PEAR ANCILLARY STUDIES POLICY AND PROCEDURES
4.1 General Policy
To enhance the value of PEAR, the Steering Committee welcomes proposals from individual investigators (both within and outside PEAR) to carry out ancillary studies and to promote the advancement of science.  Nevertheless, to protect the integrity of PEAR and the privacy of its participants, such ancillary studies must be reviewed and approved by the Steering Committee, before their inception.  In general, ancillary studies require outside (non-PEAR) funding, although ancillary study PI’s should understand that all publications resulting from the Ancillary Study should acknowledge the PEAR grant number (U01 GM074492) in addition to any other sources of funding that are relevant to the study’s support.  All ancillary studies must send to the PEAR coordinating center a yearly update on status.
4.2 Definition of Ancillary Study

An ancillary study is one based on information from PEAR participants in an investigation that is not described in the PEAR protocol and involves data collection or data analyses that are not included as part of the routine PEAR data set or data analyses. In general, ancillary studies require external (non-PEAR) funding.  Funding must cover the cost incurred by the PEAR Laboratories (e.g., to process or ship samples), and to the Coordinating Center (for tasks such as sample selection, preparing and documenting analysis files, participating in statistical analysis, and integrating the new ancillary data back into the combined PEAR database).  No funds for this purpose are available within the PEAR Study.

4.3 Requirements for Approval of an Ancillary Study

An ancillary study must receive approval before a grant to support it is submitted.  Approval will be based on finding that the ancillary study will have scientific merit but will not do any of the following:  

a. Interfere with the completion of the main objective of PEAR.

b. Adversely affect participant cooperation or compliance in PEAR.

c. Create a serious diversion of study resources (personnel, equipment or study samples), either locally or centrally.

d. Jeopardize the public image of PEAR.

e. Use PEAR study resources without reimbursement. 
4.3.1 Preparation of Request for Approval of an Ancillary Study

For approval of an ancillary study, a written request on the PEAR Ancillary Study Proposal Form (Appendix A) should be submitted to the Steering Committee (via the Chair of the Steering Committee) 
The Ancillary Study Proposal form contains the following information:  

a. Identifiers:

Title

Initiating investigators, collaborators

Planned starting date

Funding plans and estimated cost

b. Design and Methods:

Brief background and rationale

Study questions or hypotheses

Methods, data to be collected

List of all analytes to be measured on PEAR biological samples.  For novel analytes, document that the (within person plus laboratory variability)/(total variability) is acceptably low. 
Burden on PEAR study participants

Summary of PEAR centers and tasks involved and how each would be reimbursed (e.g., by subcontracts, with amounts approved by the participating PEAR centers)

Impact on the main study and potential utility of new data for collaboration with other investigators

c. Data or Specimen Requirements:

Data needed from PEAR analysis files

Specimens needed from PEAR repositories, specifying year, type and amount.

Address whether previously thawed specimens are acceptable.

d. Handling of PEAR Data and Specimens:

Disposition of stored samples from main study and those processed by ancillary study

Disposition of ancillary study data at the conclusion of the ancillary study  

Plan for deposition of resulting data into PharmGKB.

4.3.2 Review of Ancillary Study Proposals

For ancillary proposals originating from either within or outside PEAR, the Steering Committee will review and will approve, reject or request modification of ancillary study proposals in a timely manner (generally 4 weeks).  For proposals arising from investigators that are not part of PEAR, the PEAR Steering Committee will first review to insure that the proposal does not represent significant overlap with ongoing projects, or duplication of planned or ongoing analyses.  They will also provide feedback if there is concern about the quantity of biological specimens that are being requested for sharing.  If there are significant concerns, these will be communicated back to the Ancillary Study PI by the PEAR Steering Committee Chair, and the Ancillary Study PI can assess whether or not they can address the concerns with a resubmission.  Once any such outstanding issues have been addressed, then the proposal will undergo full review and approval by the PEAR Steering Committee.  If the proposed ancillary study poses a burden to the participants, then it will also be reviewed by the PEAR DSMB.
At least one PEAR investigator must be included as a co-investigator in each proposal.  This investigator, collaborating with the ancillary study PI, will facilitate preparation of the ancillary study proposal, its submission to the PEAR Steering Committee, and subsequent communications between the collaborating studies.  PEAR investigators other than those submitting the proposal may request to become collaborators on a proposal if they have a specific interest in the topic.  The key criteria for approval of proposals are scientific merit and impact on the main PEAR study.  In addition, the plan for reimbursing all ancillary study costs must be adequate.  

