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CIRM Targeted Clinical Development Awards Proposal

Use this template to complete Part B and subparts I and II of the Targeted Clinical Development Awards application, the Targeted Clinical Development Awards Proposal. The proposal may include tables and figures. 

Before you begin, please complete the Project Information table below.
In addition, enter your application number by double-clicking and editing “CT1-0XXXX” in the footer section of page 1 of the proposal (Table of Contents page). 

Please observe the indicated page limits for each section as CIRM will not accept pages that exceed these limits. No appendices are allowed. Do not modify typeface (Arial), font size (11 pt), or margins (1” all around). 

When you have finished the Proposal, please fill in the appropriate page numbers for each section listed in the Table of Contents. We recommend that you convert the document into a PDF file to ensure that figures, tables, and formatting are preserved when submitting.

Note that the application for the CIRM Targeted Clinical Development Awards consists of five parts: Part A: Application Information Form (and subpart I if Co-PI), Part B: Targeted Clinical Development Award Proposal and subpart I (Clinical Protocol Synopsis/Synopses); subpart II (Manufacturing Plan Synopsis); and subpart III (Activity Based Budget, MS Excel), Part C: Biographical Sketches for Key Personnel and letters of collaboration and/or institutional support, Part D:  Reference Materials (including Investigator Brochure), Part E: Related Business Entities Disclosure Form. 

The completed application must be submitted online as instructed on the CIRM web portal (http://www.cirm.ca.gov/RFA_10-03). In addition, send an original copy of the application signed by both the PI and the institution's AOO, plus 5 copies to:

Targeted Clinical Development Awards Application

California Institute for Regenerative Medicine

210 King Street

San Francisco, CA 94107
All application materials must be received by CIRM both electronically and in hardcopy no later than 5:00 PM PST on December 1st, 2010. No exceptions to this deadline will be made.

	Project Information

	Application Number: 

	PI Name:

	Email:

	Project Title: 



Instructions for Completing the
CIRM Targeted Clinical Development Awards Proposal

Objective, Target Product Profile and Specific Aims (up to 2 pages)
State the objectives of the proposed project.  Provide a Target Product Profile for the proposed cell therapy in the table format provided on page 2. For each Profile Component (Indication/Patient Profile, Efficacy, Safety/Contraindications, Dose/Regimen, Dosage form/Route), list the target attributes/claims. List the project aims that will support the Target Product Profile and achieve the objectives of the proposal and of this RFA within the three-year award period.  
Overall Development Strategy (up to 2 pages)
Summarize the strategy to develop the candidate cell therapy and bring the therapy to patients. Provide a high-level timeline of the Overall Development Plan to obtain market approval or become accepted medical practice for treatment of the target disease/injury. Include key clinical, CMC, regulatory and other milestones.
Impact (up to 1 page) 

Summarize the current standard of care and competitive landscape for the target disease or serious injury indication. Describe how the proposed novel cell therapy could lead to a significant improvement in patient care compared to existing therapies or to other therapies currently in late-stage development.

Rationale and Risk/Benefit (up to 6 pages)
Summarize the scientific and clinical rationale for testing the proposed cell therapy in the target disease/injury (you may reference appropriate sections of the Investigator Brochure provided in Part D). 
Summarize the results of preclinical efficacy studies and other supporting data that justify the therapeutic approach. Provide a summary (in tabular form) of the preclinical safety studies and major findings. 
Describe the potential benefits to patients of the proposed cell therapy, and the potential risks. Explain why the potential benefits to subjects outweigh the risks and justify use of the proposed therapeutic intervention in the target disease/injury. The Risk/Benefit analysis is based on the target patient population, other therapeutic options for that population, the scientific rationale, preclinical pharmacology and toxicology studies, and the therapeutic approach. 
Summarize the IND status for the proposed cell therapy. Briefly summarize any past clinical hold issues and explain how they were resolved. If currently on clinical hold by FDA, summarize the issues, plans to mitigate and risk/benefit impact.
Proposal Overview (up to 4 pages plus 1 page for timeline, the latter in Gantt chart format or equivalent)

Provide an overview of the proposed project and describe the activities proposed for funding under this RFA. 
· Include (i) Clinical studies and (ii) CMC/Manufacturing activities to enable the clinical work that is part of this proposal.
· List major milestones (Progress and Go/No Go) and specify the criteria that will be used for decision making at each Go/No Go decision point. Discuss program implications of Go/No Go decision points. 
· Provide a timeline (in Gantt chart format or equivalent) for the proposed project and include Clinical and CMC activities, other key activities, milestones and Go/No Go decision points. 

· Identify potential risks to the project and describe mitigation strategies.  

