

Additional checklist for research projects involving genetic tests

In response to increasing national concern about genetic testing and other genetic studies, JPEC is now examining all studies, which involve genetics with increased scrutiny. While genetic studies often involve minimal physical risk, they do carry significant psychological and social risks. Genetic information carries with it risks to insurability, risks to family life (for e.g.: in incidentally generated information about paternity) and risks to life plans (e.g.: from discovery of previously unknown but possibly stigmatizing conditions.) At the same time, it is important for the subject to understand that much genetic information requires sophisticated interpretation or has no interpretation presently. Applicants of such studies should clearly delineate the risks, and address how he will seek to minimize them.
Research using human tissues and biological specimens requiring ethical approval and written informed consent are largely grouped into :

a. research using tissue samples or biological specimens obtained specifically for research purposes, which would not be collected otherwise.
b. use of  **identified or coded residual fresh tissue samples (ie. in whole or in part) of that which was removed surgically for clinical treatment and/or pathology purposes. A pathologist is required to be included as a co-investigator.
c. Use of archived or banked tissue samples (**identified or coded), such as paraffin blocks or fixed pathology specimens, or tissues that have been previously collected for a different research project (ie. existing tissue samples)
This checklist is a tool developed by JPEC to aid members in conducting a thorough and systematic review of new applications for ethical approval. 
It is important that this checklist is used in conjunction with the existing JPEC “Checklist for Ethical Review of a New Application” in any study in which samples are to be obtained for genetic analysis. This includes such studies as industry-sponsored drug or device trials in which genetics research is not the main focus of the study, and the donation of a sample for potential genetic testing is optional. 
	JPEC application number
	

	Title of research project
	

	Research project protocol no.
	


	No.
	Element Reviewed 
	Relevant Questions


	If available, usually found in following document:
	Yes
	No  
	NA=not applicable

NR=not reviewed

Or Comments

	1.
	Purpose of the study
	Is the specific reason and its importance for the genetic study clearly indicated? (e.g. “to identify genetic reasons for a better response to a type of drug” or “to identify the gene responsible for the action of this drug” or “for genetic research studies involving diseases of the elderly e.g. cancer, heart disease, Alzheimer’s disease” etc)

	Research protocol
	
	
	

	2.
	Procedures
	How is the sample being collected?

	Research protocol
	
	
	

	
	
	Who will handle the samples?


	Research protocol
	
	
	

	
	
	Where will the sample be stored?

	Research protocol
	
	
	

	
	
	How long will the sample be stored for?


	Research protocol
	
	
	

	
	
	Will the principal investigator be collecting more tissue than needed for clinical purposes?


	Research protocol
	
	
	

	
	
	Will there be genetics counseling available to subjects before and after testing? 
	Subject information and informed consent form
	
	
	

	3.
	Control and ownership of the samples
	Who owns the samples? The subjects may not be asked to give up their rights to the DNA. The consent  document may not contain exculpatory language. (The investigator must put a  “Moore Clause” in the consent)

	Research protocol
	
	
	

	
	
	What are the *tiered consent given?
	Subject information and informed consent form
	
	
	

	
	
	Are the subjects informed that their biological samples, genetic material, or related subject information may be given, with subject identifiers, to secondary investigators or external entities?


	Subject information and informed consent form
	
	
	

	4.
	Subject access to genetic information
	Does the research involve analysis of genes known to be implicated in the disorder(s), syndrome(s), or condition(s) that are being studied?
	Research protocol
	
	
	

	
	
	Or, alternately, does the research involve finding the gene(s) that may cause the condition, or genetic markers that co segregate with the condition studied?


	Research protocol
	
	
	

	
	
	Are the subjects informed regarding what information they are entitled to receive? 
	Subject information and informed consent form
	
	
	

	
	
	Are the subjects aware that the genetics information will only be conveyed if they want to know? (i.e. they have the right to decline to be informed as to their genetic status)


	Subject information and informed consent form
	
	
	

	
	
	Does an effective, state of the art intervention/therapy exist with respect to the gene and disease being studied?


