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SAINT LOUIS UNIVERSITY

Institutional Review Board (IRB)

Human Research Application

	Principal Investigator: Lisa K. Cannada, MD
	Phone/Pager: 314-577-8850

	Department: Orthopaedics
	Address: 3635 Vista Ave, 7th Floor Desloge Towers, St. Louis, MO 63110

	E-Mail: lcannada@slu.edu
	Degree:MD 
	

	Contact Person: Leslie Hill
	E-mail: lhill17@slu.edu
	Phone: 314-577-8850x21363

	Operative versus Nonoperative Treatment of Humeral Shaft Fractures: A Prospective Cohort Comparison Study




PROJECT INFORMATION (Check all that apply): 
	X FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

	Investigator initiated 

Industry sponsored Study 

Cooperative group 
	 FORMCHECKBOX 

 FORMCHECKBOX 


	Government sponsored

Other sponsored (Foundation, Agency, etc.)
	 FORMCHECKBOX 

	Secondary Institutional Study

(SLU is a collaborating site)


Funding sOURCE (Check One):
	 FORMCHECKBOX 


 FORMCHECKBOX 


 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

	None

University; Explain: ______________________________________________________________________________

Industry sponsored contract (complete IRB invoice information section below) 
Grant; Grant Number (if known, or indicate pending):pending
Other: _______________________________________________

	NOTE:  For sponsored studies, submit a complete copy of the sponsor’s protocol or grant application, including the budget.  For industry sponsored contracts, please also submit the page of the contract that contains contact information for IRB fees.


IRB INVOICE INFORMATION (Industry sponsored projects only): Indicate the Sponsor/CRO or SLU Departmental contact who should receive invoices for IRB fees.  

	 FORMCHECKBOX 
 Bill Sponsor  - OR -  FORMCHECKBOX 
 Bill SLU Department
	 FORMCHECKBOX 
 Check if contract is still pending

	Sponsor/CRO Name: 
	Protocol Number: 

	Sponsor/CRO Contact: 
	Address:  

	E-Mail:  
	Phone: 
	

	SLU Contact Name: 
	SLU Billing Address:  

	E-Mail:  
	Phone: 
	


INDEMNIFICATION (Indicate the source responsible for liability coverage):
	 FORMCHECKBOX 

	University
	 FORMCHECKBOX 

	Industry Sponsor


ASSURANCES: Your signature below indicates that you accept responsibility and will follow the ethical guidelines set forth by the Belmont Report, Declaration of Helsinki, Nuremberg Code, or the Ethical Principles of the American Psychological Association for the research described. The signature of the Principal Investigator (PI) and the Department Chairperson/Advisor indicates that the PI has the requisite funding, credentials, training and any necessary hospital privileges, if needed, to carry out all procedures and treatments involved in the protocol. The signatures also affirm that the activities involving human subjects will not begin without prior review and approval by the Institutional Review Board, and that all activities will be performed in accordance with state and federal regulations and Saint Louis University’s assurance with the Department of Health and Human Services.  The undersigned assures that if members of the SLU research team access protected health information from a SLU covered entity in order to seek consent/authorization for research, such access is necessary for the research, is solely for that purpose, and the information will not be removed from the covered entity without IRB authorization or approved waiver.
	PRINCIPAL INVESTIGATOR
	
	DEPARTMENT CHAIRPERSON OR ADVISOR

	
	
	
	
	

	Signature
	Date
	
	Signature
	Date

	Lisa K. Cannada, M.D.
	
	Berton Moed, M.D.

	Typed Name
	
	Typed Name


DOCUMENT CHECKLIST

Please complete and submit an original plus 3 copies of all applicable items (check all that apply):

 FORMCHECKBOX 
 SLU IRB Application/Protocol
 FORMCHECKBOX 
 Sponsor’s Protocol, if applicable

 FORMCHECKBOX 
 If a sponsor’s protocol is attached, indicate the most recent version date:________________  

 FORMCHECKBOX 
List any amendments and related amendment dates: ______________
 FORMCHECKBOX 
 Grant proposal, if applicable.  Note: DHHS regulations require that the IRB review the actual grant application or proposal to ensure that it is consistent with any corresponding protocol submitted to the IRB.  Please do not submit confidential salary information within the proposal.

 FORMCHECKBOX 
 Bibliography (list of references included in your protocol or sponsor protocol) Pages 15-16 of SLU Application
 FORMCHECKBOX 
 Appendix A: Determination of Need for an IND or IDE, if applicable
 FORMCHECKBOX 
 Appendix B: Radiation Safety Review form, if applicable

 FORMCHECKBOX 
 Assent Document(s), prepared in accordance with the SLU Model Assent Document
_____ Number of assent documents submitted (typically 1 assent)
 FORMCHECKBOX 
 Standard Consent Document(s), prepared in accordance with the SLU Model Consent Document
__1__ Number of consent documents submitted (typically 1consent unless there are different subject populations)
Submit any documents used in lieu of a standard consent document:
 FORMCHECKBOX 
 Request for Waiver or Alteration of Informed Consent or Written Consent form  
 FORMCHECKBOX 
 Recruitment statement or letter
 FORMCHECKBOX 
 Short form (45CFR46.117(b)2) 
 FORMCHECKBOX 
 Sponsor’s sample consent document (if provided by sponsor) for reference purposes, page number_______
 FORMCHECKBOX 
 Translated consent documents if the study involves subjects whose first language is not English (these may be submitted after the English version is approved by the IRB). See the Guidelines for Studies Involving Non-English Speaking Subjects 
Submit appropriate HIPAA documents, if applicable:

 FORMCHECKBOX 
 HIPAA Authorization Form 

 FORMCHECKBOX 
 HIPAA Waiver or Alteration of Authorization Form
 FORMCHECKBOX 
 HIPAA De-Identification Certification Form

Copies of supporting documents (IMPORTANT: Please label materials as Appendix 1, 2, 3, etc.)
 FORMCHECKBOX 
 Debriefing script or statement

 FORMCHECKBOX 
 Subject Recruitment Material(s):


 FORMCHECKBOX 
 Advertisements (please indicate # submitted): _____________
 FORMCHECKBOX 
 Other (briefly describe): _______________________________
 FORMCHECKBOX 
 Questionnaires/Survey: APPENDIX 1
 FORMCHECKBOX 
 Other translated materials (recruitment materials, questionnaires, etc.) if the study involves subjects whose first language is not English

 FORMCHECKBOX 
 Data Collection Form (e.g., a list of data elements to be collected or studied) APPENDIX 2
 FORMCHECKBOX 
 Patient Diary card

Additional materials

 FORMCHECKBOX 
 Investigator’s Drug brochure Version __________________  (Indicate version number and/or date of brochure)
 FORMCHECKBOX 
 Investigator Device brochure Version ________________ (Indicate version number or date if available)



and description of risk determination (significant or non-significant risk)  

 FORMCHECKBOX 
 Pertinent literature (2-5 articles) APPENDIX 3
 FORMCHECKBOX 
 Internal approvals/permission letters [e.g., Protocol Preparation Committee (PPC) or Scientific Review Committee; Radiation Safety Committee; Institutional Biosafety Committee; Pharmacy, Therapeutics, Nutrition, and Transfusion (PTNT) Committee; or other appropriate approvals].  See Application sections I & J .

 FORMCHECKBOX 
 External IRB approval from other sites where research is conducted. See Application section B. 
 FORMCHECKBOX 
 Copies of letters of cooperation/permission from institutions external to the University. 
 FORMCHECKBOX 
 Copies of IRB training certification from outside institutions for non-SLU investigators.  See Application section A.
 FORMCHECKBOX 
 Other
A. RESEARCH TEAM

List names of all members of the research team, their degrees, academic rank or title, department or outside organization (if not affiliated with SLU), experience and assigned study duties.  In the third column, provide sufficient detail regarding an investigator’s experience to reflect his/her ability to capably perform the duties listed in the fourth column. Note: the principal investigator (PI) must be a SLU affiliate (faculty, staff, student, etc).  
The research team includes all individuals (faculty, staff, or students) who have contact or interactions with research subjects or with subject’s private identifiable information or individuals who are specifically designated in the grant or sponsor’s application to perform an integral component of the research. The research team does not include technicians performing standard clinical procedures that may be part of the research protocol.  By submitting the protocol, the principal investigator affirms that each individual named has reviewed the protocol and has consented to his or her inclusion. If the research involves a non-SLU investigator, it is the responsibility of the SLU PI to ensure that the non-SLU investigator has obtained IRB approval from his/her institution (if applicable). A copy of the approval letter from the cooperating institution’s IRB must be attached in the Appendices.
The PI and sub-investigators must have completed human subjects education and HIPAA training (an online course is available on the SLU IRB website).  Investigators from other institutions with an IRB may provide their institution’s human subjects certification to meet Saint Louis University’s education requirements. This IRB submission will be returned to the PI without review if any of the members of the research team have not completed an acceptable form of human subjects education.   

