University of California, Los Angeles
APPLICATION FOR HUMAN PLURIPOTENT STEM CELL 
& HUMAN SUBJECTS RESEARCH 

 (IRB and Human Pluripotent Stem Cell Research Oversight (hPSCRO) Committee Review)

	PROJECT TITLE:


	PRINCIPAL
Name 

Degree(s)

University Title

Campus Phone No.
INVESTIGATOR:


	
Department 
Campus  Mailing Address
Campus Mail Code 
e-mail Address


	CO-INVESTIGATOR
Name 

Degree(s)

University Title

Campus Phone No.
or FACULTY SPONSOR:
_____
_____
_____
_____

	
Department 
Campus Mailing Address 

Campus Mail Code 

e-mail Address

_____
_____
_____
_____

	PRIMARY CONTACT
Name 

Campus Phone No.

e-mail Address
PERSON:


	APPLICATION STATUS:  New     Addendum    Renewal      Previous IRB number, if applicable: ____________  Previous hPSCRO number:____________                                                   

                                                                           


SECTION I: ASSURANCES 

INVESTIGATOR'S ASSURANCE
I certify that the information provided in this application is complete and correct.

I understand that as Principal Investigator, I have ultimate responsibility for the conduct of the study, the ethical performance of the project, and strict adherence to any stipulations imposed by the hPSCRO Committee.

I agree to comply with all UCLA policies and procedures, as well as with all applicable Federal, State, and local laws regarding hPSC research, including, but not limited to, the following:

· performing the project by qualified personnel according to the approved protocol,

· implementing no changes in the approved protocol or informed consent form without prior hPSCRO and when applicable IRB approval, except (where necessary to eliminate apparent immediate hazards to the human subjects or others),
· promptly reporting significant or untoward adverse effects to the hPSCRO Committee in writing within 5 working days of occurrence,

· if I will be unavailable to direct this research personally, as when on sabbatical leave or vacation, I will arrange for an hPSCRO Committee and when applicable IRB approved co-investigator to assume direct responsibility in my absence,
· obtaining the legally effective informed consent from human subjects, and using only the currently hPSCRO and when applicable IRB approved, stamped consent form with human subjects,
· ANY DISTRIBUTION OF CELLS OR DERIVATIVES TO INDIVIDUALS NOT NAMED IN THIS PROTOCOL REQUIRES PROSPECTIVE REVIEW AND APPROVAL OF BANKING AND DISTRIBUTION PROCEDURES BY THIS COMMITTEE.
____________________________________________________________________

Principal Investigator                                              Date
Section II – Research Checklist & required approvals/documentation
Type of Research:

Does your research involve the following (check all that apply):

 FORMCHECKBOX 
 In vitro research

 FORMCHECKBOX 
 In vivo research (if checked, please complete Appendix A.)
 FORMCHECKBOX 
 Research involving the creation of organoids without a mammalian model

 FORMCHECKBOX 
 Research involving the creation of organoids with a mammalian model (if checked, please complete Appendix A.)
 FORMCHECKBOX 
 Research involving putting human cells into the brain of non-human animals (if checked please complete Appendix A.)
 FORMCHECKBOX 
 Research involving the creation of human brain organoids 

 FORMCHECKBOX 
 Research involving manipulations to the germline 

 FORMCHECKBOX 
 Research involving the creation of iblastoids (if checked please complete Appendix B.)
 FORMCHECKBOX 
 Research involving the creation of gametes
 FORMCHECKBOX 
 Research involving introduction of hPSC and/or neuro-progenitor cells into non-human animal brains (if checked, please complete Appendix A.)
 FORMCHECKBOX 
 hESC lines included in the NIH Stem Cell Registry (https://grants.nih.gov/stem_cells/registry/current.htm)

 FORMCHECKBOX 
 Cadaveric tissue used as a source for hPSC derivation
 FORMCHECKBOX 
 Non-registered
 hPSC lines provided by another UCLA investigator

 FORMCHECKBOX 
 Non-registered1 hPSC lines provided by a non-UCLA person or entity (if checked, please complete Appendix C.)
 FORMCHECKBOX 
 Sending cell lines to another institution or extramural collaborator (if checked, please complete Appendix D.)

 FORMCHECKBOX 
 Creating a bank of primary biological material and/or hPSCs for distribution to other investigators (if checked, please complete Appendix E.)