4.3.3 Amendments of Ancillary Study Proposals

Amendments to ancillary study proposals (e.g., adding analytes to be measured) require approval via submission of a revised proposal with a note describing the changes.  
4.3.3 Yearly Status on Progress of Ancillary Study

A progress report on the status of the ancillary study is required to be reported to the Coordinating Center each year before May 1 so that the Steering Committee can receive an update on the progress, and include this information in their noncompetitive renewal to NIH.  The report is made on the Update on PEAR Ancillary Study Yearly Report Form (Appendix B).

4.4 Analysis and Publication of Results of Ancillary Studies

The principles of this policy are to provide study participant protection (ensure use of data does not exceed informed consent), coordination of efforts to avoid duplication of work, and to minimize barriers to publication of Ancillary Studies.  

The investigator of the ancillary study, and if necessary the Steering Committee, will consult with the Coordinating Center during data analysis to ensure that all study data used in analysis of ancillary results are consistent with data in the main study database.  Manuscripts and abstracts proposed for analysis must be approved in advance by the PEAR Steering Committee, using the Manuscript and Presentation Proposal form.  This procedure is necessary to establish authorship and prevent overlap in the publication effort.  Completed manuscripts and abstracts resulting from ancillary studies shall also be submitted for review and require approval by the Steering Committee, per the PEAR publication policies.  The phrase “PEAR Study” should be included in the title and listed as a key word whenever possible.   

4.5 Handling of PEAR Data and Specimens

At the time of distributing PEAR specimens and/or information, the PEAR Collaborating Investigator, with help from the Coordinating Center, makes explicit arrangements with the ancillary study PI for:

1. security of these study materials, 

2. completion of our PEAR “Data Distribution Agreement” or a “Materials Distribution Agreement”   
3. documentation of IRB approval, and

4. deposit of data to PharmGKB

5. final disposition of study materials at the conclusion of the ancillary study. 

PEAR was funded under the NIH Pharmacogenetics Research Network (PGRN), which has requirements for data deposit to the PharmGKB.  (See PGRN/PharmGKB data deposit policy at http://www.pharmgkb.org/network/policies/timing.jsp).   All publications resulting from PEAR are expected to abide by these PGRN/PharmGKB data deposit policies. The ancillary study PI should agree that they will abide by these policies, and provide a plan for how they will meet this requirement.  Data will need to be provide to the PEAR data center in a timely fashion so as to meet the data deposit requirements.  Typically it is required that the data are deposited at the time of manuscript submission so that they may be curated in time for release to the public on the date of manuscript publication.  This plan will be reviewed at the time the ancillary study PI submits a Manuscript Proposal Form, and finalized at the time a manuscript is submitted for review.  
The safety and confidentiality of the PEAR data at the collaborating institution is the responsibility of the ancillary study PI, as is the appropriate disposition of these materials after the study has been completed.  Left-over DNA and laboratory specimens are destroyed or returned, as appropriate; files of PEAR data are returned or deleted, as established at the outset of the collaboration.   
The Steering Committee monitors the development of the ancillary studies, receipt of funding, initiation dates, and progress.  A written progress report on ancillary studies is to be made annually to the Steering Committee.  This annual report, which is solicited via the coordinating center, should include a list of data collected and/or analytes measured. For convenience, a shell document for these reports is provided on the PEAR study website (under Ancillary Studies).

