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	Docket #:       ______________

Pre-Reviewer: _____________________ 




( HUMAN STUDY PROTOCOL APPLICATION (
Please type your responses in the boxes provided.  Use as much space as necessary   (the boxes will expand). Please answer each question – if a question is not applicable, please put N/A in the box.
1.

	Title of Protocol:                 Personal Genome Project



2.

	Principal Investigator:   
Name and degrees:    George Church, PhD
_________________________________________________________________________________________________________

Principal Investigator’s HMS/HSDM or Other Institutional Title:  Professor. _________________________________________________________________________________________________________

HMS/HSDM Department:  Genetics
_________________________________________________________________________________________________________

Harvard or Other Institutional Address:  77 Avenue Louis Pasteur, Boston, MA 02115


	Telephone Number:   617-432-7562


	Fax Number:   617-432-6513


	E-mail address:   http://arep.med.harvard.edu/gmc/email.html 
Coordinator/Administrator Name and Contact Information, if this person is responsible for submitting IRB materials:

Name   Cindy Vallaro        Title  Administrator     Email   cvallaro@genetics.med.harvard.edu                        Phone #    617-432-1278              Fax #  617-432-6513
Please note that the PI’s CV or biosketch, as well as human subjects certification, must be attached with this application.

http://arep.med.harvard.edu/CVs/George_Church_CV.doc


3. 

	Co-Investigators/Key Personnel:
*CV’s and/or biosketches attached  ___ yes _______. 
*Copies of human subject protection certification attached   ___ yes ____ see below:
http://healthcare.partners.org/hrcedweb/phrctest.pdf  3/22/04 (Varma) , 6/1/04 (Church)
(Certification of "CITI Course in the Protection of Human Research Subjects")
Name                    School/Hospital        Department              Email/Tel /Fax                    Student (yes/no)          

	Chris Varma, PhD      HMS                           HST          cvarma@MIT.EDU /617-432-1278/617-432-6513      no
   http://arep.med.harvard.edu/PGP/IRB/CV_Varma.doc
*Please note that these materials are required prior to IRB approval.


4.

	Other Institutional Review Boards Involved:      None
Institution Name                        Current IRB Approval Date             * IRB Approval Materials Attached (yes/no)                                

*Please note that these materials are required prior to HMS/HSDM IRB approval


5. 
	Summary of Protocol: Please include a summary of each of the below sections. Use as much space as necessary, or attach a copy of the study protocol.

a) Hypotheses:   (A) Variation in human DNA can be cost-effectively discovered and connected to biomedical databases in a manner of educational value.
(B)  A fully consented dataset for establishing informatics links among genome sequences and phenotype analyses can aid hypothesis-generating exercises and computational efforts worldwide including (1) Software to prioritize diagnostics based on partial genome sequence and phenotypic data. This would benefit from having a large (comprehensive) datasets for human subjects from which smaller subsets can be sampled.  (2) Medical informatics tools for detailed patient and physician control of access to a broad set of medical data could be tested and demonstrated on this dataset without risk of software bugs resulting in inappropriate data release.  (3) Hypotheses aimed at developing a genomic subset for correlation with facial features can provide preliminary data for forensic & security applications. (4) "Open source" (creative commons) material available freely for textbooks and electronic materials for training health care professional in new technologies and software.  (5) Concrete examples to allow development of education materials for future recruitment of a broader set of consented subjects suitable for statistical studies and for discussion of risks. (6) Graphical user interfaces (GUIs) for items 1-5. (7) In planning for many of the above future objectives we would like to create an environment in which multi-disciplinary studies and serendipity can be nurtured with outreach to research communities (e.g. computer scientists), which are historically intimidated by (or unaware of) the details of IRB approval processes for access to existing datasets.
http://www.forensic.gov.uk/forensic_t/inside/news/docs/Commonplace.doc
http://www.forensic.e-symposium.com/articles/t2004/sep2.html 
b) Study procedures and methodologies:  Buccal swabs and/or blood samples will be collected along with name, date of birth, facial photograph, and basic measures (height, weight, blood pressure) full electronic medical records and open opportunity to volunteer additional health related data.  If cells from previous medical procedures are available, then these may be used for additional genome measures.  

c) Participant selection:  People 30 - 100 years old, well trained already in genetics and human subjects research guidelines.
d) Statistical design:   Statistics will be calculated on allele frequencies and the fraction already present in human mutation databases.
e) Randomization to control/intervention groups:   N/A -- No intervention
f) Plan for confidentiality of data:  Data will be posted on an unrestricted web page (i.e. not confidential)
g) Use of study results:  For education of technologists and design of future studies.