	Subject information and informed consent form
	
	
	

	
	
	If results will not be provided to subjects, is there an explanation? (e.g. in situations where the genetic data cannot yet be interpreted or applied in a clinically relevant or meaningful manner)
	Subject information and informed consent form
	
	
	

	
	
	If findings are to be **disclosed, are the disclosure procedures described? (e.g. genetic counseling)


	Subject information and informed consent form
	
	
	

	
	
	Is the point at which the findings will be disclosed indicated? (e.g. interim results)


	Research protocol
	
	
	

	
	
	Is there a policy regarding disclosure of incidental findings? (ie. If the study discovers that an asymptomatic individual has a defective gene, what will this mean for the subject, in terms of risk and/or course of disease)


	Research protocol
	
	
	

	5.
	Secondary use 
	Will the samples be used to establish permanent cell lines that will provide a continuing supply of DNA?

	Subject information and informed consent form
	
	
	

	
	
	Are the subjects given the option of consenting now to future second use of  their samples? 
	Subject information and informed consent form
	
	
	

	
	
	Is there a possibility that the subjects may be re-contacted in the future about their samples? 
	Subject information and informed consent form
	
	
	

	
	
	Is a choice given to the subjects to limit the use of their samples?
	Subject information and informed consent form
	
	
	

	6.
	Risks and benefits
	Are the social risks involved mentioned? (e.g. breach of confidentiality could impact insurability, employability, reproduction plans, family relationships, immigration status, paternity suits, stigmatization)

	Subject information and informed consent form
	
	
	

	
	
	Are the psychological risks explained? (eg. if information is disclosed, either intentionally or inadvertently, the impact of knowing the results, the impact if no effective therapy exists and psychological stress for family members)

	Subject information and informed consent form
	
	
	

	
	
	Are the physical risks involved described? (e.g. the usual risks associated with the collection of biological  samples for research purposes)
	Subject information and informed consent form
	
	
	

	
	
	Are they warned of the possibility that there may be risks that at this time are not known?


	Subject information and informed consent form
	
	
	

	
	
	Does research involve gene therapy?


	Research protocol
	
	
	

	
	
	Are the subjects informed of no direct benefit from the research, if applicable? Or are they informed of uncertainties regarding benefits?


	Research protocol
	
	
	

	
	
	Are the potential benefits appropriately discussed? (e.g. advancement of knowledge; clinical relevance to individual, family or society; long term benefit if investigator plans to re-contact subjects to disclose clinically relevant information)


	Research protocol
	
	
	

	7.
	Inclusion of family members
	Are family members(whether affected or unaffected) included in the study? 

	Subject information and informed consent form
	
	
	

	
	
	Is the intention to perform family studies now or in the future?
	Subject information and informed consent form
	
	
	

	
	
	Is individual consent and confidentiality agreement obtained for each family member involved?


	Subject information and informed consent form
	
	
	

	8.
	Confidentiality
	What is the mechanism used to protect the confidentiality of the samples? 

*** ways of coding the samples

	Subject information and informed consent form
	
	
	

	
	
	Will the sample be able to be withdrawn if the subject changes his/her mind about participation in the genetic portion of the study?


	Subject information and informed consent form
	
	
	

	
	
	Is there a plan to destroy the samples in the future? If so, when? And, is there a justification for keeping the sample identification past the end of the research study provided?


	Subject information and informed consent form
	
	
	

	
	
	Is there a procedure on how the data obtained will be stored and to whom they will be available?
	Subject information and informed consent form
	
	
	

	
	
	Is there a statement saying that the study data will not be revealed to any organizations or individuals other than the subjects themselves?


	Subject information and informed consent form
	
	
	

	
	
	Has it been stated that the subject or subject’s family will not be identified in any publication of the research study?


	Subject information and informed consent form
	
	
	

	
	
	Is it stated that there will not be any study data entered in the subjects’ medical records (since placing any genetic information in subjects’ medical records may lead to denial of medical insurance and/or employment)?
	Subject information and informed consent form
	
	
	

	9.
	Possible exceptions to ensuring confidentiality (“required by law”)
	Are the subjects informed that confidentiality may be breached in circumstances where reporting of observations of abuse or behavior suggesting potential harm to self or others or in circumstances  where the subject’s records may be inspected by appropriate government agencies or released in response to a court order.