 FORMCHECKBOX 
 The research introduces hPSC/derivatives into non-human primate blastocysts
 FORMCHECKBOX 
 The research introduces hPSC/derivatives or neural progenitor cells into human blastocysts
 FORMCHECKBOX 
 The research includes interaction or intervention with living individual (example blood draw, biopsy, etc.)
 FORMCHECKBOX 
 The research involves donation of embryos or work with embryos (if checked, please complete Appendix F.)
 FORMCHECKBOX 
 The research includes a clinical trial (if checked, please complete Appendix G.)
Required Approvals and Documentation:

In your email submission please include the following documents (check all that apply):

 FORMCHECKBOX 
 UCLA Institutional Biosafety Committee (IBC) Approval Letter (https://rsawa.research.ucla.edu/ibc/) 

 FORMCHECKBOX 
 UCLA Animal Research Committee (ARC) Approval Letter (https://rsawa.research.ucla.edu/arc/)  

 FORMCHECKBOX 
 UCLA Institutional Review Board (IRB) Approval Letter (https://ohrpp.research.ucla.edu/)
 FORMCHECKBOX 
 Copy of UCLA IRB Approved Informed Consent Form(s)
 FORMCHECKBOX 
 Copy of Contract or Grant(s)

 FORMCHECKBOX 
 Material Transfer Agreement(s) (MTA)/Simple Letter Agreement (SLA)* 

 FORMCHECKBOX 
 Non-UCLA IRB/SCRO Approval Letter (if receiving hPSC lines and/or other materials from an extramural source, except those lines previously approved by the Committee). See Section VI.

 FORMCHECKBOX 
 Non-UCLA Informed Consent Form (ICF) (for collection of original biological material at an institution other than UCLA) 

* MTA submissions with the Technology Development Group (TDG) can be can done in parallel (https://tdg.ucla.edu/) 
Section III – Co-investigators & FundinG
Co-Investigators/Collaborators:

Please provide the following information regarding all co-Investigators and collaborators:

 FORMCHECKBOX 
Intramural co-investigator  FORMCHECKBOX 
 Extramural co-investigator  FORMCHECKBOX 
 Collaborator


[Name, degree]


[Title]


[Campus email]

 FORMCHECKBOX 
Intramural co-investigator  FORMCHECKBOX 
 Extramural co-investigator  FORMCHECKBOX 
 Collaborator


[Name, degree]


[Title]


[Campus email]

Funding:

Please provide the following information regarding funding for this project. Please include all funding sources of this research as well as pending funding source(s): 

P.I. of Contract or Grant: 
Funding Source: 
Contract or Grant No.: 
Contract or Grant Title: 
P.I. of Contract or Grant: 
Funding Source: 
Contract or Grant No.: 
Contract or Grant Title: 
SECTION IV – Protocol SUMMARY INFORMATION:
1. LAY LANGUAGE SUMMARY: (Please use non-technical language to summarize the proposed research project and that is understood by nonscientific members. The information must include: (1) a brief statement of the problem and related theory supporting the intent of the study, and (2) a brief but specific description of the procedure(s) involving the human subjects.)  
CHARACTERISTICS OF THE SUBJECT POPULATION
2. Number of Subjects:  What is the anticipated number of subjects/donors to be enrolled at UCLA and, in the case of multi-center research, the total number of subjects for the entire project?  

[According to Federal regulations and California law previously stored embryos, gametes, and stem cells are not human subjects
 IF the material does not include identifiable private information that directly or indirectly links back to the donors. “Private Information includes… information that has been provided for specific purposes by an individual and that the individual can reasonably expect will not be made public (e.g., a medical record).” [45 CFR 46.102(e)(1)(ii)(4)] 
	Institution
	Number of Primary Subjects/Donors
	Number of Controls
	TOTAL

	1.  UCLA
	
	
	

	2.  
	
	
	

	3.  
	
	
	


3. Inclusion/Exclusion Criteria:  

a. What are the criteria for inclusion? 
b. What are the criteria for exclusion?  
c. How will eligibility be determined, and by whom?  
d. Are any inclusion or exclusion criteria based on age, gender, pregnancy or childbearing potential, or racial/ethnic origin?  If so, explain and justify.


Note: Equitable inclusion of both men and women of all ages, and individuals from diverse racial/ethnic backgrounds, is important to assure that they receive an equal share of the potential benefits of research and that they do not bear a disproportionate share of its burdens.  Participation of adult subjects of both genders and diverse racial/ethnic backgrounds should not be restricted without medical or scientific justification.