· Explain how the activities of the proposed project contribute to and advance the Overall Development Plan leading to regulatory approval or to become accepted medical practice for treatment of serious disease/injury.
Leadership Plan (up to 2 pages)
Provide a detailed leadership and management plan. Describe the organizational structure of the development team. List the key members (including consultants) and indicate their roles.   Describe the plan for functional area leadership and management (Include: Clinical, Clinical Operations, Regulatory, CMC and if applicable, Translational Research). Indicate who will have responsibility for regulatory and safety filings; data collection and monitoring; maintenance of data bases; product manufacturing; and quality control (If CRO/CMO/contractor function, indicate designated team member responsible for final sign-off).  Describe processes for monitoring progress, maintaining team strategy and timelines, and decision-making. Describe the plan for communication with and oversight of CROs. Describe plans and strategies for resolution of potential issues or conflicts.

Collaborations/Consultants/CROs/CMOs (up to 3 pages) 
Provide a list of collaborations/consultants/CROs/CMOs (or plans for identification and contracting) that will participate in the proposed project. Summarize their specific roles, expertise and experience and explain how it is integral to the success of the project. If advisors, consultants or subcontractors will provide expertise or resources critical to the success of the project, summarize their credentials and relevant track records.
Assets, Resources and Environment (up to 1 page) 
Describe relevant assets, particularly intellectual property assets (patent applications, patents) and licenses that are available to the project. Intellectual property assets are important to commercialization of therapies. Provide a brief description of the facilities, environment(s), core services, and resources available for conducting the proposed project and discuss how the proposed project will benefit from unique features of these resources. Include a description of resources available for data storage and data management. 

References (up to 2 pages)
List all references used in the body of the proposal. 

Subpart I: Clinical Protocol Synopsis (up to 8 pages per synopsis)

Using the CLINICAL PROTOCOL SYNOPSIS Template (subpart I), provide a Clinical Protocol Synopsis for each study proposed for funding under this RFA. Provide all of the information required. If only one clinical trial is proposed, the template for Clinical Protocol Synopsis 2 can be left blank or deleted. 
Subpart II: Manufacturing Plan Synopsis (up to 6 pages)

Using the CIRM MANUFACTURING PLAN Template (subpart II), summarize the manufacturing strategy to support the proposed clinical studies. Provide all of the information required.

Part B and Subparts I and II

CIRM Targeted Clinical Development Awards Proposal

When you have finished the Proposal, please fill in the appropriate page numbers for each section listed in the Table of Contents below.
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Note: Part B subpart III: Activity Based Budget, should be submitted as a separate MS Excel document, using the template provided in this application.
	TARGET PRODUCT PROFILE for  <Type Name of Product>

	

	INDICATION

	<type in product attributes>


	PATIENT PROFILE

	<type in product attributes>


	EFFICACY

	<type in product attributes>


	SAFETY/CONTRAINDICATIONS

	<type in product attributes>


	DOSE/REGIMEN

	<type in product attributes>


	DOSAGE FORM/ROUTE OF DELIVERY

	<type in product attributes>



Objective and Specific Aims
CIRM Targeted Clinical Development Awards Proposal
Part B: Subpart I:  CLINICAL PROTOCOL SYNOPSIS 1

Using the CLINICAL PROTOCOL SYNOPSIS template below, provide a Clinical Protocol Synopsis for each study proposed for funding under this RFA. Provide all of the information required (up to 8 pages per synopsis)
	STUDY TITLE

	Provide full title of the study



	CLINICAL PHASE

	Specify clinical phase (1, 2a etc)



	STUDY OBJECTIVES

	Provide a brief description of the study objectives

Primary Objectives:

Secondary Objectives:

Exploratory Objectives:



	STUDY RATIONALE

	Summarize the rationale for testing the proposed cell therapy



	STUDY POPULATION

	Briefly describe the study population and explain the rationale for choosing this population



	MAIN INCLUSION/EXCLUSION CRITERIA

	Specify the main inclusion/exclusion criteria and explain the rationale.  



