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Sponsor-Investigator Responsibilities – Drugs and Biologics

Policies and Procedures TEMPLATE

Instructions for Using this Template


A sponsor-investigator is someone who both initiates and actually conducts a clinical investigation. The sponsor-investigator may conduct the research alone or with others. Investigators who conduct studies involving an FDA test article and for which they hold the IND must abide by the same regulatory requirements as any other sponsor.  The FDA will hold the investigator to the same regulatory requirements as if they were an industry sponsor, regardless of whether the investigator has the same resources.

General Responsibilities of Sponsors – 21 CFR 312.50:  Sponsors are responsible for selecting qualified investigators, providing them with the information they need to conduct an investigation properly, ensuring proper monitoring of the investigation(s), ensuring that the investigation(s) is conducted in accordance with the general investigational plan and protocols contained in the IND, maintaining an effective IND with respect to the investigations, and ensuring that FDA and all participating investigators are promptly informed of significant new adverse effects or risks with respect to the drug. 

General Responsibilities of Investigators – 21 CFR 312.60:  An investigator is responsible for ensuring that an investigation is conducted according to the signed investigator statement, the investigational plan, and applicable regulations; for protecting the rights, safety, and welfare of subjects under the investigator's care; and for the control of drugs under investigation. An investigator shall, in accordance with the provisions of part 50 of this chapter, obtain the informed consent of each human subject to whom the drug is administered, except as provided in 50.23.
1. A sponsor-investigator is responsible for monitoring the study at his/her own institution (i.e. the University of Utah, Primary Children’s Medical Center, VASLCHCS) and, if applicable, all other clinical investigators and institutions participating under the sponsor-investigator’s IND.  This template outlines these responsibilities for drugs and biologics studies.  If the study is not a multi-center study, then some responsibilities will not be applicable and can be omitted.

a. There are additional requirements for investigations involving an exception from informed consent under 21 CFR 50.24 that are not outlined in this template.  For more information regarding these requirements, please contact the IRB.
b. There are different requirements when submitting a new drug application that are not outlined in this template.  For more information, please visit the FDA website at http://www.fda.gov/default.htm.
c. There are different requirements for bioavailability and bioequivalence studies that are not outlined in this template.  For more information, please contact the IRB or visit the FDA website at http://www.fda.gov/default.htm.

d. There are different requirements for biologics licensing that are not outlined in this template.  For more information, please visit the FDA website at http://www.fda.gov/default.htm.

2. Website links to CFR sections are included in the instruction text throughout the document.  You should refer to these sections when writing the policies and procedures to ensure you have addressed all necessary requirements.

3. Complete the study information in the header of the document.

4. Replace bracketed items such as [Investigator’s Name] on the title pages.

5. Read the guidelines for each section, complete as applicable for your project, and then delete the blue template guidelines.  

6. The completed polices and procedures document should be attached to the study in ERICA on the Documents and Attachments page under “Other Documents”.  If this document includes an appendix, it should be included in the same document.  Do not attach supporting documentation separately in ERICA.
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INSTRUCTIONS: This page may be deleted if there are no internal co-investigators investigators for this study.  Delete template text as appropriate.
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INSTRUCTIONS: This page may be deleted if there are no external investigators conducting research under the IND held by the sponsor-investigator.  Delete template text as appropriate.
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	RESPONSIBILITIES


I. Financial Disclosure By Clinical Investigators 
A. Financial Disclosure to the Institution

INSTRUCTIONS: Include a statement that the sponsor-investigator and all participating clinical investigators (including local co-investigators) will disclose their financial interests to the Conflict of Interest Office of their institution.  State that an individual investigator will develop a management plan with the Conflict of Interest Office if it is determined that a conflict exists.

B. Financial Disclosure to the FDA – 21 CFR 54
INSTRUCTIONS: The requirements in this part apply to any applicant who submits a marketing application for a human drug or biological product, and who submits covered clinical studies. See 21 CFR 54.2 (e) for the full definition of “covered clinical studies”. An applicant may consult with FDA as to which clinical studies constitute “covered clinical studies” for purposes of complying with financial disclosure requirements.  This section should be deleted if it is not a covered clinical study.  

