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A. SPECIFIC AIMS

B. BACKGROUND AND SIGNIFICANCE

C. PRELIMINARY RESULTS

D. EXPERIMENTAL DESIGN AND METHODS

E. BIOSTATISTICS

F. JUSTIFICATION FOR USE OF GENERAL CLINICAL RESEARCH CENTER

G. FUNDING

H. HUMAN SUBJECTS

1) Risk to Subjects

a. Characteristics: Describe the characteristics of the subject population, including their anticipated number, age range, and health status. Identify the criteria for inclusion or exclusion of any subpopulation. Explain the rationale for the involvement of special classes of subjects, such as fetuses, pregnant women, children, prisoners, or others who may be considered vulnerable populations.  Justify excluding subjects based on race or sex or excluding children.
b. Sources of Materials: Identify the sources of research material obtained from individually identifiable living human subjects in the form of specimens, records, or data. Indicate whether the material or data will be obtained specifically for research purposes or whether use will be made of existing specimens, records, or data
c. Potential Risks: Describe the potential risks (physical, psychological, social, economic, legal, or other) and assess their likelihood and seriousness to the subjects.  Where appropriate, describe alternative treatments and procedures, including the risks and benefits of the alternative treatments and procedures to participants in the proposed research.
2) Adequacy of Protection Against Risks

Recruitment and Informed Consent: Describe from where the subjects will be recruited and what arrangements have been made with other institutions (if applicable).  Describe by whom and how the recruitment is performed.  Attach a copy of advertisements and/or flyers and state where they will be placed.

Indicate who will give subjects detailed and comprehensive information about the study and obtain their written consent. Indicate how the consenting process will be structured to ensure independent and thoughtful decision-making, and what steps will be taken to avoid coercion and guarantee confidentiality.  Indicate how, and by whom, it will be determined that the subject is able to give informed consent, or whether the subject’s legal guardian will give informed consent.
3) Potential Benefits of the Proposed Research to the Subjects and Others

Discuss the potential benefits of the research to the subjects and others. Discuss why the risks to subjects are reasonable in relation to the anticipated benefits to subjects and others.
4) Importance of the Knowledge to be Gained

Discuss the importance of the knowledge gained or to be gained as a result of the   proposed research. Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge that reasonable may be expected to result.

Note: If a test article (investigational new drug, device, or biologic) is involved, name the test article and state whether the 30‑day interval between submission of applicant certification to the Food and Drug Administration and its response has elapsed or has been waived and/or whether use of the test article has been withheld or restricted by the FDA.

5) Specific methods and techniques used for the study
a. Laboratory tests (e.g., blood tests, urine tests, CSF tests, EKGs).  Indicate purpose, amount and timing of tests performed.

b. Study Techniques (e.g. imaging techniques including the instruments used, time 
required for each study, cognitive assessments)

c. Subject Timeline (attach a study flow chart illustrating subject visits)

6) Screening Interview/questionnaire

 If an interview or questionnaire will be used for screening, attach a copy and indicate where, how and by whom the interviews will be conducted and the qualifications of those involved. 

7) Transportation
Describe subject transportation.

8) Study performance location

Indicate where all portions of the study will take place.  For portions of the study performed at BNL, list building numbers.

9) Personnel

Indicate, by title, who will be present during study procedure(s) and their proximity during the study.

10) Subject fees

Indicate how much subjects will receive for each portion of the study and the reimbursement schedule to be used if the subject withdraws or is withdrawn during the study.  Indicate if travel costs be reimbursed.

11) Study results


Describe potential study findings and circumstances that might lead to disclosure of results to subjects.  Disclosure should only occur when the following apply:


a. the findings are scientifically valid and confirmed;


b. the findings have significant implications for the subject’s health concerns; and


If results are to be disclosed, describe how appropriate medical advice will be provided.

12) Certificate of Confidentiality 

A Certificate of Confidentiality should be obtained for research involving collection of information that, if disclosed, could have adverse consequences for subjects or damage their financial standing, employability, insurability, or reputation.  For more information, go to: http://grants1.nih.gov/grants/policy/coc/index.htm

13) Collaboration


If this is a collaborative effort with another institution, explain the collaboration and attach a copy of their current IRB protocol, consent form and approval. 