	Name(s), Degree
	Academic Rank and Department or describe non-SLU Affiliation 
	Experience

(Specify experience which reflects the ability to capably perform study related duties – such as other trials conducted, related courses completed, etc.)
	Duties

(see table below for code #)

	1. Cannada. Lisa MD
	Associate Professor
	PI: RhBMP2 vs. Autograft for Tiibial Defects, Multicenter, funded study, $63,494

PI: Childbirth After Pelvic Fractures, Multicenter Funded Study, $45,000

Institution PI: (RhBMP-2)/Calcium Phosphate Matrix (CPM) in Closed Diaphyseal Tibial Fractures: A phase II/III, Multicenter, Double-Blind, Randomized, Controlled Study, $13,934

Institution PI:  The Clinical Efficacy and Cost Implications of Acute BMP-2 Application in Grade IIIB Tibia Fracture: A Prospective, Randomized Multi-Center Study, enrollment based funding, 2006.
	1-11

	2. J. Tracy Watson, MD
	Professor,

Orthopaedic Surgery

Chief, Division of Orthopaedic Traumatology
	 Participated in many previous studies in the same area of orthobiologics-Extensive experience in treating open fractures-Multiple published studies on this topic
	1,2,3,

4,5,6,

8,9,

11

	3. Djoldas Kuldjanov, MD
	Visiting Professor
	Experience in trauma surgery and fixation of femur fractures.
	5,6,

11

	4. David Karges, DO
	Associate Professor
	Experience in trauma surgery and fixation of femur fractures.
	1,2,3,

4,5,6,

8,9,

11

	5. John Boudreau, MD
	Clinical Instructor, Orthopaedic surgery
	Participated in previous studies. Experience in trauma surgery and treatment of femur fractures.
	1,2,3,

4,5,6,

8,9,

11

	6. Tiffany Simon, PA
	Physician Assistant, Orthopaedic Surgery
	Clinical research co-ordinator
**completion of forms and ensure proper radiographs and adherence to follow up schedule
	12- see ** in box to left

	7. Kathy Swindle, P.A.
	Physician Assistant, Saint Louis University Hospital
	Will determine if patient meets criteria for the study. Involved with other Orthopaedic studies in the past two years. Familiar with CRF’s, H&P’s. Works the floor of the hospitals as well as the clinics.
	1,3,

4

	8. Heidi Israel, Ph.D.
	Statistician, Orthopaedic Surgery
	Data Analysis for study
	10


You may add members to the table above by expanding as needed (place cursor in the last box of the table, right side, and hit the ‘tab’ key).
	Assigned Study Duties

(In Column 4 in above table, enter as many numbers as appropriate to describe study duties.   For clarification, you may further describe duties within the IRB protocol as needed.)

	1. Recruitment
	2. Obtains consent

	3. Determine Subject Eligibility for Accrual

	4. a.) Subject Physical Examinations or b.) Follow-up Visits including physical assessments
	5. Perform study procedures or Specimen Collection
	6. Administer or Dispense Study Drugs, Biologics or Devices.  Receive, Store, Manipulate or Account for Study Drugs, Biologics or Devices

	7. Subject Randomization or Registry
	8. Collection of Subject Data
	9. Report Data (CRFs, e-CRFs, Spreadsheets)

	10. Data Analysis


	11a. Review Adverse Events

11b. Treat and Classify Adverse Events
	12. Other (Please insert explanation in column 4 after the number.  You may further describe within the protocol)




B. RESEARCH SITE(S)

1. Indicate where the study will be conducted:
 FORMCHECKBOX 
 Saint Louis University, Medical Center Campus      
        FORMCHECKBOX 
 St. Mary’s Health Center
 FORMCHECKBOX 
 Saint Louis University, Frost Campus
        FORMCHECKBOX 
 Cardinal Glennon Children’s Medical Center

 FORMCHECKBOX 
 Saint Louis University, Madrid Campus       
        FORMCHECKBOX 
 Saint Louis University Hospital (Tenet)
 FORMCHECKBOX 
 Saint Louis University UMG Practice Locations
       
       

List any off-campus institutions or locations and describe the activities being conducted there (e.g. Schools, Agencies, Forest Park Hospital, VAMC, Washington University, etc.).  Provide letters of cooperation and/or IRB approvals from each location to document support/approval of the study.  You may provide such documentation as it becomes available, but you may not begin work at those sites until documentation of support is provided to the IRB.  Please refer to the Guidance for involving non-SLU institutions in human subject research.
NOTE: This generally does not apply to multi-center studies unless those sites are collaborators.
	Location name and Address
	Activities conducted at site

	Saint Johns Mercy Medical Center
	Enrolling patients for participation in the study

	
	

	
	

	
	


2. Will there be any in-patient Saint Louis University Hospital procedures?     FORMCHECKBOX 
 No     FORMCHECKBOX 
 Yes
3. Is this project part of a multicenter study (i.e., same project is conducted elsewhere by a different investigator)?     FORMCHECKBOX 
 No      FORMCHECKBOX 
 Yes (please answer (a) and (b) below if you answer yes to question 3)
a. Is SLU acting as a coordinating center for other study sites?  FORMCHECKBOX 
 No  FORMCHECKBOX 
 Yes
Once this IRB approval is obtained, will apply for research grant and solicit centers for participation.

b. Will the SLU site be participating in all parts/procedures/arms of the study?   FORMCHECKBOX 
 No  FORMCHECKBOX 
 Yes

If no, please outline the procedures that SLU will not participate in.
	


C. SPECIAL POPULATIONS

Research involving pregnant women, human fetuses, neonates of uncertain viability, nonviable neonates, prisoners, or children as subjects requires additional protections set forth by the Department of Health and Human Services (DHHS).  Please see the Code of Federal Regulations (45 CFR part 46) for specific regulations or click on the applicable population below:

For this research protocol, please check all that apply:

	 FORMCHECKBOX 
 Pregnant subjects or fetuses
 FORMCHECKBOX 
 Neonates
 FORMCHECKBOX 
 Prisoners, incarcerated subjects                                                 

 FORMCHECKBOX 
 Subjects less than 18 years old


D. THE RESEARCH WILL INVOLVE

1. Types of subjects
	 FORMCHECKBOX 
 Subjects whose major language is not English
	 FORMCHECKBOX 
 Terminally ill subjects

	 FORMCHECKBOX 
 Employees specifically targeted as subjects
	 FORMCHECKBOX 
 Subjects requiring hospitalization

	 FORMCHECKBOX 
 Students specifically targeted as subjects
	 FORMCHECKBOX 
 Children who are Wards of the State

	 FORMCHECKBOX 
 Mentally incompetent subjects
	 FORMCHECKBOX 
 None of these groups


2. Procedures

	 FORMCHECKBOX 
 Questionnaires and/or tests (psychological, behavior, etc.)     
	 FORMCHECKBOX 
 Registries

	 FORMCHECKBOX 
 Interviews and/or focus groups
	 FORMCHECKBOX 
 Collection of specimens (complete section below)

	 FORMCHECKBOX 
 Observation of behavior
	 FORMCHECKBOX 
 Storage of specimens for future research 

	 FORMCHECKBOX 
 Data collection via e-mail or the Internet
	 FORMCHECKBOX 
 HIV testing

	 FORMCHECKBOX 
 Filming, video or voice-recording subjects
	 FORMCHECKBOX 
 Genetic testing

	 FORMCHECKBOX 
 Study involves deception
	 FORMCHECKBOX 
 Fetal tissue

	 FORMCHECKBOX 
 Data banks, archives, medical records
	 FORMCHECKBOX 
 Ionizing radiation

	 FORMCHECKBOX 
 Stem cell transplantation
	 FORMCHECKBOX 
 Recombinant DNA/Gene transfer therapy

