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APPLICATION FOR APPROVAL OF HUMAN USE OF 

RADIOISOTOPES AND/OR 

IONIZING RADIATION  FOR RESEARCH

NOTE:
This information defined in this application must be one contiguous document.  Separate attached information sheets or other requested documentation may be attached but does not substitute for the requested information outlined below.

1.
IDENTIFY THE COMPLETE TITLE OF THE RESEARCH PROJECT.

2.
IDENTIFY PRINCIPLE INVESTIGATOR

Name 


Department 


Phone Number(s) 


Mailing Address 


Job Classification 


3.
IDENTIFY EACH CO-INVESTIGATOR(S).

Name 


Department 


Phone Number(s) 


Mailing Address 


Job Classification 


4.
SUMMARIZE THE PAST EXPERIENCE, EDUCATION, AND TRAINING, IN THE USE OF RADIOISOTOPES OR IONIZING RADIATION FOR ALL THE INDIVIDUALS NAMED IN 1 AND 2 ABOVE.

5.
IDENTIFY THE AUTHORIZED USER (PHYSICIAN) RESPONSIBLE FOR RADIOISOTOPE ADMINISTRATION AND WHO HAS AN 00R-1 AUTHORIZATION TO ORDER THE RADIOISOTOPES INVOLVED IN THIS STUDY.

Name 


Department 


Phone Number(s) 


NOTE:
Continuation of this authorization is contingent upon annual renewal of your approval for this study by the Institutional Review Board (Research and Development Committee and the Subcommittee on Human Use).

6.
THIS APPLICATION IS FOR (CHECK ONE)


A.
Well established radioactive material use in humans, for which an NDA has been filed.


B.
A use for which an IND application has been accepted by the Food and Drug Administration.  Identify IND Number


C.
A research use to obtain basic research information regarding the metabolism (including kinetics, distribution, and localization) of a radioactive labeled drug or regarding human physiology, pathophysiology, or biochemistry, but not intended for immediate therapeutic, diagnostic or similar purposes or to determine the safety and effectiveness of the drug in humans for such purposes (see 21 CFR 361.1).

The criteria/conditions for a research use application under (C.) are:

i.
Studies are limited to 30 subjects or less.

ii.
Studies must have no immediate therapeutic or diagnostic intent.

iii.
You must document that the dose will have no pharmacological effect in man.

iv.
You must document that the radiation dose is within the limits imposed by 21 CFR 361.1:

Whole body, active blood forming organs,

lens of the eye and gonads:
Rems
Single dose
3

Annual and total dose commitment
5

Other organs:

Single dose
5

Annual and total dose commitment
15

v.
Subjects under 18 years of age may not be studied without first consulting with the Chairman of the Radioactive Drug Research Committee.

______D.
The use of ionizing radiation in the form of an X-ray, fluoroscopy or cine.

NOTE:
A, B, C, & D are reviewed/approved by the Research and Development Committee, Subcommittee on Human Use and Radiation Safety Committee (RSC).  C is also reviewed/approved by the Radioactive Drug Research Committee (RDRC). 

7.
OUTLINE THE RATIONALE OF THE STUDY.  IN ADDITION, FOR STUDIES UNDER 6B, INCLUDE A COPY OF THE IND APPLICATION.

8.
WHAT IS THE MEDICAL SIGNIFICANCE OF THIS RESEARCH?  DESCRIBE THE POTENTIAL MEDICAL BENEFIT TO THE PATIENTS INVOLVED, IF ANY.

9.
THE POTENTIAL RISKS OF THE INVESTIGATION TO THE INDIVIDUAL(S) CONSIST OF THE FOLLOWING:

10.
DEFINE AND EXPLAIN ALL PROCEDURES TO BE PERFORMED (A SUMMARY MUST BE INSERTED HERE).  A MORE DETAILED PROTOCOL MAY BE ATTACHED, BUT DOES NOT SUBSTITUTE FOR THIS SUMMARY.

11.
ATTACH A COPY OF THE WRITTEN INFORMED CONSENT TO BE SIGNED BY THE SUBJECTS.

12.
LIST CRITERIA FOR SELECTION OF SUBJECTS AND CONTROL SUBJECTS.

13.
NUMBER OF SUBJECTS
NUMBER OF CONTROL SUBJECTS

14.
CHECK AGE RANGE OF SUBJECTS UNDER THIS STUDY.

SUBJECTS
CONTROL SUBJECTS

0-6 YEARS (SEE 7C)

18-40 YEARS


6-18 YEARS (SEE 7C)

OVER 40 YEARS


18-40 YEARS



OVER 40 YEARS

Note:
For any subjects under 18 years of age, justify the need for minors and confirm 

that the consent of a parent or legal guardian will be obtained.

