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	REQUEST FOR MODIFICATION APPROVAL FORM


	· If this study will be done with the GCRC/CRC  the documents should first be sent electronically to gcrcprotocols@virginia.edu or to Lynn Simpson@lss2f@virginia.edu.  Attach Appendix A to this form.  
· There is a pre-review process for all modifications requiring changes to the IRB protocol and/or consent form(s).  In addition, if you are adding a new template section per question16, you will need a pre-review.  You do NOT need to send modifications for pre-review if there are no changes to the IRB protocol and/or consent (and no new template section is being added)– simply submit the hard copies.  
· Pre-reviews are typically conducted within 10 business days.  If you do not hear back from someone at the IRB within this timeframe, please e-mail Theresa Altherr at taa4n@virginia.edu.  

· Documents associated with your modification are to be sent to irbhsr-mods@virginia.edu or to IRBHSROncologyPreReview@virginia.edu if this is an Oncology Protocol.  
· Details regarding the modifications process can be found at the following link: http://www.virginia.edu/vpr/irb/hsr/modifications_process.html
· Once the pre-review is complete, you will be instructed to submit hard copies.  Refer to the “Modification Approval Instructions and Information” section at the end of this document for instructions on submitting hard copies.

· If you wish to modify this document or use any of the links, you must unprotect the document first.  If you don’t know how to do this, use your Help button.  

· If this is an NCI CIRB approved study, you DO NOT need to complete this form.

Incomplete submissions will result in a delay of the IRB-HSR review of your modification.   


	IRB-HSR #      
GCRC #      
	PI Name      

	Sponsor Protocol #      
	Amendment # / Version Date of Protocol      

	Protocol Title:      

	1. 
	 FORMCHECKBOX 
 Minor Change(s)/Minimal Risk

 FORMCHECKBOX 
 Significant Change(s)/Greater Than Minimal Risk  (Full Board Review Required)

	2.
	Summarize and provide a rationale for the change(s).

Do not just write “see attached sponsor summary”.  You must provide an actual summary/list of the key changes.  Attach sponsor summary and rationale of changes (if applicable).    

     

	3.
	Describe how this amendment will affect the risk to benefit ratio for subjects.

     


	4. 
	 FORMCHECKBOX 

Yes
	 FORMCHECKBOX 
 

No


	Do changes require revisions of the IRB-HSR Protocol?  SEE INFORMATION AT THE END OF THIS DOCUMENT: "INSTRUCTIONS FOR MODIFICATIONS FOR PROTOCOLS WITH AN IRB-HSR PROTOCOL AND A NON-IRB PROTOCOL (e.g. Sponsors Protocol)".
If YES, email a copy of the revised protocol with changes tracked from the currently approved IRB Protocol. Once pre-review is complete, must be signed and dated by the PI.  Dept. Chair Signature is not required.

	5.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	 FORMCHECKBOX 

N/A


	Do changes require revision of the consent form(s)? 

If YES, e-mail one (1) copy of revised form(s) with changes tracked from the consent currently approved by the IRB.

	6. 
	 FORMCHECKBOX 

Yes
	 FORMCHECKBOX 
 

No
	Do changes require an additional consent form? 

If YES, email an original of the additional consent form OR consent addendum (if the study is closed to enrollment).

	7.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	Have subjects enrolled in this study?        If YES, does the modification affect the subjects currently enrolled/being treated/or in follow-up?       If YES, describe how you will notify them of the change(s).       

	8.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	Did this study require PRC and/or GCRC approval at the time of initial approval?

All GCRC studies require the modification to be reviewed and approved by the GCRC prior to submission to the IRB.  

	9.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	 FORMCHECKBOX 
 
NA
	Do modifications require PRC approval?

· If you are unsure if your study requires PRC approval, please check your initial PRC approval form or contact the PRC Coordinator at(243-7064)
· If PRC approval is needed, it must be obtained prior to submission to the IRB.