6. 

	Does the Study have a Data Safety Monitoring Board (DSMB)?  Yes
If no, what is the structure/plan to report serious adverse events to the HMS/HDSM IRB?  
If yes, prompt submission of DSMB reports is required.


7. 

	Expected Duration of Study (through data analysis):  please include a timeline, if appropriate.

4 years for each participant.  Up to 6 additional years for cell, DNA & data processing.



8.

	Project Funding:

	a) Title of Grant or Funding Application:  Molecular and Genomic Imaging Center
b) Source of Funding: NIH-NHGRI Center for Excellence in Genome Science
Federal __x_   Private Foundation _____   Department Funds _____   Subcontract _____   Fellowship _____    Other _____

c) Please specify (include grant number, if appropriate):  1 P50 HG003170
d) Amount of support, per year:  $ 1,998,270.00  (total for first year)
e) Period of support: 1-July-2004 to 30-Jun-2009

	Please note that a copy of the grant application must be provided prior to IRB approval.

The  134 page grant (plus supplements) is here:   http://arep.med.harvard.edu/P50_03/


9.

	Study Site(s):

a) Name of institution(s):   Harvard Medical School
b) Location of institution(s):   Boston, MA
c) Does this study include an international site?   No             Country: _______USA________________

d) Does this site require IRB review?  Yes
· If no, please provide the IRB with a letter of support from the institution where the research will be taking place. 

· If unsure, please review the federal guidelines on “Engagement of Institutions in Research”: http://www.hhs.gov/ohrp/humansubjects/assurance/engage.htm 
d) Status of IRB review:     approved_____    pending _____    not yet submitted _____     attached _____

e) Does this site have a Federal Wide Assurance?  Yes  

If yes, please cite FWA number: ____ FWA 00007071 _______

http://www.hms.harvard.edu/spa/apps/appinfo.htm 



10.

	Research Participant Information:

	a) Inclusion criteria:  People well trained already in genetics and human subjects research.
b) Exclusion criteria:  People with insufficient background in genetics and human subjects research, or anyone potentially subject to undue influence or coercion by the PI.


	c) Please explain recruitment procedures in detail: Journal articles and lectures will refer interested parties to the project web page which will explain the benefits and risks of the project and will give links to full results to date and consent form.  After studying those materials volunteers will be pre-screened for their expertise in genetics and human subjects research will be further interviewed to check understanding of the project requirements and risks.
d) Expected date recruitment will begin:  Oct. 2005 (subject to approval)
e) Expected duration of participation of each participant:  4 years
f) *Will recruitment materials (brochure, flier, email, etc.) be used?  Web page
http://arep.med.harvard.edu/PGP/
g) *Are the recruitment materials included with this application?  Yes.
*Please note that recruitment materials must be submitted to the HMS/HSDM IRB for review and approval prior to implementation.

	h) Expected number of individuals to be screened for enrollment:  ____20________
i) Expected number of individuals to be enrolled:  ____7________
      Age Range: ___30-100______

Gender:      ____M/F______

      Ethnicity:   ____Any______



	j) Are participants: (please check all that apply)

___ Children (under 18 in US)

___ Pregnant women

___ Fetuses

___ Low literate

___ Decisionally impaired

___ Economically disadvantaged

___ Prisoners or detainees

___ Persons at high risk of becoming detained or imprisoned

___ Persons with a stigmatized health condition

_y_ Patients, if yes – what is the status of their health?__currently healthy______

___ Employees

_y__ Students, fellows, or faculty
___ International study

___ Non-English speaker
If any of the above boxes have been checked, please state how you will protect the rights and privacy of these individuals:  Subjects will be chosen as prior advocates of openness and web disclosure. A DSMB will oversee and participants will have the right to opt-out at any point.
If participants are students, fellows, or faculty of HMS or HSDM, please state the investigator’s involvement in the participant’s education/employment:  Senior faculty will be selected as well-informed and not subordinate to the PI in terms of employment.


	k) Please list any potential risks to participants: Public disclosure of potentially stigma-associated alleles and subsequent employment or insurance risks as described in detail in the attached consent form.
l) Please list any potential benefits to participants: Educational and potential help in prioritization of medical diagnostics.
m) Please note any significance to the health and welfare of the general public: As a pilot project for cost-effective pre-screening this could have a large positive impact on personalized medicine and pharmacogenomics.
n) Please list any remuneration for participants:  None.
o) Please list any costs to participants:   None.