Ancillary Study Principal Investigator will send completed Distribution Agreement(s) via Federal Express to the PEAR Steering Committee Center (SCC).  The SCC will review agreement(s), and execute a signature on behalf of PEAR.  A file copy with all required signatures will be retained by the SCC and copies distributed to the Ancillary Study Principal Investigator. 

PEAR Ancillary Study Update 
Universit of Florida Center for Pharmacogenomics
Attn: Pat Miller

Box 100486

Gainesville, FL 32610-0486
352-273-6004;  352-273-6121 (FAX)
Email:  patricia@cop.ufl.edu
4.6 Ancillary Studies Using DNA or Other Stored Samples

The PEAR project represents a unique resource to be used by the clinical and scientific community.  The PEAR investigators are committed to managing the stored biologic material for the good of this endeavor.  Part of this resource includes stored plasma, serum, urine, genomic DNA, and transformed lymphoblastoid cell lines, and informed consent for genetic studies on all PEAR participants.

Investigators wishing to take advantage of these resources need to follow the policies and procedures for ancillary studies.  With respect of DNA polymorphisms in candidate genes, proposals will need to describe the genetic hypothesis of interest, the specific genes to be typed,  the methods of typing them, the primary dependent variable, endpoint of interest, preferred sampling design, and sources of funding.  If the identity of the variants is known a priori, it should also be included. If the identify of the variants is not known a priori, such information should be transmitted to the PEAR coordinating center when it is known. The PEAR study maintains a database of single nucleotide polymorphisms typed (or being typed) on PEAR participants. This database is available on the PEAR website and should be consulted to avoid duplication. When the variant information is known (certainly before data analysis and publication), the information in the table should be conveyed to the coordinating center, as instructed.  In general, all costs attributed to this ancillary study are the responsibility of the ancillary study PI. 

When a study is approved, the PEAR Coordinating Center has the responsibility of generating a list of PEAR participant IDs to be included and which is consistent with the study’s agreed upon design and objectives.  In general, it is better for theses ancillary studies to take advantage of case-control, case-cohort, and other contrasts that have already been generated and investigated for other analyses or hypotheses.  When approved by the Steering Committee and requested by the Coordinating Center, the PEAR DNA laboratory will aliquot DNA for the participants into 96-well plates.  The amount of DNA will be determined at the time of PEAR Steering Committee approval.  In order to minimize waste of biological samples, the PEAR Steering Committee reserves the right approve an ancillary proposal only with local (PEAR laboratory) analyses.  This will be most likely to occur for ancillary proposals that include genotyping minimal numbers of polymorphisms.  In this way, the work can be carried out quickly and efficiently without wasting DNA, plasma, serum or urine and time spent on the aliquoting, shipping and genotyping process.  Additionally, such an approach will reduce freeze/thaw cycles to which a sample is exposed  The resulting genotype or other biological fluid data would be provided to theAncillary PI, along with other PEAR data needed to address the approved hypotheses.  There should be no loss of the originating investigator’s proprietary ideals or publication rights.

All costs of the approved ancillary studies utlizing PEAR biological specimens are the responsibility of the initiating investigators.  Resulting data from the ancillary study must be made available to the PEAR Coordinating Center, as specified above.  In this way the value of the PEAR study resource will continue to grow as the foundation database enlarges in size and scope, and analyses can be verified when necessary.