	10.
	 FORMCHECKBOX 
 Yes
	 FORMCHECKBOX 
 No
	 FORMCHECKBOX 
 
NA
	If there was a title change, were the protocol and consent headers updated to reflect the new title? 

	11.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	Were any modification changes requested following a Post Approval Monitoring (PAM) audit?  If yes, please address any outstanding PAM issues along with your other modification requests.

	12.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

NA
	If there was a change in the current status of the study, have you submitted a completed Change in Status Form?

	13.
	 FORMCHECKBOX 
 Yes
	 FORMCHECKBOX 
 No
	 FORMCHECKBOX 

 NA
	If you are adding an IND (investigational drug) or IDE (investigational device) to a UVA investigator initiated study, did you obtain School of Medicine Clinical Trials Office (SOM CTO) review letter?


	14.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	 FORMCHECKBOX 

NA
	If you are becoming the overall PI for a multisite study with this modification did you obtain School of Medicine Clinical Trials Office (SOM CTO) review letter? 

	15.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 

 NA
	If there was a change in the number of subjects to be enrolled at UVa, have you submitted a completed Enrollment Change Form (plus the updated protocol and consent)?  


	16.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	Following this modification will you still have an IRB-HSR protocol?

If not sure how to answer this question- see  INSTRUCTIONS FOR MODIFICATIONS FOR PROTOCOLS WITH AN IRB-HSR PROTOCOL AND A NON-IRB PROTOCOL (e.g. Sponsors Protocol) near the end of this form for additional guidance. 

If yes- answer 16 a and skip 16 b&c
If no, skip 16 a and answer 16 b&c

	16a.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 
No
	 FORMCHECKBOX 

NA
	Only answer this question if you will still have an IRB-HSR protocol after this modification.
 Do you need to add or significantly alter any of the following sections of the protocol/consent?  
· Participation of Children
· Clinical Data Repository
· Cognitive Impairment
· Compensation and/or Reimbursement
· Devices
· Drugs and Biologics
· Gadolinium-Enhanced MRI
· Genetic Research
· Testing for HLA Status
· Specimen Banking
· Video/Audiotaping / Photography
· Waiver of Documentation of Consent (verbal consent)
If YES, go into IRB online and click on the “Modification Templates” tab to add the appropriate template section(s) to your IRB protocol and/or consent.   
Link to IRB online: http://www.irb.virginia.edu/index.cfm?fuseaction=InvestigatorSearch.Search

	16b.
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 
No
	 FORMCHECKBOX 
 
NA 
	Only answer this question if you will NOT have an IRB-HSR protocol after this modification.

Do you need to add or significantly alter anything related to the following?
· Participation of Children
· Clinical Data Repository
· Cognitive Impairment
· Compensation and/or Reimbursement
· Gadolinium-Enhanced MRI
· Video/Audiotaping / Photography
· Waiver of Documentation of Consent (verbal consent)
IF YES, go into IRB online and click on the "Modification Templates" tab.

Follow the instructions with the following exceptions:
· You will not need to update your IRB protocol/protocol application. 
· Ignore the "location to insert column" for the protocol sections.

· Click on the applicable protocol ["P"] section(s) and submit the completed section(s) along with the other documents associated with your modification (this will take the place of updating the IRB protocol).  

· Add the IRB-HSR # and a version date to the template section(s) you have completed.

You will need to update the consent according to the table(s). 

	16c
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 
No
	 FORMCHECKBOX 
 
NA
	Only answer this question if you will NOT have an IRB-HSR protocol after this modification.

Do you need to add or significantly alter anything related to the following?
· Genetic Research
· Testing for HLA Status
· Specimen Banking
IF YES, contact Theresa Altherr at 243-0891 (or Medard Ng at 924-3278 if this is an Oncology trial) for further instructions. 

	17
	 FORMCHECKBOX 
 

Yes
	 FORMCHECKBOX 
 

No
	If you are updating the consent, were non-technical terms used (i.e. 8th grade or lower reading level)?