	 FORMCHECKBOX 
 Venipuncture/blood drawing
	 FORMCHECKBOX 
 Other_______________________________


a. For studies collecting specimens, please specify what will be collected. 
 FORMCHECKBOX 
 Blood     
 FORMCHECKBOX 
 Urine

 FORMCHECKBOX 
 Tissue
 FORMCHECKBOX 
 Other, specify __________________

b. For studies involving HIV testing, Missouri Department of Health and Senior Services (DHSS) must be notified of the research.  Please refer to the HIV reporting guidelines and the Missouri statute [191.656.4]
E. STUDY DESIGN
1. SUBJECTS
	Expected age range of subjects:   (for example: >18 yrs to 90 yrs)
	18-65

	Number of proposed evaluable subjects you intend to study for the duration of the research (this number can not be exceeded without IRB authorization) 
	16

	Number of proposed evaluable subjects for total study  (for multi-center studies, this number will be larger than the number listed in the box above)
	128


2. DURATION

	Anticipated Beginning Date of SLU Research Project (month/year)

(allow time for IRB review to occur)
	  6/2010                                      

	Anticipated End Date of SLU Research Project (month/year)
	12/2011

	Expected total duration of each subject’s participation
	1 year


3. RELATED STUDIES

	If this study is related to another SLU IRB protocol (e.g., sub-study, extension), please indicate the IRB number and explain how it is related:________________________________________________________________________________
_____________________________________________________________________________________________________



F. CONFIDENTIALITY

1.  Study data will be recorded:

 FORMCHECKBOX 
 anonymously (no identifiers will be recorded as part of the research)




 
or










 FORMCHECKBOX 
 with coding (confidentiality will be maintained)

2. Is this study considered Sensitive Research?  Please check one:  
    Click here for descriptions of the classifications and for confidentiality guidelines. 
 FORMCHECKBOX 
 Ordinary research

 FORMCHECKBOX 
 Sensitive research (e.g., certain research on sexual practices, genetic research, research on job 


          performance and/or HIV testing)

 FORMCHECKBOX 
 Sensitive research requiring a Certificate of Confidentiality:

See the following websites for information and guidance. 
· http://www.hhs.gov/ohrp/humansubjects/guidance/certconf.html
· Certificates of Confidentiality Kiosk or Contact the FDA, Division of Scientific 
   Investigations

See Model Consent Document regarding SLU IRB standard statements for a Certificate of Confidentiality

3. Data Security. Please indicate how information will be secured (complete 3a and 3b).  Information must be stored using at least two safeguards and must be kept in accordance with the SLU Information Security Policies.
a.
Electronic Data: (mark all that apply – at least 2 - or indicate not applicable)
	 FORMCHECKBOX 
 Not applicable
	 FORMCHECKBOX 
 Secure network (e.g. firewall)

	 FORMCHECKBOX 
 Password access
	 FORMCHECKBOX 
 Data are de-identified by PI or research team

	 FORMCHECKBOX 
 Coded, with master list kept as a hardcopy or on a secure network
	 FORMCHECKBOX 
 Other.  Please specify:


b.
Hardcopy data: (mark all that apply – at least 2 - or indicate not applicable)
	 FORMCHECKBOX 
 Not applicable
	 FORMCHECKBOX 
 Data are de-identified by PI or research team

	 FORMCHECKBOX 
 Locked suite 
	 FORMCHECKBOX 
 Data are coded by PI or research team with a master list secured and kept separately.

	 FORMCHECKBOX 
 Locked office
	 FORMCHECKBOX 
 24 hour personnel supervision

	 FORMCHECKBOX 
 Locked file cabinet
	 FORMCHECKBOX 
 Other.  Please specify:



If you cannot meet the safeguard minimum for protected health information (PHI), please contact your business unit privacy liaison or contact the privacy officer at 314-977-5545 to find out who your liaison is.

4. Protected Health Information (PHI) (Protected Health Information = health information + identifiers)
a. Type of Health Information to be received:

 FORMCHECKBOX 
  No health information. HIPAA does not apply. (Please skip to question F5)

 FORMCHECKBOX 
  Health information without identifiers. Please complete the De-Identification Certification form (and then skip to question F5)

 FORMCHECKBOX 
  Health information with identifiers, including linkable code. This constitutes protected health information 

(PHI) and HIPAA applies.  A consent document and HIPAA Authorization Form or a 

waiver of HIPAA authorization is required.

b.   Sources of Protected Health Information:

	 FORMCHECKBOX 
 Hospital/medical records for in or out patients
	 FORMCHECKBOX 
 Mental health records

	 FORMCHECKBOX 
 Physician/clinic records
	 FORMCHECKBOX 
 Data previously collected for research purposes

	 FORMCHECKBOX 
 Laboratory, pathology and/or radiology results
	 FORMCHECKBOX 
 Billing records

	 FORMCHECKBOX 
 Biological samples
	 FORMCHECKBOX 
 Other.  Please describe:


	 FORMCHECKBOX 
 Interviews or questionnaires/health histories
	


5. Data Sharing
a. Indicate entities or individuals other than the listed research team who will have access to the research study data. (mark all that apply)
	 FORMCHECKBOX 
 No one else/not applicable (skip to section G)
	 FORMCHECKBOX 
 Data Safety Monitoring Committee 

	 FORMCHECKBOX 
 Statistician 
	 FORMCHECKBOX 
 Consultants

	 FORMCHECKBOX 
 Colleague(s)            

    FORMCHECKBOX 
 NIH data sharing requirements are applicable
	 FORMCHECKBOX 
 Data, Tissue, Specimen Registry(s)

	 FORMCHECKBOX 
 Other Research Laboratory (s)
	 FORMCHECKBOX 
 Coordinating Center

	 FORMCHECKBOX 
 Other.  Please specify.
	 FORMCHECKBOX 
 Sponsor

	
	 FORMCHECKBOX 
 Transcription service


Please note: If using a consent document, the level of study participant access to the study data must be discussed in the consent document even if no access is granted to the participant.

b. If data will be shared outside the research team and the study involves PHI indicate how the research team will share the information.

 FORMCHECKBOX 
  Linkable code that can link data to the identity of the subject.  A code access agreement or business 
      
      associate agreement may be needed when data are shared with other non-SLU entities.

 FORMCHECKBOX 
  Limited identifiers: Zip codes, dates of birth, or other dates only. The study qualifies as a Limited Data 
      Set.  A data use agreement may be needed when data are shared with other non-SLU entities

 FORMCHECKBOX 
  With unlimited identifiers.  The consent document and HIPAA authorization form must describe 
      how the information will be disclosed.

c. Please list where or to whom data or specimens (blood/tissue) will be sent outside of SLU.
Examples include: external collaborators listed above, a study sponsor, outside labs.  
	Name
	Data (D) or

Specimen (S)?

	1.
	

	2.
	

	3.
	

	4.
	


G. FINANCIAL COMPONENTS
1. PAYMENT

      Will subjects be given remuneration for participation?    
       FORMCHECKBOX 
 No   
       FORMCHECKBOX 
 Yes, total study amount per subject: ___________

· Payment for research participation must be prorated and discussed in the protocol and consent document.  

· Payments greater than $600 per year (or cash equivalent) will be reported to the IRS and are subject to taxation.  Please contact Tax Compliance for questions related to 1099 forms for non-employees receiving such compensation from the University.
2.
COSTS

      Who will cover the study-related costs? Please clarify who covers the costs of the research in section #12 of 
the SLU protocol.  (Please check all applicable statements.)

 FORMCHECKBOX 
 The costs of the research project are minimal (costs associated with mailings or printed material, transportation, etc.) and are covered by the researcher, not the subject.

 FORMCHECKBOX 
  All research-related procedures and/or medications will be provided at no charge to the subject and will be billed to or covered by the study.

· Have appropriate arrangements been made with the hospital and/or University Department to bill the procedures to the Grant or Sponsor?      FORMCHECKBOX 
Not Applicable   FORMCHECKBOX 
Yes      FORMCHECKBOX 
No – If no, explain: __________________________________________________________________________________

__________________________________________________________________________________

 FORMCHECKBOX 
 The insurance provider will be billed for procedures that are considered standard of good clinical care.   

            Subjects will be responsible for standard-of-care charges that are not covered by their insurance provider.

