary of the item along with the page number(s) in the protocol that contain the relevant information.
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APPLICATION FOR ICR SERVICES: CLINICAL ISLETS
ROUTING SHEET
Investigator must complete all of the items in the boxes below. box below
	PRINCIPAL INVESTIGATOR INFORMATION

	Principal Investigator
	     

	Institution
	     

	Is this institution a “not-for-profit” organization?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Address
	     

	Phone:
	     
	FAX: 
	     
	Email: 
	     

	GENERAL PROTOCOL INFORMATION

	Study Title:
	     

	Has this study been peer-reviewed and funded by NIH, JDRFI, ADA and/or AHA?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Please describe your clinical protocol as one of the following:

 FORMCHECKBOX 
 Islet Alone (IA) 
 FORMCHECKBOX 
 Islet After Kidney (IAK)

 FORMCHECKBOX 
 Simultaneous Islet Kidney (SIK)
 FORMCHECKBOX 
 Two Arm Study: IA + IAK

 FORMCHECKBOX 
 Two Arm Study: IA + SIK
 FORMCHECKBOX 
 Two Arm Study: IAK + SIK
 FORMCHECKBOX 
 Other – specify:      


	Estimated Total Patient Accrual:      
	Estimated Per-Year Patient Accrual:      

	Institutional Review Board (IRB):

	Date of IRB Approval:      
	 FORMCHECKBOX 
  IRB Pending

	Data Safety Monitoring Board (DSMB):  

	Date of DSMB Approval:      
	 FORMCHECKBOX 
  DSMB Pending

	Institutional BioSafety Committee (IBC):

	Date of IBC Approval:      
	 FORMCHECKBOX 
  IBC Pending
	 FORMCHECKBOX 
  IBC Not Applicable

	INVESTIGATIONAL NEW DRUG APPLICATION (IND) STATUS

	Have you read the IND guidance document?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Has an IND been filed for the use of islet in the submitted protocol?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	
	If yes, who filed the IND?
	     
	IND #
	     

	If an IND has not been filed, has the investigator discussed the proposal with the FDA?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	
	If yes, FDA Contact
	     

	CO-INVESTIGATOR COLLABORATION

	Does the proposal list all scientists who will be involved with this study?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Have all the investigators listed in the proposal been consulted? 
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Do all the investigators listed in the proposal agree to participate in this study and abide by ICR Policies?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Have all companies and institutions listed in the proposal been consulted?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Do all companies and institutions listed in the proposal agree to participate in this study and abide by ICR Policies?
	 FORMCHECKBOX 
  Yes
	 FORMCHECKBOX 
  No

	Please provide a written explanation if you answered “No” to any of the above questions.

	ICR SERVICES

	How did you hear about the ICR program?

 FORMCHECKBOX 
 Website (http://icr.coh.org/)

 FORMCHECKBOX 
 Ad in scientific journal (e.g. Diabetes, Transplantation, Journal of Cell Biology, etc)  

 FORMCHECKBOX 
 Word of mouth
 FORMCHECKBOX 
 Other: Specify -      

	

	Principal Investigator Signature:
	
	

	
	
	


FOR ICR-ABCC USE ONLY

	ICR Steering Committee Meeting Date:
	     
	

	Primary Reviewer:
	     
	Score
	     
	

	Secondary Reviewer:
	     
	Score
	     
	

	Biostatistics Reviewer:
	     
	Score
	     
	

	Final Approval Date:
	     
	Final Score
	     
	

	ABCC Director or Co-Director Signature:
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APPLICATION FOR ICR SERVICES

LETTER OF AGREEMENT

DATE:
     
TO: 

Chairman, ICR Steering Committee

I have read the enclosed ICR “Policy and Procedures,” and as an Investigator submitting an “Application for ICR Resources: Clinical Transplantation Islets”, agree to abide fully with the terms described within the Policy and Procedures document and outlined below:

a. All documents and requests in the application packet that apply will be completed.

b. Documentation of all required final protocol approvals will be supplied to the Administrative and Biostatistical Coordinating Center (ABCC).

c. I/we agree to provide the ICR with written documentation of all major amendments made to the clinical protocol following release of islets to the ABCC.  

d. I/we agree to post-distribution monitoring as stated in the ICR “Policy and Procedures” document as well as report all SAEs to the ICR Steering Committee.  (See Section II Part 10.0 of the Policy and Procedures).  The latter is not to be construed as a replacement for reporting to other oversight groups or Federal/State/local agencies.

e. Discussions with the ICR will be held confidential, unless mutually agreed upon.

f. Access to relevant ICR records by the FDA is allowed.

g. I/we agree to provide all specified data and reports to the ABCC and the Collaborative Islet Transplant Registry (CITR).