Additional Comments:      
Submitted by:      






Date:      
Appendix A:  GCRC/CRC Information
	GCRC/CRC Resources that will be affected by proposed changes

 FORMCHECKBOX 
 Biostatistics Support

 FORMCHECKBOX 
 Core Assay Laboratory/Clinical Chemistry

 FORMCHECKBOX 
 Exercise Physiology Laboratory

 FORMCHECKBOX 
 Informatics Core Computer Laboratory

 FORMCHECKBOX 
 Inpatient/Outpatient Nursing

 FORMCHECKBOX 
 Metabolic Kitchen - Nutrition Services

 FORMCHECKBOX 
 Sleep Research Laboratory

 FORMCHECKBOX 
 Strength and Balance Laboratory

 FORMCHECKBOX 
 Imaging Core

	GCRC/CRC Progress Report

Number of subjects studied to date:      
Males:      
Females:      
White:
     
Black:      
Native Hawaiian/Pacific Islander:      
Asian:      
American Indian/Alaska Native:      
Number remaining to be studied:      
Number expected in the next 3 years:      
Please comment on progress-to-date including significant findings and adverse events:

     



MODIFICATION APPROVAL INSTRUCTIONS & INFORMATION

. 

ONCE PRE-REVIEW IS COMPLETED, SUBMIT THE FOLLOWING HARD COPY DOCUMENTATION: 

· Routing Form with Contact Information
· One (1) REQUEST FOR MODIFICATION FORM 
· One (1) original  IRB-HSR protocol with tracked changes displayed, signed and dated by the PI (if revised with the modification) (Unless sponsored by a commercial sponsor or oncology group- see additional instructions below) 
· One (1) TRACKED  IRB-HSR consent (if revised with the modification)
· Two (2) COPIES of the IRB-HSR CLEAN consent (if applicable)
· One (1) Sponsor summary of revisions AND revised protocol  (if applicable)
· One (1) copy of approval or letter from PRC/GCRC/IBC/Radiation Safety Committee/School of Medicine Clinical Trials Office/Outside IRB (if applicable)
· New Device Application Form(if applicable)
· Any ancillary documents associated with the modification (if applicable)
NOTE:

· If you are utilizing the Investigational Pharmacy PLEASE REMEMBER to send them a copy of the revised protocol after it has been approved by the IRB.  PO Box 800674.
Background Information

Per requirements of 45CFR46.103(b)(4) and 21CFR56.108(a)(3)(4), changes in approved research cannot be initiated without IRB review and approval unless necessary to eliminate apparent immediate hazards to the subjects.  
Minor changes or amendments that represent minimal risk may be reviewed by a designated member of the IRB-HSR staff, approved by the IRB-HSR Chair or Vice Chair and then reported to the Full Board at a convened meeting.  
Major changes are changes that may increase the research population's risk or are of questionable risk. When the proposed change is major, the Full Board of the IRB must review and approve the proposed change at a convened meeting before the change may be implemented. If you anticipate that your request will require Full Board review and approval you should submit your modification in accordance with deadlines established for new submissions.  Write “Full Board Modification” in the subject line of the pre-review e-mail sent to irbhsr-mods@virginia.edu
If the overall risk(s) associated with the research as currently approved are either increased or decreased, an updated assessment of the risk(s) must also be provided with Question # 3 in the Request for Modification Approval Form.  If the risk profile of the research is unchanged, this should be stated.

Examples of minor changes: 

· Changes in research personnel that do not alter the competence of the research team to conduct the research 

(In addition, submit the IRB-HSR Personnel Change Form)

· Scientific and/or therapeutic changes that leave the research population at the same or lower risk than risk(s) already approved (e.g. A minor increase or decrease in the number of participants (<25% change)

· Changes in research procedures that have a minor impact on risks of harm, such as changes in the amount and frequency of blood draws ( which remain within the expedited criteria), addition of a clinic visit that involves no new procedures, or addition of a questionnaire that does not introduce new subject matter.  