 FORMCHECKBOX 
  Financial counseling is available to subjects to discuss possible costs resulting from participation in this study.

 FORMCHECKBOX 
 Other:

H. CONFLICT OF INTEREST
Indicate whether you, your spouse or dependent children, or any investigator participating in the study have, or anticipate having, any income from or financial interest in a sponsor of this protocol, or a company that owns/licenses the technology being studied. Financial Interest includes but is not limited to: consulting, speaking or other fees; honoraria; gifts; licensing revenues; other research agreements; equity interests (including stock, stock options, warrants, partnership and other equitable ownership interests).   For questions regarding Conflict of Interest consult the Conflict of Interest in Research Policy.
Check one of the following:

	1.)  FORMCHECKBOX 
 No Financial Interest or financial interest less than or equal to 10K
	2.)  FORMCHECKBOX 
   Financial Interest exceeding $10K but not exceeding $25K, and/or more than 5% equity interest in aggregate
	3. )  FORMCHECKBOX 
  Financial Interest exceeding $25K 

	
	(Check all those that apply):  

 FORMCHECKBOX 
 Consulting

 FORMCHECKBOX 
 Speaking Fees or Honoraria

 FORMCHECKBOX 
 Gifts

 FORMCHECKBOX 
 Licensing agreement or royalty income

 FORMCHECKBOX 
 Equity interests, including stock, stock options, warrants, partnership or equitable ownership interests), or serving on a scientific advisory board or board of directors

 FORMCHECKBOX 
 Other fees/compensation
	(Check all that apply):  

 FORMCHECKBOX 
 Consulting

 FORMCHECKBOX 
 Speaking Fees or Honoraria

 FORMCHECKBOX 
 Gifts

 FORMCHECKBOX 
 Licensing agreement or royalty income

 FORMCHECKBOX 
 Equity interests, including stock, stock options, warrants, partnership or equitable ownership interests), or serving on a scientific advisory board or board of directors

 FORMCHECKBOX 
 Other fees/compensation

	If you have marked box #2 or #3, please provide the following information:

1. A Conflict of Interest Management Plan has been approved for all investigators  FORMCHECKBOX 
; is pending  FORMCHECKBOX 
; has not been initiated  FORMCHECKBOX 

2. Describe who, and briefly explain, the conflict of interest and indicate specific amounts for each subcategory checked:

__________________________________________________________________________________________________________________________________________________________________________________________________




Note to Investigator(s) Reporting a Potential Conflict of Interest
	Investigator(s) must have:
1. Current, up-to-date Conflict of Interest Disclosure Form on file with the SLU Conflict of Interest Committee (COIC) that describes any financial relationship indicated above.
· This information must be disclosed on the SLU confidential Conflict of Interest Disclosure Form for review by the COIC before accruing research subjects in this study.  If your current Disclosure Form does not contain this information, you are required to submit an updated Disclosure Form to the COIC. 
2. Financial disclosure statement incorporated into the consent document.  Please see Model Consent for suggested language.
3. In signing this form, the INVESTIGATOR certifies that he/she has read the University’s Conflict of Interest Research Policy and has checked the appropriate box above.  In addition, the INVESTIGATOR certifies that, to the best of his/her knowledge, no person working on this project at SLU has a conflict of interest or if a conflict of interest does exist, that an appropriate management plan is in place.  By his/her signature, the CHAIR certifies that, to their knowledge, no conflict of interest exists or a conflict does exist for which a management plan has been approved or is under review. 


I. SCIENTIFIC REVIEW
	 Scientific Review for Investigator Initiated Studies
Investigator initiated research studies require scientific review.  Please refer to the Guidelines for Scientific Review and attach documentation indicating that scientific review has occurred (the form is located at end of the Guidelines).

 FORMCHECKBOX 
 Not Applicable

 FORMCHECKBOX 
 Completed review form is attached




Sections J-L and Appendices A-B must ONLY be completed for biomedical research (as applicable).  

Behavioral and Social Science studies may skip to the Instructions for Preparation of an IRB Protocol
J. OTHER LEVELS OF REVIEW
	University Radiation Safety 
Research involving non-standard of care ionizing radiation must be reviewed by the University.  Examples of such procedures include:  use of x-rays, including fluoroscopy, CT, and use of radioactive materials.  The IRB will determine if your study requires further radiation safety review by the Radiation Safety Committee (RSC). Please call the Radiation Safety Officer at 977-6885 for more information.
 FORMCHECKBOX 
  Not Applicable (no ionizing radiation)

 FORMCHECKBOX 
  All ionizing radiation is standard of care
 FORMCHECKBOX 
  Study involves non-standard of care (research-related) ionizing radiation.  (Complete Appendix B)


                                                        


	Institutional Biosafety

Research involving administration of recombinant DNA (e.g. gene therapy) and/or infectious agents (including select agents and toxins as defined by CDC) must be reviewed by the SLU Biological Safety Officer.  Most of these protocols also require review and approval by the SLU Institutional Biosafety Committee (IBC).   Please contact the SLU Biological Safety Officer at 977-6888 for more information.

 FORMCHECKBOX 
 Not Applicable 

 FORMCHECKBOX 
 Request is Pending 


 FORMCHECKBOX 
 Review Completed/Approval __________(attach documentation to the IRB application and label as appendix)
                                                                Date 


	Pharmacy, Therapeutics, Nutrition, and Transfusion (PTNT) Committee
Saint Louis University Hospital requires that all research involving the administration of medications within the hospital (including outpatient areas such as the Emergency Department, TenetCare, Anheuser-Busch Eye Institute, etc.) be reviewed and approved by the Pharmacy, Therapeutics, Nutrition, and Transfusion (PTNT) Committee and that all doses are coordinated, controlled, and dispensed by the hospital's pharmacy department.  Please contact the Investigational Drug Services Coordinator at 268-7156 for more information. 

 FORMCHECKBOX 
 Not Applicable

 FORMCHECKBOX 
 Request is Pending

 FORMCHECKBOX 
 Approval Received  _________________
Date of Approval



K. DATA SAFETY MONITORING

Please refer to the guidelines on Data Safety Monitoring of subjects in research.  Ethical considerations and guidelines promulgated by Federal agencies and professional organizations require oversight and adequate monitoring of ongoing clinical trials. The IRB must review and approve the data safety monitoring plans for clinical trials.  
NOTE: Most biomedical studies, especially clinical trials that are more than minimal risk, will require a Data Safety Monitoring Plan (DSMP) although this does not necessarily mean that the monitoring must be conducted by a Data Safety Monitoring Board (DSMB).   The protocol should include a description of how often the data will be reviewed and by whom and how the individual(s) is/are qualified to conduct such a review.
Has a Data Safety Monitoring Plan or Board been established to review data/adverse events related to this study? 

 FORMCHECKBOX 
 YES         FORMCHECKBOX 
 NO         FORMCHECKBOX 
 N/A
If yes, include a detailed description of the Data Safety Monitoring Plan or Board in the protocol (refer to the instructions in Protocol Section #11).  For additional guidance on data safety monitoring, see the following website:

http://www.cancer.gov/clinicaltrials/conducting/dsm-guidelines

L. DRUGS, BIOLOGICS, DEVICES
Complete this section if the study involves drugs, devices and/or biologics.  Otherwise, skip to the Instructions for Preparation of an IRB Protocol.
1. Are all drugs, biologics, or devices FDA approved?    
 FORMCHECKBOX 
  Yes


 FORMCHECKBOX 
No

If no, and the test article is investigational, please provide the IND/IDE information below in #3.  If the IND/IDE number is pending, documentation of the IND/IDE number must be provided before the research project may begin.

2.  Are the FDA approved drugs, biologics or devices being used in this study for a non-FDA approved use?  

 FORMCHECKBOX 
  Yes


 FORMCHECKBOX 
No

If yes, an Investigational New Drug (IND)/ Investigational Device (IDE) number still may be required.  An IND/IDE number is not required if the drug or device will be utilized in the protocol consistent with the permitted uses as approved by the FDA.  Please complete Appendix A to determine whether an IND/IDE is required.  If an IND/IDE number is required, either provide the number in the appropriate place in item 3 below or indicate that it is pending.  If the IND/IDE number is pending, documentation of the IND/IDE number must be obtained before the research project may begin.
3. Check and/or complete the following information (repeat for each drug/device as needed):

 FORMCHECKBOX 
 Investigational New Drug or Biologic Product
Name: _______________________________________________

IND Number: ___________________________________________

Name of sponsor* who holds the IND: ______________________________________

 FORMCHECKBOX 
  FDA Approved drug (If an IND# is not provided below, either you must attach documentation from the FDA indicating that one is not required or you must complete Appendix A.)
Name: _______________________________________________

IND Number: ___________________________________________

Name of sponsor* who holds the IND: _______________________________________

Please see FDA Guidance for more information regarding “off-label” and investigational use of marketed drugs, biologics, and/or medical devices.

