Proposal No.:

Study Title:

Submitted By:

Date Submitted:


	Correlative Science Proposal Submission Form

Proposal for use of specimens from clinical trials supported by the Cancer Therapeutics Evaluation Program (CTEP) within the Experimental Therapeutics Clinical Trials Network (ETCTN) for correlative scientific studies

 (For submission to CTEP for Review)

	Instructions for proposing investigators:

Proposals should be emailed to the Protocol and Information Office (PIO) of the National Cancer Institute’s Cancer Therapy Evaluation Program (CTEP), at email pio@ctep.nci.nih.gov. CTEP accepts only electronic submissions.  If the proposed study is a Cooperative Group study, it should be submitted by the Group’s Operations Office.  
ALL (regardless of IND status or number of specimens) Correlative Science Study proposals should be submitted to CTEP for review and approved by CTEP prior to the onset of the study. 

The PSW for Correlative Sciences is required for stand-alone correlative science protocol submissions. 
The template below can be inserted into a protocol for an embedded correlative science study proposal. 

Under the new IP option, any correlative science study associated with a study conducted under a CTEP agreement (CTEP distributing agent for a study or CTEP-IND studies) will be subject to collaborator review and comment. The correlative science studies must be mutually agreed upon between the investigators, NCI and the company. The provision for collaborator review also applies to any study that requests use of agent- treated bio-specimens or “non-public” clinical data from studies conducted under CTEP-IND.
CTEP will determine if a proposed study is eligible for an “expedited review”. 

Proposals are accepted on a rolling basis.  Investigators should expect to receive notification of CTEP’s decision on their proposal within six weeks of proposal submission.
Principal Investigators of studies approved by the CTEP Protocol Review Committee will be required to submit administrative data from the study to the NCI via the Abbreviated Clinical Data Update System reporting mechanism; submit brief, periodic progress reports; and, once the primary analysis of the study is published, send specific data sets (i.e., at the patient level) from the correlative study to the Cooperative Group that led the clinical trial.  Any publication of the study should be sent to PIO for their information, with appropriate acknowledgments (e.g., the Group that led the trial).  


Correlative Science Proposal Submission Form

Proposal for use of specimens from clinical trials supported by the Cancer Therapeutics Evaluation Program (CTEP) for correlative scientific studies

 (For submission to CTEP for Review)

SPECIFIC AIMS:  Hypotheses and Objectives

(NOTE: If you plan to submit a grant application with multiple Specific Aims, use this form to describe only those Aims that involve the use of the requested specimens.)
I.
Hypotheses:
What are your hypotheses? [Single-click here to add text]
II.
Objectives:
What are your objectives? (including primary and secondary) [Single-click here to add text]
Background & Significance
III. Choice of trial 

Briefly, why do you think this trial is a good choice for your study? (In your response, please briefly describe the trial and its results, if available): 

[Single-click here to add text]
PRELIMINARY STUDIES

IV. Preliminary data

Please provide preliminary data on your chosen marker(s) and assay(s), including the potential utility of the marker(s) (e.g., prediction of resistance to taxanes), as well as demonstration that the proposed methodologies are standardized and reproducible, and will work in FFPE tissue if FFPE specimens are requested:

[Single-click here to add text]
RESEARCH DESIGN AND Methods

V.
Tissue/specimen type 

What tissue/specimen types are you requesting? (e.g., FFPE malignant primary tumor tissue): 
[Single-click here to add text]
Required number of samples: [Single-click here to add text]
How much material will remain for future studies if the requested samples are provided for this study: [Single-click here to add text]
VI:
Laboratory Methods

Please describe the methods you propose to use.  In your response, please describe how your assay is performed and analyzed, including your criteria for "positive" and "negative” cutoffs. Provide information on the reproducibility of the assay methods and the controls that will be used.  Submit any existing written laboratory Standard Operating Procedures (SOP)s as appendices
[Single-click here to add text]
VII.
Facilities & personnel
Please list additional key contacts involved with this study: [Single-click here to add text]
Statistical design
Although it is recommended that this section be developed in consultation with a biostatistician from the Group that led the clinical trial, the exact nature and extent of the collaboration is left to the investigator to define.