SUBJECT IDENTIFICATION AND RECRUITMENT
4. Method of Subject Identification and Recruitment:  What method(s) were or will be used to identify and recruit subjects/donors? Please attach a copy of any advertisements/notices and letters to subjects.  Note: The identification and recruitment of subjects must be ethically and legally acceptable and free of coercion or undue influence. Procedures used to recruit subjects should be designed to reach diverse populations.
METHODS AND PROCEDURES
5. Does the study design include the following (check all that apply):
 FORMCHECKBOX 
Biopsy (skin or other, if other please list: ___________) 


Quantity for each subject: ______________


 FORMCHECKBOX 
Blood 




Quantity for each subject: ______________
 FORMCHECKBOX 
Muscle


Quantity for each subject: ______________
 FORMCHECKBOX 
Hair   

 FORMCHECKBOX 
Saliva
 FORMCHECKBOX 
Urine

 FORMCHECKBOX 
Other: If other please explain: ______________________
6. Is the biopsy/blood draw, etc. for:

 FORMCHECKBOX 
Research
 FORMCHECKBOX 
Standard clinical procedure

7. If standard clinical procedure is checked above, will you be requesting additional material:

 FORMCHECKBOX 
As part of the clinical procedure (if checked please explain why) 
 FORMCHECKBOX 
Only be using residual 
Data Collection, Storage and Confidentiality  

Note: The principal investigator is responsible for taking all necessary steps to maintain the confidentiality of data. This includes coding data and choosing an appropriate and secure data storage mechanism that will prevent unauthorized access to the data.  Where appropriate, the principal investigator should seek a certificate of confidentiality from the federal government.

8. Coding the material: Please indicate if the cells are:

 FORMCHECKBOX 

Anonymous.  (These samples are supplied to investigators from an unidentified collection of human biological samples.)
-  Please describe the process for either (a) the original obtaining of the cells was without direct or direct identifiers, or (b) stripping the material of all direct and indirect donor identifiers.

 FORMCHECKBOX 

Direct Identifiers.  (These samples are supplied from identified specimens with a personal identifier (such as a name, patient number, or HIPAA defined PHI) that would allow the researcher to link the biological information derived from the research directly to the individual from whom the material was obtained.)

Please indicate the direct identifiers provided with the material and provide a justification for retaining direct identifiers with the material.  \
 FORMCHECKBOX 

Coded Identifiers.  (Sometimes termed “linked” or “identifiable,” these samples are supplied to investigators from identified specimens with a code such as “A001” that could be linked back to identifiers of the donors rather than with personally identifying information, such as a name or social security number.)
(1) Please describe the process for coding the samples

(2) Please explain where the link is stored

(3) Please identify the personnel with access to the links and their training in confidentiality procedures

 FORMCHECKBOX 

Anonymized (Deidentified).  Please describe the deidentification process

(Unlinked samples: Sometimes termed ‘anonymized,’ these samples lack identifiers or codes that can link a particular sample to an identified specimen or a particular human being.”)
Please also check the following applicable box:

 FORMCHECKBOX 

Anonymization occurs prior to storing of samples

 FORMCHECKBOX 

Anonymization occurs prior to distribution of samples

 FORMCHECKBOX 

Material will be anonymized when provided to investigators 
9. What will happen to the data when the research has been completed?

RISK/BENEFIT ASSESSMENT
10. Potential Benefits.  Please list each subject population (e.g., subject donors, subject recipient of a product, embryo donors, gamete donors, somatic cell donors, etc) and outline the potential direct benefits that they may accrue.  If subjects will not directly benefit from the research, please state as much.  
a. What potential direct benefits may subjects receive as a result of their participation in the research?
b. What potential benefits to the population the subjects represent and/or to society may be expected from this research? Note: Societal benefits generally refer to the advancement of medical knowledge and/or possible benefit to future patients.
11. Creation of Potential Clinical Information:


Clinically significant information


YES
NO
 FORMCHECKBOX 

 FORMCHECKBOX 

Is it possible the research will result in information that may be clinically significant to the donors?  
If yes, please explain whether such information will be validated using proven scientific peer reviewed methodologies?

YES
NO

 FORMCHECKBOX 
                FORMCHECKBOX 

Do you intend to provide findings to subject/donors?  


If yes, the IRB strongly recommends that subject/donors only receive clinically validated information that has proven clinical utility.  Please discuss.

YES
NO
 FORMCHECKBOX 

 FORMCHECKBOX 

If you intend to provide findings to subject/donors, will the tests be performed under the Clinical Laboratory Improvement Amendment (CLIA) of 1988 in a CLIA certified laboratory?  


If not, please provide an ethical and scientific justification for providing such results without a CLIA certified laboratory test.  [PLEASE NOTE: CLIA regulations do not permit the return of research results to subject/donors if the tests were not conducted in a CLIA certified laboratory.]