Describe the process for ensuring disclosure of financial interests and maintaining records of financial disclosure for all clinical investigators. Describe how the sponsor-investigator will ensure that the financial disclosure records will be retained for 2 years after a marketing application is approved for the drug; or, if an application is not approved for the drug, until 2 years after shipment and delivery of the drug for investigational use is discontinued and FDA has been so notified.
As an attachment or appendix, include copies of the completed FDA 3435 Form(s) and/or FDA 3455 Form(s).
II. Current Good Manufacturing Practice of Drugs and Pharmaceuticals 
INSTRUCTIONS:  This section applies to the site that is manufacturing the investigational drug/biologic.  If the investigational drug/biologic has never been used in a Phase II or III study, then this section is not required and may be deleted.  
State what the investigational drug/biologic is and where the investigational drug/biologic is being manufactured.  If the investigational drug/biologic is being manufactured at the University of Utah or within it’s covered entity, the lab/manufacturing facility must be inspected for compliance with Good Manufacturing Practice (GMP).  Include as an attachment or appendix documentation of compliance with GMP for the facility.
III. Investigational New Drug Application – Subpart A 
INSTRUCTIONS:  Confirm that the investigational drug/biologic will be labeled as investigational use.  Include a statement that the investigational drug/biologic will not be promoted as safe or effective for the purpose under study. Also confirm whether the investigational drug/biologic will not be commercially distributed or marketed and participants will not be charged for the cost of the drug or that authorization has been obtained from the FDA to charge for the cost of the drug (provide documentation as an attachment or appendix, unless this is already included with the IND application).
IV. Investigational New Drug Application – Subpart B  

INSTRUCTIONS:  As an attachment or appendix, include the following documents:

1. A copy of the complete Investigational New Drug Application, as described in section 312.23. 
2. Signed copies of the complete FDA Form(s) 1572 for all participating clinical investigators.  
3. A copy of the FDA IND confirmation letter or approval letter.
A. Amendments

INSTRUCTIONS: Describe how the sponsor-investigator will ensure that protocol amendments which significantly affect the safety of subjects and information amendments which fall under section 312.31 will be submitted to the FDA, all participating clinical investigators, and reviewing IRBs.  Describe who will be responsible for preparing and submitting these amendments (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.) and how record of these amendments and corresponding approvals/acknowledgements will be maintained.
B. Adverse Event Reporting
INSTRUCTIONS: Describe how the sponsor-investigator will ensure that IND safety reports will be submitted to the FDA, all participating clinical investigators, and reviewing IRBs, for any adverse events associated with the use of the investigational drug/biologic that are both serious and unexpected.  State which format will be used to report these adverse events (e.g. FDA Form 3500A, narrative format, or CIOMS I Form).  Confirm that any findings from tests in laboratory animals that suggests a significant risk for human subjects including reports of mutagenicity, teratogenicity, or carcinogenicity will also be reported.  Describe who will be responsible for preparing and submitting these reports (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.) and how record of these events and corresponding approvals/acknowledgements will be maintained.

If the study is a multi-center study, describe the process by which participating clinical investigators will report to the sponsor-investigator any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. 
C. Annual Reports and Final Reports
INSTRUCTIONS: Describe how the sponsor-investigator will ensure that annual reports will be submitted to the FDA, according to the requirements outlined in section 312.33.  Describe who will be responsible for preparing and submitting these reports (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.).

If the study is a multi-center study, describe the process by which participating clinical investigators will submit final reports to the sponsor-investigator after the completion of the investigators’ participation in the study.
D. IND Withdrawal

INSTRUCTIONS: Describe how the sponsor-investigator will ensure that the FDA, all participating clinical investigators, and reviewing IRBs will be notified if the sponsor-investigator withdraws the IND.  Describe how these entities will be notified and who will be responsible for notifying them (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.).
Describe the follow-up that will occur with study participants in the event the IND is withdrawn.