  FORMCHECKBOX 
 Investigational Device


Name: 
IDE Number (or indicate “exempt” from IDE requirements)
Name of sponsor* who holds the IDE: 

Indicate level of risk per FDA regulations:   
 FORMCHECKBOX 
Significant risk








 FORMCHECKBOX 
Non-significant risk

See level of risk per FDA regulations and guidance and attach supporting documentation (device information or documentation from FDA indicating it is exempt from IDE requirements).  The risk determination should be based on the proposed use of a device in an investigation and not on the device alone.
 FORMCHECKBOX 
  FDA Approved device (If an IDE# is not provided below, either you must attach documentation from the FDA indicating that one is not required or you must complete Appendix A.)
Name:  
IDE Number:  
Name of sponsor* who holds the IDE: 

* The sponsor could be a drug or device manufacturer or an individual investigator acting as the ‘sponsor’ for the application.

Complete the boxes below as appropriate:
	For FDA approved Drugs:

Are any classified as **Category X ?


	If yes, indicate drug name(s):



	**Category X drugs are products that demonstrated positive evidence of fetal abnormalities or risks in well-controlled trials.  Category X drugs are contraindicated in women who are or may become pregnant.  If you are unsure of the classification of the drug, check package insert  or PDR, or call the manufacturer or Pharmacy Services


	Study Phase: (check as appropriate)

	 FORMCHECKBOX 

Pilot 
	 FORMCHECKBOX 

Phase I
	 FORMCHECKBOX 

Phase II
	 FORMCHECKBOX 

Phase III
	 FORMCHECKBOX 

Phase IV
	 FORMCHECKBOX 

Not Phased


APPENDIX A

DETERMINATION OF NEED FOR AN IND

If the research involves a drug* or biologic that is approved by the FDA, please complete Appendix A for FDA approved product(s) that will be used for an unapproved purpose.  
 * Substance that is used to elicit a pharmacologic or physiologic response whether it is for treatment or diagnostic purposes.

If the appropriate IND number(s) has (have) been provided in section L of the IRB application, you do not have to submit this appendix. 
	For studies involving FDA-approved drugs or biologics used for an unapproved purpose:

	An IND is not needed if ALL of the following six criteria are met:

a. It is not intended to be reported to the FDA in support of a new indication for use or to support any other 

significant change in labeling of drug; AND

b. It is not intended to support a significant change in the advertising of the product; AND

c. It does not involve a route of administration or dosage level, use in a subject population, or other factor that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the drug product; AND

d. It is conducted in compliance with the requirements for IRB review and informed consent (21 CFR parts 56 & 50); AND

e. It is conducted in compliance with the requirements concerning the promotion and sale of drugs (21 CFR 312.7); AND

f.     It does not intend to invoke 21 CFR 50.24 (Emergency Use).

	

	* Answering YES to any questions (1-4) below means that submission for request of an IND is required.  Please complete the following for each relevant drug or biologic:

	      Name of Drug/Biologic
     

	1. Is the research being conducted with a commercially available drug to support a new indication or support a change in advertising or labeling of the product?
	 FORMCHECKBOX 
   Yes*
	 FORMCHECKBOX 
    No

	2. Does the research use a commercially available drug that is being administered via a new route or for use in a different part of the body?
	 FORMCHECKBOX 
   Yes*
	 FORMCHECKBOX 
    No

	3. Does the research use a commercially available drug that is being given at a dosage level that might significantly increase the risk to the subject population?
	 FORMCHECKBOX 
   Yes*
	 FORMCHECKBOX 
    No

	4. Does the research use a commercially available drug that is going to be used in a new patient population that may result in a significant increase in risk(s) to the patient population?
	 FORMCHECKBOX 
   Yes*
	 FORMCHECKBOX 
    No

	

	1. 
	
	

	2. 
	
	

	3. 
	
	

	4. 
	
	

	

	1. 
	
	

	2. 
	
	

	3. 
	
	

	4. 
	
	


APPENDIX B

Saint Louis University 
Submission Form: Radiation Safety Review of Research Involving Human Subjects

	Principal Investigator(s):
	

	Department(s):


	
	Phone:
	

	
	
	Email:
	

	Title of Protocol:
	


Please refer to the Guidelines for IRB Applications Involving Use of Radioactive Materials or Radiological Procedures to aid in the completion of this form.
1. Specify all procedures that will expose study participants to radiation (x-ray, fluoroscopy, CT, radioactive materials, nuclear medicine, PET-CT, radiation oncology, accelerator, CyberKnife procedures, etc.):

	


2. Does your study only involve radiation procedures that are considered “standard of care”?    

Note: Procedures that are “standard of care” refer to procedures that a patient would undergo even if he/she were  not participating in the research study (i.e., they would be part of the routine practices involved in clinical diagnosis, treatment, or follow-up for a disease). 


 FORMCHECKBOX 
 Yes (Your form is complete)


 FORMCHECKBOX 
 No (Proceed to Question 3)

3. Are research-related radiation procedures limited to x-rays only?


 FORMCHECKBOX 
 Yes (Complete x-ray table*, directly below.  Then your form is complete.)


 FORMCHECKBOX 
 No (Proceed to Question 4.  You do not have to complete the x-ray table.)

	List X-Ray procedures 
	Dose Estimate**

	1.
	

	2.
	

	3.
	

	Total Radiation Exposure (in mRems) from x-ray procedures


	


* To calculate radiation exposure from x-rays only, SLU allows use of the Duke University Radiation Safety Committee dose estimate calculator.  SLU does not allow use of this website to calculate any other type of radiation exposure.

**To determine the dose estimate, click on the appropriate links, below (you will be taken to the Duke University Radiation Safety Committee website). Enter the x-ray procedures into the appropriate fields of the website and click “create statement”.  Enter the dose estimate from the statement in the table above.

i. For studies involving adults, please click here.  

ii. For pediatric studies, please click here. 

4. Please list all radiation procedures (including x-ray) that are research-related (not standard of care).

	


NOTE: Please submit this form with your IRB application.  The IRB will determine if this study requires radiation safety review by the Radiation Safety Officer or the Radiation Safety Committee.

IRB PROTOCOL
1.  BACKGROUND
A. Lay Summary

	

	The subject’s broken humerus (arm) is suitable for treatment with a fracture brace or operative fixation with plate and screws. Both of these types of treatments are often used by doctors to fix broken bones. If the subject agrees to participate in this study, the subject will be assigned by the treating surgeon to one of the following groups: 
Group B: Non-operative treatment with a fracture brace
Group P: a plate & screws - a metal device placed on top of the bone. 

We will collect information about the subject’s arm fracture as it is treated with examinations and X-rays.  X-rays will be obtained often in the first several months, depending on how the fracture is healing. This is determined by the doctor and will not be determined by the subject’s participation in this research study. 

Both treatments are routinely used and this study hopes to provide information regarding each type of treatment on the subject’s functional outcome. A subject’s treatment will not be affected whether they choose to participate in this research study or not. 
The treatment of these subjects is no different because of this study. The treating surgeon will discuss with the patient their preferred treatment for the isolated humeral shaft fracture. If they meet the inclusion/exclusion criteria, they will be approached for participation in one of two treatment groups depending on a previous decision by the patient and the treating surgeon.