It is understood that failure to comply with these terms may result in suspension of ICR support.

It is also understood that immediate suspension of ICR support will occur if the study is suspended by the Food and Drug Administration (FDA), Institutional Biosafety Committee (IBC), Institutional Review Board (IRB) or Office for Human Research Protections (OHRP): any studies that are conducted in violation of regulatory guidelines will result in immediate suspension of ICR support as well.

Sincerely yours,

	
	
	


Investigator




Authorized Institutional Representative 
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APPLICATION FOR ICR SERVICES

APPENDIX I

PROPOSAL SUMMARY OUTLINE

A. Definition of trial objectives:  List the overall objectives and the specific aims of this application.

B. Literature review and background:  Briefly describe the background leading to the present application, critically evaluate existing knowledge and identify specific gaps in that knowledge that the project designed to address.  All available pre-clinical or pilot data should be included in this section.

C. Laboratory Information:  Specify the resources available for the laboratory evaluation of trial-related clinical samples, the 1) estimated per-patient and 2) study protocol total of the number of both pancreata and ICR-produced islets required to complete the study (include the amount of islets required for testing and/or clinical use), and the tests to be provided by the ICR consortium.
D. Eligibility Criteria:  List specific exclusion and inclusion criteria for study subjects.  

E. Accrual:  Specify the projected number of patients and proposed duration of accrual.

F. Treatment Plan:  Specify the proposed clinical regimen.

G. Registration Guidelines:  Describe the process for enrolling subjects in the study.

H. Study Calendar:  In tabular form, describe which tests and endpoints will be collected at what times during the study.

I. Monitoring of Adverse Events:  Describe the process for monitoring adverse events and reporting of serious adverse events.

J. Data Management and Quality Assurances:  Specify the clinical care and data management plans for the trial.

K. Definition of Clinical Endpoint:  Specify the primary, secondary and other endpoints of interest, including the definition of evaluability and treatment efficacy. 

L. Biostatistical Considerations:  Describe the statistical methods in the protocol to include at least the following:

a. Experimental Design:  Justify the chosen experimental design, including a description of any randomization plan, if appropriate.  

b.
Calculation and Justification of Sample Size Projections:  Show power calculations that justify the sample size.  An explanation must be given if the power does not follow the standard definition of beta=0.20, 2-sided alpha=0.05.

c. 
Statistical Analysis Plan:  Provide a statistical analysis plan that gives a clear description of what analyses are to be performed for each study objective.  This plan should include any planned interim analyses, statistical tests to be conducted, dependent and independent variables and tests for confounding variables.  

M. Ethical and regulatory considerations:  Describe the informed consent process, proved the IRB-approved Informed Consent document that languages reflect that data will be shared with the ABCC and CITR (see Appendix II for language recommendations).

N. Women and minorities: Describe any gender or minority-specific issues in the protocol and the gender/racial mix of the study population.  Please use form PHS 398/2590, which can be found at http://grants1.nih.gov/grants/funding/phs398/enrollment.pdf. In addition, include rationale for exclusion of any sex/gender or racial/ethnic group.  

O. Data and safely monitoring plan:  Outline the policies and procedures to be implemented for the protocol, including the regular review of adverse events and the periodic review of clinical data by an independent data and safety monitoring board.  

P. Bibliography:  Cite all published material referenced in the protocol document.  
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APPENDIX II

EXAMPLE: STANDARD SHARING LANGUAGE FOR INFORMED CONSENT

Sharing of Gathered Data into National and International Repositories

A goal of this study is to learn how different patient and donor characteristics affect the outcome of islet cell transplantation.  Since this process requires the evaluation of many patients, we must combine information from our hospital with information from other transplant centers.  The information, including your age, sex, ethnic group, family history, health history and treatment outcome will be shared not only with our medical center, local, state, and regulatory agencies, as needed, but also with the Administrative and Bioinformatics Coordinating Center (ABCC) at the City of Hope National Medical Center and the Collaborative Islet Transplant Registry (CITR) at the EMMES Corporation. The ABCC and CITR are responsible for correlating clinical data at our transplant center with clinical and laboratory data obtained from other transplant centers across the country.  To ensure that these data remain confidential, we will use unique code numbers rather than your name, address, phone number, social security number or other identifiers when transmitting information to these outside organizations.
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