V. Investigational New Drug Application – Subpart C  

A. Clinical Holds

INSTRUCTIONS: When a proposed study is placed on clinical hold, subjects may not be given the investigational drug. When an ongoing study is placed on clinical hold, no new subjects may be recruited to the study or given the investigational drug; patients already in the study should be taken off therapy involving the investigational drug unless specifically permitted by FDA in the interest of patient safety.  Describe the follow-up that will occur with study participants in the event that the study is placed on clinical hold by the FDA.
Include a statement that if the FDA places the study on clinical hold, this information will be promptly reported to the reviewing IRBs according to IRB policy.  Describe who will be responsible for reporting a clinical hold (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.).

B. Study Termination

INSTRUCTIONS: Describe the procedure the sponsor-investigator will follow to end all clinical investigations conducted under the IND and recall or otherwise provide for the disposition of all unused supplies of the drug in the event that the study is terminated by the FDA. 


Describe the follow-up that will occur with study participants in the event that the study is terminated by the FDA.

Describe how the sponsor-investigator will ensure that if the FDA terminates the study, this information will be promptly reported to the reviewing IRBs according to IRB policy.  Describe who will be responsible for reporting the termination (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.).

VI. Investigational New Drug Application – Subpart D  

A. Selecting Investigators and Monitors

INSTRUCTIONS: Include a statement describing how all participating clinical investigators will be qualified by training and experience as appropriate experts to investigate the drug/biologic.  Verify that the investigational new drug/biologic will only be shipped to investigators participating in the investigation and describe any protections in place to ensure compliance.  Describe how study monitor(s) will be qualified by training and experience to monitor the progress of the investigation.
As an attachment or appendix, include a copy of the sponsor-investigator’s curriculum vitae or other statement of qualifications.  It is appropriate to include as an attachment or appendix a curriculum vitae or other statement of qualifications of each participating clinical investigator. If these curriculum vitae are not included as an attachment or appendix, please state that they will be kept on file with the sponsor-investigator.

As an attachment or appendix, include a copy of the sponsor-investigator’s protocol summary.  It is appropriate to include as an attachment or appendix the protocol summaries from each participating clinical investigator. If these protocol summaries are not included as an attachment or appendix, please state that they will be kept on file with the sponsor-investigator.  The protocol summaries should outline the appropriate information required in section 312.53 (c) (3).
Describe the members involved as study monitors.  Depending on the design, size, and potential risks of the study, an appropriate study monitor may be an individual or a committee of several members.  Provide the names, affiliates, and expertise of members of the monitoring group.  As an attachment or appendix, include a copy of each study monitor’s curriculum vitae or other statement of qualifications.  

Describe the monitoring plan including the following:

· How often will the study monitor(s) review the study data for non-compliance and participant safety (adverse events, unanticipated problems, etc.)?

· How often will the study monitor(s) report findings to the sponsor-investigator?

· How often will findings be reported to all participating clinical investigators reviewing IRBs?

· How and under what circumstances will finding be reported to other entities, such as the FDA, DHHS, associated pharmaceutical companies, etc.?  

· What are the “stopping criteria” for the study?   

B. Review of Ongoing Investigations

INSTRUCTIONS: Include a statement that the sponsor-investigator will monitor the progress of all clinical investigations being conducted under the IND, including issues of non-compliance and the safety and effectiveness of the drug/biologic.  

A sponsor-investigator who discovers instances of non-compliance at his/her own institution (i.e. the University of Utah, Primary Children’s Medical Center, VASLCHCS) is required to report those instances to the IRB according to IRB policy.  Describe who will be responsible for preparing and submitting these reports (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.) and how record of these events and corresponding approvals/acknowledgements will be maintained.

A sponsor-investigator who discovers that a participating clinical investigator is not complying with the signed agreement (Form FDA-1572), the general investigational plan, or the requirements of this part or other applicable parts shall promptly either secure compliance or discontinue shipments of the investigational new drug to the investigator and end the investigator's participation in the investigation.  Describe the procedures for adhering to this requirement, including reporting procedures to reviewing IRBS. Describe the follow-up that will occur with study participants in the event that an investigator is discontinued from participating in the study.