B. Introduction and Background with Literature Review

Humeral shaft fractures (OTA 12A, B or C) are not uncommon injuries and have been long considered fractures which respond well to conservative management.  Since Bohler’s (1964) statement that humeral shaft fractures are “the most benign of all fractures of the long bones”, many additional peer-reviewed publications have concluded that conservative management of this injury, in isolation, produces an excellent and uncomplicated result. (3,8,9,12,14) Sarmiento’s work resulted in a treatment algorithm utilizing functional bracing which remains the accepted standard of care for isolated humeral shaft fractures. A review of 922 patients with humeral diaphyseal fractures treated with a functional brace had a union rate of 98% for closed fractures, 98% of patients had less than 25 degrees of angulation and less than 25 degrees of restricted shoulder motion. (12) Functional brace treatment of humerus fractures was thought to allow good function of the shoulder and elbow. Subjective evaluation of shoulder and elbow function was not always completed. A small series of 15 patients treated with the functional brace were evaluated for shoulder function with the Constant score. The scores were significantly lower compared to the contralateral shoulder.(11)

`A recent retrospective review of isolated humeral shaft fractures treated with a functional brace had over 90% of the fractures healed. However, the nonunion rate of more simple, OTA-A type fractures of the middle and proximal one third was approximately 20%.(9) Functional outcome scores were assessed. Nearly 50% of patients reported a full recovery after non-operative treatment. No patient who had revision surgery for a nonunion reported a successful outcome. There are other studies supporting an increased incidence of nonunion with proximal humeral shaft fractures. A review of the clinical studies for functional bracing of humeral shaft fractures and the union rate is high, but the few studies who examined subjective parameters such as functional scores, pain and quality of life did not hold the same promising results.

 Much of the early work on operative treatment of this injury reflected results, often poor, obtained when utilizing early generation implants and surgical techniques. There were relative indications for surgical fixation, such as the multiple trauma patient, overweight individuals, fracture pattern and nonunion after conservative treatment.(1,4,5)  In addition, a number of studies have reported the results of humeral shaft fractures managed with intramedullary nails.(14)  Although controversy remains, we believe the publications of McCormack, et.al. and Chapman, et.al. have concluded in a prospective randomized comparison fashion that plating produces a superior outcome to intramedullary nailing in humeral shaft fractures. (2,6) Vander Griend et al in an early study of plating of humeral shaft fractures found good results with proper technique.(13)  Very few existing publications compare conservative versus operative treatment of humeral shaft fractures.(7,8,10,14) Of these, only one (Nast-Kolb, et.al.) does so in a prospective manner.  Even this study included patients with various associated injuries and treatment selection was not controlled or randomized in any way.


No study has ever compared the results of isolated humeral shaft fractures treated conservatively versus operatively in a prospective randomized fashion.  In addition, few studies of humeral shaft fractures have utilized any form of validated functional outcome measure when drawing conclusions about given treatment options.


We believe the need for this study is further supported by pilot data obtained in a retrospective review of two hundred thirteen (213) closed humeral shaft fractures treated operatively with plates and nonoperatively at the two Level I trauma centers over the past five years.  These findings indicate a higher malunion and nonunion rate of statistical significance in the nonoperative group, in spite of a significantly lower incidence of tobacco use.
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C.
Describe any past experimental and/or clinical findings 

 A retrospective review  of “Operative versus Nonoperative Treatment of Humeral Shaft Fractures” was completed at Vanderbilt University Medical Center (William Obremskey, MD, MPH) and Medical College of Georgia (Michael Tucker, MD). This research was be presented in October 2009 at the Orthopaedic Trauma Association Annual Meeting in San Diego, CA and is submitted for publication. All patients treated for a closed humeral shaft fracture (OTA-12) at two Level I trauma centers between 2001-2005 were retrospectively identified by diagnosis and treatment codes after IRB approval.  Various demographic and comorbidity data was also reviewed.  Complication rates including infection, nonunion, malunion, clinical range of motion and iatrogenic radial nerve palsy were evaluated and compared for patients treated nonoperatively versus those managed with plate and screw fixation. A total of 213 adult humeral shaft fractures meeting the inclusion criteria was identified.  Plate and screw fixation was utilized in 150 patients with 63 patients receiving nonoperative management.  Of  213 patients, 13 (6 %) were lost to follow up.  Operative approach included anterior-lateral (83%) and posterior (17%).  Implants included traditional, non-locking 4.5 mm plates (narrow – 34%, broad – 4%) and locking 4.5 mm plates (62%).  No significant differences related to age, gender, occurrence of diabetes or cancer were noted between the groups.  Tobacco use was significantly different (p = 0.0003) with operatively treated patients demonstrating a much higher useage rate (32%) than those treated nonoperatively (4%).  Occurrence of malunion (13% versus 1%, p = 0.0011) and nonunion (23% versus 9%, p = 0.0128) was statistically significant and more common in the nonoperatively treated group.  Infection occurred in one patient (low energy gunshot wound) treated nonoperatively (1.5%) and seven patients treated operatively (5%).  Iatrogenic radial nerve palsy was reported in twelve (12/150, 8%) patients treated acutely with operative intervention.  All twelve demonstrated complete or partial recovery.  No difference in time to union or ultimate range of motion was found between the two groups. Closed treatment  of humerus fractures had a significantly higher risk of nonunion (23% vs 9%) and malunion (13% vs 1%) than operative treatment with a lower risk of transient nerve palsy (0% vs 8%) and deep infection (1.5% vs 5%).  

2. Research Objectives 

Nonoperative management of closed humeral shaft fractures (OTA-12) has long been considered the treatment of choice for the majority of these injuries.  Operative management of closed humeral shaft fractures utilizing plate and screw fixation has been effectively demonstrated as an alternative treatment option. Both methods are used as standard of care at Saint Louis University hospital. Our aim is to determine whether isolated humeral shaft fractures are optimally treated with internal fixation or bracing. 
Hypotheses

1. Patients with an isolated humeral shaft fracture that are plated will have a more rapid return to ADL’s, work and full functional capacity than patients treated conservatively.

2. Patients treated with plate technique will have a more rapid improvement in functional outcome scores, decreased pain scores and patient satisfaction than those managed conservatively.

3. Complication rates of infection and iatrogenic neurologic injury will be higher in patients treated operatively.

4. Nonunion and malunion will be higher in patients managed conservatively.

3. STUDY DESIGN: 
This investigation will consist of a prospective cohort comparison multicenter clinical trial to evaluate non-operative versus operative treatment of isolated humeral shaft fractures.  We anticipate participation from up to twenty experienced (Level I) trauma centers (a list of participating centers attached); each of which has experience with similar research study designs. The study protocol will require IRB/HAC approval from each participating center.
  Sample Size

     
The primary outcome of this study is the Disability of Arm, Shoulder and Hand (DASH) score. 10 units difference of DASH will be considered as a clinically meaning full difference. Based on previous studies, the standard deviation of DASH is around 20.  With 64 subjects in each group (total 128), we will have 80% power to detect a difference in mean of 10  between two study arms assuming the common standard deviation is 20  using a student t-test with type I error rate  0.05. 

	Mean Difference
	STD
	 
	Power=0.8
	Power=0.9

	10
	15
	
	37
	
	49

	10
	20
	
	64
	
	86

	10
	25
	
	100
	
	133

	15
	15
	
	17
	
	23

	15
	20
	
	29
	
	39

	15
	25
	
	45
	
	60

	20
	15
	
	10
	
	13

	20
	20
	
	17
	
	23

	20
	25
	 
	26
	 
	34

	
	
	
	
	
	


Statistical Analysis

A statistician will subject the data to a statistical analysis and the results will be reported comparing the outcomes in the groups at each follow-up period. It is anticipated that the required patients will be entered into the investigation during an 18-month period and will be followed for one year. Thus, the data collection time will be a 2.5- year period. We believe that at that time, the results of the study will reveal whether isolated humeral shaft fractures are optimally treated with internal fixation or bracing. 
Data Collection

Demographic, follow up clinical assessment and radiographic data will be collected during protocol driven visit intervals and on prescribed data collection forms.  Clinical examination will assess elbow and shoulder ROM, pain to palpation, strength and neurologic function.  Radiographic assessment will include anteroposterior (AP) and lateral views to evaluate angular alignment, length and evidence of union and angulation in AP and lateral planes. (All data collection sheets attached).

Follow Up Schedule

The patients in both groups will be evaluated at 2 weeks, 4 weeks, 8 weeks, 12 weeks, 6 months and 12 months as standard of care and data will be collected from these visits. The entire follow-up schedule for both groups varies depending on treatment and is outlined below. Outcome measures will be “union,” “evaluation of the radial nerve”, “ infection,” and “need for further intervention.” Pain will be documented using the Visual Analogue Scale (VAS) at each visit. The Short Form-12 (SF-12),  and the DASH (Disabilities of the Arm, Shoulder and Hand) Outcome Measure will be administered at the time of admission (If the patient has surgery) or during the initial outpatient visit (non-operative treatment) as a baseline score and at 12 weeks, 6 and 12 months post-injury. 