	PRIMARY ENDPOINT(S)

	Describe the Primary Endpoint(s); Explain how they address the objectives of this RFA



	SECONDARY & EXPLORATORY ENDPOINTS

	Describe the Secondary & Exploratory Endpoint(s); Explain how they address the objectives of this RFA



	STUDY DESIGN

	Summarize the study design, including type of study, number of arms, controls or comparators



	SUBJECT NUMBER

	Provide the total number of study subjects , the number per study arm, and justification



	TREATMENT DURATION

	Specify the length of the treatment period



	DURATION OF FOLLOW UP

	Specify the length of the protocol-specified follow up period



	DOSE LEVEL(S) AND DOSE JUSTIFICATION

	Specify the dose level(s), number of doses, and dosing frequency. Summarize how dosing was determined



	ROUTE OF DELIVERY

	Specify how the doses will be delivered



	DATA and SAFETY MONITORING PLAN (DSMP)

	Summarize the Data and Safety Monitoring Plan. Describe measures that will be implemented to minimize risk to study subjects e.g. specific inclusions/exclusions; plans to ensure medical intervention in the case of an adverse event for subjects; plans for surveillance, detection and management of specific adverse events that might or could occur; potential use of an Independent Safety Monitor or Data Safety Monitoring Board (DSMB)



	STOPPING RULES

	Specify stopping rules



	IMMUNE MONITORING & IMMUNOSUPPRESSION  

	Describe and justify the plan for immunosuppression and immune monitoring (if applicable)



	SUPPORTING STUDIES

	Summarize supporting studies that are part of this clinical study (e.g. imaging, biomarker analyses, cell phenotyping, genotyping, gene expression analyses), that will provide critical additional data to address the objectives of this RFA or inform decisions on continued clinical testing. Include:
· Objectives and rationale

· Sample collections (specify type, frequency)

· Testing methodology

· Data analysis

· Special considerations



	ASSAYS/METHODOLOGIES

	Briefly describe any specialized assays or methodologies that will be used in this clinical study or supporting study/studies. (Provide a more detailed summary of assay methods and summarize assay qualification/validation in Part D). Indicate where specialized testing will be conducted



	STATISTICAL ANALYSIS PLAN

	Summarize the Statistical Analysis Plan or describe how the data will be analyzed



	OUTCOME CRITERIA

	Describe criteria that would define a 'positive/negative' study, based upon primary and designated secondary objectives



	RISKS

	Identify potential risks (e.g. need for and risks associated with long term immunosuppression) and mitigation strategies



	CLINICAL SITES

	Indicate the number of clinical sites that will participate in the study.   Summarize the criteria for site selection. Provide a list of proposed sites with a brief description of the site's experience and capabilities in the conduct of clinical research. 



	CLINICAL OPERATIONS PLAN 

	Summarize the plan for managing the conduct of the clinical study. Describe plans for training clinical investigators and personnel at clinical sites and the plan for oversight and monitoring of clinical sites. Indicate who will be responsible for management and sign off of clinical operations activities.



	ENROLLMENT

	Describe the enrollment strategy and provide a timeline showing enrollment projections

Describe plans for inclusion of women and minorities



	LONG TERM  FOLLOW UP

	Describe requirements and plans for long term follow up and indicate how these will be supported



	TIMELINE

	Provide a timeline for completion of the study and indicate relevant milestones




CIRM Targeted Clinical Development Award Proposal
Part B Subpart I:  CLINICAL PROTOCOL SYNOPSIS 2

Using the CLINICAL PROTOCOL SYNOPSIS template below, provide a Clinical Protocol Synopsis for each study proposed for funding under this RFA. Provide all of the information required (up to 8 pages per synopsis)
	STUDY TITLE

	Provide full title of the study



	CLINICAL PHASE

	Specify clinical phase (1, 2a etc)



	STUDY OBJECTIVES

	Provide a brief description of the study objectives

Primary Objectives:

Secondary Objectives:
Exploratory Objectives:


	STUDY RATIONALE

	Summarize the rationale for testing the proposed cell therapy



	STUDY POPULATION

	Briefly describe the study population and explain the rationale for choosing this population



	MAIN INCLUSION/EXCLUSION CRITERIA

	Specify the main inclusion/exclusion criteria and explain the rationale.  


	PRIMARY ENDPOINT(S)

	Describe the Primary Endpoint(s); Explain how they address the objectives of this RFA



	SECONDARY & EXPLORATORY ENDPOINTS

	Describe the Secondary & Exploratory Endpoint(s); Explain how they address the objectives of this RFA



	STUDY DESIGN

	Summarize the study design, including type of study, number of arms, controls or comparators



	SUBJECT NUMBER

	Provide the total number of study subjects , the number per study arm, and justification


	TREATMENT DURATION

	Specify the length of the treatment period



	DURATION OF FOLLOW UP

	Specify the length of the protocol-specified follow up period



	DOSE LEVEL(S) AND DOSE JUSTIFICATION

	Specify the dose level(s), number of doses, and dosing frequency. Summarize how dosing was determined



	ROUTE OF DELIVERY

	Specify how the doses will be delivered



	DATA and SAFETY MONITORING PLAN (DSMP)

