VAPORHCS Research Administration Office

IRB Phase 0-1 Trial Review Checklist 
	Principal Investigator:
	     

	Project Number (ID#):
	     
	Review Date:  
	     

	Type of Review:
 FORMCHECKBOX 
 IRB      FORMCHECKBOX 
 R&DC    FORMCHECKBOX 
 Institution
Reviewer:      
Reviewer attestation: by entering my name above, I am confirming that I completed this review and did not have a conflict of interest with this protocol. 



Review Guidance: There is no prohibition against doing Phase 0-1 studies in the VA, but Phase 0-1 studies are the highest risk because they are first in human studies and one must have a full awareness of all of the issues and responsibilities the institution, IRB, and the investigator takes when a Phase 0-1 study is proposed, whether first in human testing involves healthy volunteers or volunteers with the condition that the investigational drug is being tested, such as oncology patients with a specific type of cancer, such as Stage IV multiple myeloma.  The reviewing IRB as well as the R&D Committee must have an understanding of the institutional and human subject protection issues that apply to the review and conduct of these studies. 
Regulatory-based, key issues to be taken into consideration as part of Phase 0-1 review are listed below. Review all project materials, including the protocol, IRB Application, consent form, etc., to make your determinations.
	
	
	Yes
	No

	1.
	Are there any Investigator qualifications issues?
If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	· Has the PI conducted clinical trials previously, phase 0-1 studies, and/or been a Principal Investigator of a Phase 0, 1, 2, or 3 clinical trial that is investigator initiated? NOTE: Information regarding the PI’s experience and competence can be located in the Preliminary Studies section of the VAPORHCS Research Protocol/Local Protocol Addendum. 

 Yes
No


	2.
	Are there any subject issues related to the Investigator/Institution/IRB review and/or conduct of the study?

If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	· Who is the subject population – healthy volunteers or volunteers with the condition?  If healthy volunteers, how can the study be done with Veterans since most Veterans who receive VHA health care are not “healthy” (e.g. inclusion/exclusion criteria does not fully take into consideration co-morbidities and/or other underlying health issues for identifying “healthy” volunteers and enrolling them into a study which there is no direct benefit to the subject). If the subjects are volunteers with the condition, the issue of no benefit to the volunteer remains; concern must also be given to whether the administration of the drug may induce additional morbidities or mortality.  How will subjects be recruited and is any coercion or undue influence applicable to the recruitment activities?  
· Informed consent – how is the informed consent going to adequately convey that the study will not give any direct benefit to the subjects and also convey the risks?

· Subject payment – Investigator, IRB, Institution – Phase 0-1 studies are of no direct benefit to the subjects, but there is time and effort that will be used by the subjects. Will subjects be paid, and if so, is it an amount that is fair or does it constitute undue influence?  

Yes
No

	3.
	Are there any research design issues related to the Investigator/Institution/IRB review and/or conduct of the study?

If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	

	· Do the risks that will be incurred by subjects allow the research to be done in relation to anticipated benefits, if any, to the subjects and the importance of the knowledge that may be expected to result as per the required evaluation by an IRB of 21 CFR 56.111(a)(2) & 45 CFR 46.111(a)(2)?  What measures are being put in place for minimizing risks – what subject monitoring will be done throughout the study and what is the follow-up period to operationalize 21 CFR 56.111(a)(1) & 45 CFR 46.111(a)(1)?  What is the rationale for the safety starting dose and dose increments as well as number of subjects. What is the dose escalation and stopping criteria and are there any crossover considerations?   What are the expected adverse events and what is reporting time frame for reporting adverse events?

Yes
No

	4.
	Are there any monitoring or funding issues related to the Investigator/Institution review and/or conduct of the study?

If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	· In a Phase 0-1 IND study (and any IND study), the sponsor-investigator is responsible for ensuring proper monitoring of the investigation to ensure that the investigation is conducted in accordance with the general investigational plan and protocols contained in the IND as specified in 21 CFR Part 312.50.  This is an unfunded study – who is going to do the regulatory required monitoring that must be done as required by FDA and who is going to pay for it?  Please note – the investigator cannot be his or her own monitor, nor can the IRB or the RCO.  Also, if this is an unfunded study, how are the VA clinical services going to provide the lab tests and any diagnostic procedures/tests that are required for this study when they are done solely for purposes of the research??  
Yes
No

	5.
	Are there any investigator reporting issues related to sponsor requirements?

If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	· Does the Investigator understand the regulatory required sponsor requirements for reporting to FDA as sponsor? 
Yes
No

	6.
	Are there concerns regarding the Phase 0-1 research being proposed and its relevance to the mission of the VA and the Veteran population?

If YES, describe issue(s):      
	 FORMCHECKBOX 

	 FORMCHECKBOX 


	Points to Consider:

	· VA Mission Statement: To fulfill President Lincoln’s promise, “To care for him who shall have borne the battle, and for his widow, and is orphan” by serving and honoring the men and women who are America’s Veterans.

· VA’s five core values underscore the obligations inherent in VA’s mission: Integrity, Commitment, Advocacy, Respect, and Excellence.

· Integrity: Act with high moral principle. Adhere to the highest professional standards. Maintain the trust and confidence of all with whom I engage

· Commitment: Work diligently to serve Veterans and other beneficiaries. Be driven by an earnest belief in VA’s mission. Fulfill my individual responsibilities and organizational responsibilities.

· Advocacy: Be truly Veteran-centric by identifying, fully considering, and appropriately advancing the interests of Veterans and other beneficiaries.

· Respect: Treat all those I serve and with whom I work with dignity and respect. Show respect to earn it.

· Excellence: Strive for the highest quality and continuous improvement. Be thoughtful and decisive in leadership, accountable for my actions, willing to admit mistakes, and rigorous in correcting them.




	ADDITIONAL COMMENTS AND/OR CONCERNS:
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