Appendix A

Pharmacogenomic Evaluation of Antihypertensive Responses (PEAR) 

Ancillary Study Proposal Form

I.  Basic Study Information 
1.
Title of study: 

2.
Proposal from:


________ PEAR investigator (internal)
________non-PEAR investigator (external)

3.
Principal investigator(s) (name, address, phone and fax numbers, e-mail address):

4.
Collaborators (must include at least one PEAR investigator): 

II.   Projected Impact on PEAR

5.
Will study utilize extant PEAR samples and data, or involve additional data/sample collection?

 A.
If involving additional data collection, describe PEAR participant and staff involvement:



i.
Participants:


Describe number of subjects needed; special characteristics of study population; age and sex distribution. Will participants be contacted, interviewed, or examined? If so, describe participant involvement. Estimate time required of each participant.

ii.
PEAR Study Coordinators:


Describe the level of effort required by the PEAR Study Coordinators for this additional data collection, and estimated time per study participant.

B.
Stored PEAR specimens:  



Describe materials to be used (e.g., stored plasma, serum, urine, DNA, lymphoblastoid cell lines). If biological samples are requested, please review the Criteria for Approval section of the Ancillary Study Policy  in consideration of your description of the following:



i.    Sample type (eg. Serum, EDTA, citrate, DNA) and number of subjects for which each sample is requested


iii.  Requirement for frozen vs. previously thawed samples



iv.  Sample volumes

v.   Efforts to integrate sample needs with those of other studies to conserve sample and/or limit freeze-thaw cycles. 

C.
PEAR Data Repository:  

Describe effort (and estimated time) required of PEAR Coordinating Center staff.  
Specifically:

i. If a laboratory is involved, will data be sent directly from the laboratory to the Coordinating Center for processing, or will processing be done locally (either by the Ancillary Study or at the Laboratory)?

ii. Will analyses be done locally by the Ancillary Study or by analysts at the Coordinating Center?  If analyses will be done locally, should Coordinating Center verify the analyses?  

iv.  How many papers do you estimate will be written from the Ancillary Study?

6.
Variables/measurements from the PEAR main study database to be analyzed:  

7.
Genomic information  (defined as any data from a participant’s DNA):      

A. 
Does your proposal include any genomic materials? (please check one) 

         _ __  No (go to question 8)                ___  Yes (see question 7B) 

B.  Name the gene(s), genotypes, SNPs to be investigated.

8.
Proposed starting and ending dates:


9.
Estimated cost by year; number of years:


10.
Source of funding; date of submission:


11. Does this study involve the support or collaboration of a for-profit corporation, or do you intend to use the data to patent any process, aspect or outcome of the analysis?

12. What is the advantage, both to PEAR and yourself, of conducting the study within the PEAR cohort versus another population?  

13.
Impact on ongoing PEAR studies (main study or other Ancillary Studies):

14.  Provide the following assurances (answer each):

(1) Who (name and position) will report progress of the study in the fall of each year? (Ancillary Study PI or designate preferred)




(2) How will confidentiality of PEAR participants be maintained? 





(3) Data collected by the Ancillary Study, with documentation, will be provided to the PEAR Coordinating Center for integration into the main database. After that has been done the Ancillary Study investigators will receive the integrated file containing data from the main study. The Ancillary Study PI will be given the first and exclusive opportunity to analyze, present and publish data collected under the auspices of the Ancillary Study. After a reasonable time (in general, 12 months after data cleaning is complete or 12 months after acceptance of primary manuscript, whichever is earlier), Ancillary Study data will be made available for additional uses by other PEAR investigators. It is the responsibility of the Ancillary Study PI to state in writing to the PEAR Steering Committee any special circumstances that would warrant an exception to these guidelines for data sharing. In the spirit of encouraging collaboration, reasonable and justified requests for limiting Steering Committee access to the data will be honored, or some compromise will be worked out.  
(4) Assurances regarding deposit of data to PharmGKB, and abiding by the PGRN/PharmGKB policies  .

