February 6, 2003

Guidelines for Correlative Studies in Clinical Trials

**It often works well to put the description of the laboratory procedures into an appendix or alternatively into a standard procedures manual that is accessible via the Group’s website.  Use of either an appendix or a web-based standard procedures manual can provide detail without cluttering the protocol.  If either of these is done, then the PROTOCOL should contain explicit instructions for handling, preserving and shipping the specimens.  The PROTOCOL should reference either the appropriate appendix or the URL for the relevant section of the procedures manual on the Group’s web site.  The PROTOCOL should, however, include basic information about the assay methods to be used, as described below. The appendices describing the laboratory procedures (or the relevant sections of the standard procedures manual) must be submitted with the protocol. Changes in these following protocol approval should be submitted to CTEP using the same guidelines followed for protocol amendment submissions.   The STATISTICAL section of the protocol should contain plans for the analysis of the data from the correlative studies. 

For Phase 3 trials with embedded correlative studies, or studies looking for prognostic and predictive marker characteristics:

Investigators should include in the protocol (e.g., Background Section and/or Methods Section as appropriate) as much of the following information as is available (note that details of procedures may be described either in an appendix or in a section of a standard procedures manual at an accessible web site):

a) The biologic rationale for studying the proposed target(s) or marker(s)

b) The specific hypotheses regarding correlative marker studies (e.g.  expression of a marker or markers will define a group of patients whose outcome is so favorable that adjuvant therapy is not required) 

c) The contributions that the proposed study will make to the current knowledge base

d) Relevant preclinical data

e) Relevant data from previous clinical studies

f) The comparability of the methods proposed to those previously used, and the likelihood that the resulting data will be able to be compared with existing data.   

g) The reason for selection of the assay methodology, particularly in cases where various assays are available that may assess different qualities of the marker;  examples:  mutation analysis vs. IHC for p53;  gene expression vs. protein expression 

h) The stability of the marker under conditions to be used to collect and preserve the samples.  If no data are available, then provide a description of how alternative methods will be identified if the proposed method fails. (may be in appendix or manual)

i) The technical performance characteristics of the assay (e.g., reproducibility intra-day and inter-day, accuracy, sources of variability, and how sources of variability will be minimized) (may be in appendix or manual)

j) A description of the positive and negative controls (may be in appendix or manual)

k) The experience that the investigators have with the assay (may be in appendix or manual)
l) The methods of scoring that will be used, if applicable (may be in appendix or manual)
m) The site performing the correlative studies

n) If correlative studies are not performed in a central laboratory, explain how quality control/assurance will be maintained (may be in appendix or manual)
Include in the Statistical section OF THE PROTOCOL a plan for the analysis of the results of the correlative study:

a) If known, indicate the prevalence of the marker(s)

b) Estimate what proportion of patients on a therapeutic trial will have available sample for correlative study analysis;  discuss possible biases.

c) Specify how any cutpoints will be determined

d) Specify the statistical power of the correlative study for the particular endpoint to be studied

e) If relevant, indicate what corrections will be made for multiple comparisons

f) Indicate the relevant clinical endpoint, and a plan for how this endpoint will be correlated with the target(s) or marker(s).  Discuss if marker x treatment interactions will be considered, and how they will be evaluated.

g) Discuss planned multivariate analysis

h) Discuss how the results will have an impact on future studies.

Guidelines for Correlative Studies in Clinical Trials:  some or all of these may be relevant for particular Phase 2 trials with particular agents.

Investigators should include in the protocol (e.g., Background Section and/or Methods Section as appropriate) as much of the following information as is available (note that details of procedures may be described either in an appendix or in a section of a standard procedures manual):

a) The biologic rationale for studying this particular target(s) or marker(s).  This will usually be the proposed mechanism of action for the agent under study

b) The specific hypothesis that the investigators are studying (e.g., will only patients expressing a threshold amount of marker be expected to respond?  Will the investigators seek a particular change in marker from pretreatment to post-treatment that would indicate whether the drug “hit” the target?)

c) Relevant preclinical data

d) Relevant marker data from previous clinical studies 

e) The comparability of the methods proposed to those previously used, and the likelihood that the resulting data will be able to be compared with existing data.   

f) The reason for selection of the assay methodology, particularly in cases where various assays are available that may assess different qualities of the marker;  examples:  mutation analysis vs. IHC for p53;  gene expression vs. protein expression 

g) The stability of the marker under conditions to be used to collect and preserve the samples.  If no data are available, then provide a description of how alternative methods will be identified if the proposed method fails. (may be in appendix or manual)
h) The technical performance characteristics of the assay (e.g., reproducibility intra-day and inter-day, accuracy, sources of variability, and how sources of variability will be minimized) (may be in appendix or manual)
i) A description of the positive and negative controls (may be in appendix or manual)
j) The methods of scoring that will be used, if applicable (may be in appendix or manual)
k) The experience that the investigators have with the assay (may be in appendix or manual)
l) The site performing the correlative studies

m) If correlative studies are not performed in a central laboratory, explain how quality control/assurance will be maintained (may be in appendix or manual)
Include in the Statistical section OF THE PROTOCOL a plan for the analysis of the results of the correlative study

a) If known, indicate the prevalence of the marker(s)

b) Specify how any cutpoints will be determined

c) Specify the statistical power of the correlative study for the endpoint chosen

d) If relevant, indicate what corrections will be made for multiple comparisons

e) If appropriate, indicate the relevant clinical endpoint, and a plan for how this endpoint will be correlated with the target(s) or marker(s).

f) Discuss how the results will have an impact on future studies.
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