A sponsor-investigator who determines that the investigational drug/biologic presents an unreasonable and significant risk to subjects shall discontinue those investigations that present the risk, notify FDA, all reviewing IRBs, and all investigators who have at any time participated in the investigation of the discontinuance, assure the disposition of all stocks of the drug outstanding as required by section 312.59, and furnish FDA with a full report of the sponsor-investigator’s actions. The sponsor-investigator shall discontinue the investigation as soon as possible, and in no event later than 5 working days after making the determination that the investigation should be discontinued. Upon request, FDA will confer with the sponsor-investigator on the need to discontinue an investigation.  Describe the procedures for adhering to this requirement.  Describe the follow-up that will occur with study participants in the event that the study is discontinued for safety reasons.

C. Recordkeeping and Record Retention

INSTRUCTIONS: Describe how the sponsor-investigator will maintain records of receipt, shipment, or other disposition of the investigational drug/biologic.  These records are required to include, as appropriate, the name of the investigator to whom the drug/biologic is shipped, and the date, quantity, and batch or code mark of each such shipment.  Describe who will be responsible for preparing and maintaining these records (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.). 

Describe how the sponsor-investigator will assure the return of all unused supplies of the investigational drug/biologic from each individual investigator whose participation in the investigation is discontinued or terminated and how the sponsor-investigator will maintain written records of receipt or other disposition. 

Describe how the sponsor-investigator will ensure that each participating investigator, including the sponsor-investigator, will prepare and maintain adequate and accurate case histories that record all observations and other data pertinent to the investigation on each participant who is given the investigational drug/biologic or employed as a control in the study. Please note that it is not required that the sponsor-investigator maintain case study reports for all participating investigators, only the case histories for the sponsor-investigator’s institution (i.e. the University of Utah, Primary Children’s Medical Center, VASLCHCS).  Describe who will be responsible for preparing and maintaining these case history reports (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.).  

It is appropriate to include as an attachment or appendix a copy of the case history report form that will be used.  This case history report form should record the information described in section 312.62 (b).
Describe how the sponsor-investigator will ensure records of drug disposition and case histories will be kept for 2 years after a marketing application is approved for the drug/biologic; or, if an application is not approved for the drug/biologic, until 2 years after shipment and delivery of the drug/biologic for investigational use is discontinued and FDA has been so notified.  Describe where these records will be stored.

Include a statement that the sponsor-investigator will maintain reserve samples of any test article and reference standard identified in, and used in any of the bioequivalence or bioavailability studies described in section 320.38 or 320.63, and release the reserve samples to FDA upon request, in accordance with, and for the period specified in section 320.38.  Describe where these samples will be stored.

D. Control and Handling of the Investigational Drug/Biologic
INSTRUCTIONS: Include a statement that the drug/biologic will only be administered to participants under the sponsor-investigator’s personal care or under the care of other participating clinical investigators or under the supervision of a sub-investigator.  Describe where the drug will be stored.

If the investigational drug/biologic is subject to the Controlled Substances Act, include a statement that the sponsor-investigator and all participating investigators will ensure the storage of the investigational drug in a securely locked, substantially constructed cabinet, or other securely locked, substantially constructed enclosure, access to which is limited, to prevent theft or diversion of the substance into illegal channels of distribution.  
E. Assurance of IRB Review

INSTRUCTIONS: Include a statement that the sponsor-investigator and participating clinical investigators will obtain IRB approval for the study, including initial approval, continuing review, and changes in the research activity (amendments).  State that changes in the research will not be made without IRB approval, except where necessary to eliminate apparent immediate hazards to human participants.  Describe who will be responsible for submitting to the IRB (e.g. the sponsor-investigator or designee, such as a co-investigator, study coordinator, etc.) and how record of IRB approvals will be maintained for all participating institutions.

Include a statement that the sponsor-investigator and participating clinical investigators will promptly report to reviewing IRBs all unanticipated problems involving risk to human participants or others according to IRB policy.  Describe who will be responsible for preparing and submitting these reports (e.g. the sponsor-investigator, co-investigator, study coordinator, etc.) and how record of these problems and corresponding approvals/acknowledgements will be maintained for all participating institutions.
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