	Summarize the Data and Safety Monitoring Plan. Describe measures that will be implemented to minimize risk to study subjects e.g. specific inclusions/exclusions; plans to ensure medical intervention in the case of an adverse event for subjects; plans for surveillance, detection and management of specific adverse events that might or could occur; potential use of an Independent Safety Monitor or Data Safety Monitoring Board (DSMB)



	STOPPING RULES

	Specify stopping rules



	IMMUNE MONITORING & IMMUNOSUPPRESSION  

	Describe and justify the plan for immunosuppression and immune monitoring (if applicable)



	SUPPORTING STUDIES

	Summarize supporting studies that are part of this clinical study (e.g. imaging, biomarker analyses, cell phenotyping, genotyping, gene expression analyses), that will provide critical additional data to address the objectives of this RFA or inform decisions on continued clinical testing. Include:
· Objectives and rationale

· Sample collections (specify type, frequency)

· Testing methodology

· Data analysis

· Special considerations



	ASSAYS/METHODOLOGIES

	Briefly describe any specialized assays or methodologies that will be used in this clinical study or supporting study/studies. (Provide a more detailed summary of assay methods and summarize assay qualification/validation in Part D). Indicated where specialized testing will be conducted



	STATISTICAL ANALYSIS PLAN

	Summarize the Statistical Analysis Plan or describe how the data will be analyzed



	OUTCOME CRITERIA

	Describe criteria that would define a 'positive/negative' study, based upon primary and designated secondary objectives



	RISKS

	Identify potential risks (e.g. need for and risks associated with long term immunosuppression) and mitigation strategies



	CLINICAL SITES

	Indicate the number of clinical sites that will participate in the study.   Summarize the criteria for site selection. Provide a list of proposed sites with a brief description of the site's experience and capabilities in the conduct of clinical research. 


	CLINICAL OPERATIONS PLAN 

	Summarize the plan for managing the conduct of the clinical study. Describe plans for training clinical investigators and personnel at clinical sites and the plan for oversight and monitoring of clinical sites. Indicate who will be responsible for management and sign off of clinical operations activities.



	ENROLLMENT

	Describe the enrollment strategy and provide a timeline showing enrollment projections
Describe plans for inclusion of women and minorities


	LONG TERM  FOLLOW UP

	Describe requirements and plans for long term follow up and indicate how these will be supported



	TIMELINE

	Provide a timeline for completion of the study and indicate relevant milestones




CIRM Targeted Clinical Development Award Proposal

Part B: Subpart II:  MANUFACTURING PLAN SYNOPSIS
Using the MANUFACTURING PLAN SYNOPSIS template below summarize the manufacturing strategy to support the proposed clinical studies. Provide all of the information required (up to 6 pages).

	TEST ARTICLE

	Describe the Test Article

	STARTING CELL 

	Specify starting cell line or cellular source



	MANUFACTURING PROCESS

	Provide a brief description of the manufacturing process

Provide a flow diagram of the process from starting cell source to final test article

Describe the plan for shipment of released lot from the manufacturing facility to clinical sites and describe the steps that will be performed at the clinical site



	PROCESS DURATION

	Specify the duration of a manufacturing run and time required to test and release a lot



	PRODUCT RELEASE 

	Provide a list of the product release assays and acceptance criteria



	IDENTITY ASSAY

	Briefly describe the Identity assay(s)


	POTENCY ASSAY

	Briefly describe the Potency assay(s)


	ADDITIONAL CHARACTERIZATION

	Briefly describe any additional characterization assays routinely performed (but not required for lot release)



	LOT SIZE

	Specify the average lot size and indicate number of doses/treatments per lot


	LOT REQUIREMENTS FOR PROPOSED CLINICAL WORK

	Indicate the projected number of lots needed to support the proposed clinical work



	LOT FAILURE 

	Specify the % failure of lot release 


	GMP MANUFACTURING FACILITY

	Indicate where GMP manufacturing of the candidate cell therapy will be performed. Describe the experience and track record of the manufacturing facility



	RELEASE TESTING FACILITY

	Indicate where Release Testing will be performed. Describe the experience and track record of the testing facility



	DOSE FORMULATION AT CLINICAL SITES

	Briefly describe the plan for managing product quality control at clinical sites


	CMC ACTIVITIES PROPOSED FOR FUNDING

	Specify all CMC-related activities proposed for funding under this RFA and indicate which activities will be funded by CIRM


	RISKS

	Identify potential risks(e.g. potential for clinical hold, lot failures) and mitigation strategies


	TIMELINE

	Provide a timeline for the manufacturing runs planned to support the proposed clinical research  and indicate relevant milestones




1

Part B: Targeted Clinical Development Awards Proposal 