11.  

	Data Sources: Please indicate the source(s) of data for this study. 
a)   Please check all that apply:

___ interviews

_x__ questionnaires/surveys

___ focus groups

___ public records

_x_ medical records

_x_ biological specimens

___ registries

___ other  ___________________________________

Please note that copies of written and oral interview scripts and questions (including ethnographic questions and question guides), questionnaires and surveys must be provided for HMS/HSDM IRB review and approval prior to implementation.

b)  Will these data be linked to human subjects or contain any personal identifiers?   Yes
c)   If data are de-identified, will study personnel have any links/keys to identifiers?  N/A
d) If data are not de-identified, when will identifiers be removed from the data?  Never.
e) Who will de-identify the data?  N/A
f) Are any of the data coming from covered entities under Health Insurance Portability and Accountability Act (HIPAA)?    Yes
g) If yes, please describe: 
i. Is there a data use agreement? (yes/no)  No  (in progress HMS-SPA & BIDMC)
ii. Has data use agreement been signed by HMS Sponsored Programs Administration?   Not yet.  
iii. Is a HIPAA Waiver of Authorization being requested? (yes/no)         No   
      HIPAA Waiver Form available on ORSP’s website: http://www.hms.harvard.edu/orsp/human_forms.html
Please provide HIPAA authorizations from the covered entity and waiver requests with this application.
If unsure of HIPAA applicability, please review the federal guidelines: http://privacyruleandresearch.nih.gov/, Harvard’s online HIPAA information:
http://vpf-web.harvard.edu/osr/support/sup_tra_regs_hipaa.shtml, 

or call the HMS/HSDM IRB office. 


12.

	Informed Consent: Full disclosure of the study and of the subjects’ rights should be given verbally to the subjects including all the information in the informed consent form. A copy of the informed consent and/or assent form must be included with this application.  http://arep.med.harvard.edu/PGP/IRB/Consent.doc & attached

	a) Please describe the informed consent process in detail (please include information on who will be consenting these individuals):   These individuals will be interviewed and consented by the PI (Dr. Church). Their motivations and understanding of the risks, benefits, and responsibilities described in the project web pages and consent form will be assessed and recorded. In particular, evidence of commitment to genetics and open disclosure on web pages of genotype, phenotype and medical data.  The first subject will be the PI (Dr. Church), as this will help the Personal Genome Project research team discover and debug unanticipated consequences prior to exposing other subjects and more fully develop the consent form, PGP web pages, data needs and software for analyzing and describing the project data.


	b) Is investigator requesting a waiver of any required element of informed consent (see HMS/HSDM Consent Guidelines: http://www.hms.harvard.edu/orsp/human_guidelines.html)?   No
      Please specify: 



	c)  Does this study involve minors (under 18 years of age in Massachusetts)? If yes, please provide a copy of the minor’s assent form with this application.  No



13.

	Investigational New Drug or Device 30-Day Delay Requirement

	Does this study involve an investigational new drug (within the meaning of 21 U.S.C. 355(i) or 357(d)) or a significant risk device (as defined in 21 CFR 812.3(m)). If unsure, please visit the FDA website: http://www.fda.gov/oc/ohrt/irbs/default.htm. Please identify the drug or device:   None   


	Please state whether the 30-day interval required for investigational new drugs and for significant risk devices has elapsed, or whether the FDA has waived that requirement:   N/A


	If the 30-day interval has expired, please state whether the FDA has requested that the drug or device be withheld or restricted for use in human subjects:   N/A



14.

	Drugs to be Used and Dosages:

        None


15.

	Radiation To Be Used and Dosages:

	a) Will ionizing radiation (x-rays and or radiopharmaceuticals) be used?   No
      If yes, please complete Form A (http://www.hms.harvard.edu/orsp/human_forms.html).   



	b) Will non-ionizing radiation (MRI, ultrasound, lasers, ultraviolet) be used?  No
      If yes, please complete Form B (http://www.hms.harvard.edu/orsp/human_forms.html).   



	Please note that a suitable radiation risk statement must be incorporated in the consent form.


16.