Functional Assessment

The DASH (Disabilities of the Arm, Shoulder and Hand) Outcome Measure will be utilized as the functional assessment tool.  As this tool has been well validated for upper extremity injuries and has normative data, we believe it to be a good choice for this study population. 

 Pain will be subjectively analyzed  using a visual analogue pain scale (VAS). The SF-12 questionnaire was developed from the Medical Outcomes Study.  It is a self-administered, 12-item questionnaire that measures health-related quality of life in 8 domains. Both physical and mental summary scores can be obtained. Each domain is scored separately from 0 (lowest level) to 100 (highest level). The instrument has been extensively validated and has demonstrated good construct validity, high internal consistency, and high test-retest reliability. Our decision to use the SF-12 over other available instruments was based on its widespread use in orthopaedics, its use in previous studies evaluating fracture outcomes, and the strong evidence of validity.

	Follow-Up Schedule
	Process
	Data Collected

	Enrollment (P&B)
	Clinical examination
	VAS, SF12, DASH

	2 weeks (P & B)

	Clinical examination, functional outcomes(P&B)
Radiographs (B)
	Clinical follow-up data, VAS (P&B)

	4 weeks (B)
	Clinical examination, radiographs (B)
	Clinical follow-up data, VAS

	8 weeks (P&B)
	Clinical examination, functional outcomes, radiographs
	Clinical follow-up data, VAS

	12 weeks (P&B)
	Clinical examination, functional outcomes, radiographs
	Clinical follow-up data, VAS, SF12, DASH

	6 months (P&B)
	Clinical examination, functional outcomes, radiographs
	Clinical follow-up data, VAS, SF12, DASH

	12 months (P&B)
	Clinical examination, functional outcomes, radiographs
	Clinical follow-up data, VAS, SF12, DASH


*All of the above are standard of care except the questionnaires.
4. STUDY POPULATION
A. Characteristics 
When a patient from 18-65 presents with a humeral shaft fracture, he or she will be screened for possible enrollment in the study using the criteria on the Inclusion /Exclusion Criteria Form. The total number of patients enrolled in the multicenter study will be 128 patients. We will enroll no more than 16 patients at SLU for inclusion in this study.
B. Special Classes

We are not using any vulnerable population groups in this study. These include children, prisoners or those who cannot understand the research and treatment involved. The exclusion of non-English speaking subjects is due to the questionnaires used in this study not being validated in other languages. 

We include all individuals who are skeletally mature. Skeletal maturity is typically achieved by age 18. but will be based on appearance of growth plate. We are not including individuals with open growth plates (i.e. skeletally immature patients) because these individuals are most often treated by 
non-operative means due to their better healing potential. 
5. RECRUITMENT METHODS:  

A. Access to Study Population
Patients who present to St. Louis University Hospital with a humeral shaft fracture will be eligible for possible enrollment in the study using the criteria on the Inclusion /Exclusion Criteria Form.  If the patient is deemed appropriate by the treating surgeon, meaning that they meet all the inclusion criteria and do not meet any exclusion criteria, the patient will be given the consent form to read and it will be reviewed with the patient with time allowed to answer all questions.  If the patient agrees to enter the study he or she will sign the consent form. 

B. Recruitment

There will be no recruitment of subjects for this study.  The occurrence of humerus fractures is a traumatic event.

6. INCLUSION AND EXCLUSION CRITERIA:  

A. List the inclusion criteria for subjects 

1. Diagnosis of a closed, humeral shaft fracture

2. English Speaking

3. Age between 18-65 at the time of injury

4. Entry into the study within 2 weeks of injury

5. Available for follow-up for at least 12 months

6. Patient signs informed consent

B.List the exclusion criteria for subjects

1.
Age less than 18 or greater than 65 at time of injury

2.
 Patients who are skeletally immature

3.
Humeral shaft fractures that extend into the articular surface

4.
Open humeral shaft fractures

5.
Additional long bone injuries of upper or lower extremity that would compromise outcome assessment

6.
Vascular injury requiring repair

7.
Pathologic fracture

8.
Definitive treatment delay of more than 2 weeks from initial injury

9.
Immunocompromised patient

10.
Unable to comply with post-operative rehabilitation protocols or instructions

11.
Current or impending incarceration

12.
Unlikely to follow-up in surgeon’s estimation

13.
Pregnant or lactating female

14.
Previous retained hardware in humeral shaft

7. ROLE OF SUBJECTS AND RESEARCH PROCEDURES  

Patient who present to the Saint Louis University Hospital Emergency room with a humeral shaft fracture will initially have the same treatment. All patients will have a closed reduction with adequate sedation in the Emergency Department and application of a coaptation splint and sling prior. The patient will then be admitted for pain control and observation. This is standard of care for subjects presenting at the ED with this type of injury.
The radiographs will be reviewed at morning rounds and the patient will be screened for eligibility into the study.  The on call staff from the date of patient’s presentation to the emergency department will be the designated treating surgeon.
If they meet the inclusion/exclusion criteria, they will be approached for participation in one of two treatment groups depending on a previous decision by the patient and the treating surgeon.  Patients in the operative group (P) will be scheduled for elective surgery for plate fixation of their humeral shaft fracture within 2 weeks from date of injury.  Patients in the non-operative group (B) will have clinical follow-up scheduled. Informed consent will be obtained. 
Operative Group (P)

The goal of open reduction and internal fixation (ORIF) of a humeral shaft fracture is anatomic reduction of the fracture. The patient will undergo elective plate fixation of their humeral shaft fracture within 2 weeks of their injury. The use of a tourniquet is up to the discretion of the treating surgeon and the location of the fracture.  The surgical approach, plate brand and size will be at the discretion of the attending orthopaedic surgeon.  The typical surgical approaches are a posterior approach or an anterolateral approach. The approach chosen will depend on surgeon preference and location of the fracture in the humeral shaft (Proximal, middle or distal one-third). There are 3.5 mm and 4.5 mm plates of varying types which may be used to treat the fracture. The particular type of plate will depend on the patient’s bony anatomy and bone quality. Drains will also be utilized at the discretion of the treating surgeon and their use recorded on the case report forms (CRF’s).  Patients will be admitted to the hospital after surgery and provided adequate analgesia  and at least 24 hours of antibiotic coverage. There are no requirements for this study regarding post-operative immobilization. Some surgeons may place a splint on the patient. The patient will have a two week follow up and after that time there is to be no usage of a fracture brace or splint.
Non-operative Group (B)

Closed treatment initially involves a splint applied after radiographs and clinical evaluation in the Emergency Department. The patient is admitted for observation staus and to ensure adequate pain control. The splint is used until the patient’s first follow up visit at two weeks in the office.
A humeral fracture brace is applied in the office. A sling is optional for patient comfort. Radiographs will be obtained at 4 weeks, 8 weeks, 12 weeks, 6 months and 12 months. The physician may elect to have more frequent office visits with radiographs depending on patient compliance, radiographs and evidence of healing.

After fracture brace application, the patient is instructed in pendulum exercises for shoulder mobility. Exercises of the elbow, wrist and hand are also encouraged.

The patient is instructed to adjust the tension of the brace twice per week and sleep in a semi-erect position for the first six weeks. (These instructions are all standard of care for fracture brace treatment).

The fracture brace is worn for 9-12 weeks or until the patient has met the clinical and radiographic healing criteria described in Section 8. 
Data to assess the study objectives will be collected at each study visit and entered into a single patient database.  A clinical examination will be performed at each visit. Section 8 below describes details regarding parameters to be measured. Vital signs will be recorded. Radiographs will be performed at all but the 2 week visit in the operative group to assess evidence of fracture healing and hardware failure.  All of this is standard of care for this type of injury and would be completed regardless of participation in this research. Forms will be completed according to the schedule outlined in Section 3.  