I. REFERENCES

Complete and submit applicable appendices

Appendix 1: Radionuclide

Appendix 2: Use of Drug or Other Chemical to be Administered
Appendix 3: Genetics

APPENDIX 1

RADIONUCLIDE
A.
Radionuclide

1.
Species:  Radionuclide or labeled compound, e.g., 24NaCl or 1-14C-glucose.


2.
Physical Characteristics:  



a.
physical half-life



b.
type of decay



c. 
energy, and relative frequency of major emissions 



d.
average energy, if known


3.
Source: (Reactor, cyclotron, hot lab, commercial supplier)


4.
Preparation:  (Target material, quantity, special problems, location) 



Give details of preparation if this is not a previously approved radiopharmaceutical. Use separate pages to describe synthetic scheme, narrative description of synthesis.

5. Composition: List how are the following determined:
a. chemical purity, 

b. radiochemical purity, 

c. pH, 

d. dosage, 

e. sterility and pyrogen-free status 

6.
Specific Activity and Isotopic Purity of Administered Material: 

a. List the minimum and maximum amount of activity of each radiotracer to be administered.  

b. Calculate the maximum total mass injected of each radiotracer.

c.
Supply documentation that this amount will not cause clinically detectable pharmacological effects.
7.
Outside Materials:

If any radioactive material is brought into BNL from an outside source such as a commercial supplier or other radioisotope production facility, a certificate of analysis must be supplied.

8.
Instruments or devices used to measure the radioactivity after administration to the subject: (e.g., tomograph)

9.
Radioassay and Calibration Procedures: (Include validation to be performed at BNL prior to use)

10.
Route of Administration and Vehicle:
11.
Procedures for Controlling Sterility and Pyrogenicity:  


Note if the commercial isotopes used are certified as ready for administration to humans.

12.
Pertinent Side Effects: 


Describe any pharmacological or toxic actions of the parent compound or vehicle.

B.
Radiological Health Aspects

1.
Hazards to Other Subjects and to Personnel From External or Internal Radiation: (e.g., mr/hr. at 1 meter at the time of radioisotope injection)

2.
Personnel Monitoring Procedures, If Necessary:
3.
Special Procedures for Handling Waste Products, Excreta, and Biological Samples:

4. Supply a Plan for Isotope Accountability:

C.
Radiation Dosage

1.
Biological Half-Life or Physical Half Live: State whether the physical half-life of the radioisotope us shorter than the biological half-life, and by how much.  

2. 
Dosimetry:

Supply a dosimetry table for the maximum amount of radioactivity to be injected.  The table should include contributions from all radioactivity administered.  List minimum and maximum injected activity to be administered.

	Organ
	Dose to Organ

Cmpd.1 dose =  mCi
	Dose to Organ

Cmpd.2 dose =  mCi
	Dose to Organ

Cmpd.3 dose =  mCi
	Total
Dose to organ

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


The maximum allowable dose for a single injection is 3000 mR to the whole body, active blood-forming organs, lens of the eye and gonads.  The dose to any other organ cannot exceed 5000 mR.

The maximum allowable dose for one year is 5000 mR to the whole body, active blood-forming organs, lens of the eye and gonads.  The dose to any other organ cannot exceed 15000 mR.

3. 
Organ, Cellular, or Subcellular Localization: If any non-radioactive agent is being administered, will that agent alter the distribution of the radioactivity?  If so, briefly describe what effect the non-radioactive agent will have upon that distribution

a.  Critical or "Target" Organ(s)
b.  Gonadal Exposure
4.
Give a Literature Reference for the Dosimetry.  If none is available, then give sample calculations:  If standard software packages (such as MIRDose 3) are being used, give the residence time in the organ.  Dosage should be calculated for the whole body and for "target" or other separate organs, where indicated.  Prototype equations are desired; not extensive calculations.  Where applicable, the Medical Internal Radiation Dose (MIRD) Committee's recommended methods (J. Nuclear Medicine Supplements) should be used.  Otherwise, standard dosage equations from references such as Hine and Brownell's Radiation Dosimetry, and the National Bureau of Standards Handbook 69, should be given and the reference cited.  The relationship to the administered dose should be clarified.