	Genetic Analysis:

a) *Does this study involve genetic analysis?  Yes
b) *What genetic material will be studied (blood, tissue, DNA)?  Buccal swabs and/or blood DNA and/or previously collected cell samples.
c) *Please specify whether the genetic analysis involves pedigree, positional cloning, mutational polymorphism, or gene therapy research:  Genome-wide mutational analyses.
d) Please specify whether:

___ *stored samples already exist     

_x_ *stored samples already exist from a previously approved study     

_x_ *samples will be collected specifically for this study     

_x_ *samples collected are part of a routine clinical procedure

___ samples are discarded, already existing, and de-identified 
e) If stored samples will be used, did participants consent to the use of their stored sample(s)? yes 
Was the consent prospective to collection of the sample, or retrospective of the collection of the        sample?  Both
f) *Will any identifiers be maintained? Yes. If yes, please specify. Name, DOB, facial photograph.
g) *When will samples be discarded?  Cells, DNA and the web data will be maintained for 10 years.
h) *Are any of the diseases being studied considered preventable?  Yes.
i) *Is there a possibility of an incidental finding of a genetic condition? If so, is there a plan to disclose this to the individual?  Yes, disclosure of the mutations and relevant database links will be public.
j) *Will this information be kept confidential from third parties such as employers, or insurance companies, or will findings be included in the participant’s medical record for clinical treatment?  The information will not be confidential.  The new genomics data would not be included in  the medical records unless utility of that is shown and accepted by patient and health-care provider during the course of the study.
k) Does this study involve transfer of genetic material or transplantation of animal tissue into humans?  No.
      If yes, please cite the HMS Committee on Microbiological Safety registration number: __________
*Please note that these issues must be disclosed in the informed consent form.


17.
	Investigator Interests:

a) *Does the investigator, or investigator’s family member, have a financial interest in a business which owns a technology to be studied and/or is sponsoring the research?  Yes. If yes, please describe.  HMS has licensed technology related to this study to Agencourt Bioscience Corporation in Beverly MA.  The PI and co-investigators are co-inventors and hence will receive royalties.  Agencourt will not sponsor this research nor are they participating directly.  They and other companies may provide know-how and/or products at fair-market costs.  
b) *Does the investigator have a current conflict of interest disclosure form on file at the HMS Office for Research Issues? Yes http://www.hms.harvard.edu/fa/2003_COIDisclosureForm.pdf 

Please contact the HMS Office for Research Issues at (617) 432-3191 for additional information or with any questions regarding the Faculty of Medicine Policy on Conflicts of Interest and Commitment. Http://www.hms.harvard.edu/integrity/
c) *Are there any plans for commercial development related to the findings of this study?  Possibly-yes.  If yes,  please describe.  Inventions and computational tools  from the PI's lab are routinely disclosed to the HMS-OTL.  This project is as likely as any other to follow that path.
d) *Will the investigator financially benefit if the findings are commercialized?  

     Yes. If yes, please describe. Royalties.
e) *Will participants financially benefit if the findings are commercialized?  Possibly-yes.  If yes, please describe.  If personal genome sequences turn out to be expensive and valuable, then the participants will have theirs at no cost.
*Please note that these issues must be disclosed in the informed consent form.


18.  Required Signatures:

By signing this application form:

· I agree to accept responsibility for the rights and welfare of the human subjects involved with this study.

· I agree that the benefits outweigh the risks to the participants in this study. 

· I agree to comply with the Harvard Medical School/Harvard School of Dental Medicine Committee on Human Studies policies and procedures, as well as the Harvard Faculty of Medicine Policy on Conflicts of Interest and Commitment (http://www.hms.harvard.edu/integrity/), and Harvard University’s Statement of Policies and Procedures Governing the Use of Human Subjects in Research    (http://www.hms.harvard.edu/orsp/human_assur.html) . 
· I certify that, to the best of my knowledge, I am in compliance with the Department of Health and Human Services and Federal Drug Administration policies and procedures regarding the protection of human subjects. 
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____________________________



_______________________________


Principal Investigator



            Department Chair



14-Sep-2004

____________________________



_____Dr. Philip Leder_______________

Date





            Print Department Chair Name

              (revised 16-Aug-2005)








____________________________









Date
Additional Signatures Required:  None
For projects involving medical education/curriculum:
_______________________________








Malcolm Cox, MD








Dean for Medical Education








______________________________








Date







For student projects:
______________________________



_______________________________

Student Investigator 




*Mentor Signature

*Please note that letter from mentor is also required. 

______________________________



_______________________________

Date






Date


For HSDM student projects:

_______________________________


________________





Catherine Hayes, DMD, DMSc


Date
Chair, HSDM Research Training Committee
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