YES
NO
 FORMCHECKBOX 

 FORMCHECKBOX 

Genetic counseling (please respond if you answered YES above): Will information be provided to subject/donors in the context of genetic counseling?  


If yes, please provide the name and qualifications of the person providing the counseling and include such information in the informed consent document.



If no, please provide an ethical and scientific justification for not providing subject/donors with genetic counseling at the time they are provided with personal genetic information.

FINANCIAL CONSIDERATIONS
12. Payment for Participation: Describe all plans to pay subjects, in cash or in kind.  If no payment is planned, that should be stated.  Note: The FDA encourages a prorated system of payment whereby subjects who do not finish the protocol are paid in proportion to the part completed.  The amount of payment must be justified and not constitute undue inducement of the subject to participate in the research. A non-prorated system of payment should be justified in this section.
YES
NO
 FORMCHECKBOX 
                FORMCHECKBOX 

Will subjects receive any payment for participation?  


If yes, please indicate the amount and any research milestones necessary to receive payment, including conditions for full or partial payment. 

YES
NO
 FORMCHECKBOX 
                FORMCHECKBOX 

Will subjects be reimbursed for parking, travel and other expenses?  
If yes, please indicate the amount and any research milestones necessary to receive full or partial payment. 
YES
NO

 FORMCHECKBOX 
                FORMCHECKBOX 
     Will subjects receive services or other benefits instead of cash? 

If yes, please describe.
YES
NO

 FORMCHECKBOX 
                FORMCHECKBOX 
  Will subjects incur any financial obligations as a result of participating in the study?  


If yes, please explain.
INFORMED CONSENT
13. Will all adult subjects have the capacity to give informed consent? If no please explain why.


14. Personnel Inviting Participants:  Note: Only those individuals authorized by the IRB to solicit informed consent may sign the consent form confirming that the prospective subject was provided the necessary information and that any questions asked were answered.

 CIRM regulations and NAS guidelines highlight that to facilitate autonomous choice, decisions related to the creation of embryos for infertility treatment shall be free of influence of investigators who propose to derive or use hESCs in research.  Whenever it is practicable, the attending physician responsible for the infertility treatment and the investigator deriving or proposing to use hESCs shall not be the same person.  
Please list each person who will discuss the research donation with donor(s), obtain informed consent, and describe their training in research informed consent procedures:
	Person obtaining informed consent
	Informed consent training

	1.  
	1.  

	2.
	2.

	3.
	3.

	4.
	4.


15. Process of Informed Consent:  
a. How and where will the informed consent process take place? 
b. How will it be structured to enhance independent and thoughtful decision-making?  
c. What steps will be taken to avoid coercion or undue influence?
d. Assessing subject’s understanding of the research: 
d1. How and by whom will it be determined whether the subjects understand the information provided? 
d2.  Please describe how you will assess donors’ understanding of the research.  (If the research includes oocyte donation, it is recommended that investigator’s use the hESC Informed Consent Evaluation form to assess oocyte donors’ understanding of the informed consent process.  Investigators may propose other strategies that ensure adequate assessment.) 
16. Information Withheld From Subjects:  Will any information about the research purpose and design be withheld from potential or participating subjects? If so, explain and justify the non-disclosure and describe plans for post-study debriefing. Note:  CIRM regulations and NAS guidelines do not allow the withholding of information from donors.
17. Consent/Assent Forms:  Please attach the informed consent form for the research, including informed consent forms used by the provider investigator/institution for the donation of the material.  PLEASE NOTE:  Prospective research informed consent from donors is required in order for the material to be used in research.  
SECTION V – hPSC SCIENTIFIC PROTOCOL
1. OBJECTIVES AND EXPERIMENTS

a. Please concisely state the objectives as they correspond to the research hypothesis and outline how the study design will answer the scientific questions posed in the objectives.

b. Please include numbered aims (Aim 1, Aim 2, etc.) and the experiments supporting the aims. 
2. Materials Checklist: Please complete the following table:


For a list of Federal registered cell lines, please see: http://stemcells.nih.gov/research/registry/ 

	Provider/Source
	Cell Line Name

If deriving new hPSC please indicate the primary biological material source (somatic cells, fetal tissue, cord blood, cadaveric material, etc.
	NIH Registry # (if applicable)
	UCLA MTA #

	 EX:  WiCell
	WiCell: H1
	NIH-0043, 
	06-W008

	1. 
	
	
	

	2.
	
	
	

	3. 
	
	
	


Information about the cells:
3. Please explain how the pluripotency will be determined?  Please attach details of the procedure.