The office visits take about 1 hour (a standard office visit). An additional 22-27 minutes will be required for the completion of the forms at 2 week, 4 week, 8 week, 12 week, 6 month and 12 month visit.  The Short Form 12 (requires about 6 minutes), DASH (requires15-20 minutes)and VAS (requires about 1 minute) at the12 week, 6 month and 12 month visit. The subject will be a participant in the study for a total of 52 weeks after their injury and/or subsequent surgical procedure. The surgeon and patient may continue follow-up at the surgeon’s discretion at the end of the 52 week period, but the patient’s will not be enrolled in the study after the end of 52 weeks from injury and/or surgery. This visit schedule would be the same regardless of participation in this research.
All participating clinical centers will receive a complete set of data forms (attached) electronically. The set of forms includes: Inclusion/Exclusion Criteria; Patient Data Form, Clinical Visit Form, Surgical Report Form, VAS, Short Form 12, DASH form, Adverse event form. The research coordinator for each center will ensure that all forms are completed and submitted to the Saint Louis University Department of Orthopaedics.
8. PARAMETERS TO BE MEASURED:  
Effectiveness Evaluation (x-ray, ROM, return to work/function and need for  2nd procedures)
Outcome measures will be “radiographic union,” “clinical union”, “wound healing and infection,”        and “need for further intervention.” 

Pain will be documented using the Visual Analogue Scale (VAS) at each visit. Short Form-12 (SF-12) and the DASH will be completed at time of enrollment, 12 weeks, 6 months and 12 months.

1. Safety Evaluation (complications, re-operations, adverse events)

Wound Complications

*Superficial wound infection-There is erythema and warmth around wound. There is no purulent drainage. The patient is not febrile (Temperature less than 39 degrees Celsius). Treatment is with PO antibiotics. The condition resolves without additional intervention.

*Deep wound infection: The patient has the wound characteristics as described above and has drainage. Cultures will be obtained. All treatment and interventions will be recorded.

2. Patient/Study Success 

Union:  Time to union will be determined radiographically by the number of cortices bridged by bone.  There are no validated measures to grade humeral fracture healing based on radiographs.  The number of cortices was chosen based on the work of Whelan et al on the interobserver and intraobserver variation in the assessment of fracture healing of humeral fractures treated with an intramedullary nail. 

Clinical Success will be determined by the clinical investigators on the basis of both: 

1. Radiographic union will be measured by evidence of fracture healing which is defined as extra-cortical bridging callus on three of four cortices on anterior- posterior and lateral radiographs

 2. Clinical healing is defined as pain free limb and lack of tenderness at the fracture site on palpation. The fracture will be considered to be a Clinical Success (e.g. healed) when radiographic union is confirmed and both clinical parameters listed above for healing has been met.  

Malunion

Malunion will be defined as greater than 20 degrees of apex anterior or posterior angulation, 30 degrees of varus or valgus angulation or 3 centimeters of shortening.
Nonunion

Non union will be defined as a fracture that has not healed by criteria of healing above within 6 months from time of injury.

Patients entered into the non-operative (Bracing group) who have a malunited or nonunited fracture and require surgical fixation with a plate will be followed within the Bracing group.

9. DATA ANALYSIS: 
A statistician will subject the data to a statistical analysis and the results will be reported comparing the outcomes in the groups at each follow-up period. It is anticipated that the required patients will be entered into the investigation during an 18-month period and will be followed for one year. Thus, the data collection time will be a 2.5- year period. We believe that at that time, the results of the study will reveal whether any differences exist with this fracture in terms of outcomes, union rates, times to union, surgical complications and outcome data. 

Data will be analyzed on an intent to treat basis (patient data included in the treatment group and stratum to which randomized). Fisher’s exact test will be used to compare categorical variable and the Student t test will be used for continuous variables for comparisons between the two groups.

Quality of life data will be coded and scored according to the guidelines provided with the SF-12. The DASH will be scored according to standard technique.
References for questionnaire data and reliability:

Bergner M, Bobbitt RA, Carter WB, et al. The Sickness Impact Profile: development and final revision of a health status measure. Med Care 1981;19:787-805.
Burdine JN, Felix MR, Abel AL, Wiltraut CJ, Musselman YJ. The SF-12 as a population health measure: an exploratory examination of potential for application. Health Serv Res. 2000 Oct;35(4):885-904.

Roy JS, MacDermid JC and Woodhouse LJ. Measuring Shoulder Function: A Systemic Review of 4 questionnaires. Arthritis & Rheumatism 2009; 61:623-632.

10. BENEFITS:  

a.) Describe potential benefits to subjects

There is no anticipated benefit to the subject for participating in this research.
b.) In the future, other people with isolated humerus fractures could benefit from the results of this research.  Information gained from this research could lead to improved medical care for them and improved functional outcome.

11. RISKS and RISK MANAGEMENT:  

A. Describe any physical, psychological, social, legal or other risks.



Psychological Stress

Some of the questions we will ask the subject as part of this study may make the subject feel uncomfortable.  The subject may refuse to answer any of the questions, take a break or stop their participation in this study at any time.

Other Risks

There is a risk of loss of confidentiality.There may possibly be other side effects that are unknown at this time. If the subject is concerned about other, unknown side effects, the subject will be instructed to discuss this with the researchers. There is a risk of loss of confidentiality.

B. Assess the likelihood and seriousness of study-related risks.  

From the data collection, there is minimal risk to the subject.



C. Describe the procedures for protecting against or minimizing any potential risks 
The patient’s physician and the study investigators will share responsibility for patient safety. We will ensure patient confidentiality throughout trial management. The investigator and designated study staff will be responsible for adhering to institutional standards for ensuring patient safety and confidentiality. 
D. If appropriate, describe the provisions for monitoring the data 
This is a minimal risk data collection study.

12. INCENTIVES AND RESEARCH-RELATED COSTS:  

a.) Describe the incentives 

There are no incentives for participating in this research study .There are no funds available to pay for parking expenses, transportation to and from the research center, lost time away from work and other activities, lost wages, or child care expenses.

b.) Describe who will cover the study-related costs. 

The patient and their insurance company will be billed for standard of care costs for treating a humeral shaft fracture, whether treated operatively with a plate or non-operatively with a brace.
13.  ALTERNATIVES
The alternative choice of the subject is not to participate.  The subjects care will not change whether they participate in this research study or not.
14.  Research Materials, Records and Confidentiality
A. Describe measures employed to protect the identity of the subjects.

The same strict adherence to ethical and legal confidentiality which is applied by clinicians treating patients with proximal tibia fractures will be applied to the study patients. All data collected will remain confidential. Sources of protective health information (PHI) that will be used in this study include: hospital/medical records; physician/clinic records; radiology results; and interviews/questionnaires. Every effort will be taken to protect the names and PHI of the participants in this study. Patients will be required to give their authorization and sign an informed consent in order to participate. The research team will only use and share the information as it pertains to the study. A Microsoft Access database will be used in this study for data storage and management. Patient identifiable data will not be sent out of Saint Louis University. To further protect patient confidentiality, the database will be password secured and only data used for research purposes will be entered. The research data will be recorded and coded with a master list. The master list will be kept separately and secured in locked files in a locked office.  Additionally, study data will be securely stored in locked files in a secured office. 
B. Indicate who will have access to the study data or specimens
The PI and study staff will have access to the files. The members of the data safety monitoring board will periodically perform the data and safety monitoring for the study.

Patient identifiable data will not be sent out of Saint Louis University. To further protect patient confidentiality, the database will be password secured and only data used for research purposes will be entered. Additionally, study data will be securely stored in locked files in a secured office.

15. Subject Consent

Informed consent will be obtained before any study procedures are initiated. The consent form will be reviewed in its entirety with the subject.  All questions will be answered.  Investigators will ask the subject questions to assure understanding before the consent for participation in the study is signed.  A physician will determine subject eligibility for the study and will make the determination regarding the patient’s competency to give informed consent.  The attending physician will obtain consent from the subject.  If a subject is deemed by the investigator to be incapable of providing informed consent secondary to a lack of mental competence, the subject will not be enrolled into the study.
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*An IRB number will be assigned to your protocol by the IRB office.














�The age range in the application and in section 6 states 18 – 65. This information is probably not necessary unless the growth plate can change the enrollment of 18+ y/o’s.


�Don’t list risks of standard of care – this is being done outside of the research.


ASK


�List possible risk of loss of confidentiality.


�You cannot randomize an expedited study – the decision to treat one way or another should be outside of the research….then you will collect data on those subjects.


�This could probably all be deleted – this is a minimal risk data collection study.
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