D.
Maintenance of records of radionuclide administration and subject response:

List how records are maintained and indicate their location.

E. 
External Subject Irradiation:

1.
List radiation source

2. 
List whole-body dose to the subject
3. 
List organ or area where the radiation is concentrated and give dose
4.
Describe how radiation dose to the subject is verified
5.
Describe how the radiation source is calibrated
6.
Describe how possible leakage from the external radiation source is monitored
APPENDIX 2
USE OF DRUG OR OTHER CHEMICAL TO BE ADMINISTERED

(Complete for each agent)

A.
FDA Approved:               Yes
               No

B.
IND #                                          
IND Sponsor:                                                           
C.
Generic Name/Brand Name:
D.
Source of Material:

State whether commercial vendor, prepared by BNL or by another institution

E.
Approved Indications and Usage:
F.
Approved Dosage and Route of Administration:
G.
Specify use under this protocol: 

Include dose and route of administration.

H.
Determination of Chemical Purity, pH, Dosage, Sterility and Pyrogen-free Status:
I.
Contraindications/Precautions:

J.
Side Effects/Adverse Reactions:

K.
Other Warnings:
L.
If drug is a controlled substance, indicate security procedures:

M.
Maintenance of records concerning drug administration and subject response:

List how records are maintained and indicate their location.

APPENDIX 3
GENETICS

New York State Law Definition of a Genetic Test:

A genetic test shall mean any laboratory test of human DNA, chromosomes, genes or gene products to diagnose the presence of a genetic variation linked to a predisposition to a genetic disease or disability in the individual or in the individual’s offspring; such term also shall include a DNA profile analysis.

Information on the following issues must be included in the protocol.

A.
General Information

1. 
Must include genetic counseling before participation in research. Such counseling must be discussed in the consent form, and method for payment for the counseling must be clearly delineated.

2.
Must include anticipated findings and unanticipated discoveries.
3.
Must include a plan for disclosing certain information to the subject.
B.
Specimens
1.
Indicate location of biological specimens: (Building, room number)

2.
Indicate type of the specimen: (Liquid (blood), cells, tissue)

3.
Indicate how specimen will be stored: (Fixed, frozen, partially processed)

4.
Indicate how long specimen will be kept: 

5.
Indicate if the specimen will be subdivided for different uses and list such uses:

6.
Indicate what happens to the specimen if the subject withdraws from the study.  Will the specimen be destroyed?  Will the specimen be kept, but all identifiers removed (needs subject’s consent)?

C.
Genetic Information
1.
List who will be given genetic information obtained: (Subject, family, doctor, employer, insurance company)

2.
List under what circumstances genetic information is given:
3.
Indicate what type of information will be given to the subject about themselves and/or relatives:
4.
Indicate what information will be withheld from the subjects:
a.
Subjects must be informed they have a right not to know about genetic results.

b.
If the tests reveal a possibility of a genetically related disease and if this information would improve the prognosis of the disease by instigating early treatment, the subject should be told.  This point must be clearly stated in the consent form along with the need to share the information with relatives who also may have the potential to develop the disease.


c.
If the genetic test results are given to the subject, they must:

· be scientifically valid and confirmed

· have significant health implications

· be useful for ameliorating or treating the disease (a potential direct benefit to the subject)
D.
Security, Anonymity and Confidentiality
1.
Indicate whether the subject’s record will be reviewed and linked to genetic data or the specimen:


Will the link remain anonymous?  How will anonymity be assured?

2.
List who will have access to the data and specimens:


How will subject anonymity be retained? Are there possible multiple uses of data and specimens? If so, the subject must be informed.

E.
Risks
1.   List any potential non-physical risks to a subject from learning about their health or genetic status?  (Insurability, employment opportunities, untreatable diseases, family stress) 
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