4. Please detail the methods used to induce differentiation.  

5. Do you wish to maintain cells after the completion of the research?


 FORMCHECKBOX 
 YES  FORMCHECKBOX 
NO (if no, and you intend to create a bank, please complete Appendix E. Banking Protocol)
a.  If YES
 FORMCHECKBOX 
 will the cells be maintained in your lab
OR
 FORMCHECKBOX 
 banked in the UCLA BSCRC Stem Cell Core Bank
b.  If you will not maintain the cells after the completion of the research, please describe the process for disposal of the cells.
RENEWAL APPLICATION
1. Are you adding any of the following (please check all that apply):

   Yes No
 FORMCHECKBOX 

 FORMCHECKBOX 
 New co-investigators or collaborators (if checked please update Section III above)

 FORMCHECKBOX 

 FORMCHECKBOX 
 New funding source (if checked please update Section III above and provide one (1) electronic copy of the complete new grant or contract)

 FORMCHECKBOX 

 FORMCHECKBOX 
 New hESC lines included in the NIH Stem Cell Registry (if checked please update the table in Section V.2. above)

 FORMCHECKBOX 

 FORMCHECKBOX 
 New non-registered hPSC lines provided by another UCLA investigator (if checked please update the table in Section V.2. above)
 FORMCHECKBOX 

 FORMCHECKBOX 
 New non-registered hPSC lines (if checked please update the table in Section V.2. above and update/complete Appendix C.)
 FORMCHECKBOX 

 New experiments or modifications to the research (if YES, please update Section V)
 FORMCHECKBOX 

 FORMCHECKBOX 
 New in vivo research (if checked, please update/complete Appendix A.)
All modifications should be in “track changes”.
2. Please provide a summary of the research activities to date.

3. Please provide references to any publications resulting from the research.
4. What benefits to the participating subjects or to society have been derived?
5. Please complete the following table regarding subject enrollment:
	Total number of subjects enrolled since start of project
	Number of subjects enrolled since last renewal
	Total number of controls enrolled since start of project
	Number of controls enrolled since last renewal
	Number of subjects still needed to complete study
	Number of controls still needed to complete study

	 
	
	
	
	
	


6. Has there been any difficulty obtaining/retaining subjects or obtaining informed consent during the previous approval period? 
 FORMCHECKBOX 
 YES (If yes please explain why)
 FORMCHECKBOX 
NO

7. Please complete the following table:

	Number of potential subjects who refused participation
	Number of subjects who voluntarily withdrew participation at their own request
	Number of subjects who have withdrawn participation at the request of the PI
	Number of subjects requested withdrawal of their biological material from research

	 
	
	
	


7.1 Please provide the reasons, if any, subjects provided for refusing or withdrawing participation in the research and/or withdrawing their biological material.

8. Have there been any unexpected reactions or complications since last scheduled review?
9. Were you able to successfully reprogram the cells?
 FORMCHECKBOX 
 YES 
 FORMCHECKBOX 
 NO (If no please explain why you were not able to reprogram the cells and the steps you are taking to address the problem.)
10. For iPSC research, please describe the outcome of the reprogramming of the materials collected from donors by completing the following table:

	Number of iPSC lines created since the start of the project
	Number of iPSC lines created since the last renewal

	 
	



10.1 If low efficiency, please explain why. 
11. If your project includes embryo donation or work with embryos please complete appendix G. 
12. Milestones: Please list the study parameters/milestones and the timeline for completion. Chart format is preferred. 
	Aim
	Milestone/Parameters
	Check if Completed
	Completion Date
	Major findings (if milestone not complete please explain)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


� “Registered” means on the NIH Stem Cell Registry: � HYPERLINK "https://grants.nih.gov/stem_cells/registry/current.htm" �https://grants.nih.gov/stem_cells/registry/current.htm� or CIRM: � HYPERLINK "https://www.cirm.ca.gov/our-funding/acceptably-derived-embryonic-stem-cell-lines" �https://www.cirm.ca.gov/our-funding/acceptably-derived-embryonic-stem-cell-lines�  


� A Human Subject is “a living individual about whom an investigator (whether professional or student) conducting research: (i) Obtains information or biospecimens through intervention or interaction with the individual, and uses, studies, or analyzes the information or biospecimens; or (ii) Obtains, uses, studies, analyzes, or generates identifiable private information or identifiable biospecimens.” [45 CFR 46.102(e)]





� Terms and definitions from National Bioethics Advisory Commission, Research Involving Human Biological Materials: Ethical Issues and Policy Guidance, Volume 1: Rockville, Maryland August; 1999.    
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