	Subject information and informed consent form
	
	
	

	10.
	Costs to subject
	Has subject been informed of any costs of participation not covered in study such as the costs of genetic counseling of psycho/social counseling?


	Research protocol
	
	
	

	
	
	Is there any payment made associated with the time and inconvenience of their study participation?
	Subject information and informed consent form
	
	
	

	
	
	Could the research lead to commercially valuable product? and if so, it needs to be clearly stated that the subjects will not be  recipients of any financial reward.


	Subject information and informed consent form
	
	
	

	11.
	Significant new findings
	Will subjects be promptly notified if any other information about the research study develops during the course of the study which may cause them to change their mind about continuing to participate?


	Subject information and informed consent form
	
	
	

	12.
	Withdrawal from research study
	Is the right to withdraw without penalty discussed? And what are the procedures for doing so?


	Subject information and informed consent form
	
	
	

	
	
	Are there any limitations on ability of subjects to withdraw data or the samples?
	Subject information and informed consent form
	
	
	

	
	
	After withdrawal from the study, what is the procedures for requesting that the samples be destroyed or identifiers be removed from the samples?
	Subject information and informed consent form
	
	
	


	Date review completed
	

	Name of reviewer
	

	Signature


	


The Moore Clause states who will have control and ownership. As an example, which includes the Moore Clause,


“Dr. PI will be responsible for deciding how it will be used. The specimens collected from you and the DNA that they contain may also be used in additional research to be conducted by the University personnel collaborating in this research. These specimens, DNA, and their derivatives may have significant therapeutic or commercial value. You consent to such uses.”

*Tiered consent examples (not exhaustive)

a. permitting ***coded use of their biological materials for the proposed study only, with no further contact permitted to ask for permission to do further studies

b. permitting coded use of their biological materials for the proposed study only, with further contact permitted to ask for permission to do further studies,

c. permitting coded use of their biological materials for any study relating to the condition for which the sample was originally collected, with further contact allowed to seek permission for other types of studies,

d. permitting coded use of their biological materials for the proposed study only and ***anonymized use for any kind of future study,

e. permitting only anonymized use of their biological materials in research 

**The National Bioethics Advisory Commission (Washington, USA) report recommends that subjects’ genetics data be made available to subjects under certain circumstances. Disclosure should occur only when all of the following apply: 

· the findings are scientifically valid and confirmed,

· the findings have significant implications for the subject’s health concerns, and

· a course of action to ameliorate or treat these concerns is readily available.

*** There are a number of ways to code the sample, depending upon the information being collected and the access desired in the future. The linkage is important because the sample may be so anonymized that it may not be withdrawn in the future.
Identified samples: There are labeled with personal identifiers such as name or number. The use of a clinical trial subject code does not make the sample/date identified.

Coded samples: These are labeled with a clinical trial subject number that can be traced or linked only by the investigator. The samples themselves do not carry any personal identifiers. The investigator code is available only to him or designated individuals.

De-identified samples: These are double coded and labeled with a unique second number. The link between the clinical subject number and the unique sample number is maintained, but unknown to the investigators or patients.
Anonymized samples: These are double coded and labeled with a unique second number, with the link between the second number and the unique second number being destroyed. These samples could not be traced back.

Anonymous samples: These never had any personal identifiers and the subject identify remains unknown. These usually come with population information such as (the samples are from patients with type II diabetes), but there is no individual clinical data.

This checklist is compiled from information obtained from “DNA Banking and Genetic Research, ARENA/Ada Sue Selwitz, M.A.”
Other references:

1. Human Subjects Division(HSD) – Genetic Testing in Studies, University of Washington

2. Key Issues and Questions in Conducting Human Genetic Research, The online ethics centre for   engineering and science at Case Western Reserve University

3. Informed Consent Guidelines for Genetic Research (2005), University of Buffalo

4. Appendix E, IRB Reference Manual, University of Pittsburg

5. Research Ethics Review Committee(2007), College of Physicians and Surgeons of Alberta

6. Issue on DNA and Informed Consent, Human Research Protection Program, University of California, San Diego
Joint Penang Independent Ethics Committee
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