II.   Abbreviated Ancillary Study Proposal

Please provide a brief (2 to 4 page) description of the proposed study. Include the following:

Purpose:  

Background:  

Hypothesis(es):  

Experimental Design  (include sample size justification):

Methods, including:


Participant involvement (if any)


Data to be collected by the ancillary study (attach questionnaires and forms)


Analysis Methods
Literature References

Please send (electronically and by surface mail) the completed proposal to:

Julie A. Johnson, Pharm.D.,

PEAR Steering Committee Chair

Box 100486

(or 1600 SW Archer Rd for courier)

Gainesville, FL 32610-0486

352-273-6007; 352-273-6121 (FAX)

johnson@cop.ufl.edu
Provide copies of all documents to the attention of:

Pat Miller (patricia@cop.ufl.edu) or address or phone numbers above

For Steering Committee Center Use Only
Ancillary proposal source:   _______ Internal    _______  External
Approved _____  Date _____________  If approved, ancillary study # _________________

Not approved _____ Date____________  Reason for non-approval? ____________________

______________________________________________________________________________

______________________________________________________________________________

Appendix B

Update on PEAR Ancillary Study

Annual Report Form

Due May 1 each year
Please provide an update on PEAR Ancillary Studies under your direction by answering the questions listed below.  The information will be included in the annual report to the Steering Committee and Policy Board. 



[image: image1]
Ancillary Study Title: _________________________________________ 
(If your study has used several titles, please give all the titles used, giving the preferred title first.)

Ancillary Study #: ____________________ 
Current Status:

________Not yet started.

________In Progress.

________Data collection completed.

________Publication Stage.

Funding source:   NIH
AHA
Industry
Local
or  other (please specify below)
Funding status / Funded 
yes  
no
-If no, plan to resubmit or withdraw?  

-If yes, completed? Active? Not started?
Please give comments to explain any conditions that are noteworthy (such as funding not yet received, but expected in next 6 months, funding received and hiring in progress problems encountered, etc)

Please provide a one paragraph summary of your progress and findings, which can be reported to the PEAR Steering Committee.

Does this study have a website?  
yes    
no
If yes, the URL is:

Please answer the following questions:

1.  Any change in study status since your last update?  (e.g., in data collection, data analysis, manuscript preparation, all activities completed)

2.  Was new funding received since your last update?  What is the new funding source?

3. 
What is the status of each publication and presentation derived from the study?  Provide full citations for published papers. 

4.
If manuscripts have been submitted or published, have data been submitted to PharmGKB?  If so, provide relevant accession numbers; number of genotypes submitted, number of subjects on whom phenotype data were submitted and they specific phenotypes.  If not, please explain (recognizing that deposit of data prior to publication was an explicit expectation of the ancillary study approval).

5.  Have there been any changes in your current mailing address, phone and fax numbers, and e-mail address in the past year?                   If so, please provide the updated information:

A reminder regarding Publications and Presentations:

You should be aware that any publication or presentation of PEAR Ancillary Study data requires review by the PEAR Steering Committee. All manuscripts must be preceded by an approved manuscript proposal.   Abstracts and presentations must be based on an approved manuscript proposal and may not be submitted to any national or international meeting until approved by the above committee.

A reminder regarding Ancillary Study data:


PEAR policy is that data collected by the Ancillary Study, with documentation, should be provided to the PEAR Coordinating Center for integration into the main database. The Ancillary Study PI will be given the first and exclusive opportunity to analyze, present and publish data collected by the Ancillary Study.  Further, it is expected that the Ancillary Study PI abide by the data deposit requirements under which PEAR is funded, which includes deposit of data (genotype and phenotype) to PharmGKB at the time of manuscript submission so that the data may be released to the public at time of publication. 

Send the completed report to:	


PEAR Steering Committee Center �University of Florida, Center for Pharmacogenomics


Attn: Pat Miller


Box 100486 (1600 SW Archer Rd, PG-22 overnight)


Gainesville, FL 32610-0486


352-273-6004; 352-273-6121 (FAX)


patricia@cop.ufl.edu





Preferred method of submission is via email, as an attachment sent to: patricia@cop.ufl.edu
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