You will likely need to contact the Group bank(s) relevant to the trial from which you are requesting specimens, to verify the exact number and quality of specimens available. It is also recommended  that the investigator discuss the study with the Group statistician to determine if the proposed data sets are available for analysis.

Please try to limit this section to no more than 4 pages, including these instructions.

VIII.
Endpoints (outcomes)
Precisely define the endpoints that are the subject of the study’s main objectives, specifically indicating the events included in each endpoint definition: [Single-click here to add text]
Primary comparisons: [Single-click here to add text]
IX.
Case selection
Specify the proposed case selection method, including inclusion/exclusion criteria, and whether stratification or matching will be used, or state if you simply request specimens from all cases with adequate specimen available.  If a complex case selection strategy (e.g., matched or adaptive selection) will be used, then the specific algorithm should be described:

[Single-click here to add text]
X.

Power justification
Sample size estimate (i.e., number of cases required to achieve the primary objectives of your study): [Single-click here to add text]
Number of available specimens & source of this information: [Single-click here to add text]
Provide a rationale for your sample size estimate:
Typically, this will require assumptions about the following:

· Anticipated distribution of marker values (e.g., marker positivity rate if the marker is dichotomous) 

· Assay success rates (based on anticipated rates of technical failures, degraded or insufficient specimens, etc.)

· Event rates or number of events anticipated for the cases included in the primary analysis 

· Expected differences in outcomes (e.g., hazard ratio or other “effect” size)  

These assumptions and estimates will need to be obtained from preliminary data or previous studies that are expected to be cited in the proposal submission.  

An independent statistician should be able to reproduce the sample size estimate, power estimate, or other operating characteristic estimate given the information provided.
 [Single-click here to add text]
XI.
Statistical analysis plan
Sufficient details about the statistical analysis plan for addressing the main objectives should be provided so that a statistician other than the study statistician could carry out the analysis and have a reasonable chance of obtaining a comparable answer.  

Therefore, please provide the following, as applicable:

· Statistical methods for the main analyses (e.g. Cox proportional hazards regression, conditional logistic regression, etc.): [Single-click here to add text] 

· Transformations applied to variables: [Single-click here to add text]
· Methods for marker cutpoint determination: [Single-click here to add text]
· Variable selection procedures (including a list or description of the variables initially considered for inclusion in the model): [Single-click here to add text]
· List of standard clinical variables to be incorporated into models or other analyses: [Single-click here to add text]
· Multiple-comparisons adjustment methods: [Single-click here to add text]  

· For complex studies, methods that will be used to validate the analysis results, or a rationale for not performing a validation study: [Single-click here to add text]
· Any other information necessary for the Committee to understand and evaluate the main analyses you are proposing: [Single-click here to add text]
XII.
Secondary objectives (if applicable)
Detailed statistical considerations for addressing your secondary objectives are typically not required, but a general description of the intended approach (e.g., Cox proportional hazards regression modeling) should be provided; however, if your secondary objectives involve very large numbers of analyses (e.g., examining association of expression of thousands of individual genes with a clinical endpoint) or will consume large amounts of specimens, please provide more detail to justify that the proposed analyses will be a productive use of the resource and not generate an unacceptably large number of spurious results.  

[Single-click here to add text]
DATA SHARING

Studies with specimens collected on clinical trials supported by CTEP are subject to the NIH Data Sharing Policy (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-14-124.html),  Please describe the data sharing plan. .
 INFORMED CONSENT:

Identify the institution whose Institutional Review Board will review the study.  Describe the plan for ensuring that the consents provided by the specimen donors are consistent with the objectives of the study.  Studies that include comprehensive sequencing of DNA or RNA from normal (germline) samples must provide assurance that informed consent has been provided for this activity, even if the normal sequence will only be used as a reference.
*
*
*

Appendices

You may provide further detail on your proposed correlative study as appendices to this form, including laboratory SOPs as appropriate. (A copy of the grant application can be attached. If a part of the grant application is being used as the response to a particular section, please indicate where exactly in the application you would like the reviewers to read.)
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