15.
WILL ANY SUBJECTS OR CONTROL SUBJECTS BE FEMALE?
YES
NO

If yes, from a potentially pregnant subject I will, 


obtain a written statement that she is not pregnant, or 


confirm, by test, that she is not pregnant.

16.
FOR RADIOISOTOPES, ATTACH A COPY OF THE LABEL TO INCLUDE THE FOLLOWING:  (AN ACTUAL COPY OF THE LABEL IS REQUIRED)

•
Patient name

•
Patient number

•
Radiopharmaceutical

•
Activity

•
Concentration

•
Statement,  "Caution, Radioactive Material"

· Rx Only

17.
LIST THE DETAILS OF THE RADIOPHARMACEUTICAL TO BE RECEIVED BY EACH SUBJECT INCLUDING THE FOLLOWING:

NOTE:
Attach a copy of the master formulary card for studies under 6B. or 6C.)  If a commercially acquired radiochemical is to be manipulated to make it suitable for use an experimental radiopharmaceutical, provide detailed description of all methods (e.g., How will dilution and aliquoting be performed to ensure sterility, apyrogenicity and radiochemical purity?  Into what type of container will the sample be aliquoted and under what conditions will the aliquots be stored?)

A.
Name of radioisotope and radioactive drug (active ingredient)

B.
State specific details of techniques to analyze and quantify the compound (e.g. spectrophotometer - make, settings, sample dilutions, etc.)

C.
Total activity to be administered.

D.
Method of dosage measurement, either by direct or combination of direct measurement and calculation, prior to administration.

E.
Radionuclidic purity (%) and any significant radionuclidic impurities and means of analysis.

F.
Radiochemical purity (%) and significant radiochemical impurities and means of analysis (e.g. Chromatographic techniques and procedure for analyzing radiochromatogram).

G.
Provide evidence that radioactive drug will be stable over period of storage prior to administration.  (Give details of storage conditions and on-going quality assurance procedures for sterility and apyrogenicity.)

H.
List active ingredient (nonradioactive moiety) and maximum amount in milligrams administered per subject, per single dose and/or the minimum specific activity (i.e., mCi/mg) of drug at the time of administration.

I.
List pharmacological dose calculations based on data available from published literature or from other valid human studies.  (NOTE:  Based on pharmacological data available from studies in human subjects the dose should be known not to cause any clinically detectable pharmacological effect in human beings).

J.
Provide detailed information on how the pharmaceutical quality of the radioactive drug will be assured at the time of administration.  Include the pH, Sterility, Apyrogenicity, Identity (chemical & radiochemical purity), Concentration, Specific Activity (activity per mass of drug).

K.
Route of administration.

18.
LIST THE TOTAL RADIATION ABSORBED DOSE TO A SUBJECT.

List estimated radiation absorbed doses per single administration to a human subject and the total dose per organ/per year.  (Include copies of calculations on which this is based or references to published sources.).  There must be data on:

i.
CUMULATIVE RADIATION IN RADS (per dose administered)

•
Whole body

•
Active blood forming organs

•
Lens of the eye

•
Gonads

•
Other organs having significant uptake (list below)

ii.
Other radiation absorbed doses that result from this experimental protocol.  The total dose assessment must include the dose contribution from the administered radiopharmaceutical and any other procedures (e.g., X-ray, fluoroscopy/cine, etc.) related to the study.  Exclude radiation absorbed doses resulting from clinically indicated procedures.  In selecting experimental subjects, investigators should consider all previous exposures.

iii.
Total number of doses to be administered to the same patient(s).

iv.
The doses listed above will be administered over a period of
weeks.

19.
DO YOU WISH A CLAIM OF CONFIDENTIALITY?
YES
NO

NOTE:
The contents of the annual committee report to the FDA are available for public disclosure unless confidentiality is requested by the investigator and it is adequately shown by the investigator that the report constitutes a trade secret or confidential commercial information as defined in 21 CFR 20.61.

20.
CERTIFICATION AND SIGNATURE OF INVESTIGATOR

•
I confirm that all adverse effects associated with the use of the radioactive drug shall be immediately reported to the committee. 

•
I confirm that I will not alter the approved protocol without first obtaining the approval of the committee.

•
I confirm that studies under 6C require the submission of quarterly and yearly reports to the RDRC.  I will submit these reports in a timely manner as required.


DATE:


SIGNATURE OF INVESTIGATOR

21.
SIGNATURE OF APPROVAL BY THE RADIATION SAFETY COMMITTEE


DATE:


SIGNATURE OF APPROVING OFFICIAL

22.
SIGNATURE OF APPROVAL FOR THE SUBCOMMITTEE ON HUMAN USE AND RADIOACTIVE DRUG RESEARCH COMMITTEE


DATE:


SIGNATURE OF APPROVING OFFICIAL

-
-