· An increase in the number of study visits for the purpose of increased safety monitoring

· Minimal changes in remuneration

· Changes to improve the clarity of statements, enhance comprehension or to correct typographical errors, updating to current template,  without altering the content or intent of the statement

· Clarification of discrepancies within the IRB review materials (protocol cover sheet, protocol, consent) such as numbers of subjects, number and identity of research sites, timing, nature, and duration of research procedures. 

Examples of major changes that are considered to increase the risk to the study/individual:

· Knowledge of a new risk which might affect the risk/ benefit ratio (For example, if a risk that is serious, life-threatening, or could potentially result in permanent disability).  The addition of these sorts of risk might affect the IRB’s view of the risk/benefit ratio and should therefore be reviewed by the full board.

· Increasing the length of time a study participant is exposed to experimental aspects of the study.

· Increasing the dose/strength of an investigational drug.

· Changing the originally targeted population to include a more at-risk population (example:  previous exclusion for those   with renal failure are now allowed to enroll, or adding children or pregnant women to the study.

· Adding additional procedures where the risk of the additional procedure is greater than minimal risk. 

· Adding a blood draw such that the total amount of blood drawn or frequency of blood draws exceeds what is considered expeditable.

· Adding an element that may breech the confidentiality of the subject such as tissue banking or genetic testing.

· Requesting surrogate assent.

· Additional exposure to radiation as part of the study (i.e. additional x-rays, DEXA scans).  

INSTRUCTIONS FOR MODIFICATIONS FOR PROTOCOLS WITH AN IRB-HSR PROTOCOL AND A NON-IRB PROTOCOL (e.g. Sponsors Protocol)
PROTOCOLS SPONSORED BY A COMMERCIAL COMPANY OR A COOPERATIVE GROUP 
Note:  These instructions do NOT apply to:
· UVa investigator-initiated studies.  
· Studies sponsored by small or start-up biotech companies, 
· Studies sponsored by academic centers or consortiums.
· You NO LONGER need to update the IRB-HSR Protocol: Answer Question # 4 NO
·  Instead, complete and submit the Abstract attached to the end of this document. 
·  Once the abstract is received, your IRB-HSR protocol will be retired.  
· From this point forward you will have only ONE protocol- the sponsor's protocol. 
· You do NOT need to update the abstract with each modification. It is required only once.  
· Submit the modified sponsors protocol and the abstract described above along with the Modification Request Form. 
· When you receive your approval, a DSMP with IRB-HSR/UVa reporting requirements will be included.  If your sponsor has more stringent guidelines than the IRB-HSR, notify the pre-reviewer at the time you submit the modification.  The DSMP template can be found under the Master Protocol template under “Modification Templates” in Protocol Builder.    
PROTOCOLS NOT SONSORED BY A COMMERCIAL COMPANY OR A COOPERATIVE GROUP

· Update the IRB protocol when you have modifications per standard instructions   (answer question # 4 YES)
 OR

· Complete your 5-year update now.  You will then no longer be required to have an IRB-HSR protocol. (answer question # 4 NO)
Questions? Contact Theresa Altherr at 243-0891 
Brief Summary/Abstract
	Delete the instructions after you complete the brief summary/abstract.  To do this, you must unprotect the document.


Provide a very brief summary or abstract of this study (500 words or less). Include the purpose or hypothesis, a brief description of the experiment, and plans for data analysis.  

If you plan to deviate from the Sponsor’s protocol in any way, such as not participating in sub-studies or certain study procedures, include a description of those deviations in this summary.  If applicable:

· Include information about the conduct of this study that may be unique at UVa, and  is NOT contained in the sponsor’s protocol
· Include any information requested during the initial review of this study could affect the review of this modification.
If this study will be done under the oversight of the GCRC this section must be written in the format of an abstract.  Be aware that the Abstract will be on public display at the NIH CRIPS website.  
     
Website: http://www.virginia.edu/vpr/irb/hsr/index.html
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