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Applicable Regulations 
& Guidelines:   21 CFR: 312.30-1 
    ICH Guidelines E6 
  
 
Other References:  MEDWATCH website www.fda.gov/medwatch 
 
Responsible Personnel:  PI who is the Sponsor-investigator and the study team 

(research nurse, clinical research coordinator, regulatory 
affairs coordinator) 

 
Policy Statement:   Principal Investigators, who hold INDs, (Sponsor-  
    Investigators) have additional responsibilities that must be  
    adhered to in order to properly conduct these trials within  
    the DF/HCC. 
 
Definitions: 
  

1) Sponsor-Investigator (SI):  A Sponsor-Investigator is an individual who both 
initiates and conducts a clinical investigation and under whose immediate direction 
the investigational drug is being administered or dispensed at all study sites.  For 
administrative reasons, only one individual should be designated as SI.  In general, 
the SI functions as the sponsor of a clinical trial.  The sponsor is the person who takes 
responsibility for and initiates a clinical investigation.  The sponsor may be a 
pharmaceutical company, a private or academic organization, or an individual.  If a 
pharmaceutical company will be supplying the drug, but will not itself be submitting 
the IND, the company is not the sponsor. 
 

2) Investigational New Drug (IND):  An application submitted to the FDA by the SI or 
other sponsor.  This application is necessary when an investigational drug(s) or 
product(s) is either brand new, or being used for the first time for a particular disease 
or in a new treatment combination. 
 

3) Exempt/Non-Exempt:  This refers to the status of the IND application.  At the time 
of protocol application, the FDA either decides to exempt the investigator or sponsor 
from an IND, or chooses to have the investigator hold the IND.  If the investigator is 
found to be exempt from holding an IND, this means the SI is not responsible for 
corresponding with the FDA.  If the investigator holds the IND, then the investigator 
is responsible for corresponding with the FDA as the SI. The SI is seen as the study 
sponsor for all sites who are conducting the clinical investigation under the IND. 
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4) IND Number:  This is generally a 5-digit number (ex. 66,225) for non-biologic 

agents and a 4-digit number beginning with “BB” for biologics (ex. BB 1234) that 
the FDA assigns the investigational agent being used in a specific clinical trial.  It 
references the drug(s) or product(s) used under a specific IND application.  This 
number must be referenced on all correspondence to the FDA. 

  
Procedure:  
 Responsibilities 

1) The Overall P.I. is responsible for acting as the sponsor-investigator (SI). 
 

2) The study team is responsible for submitting all regulatory documentation to the IRB 
in addition to the FDA and other sites.  The study team of the sponsor-investigator 
institution is responsible for informing all other sites involved in the clinical trial of 
any amendments, serious adverse events and annual reviews. 
 

3) The study team is responsible for initial submission of the protocol to the IRB and 
FDA, informing the assigned study team of the FDA contact and IND number, 
furnishing the study team with the original 1571 and 1572, and for providing the 
initial approval letter from the FDA stating that the PI is not exempt from holding the 
IND. 
 

4) If the Overall PI is exempt from holding the IND, this designation refers to the IND 
application and correspondence with the FDA.  All other responsibilities for the 
study conduct remain the same.  

 
Coordination of the regulatory paperwork 
 
1) Continuing Reviews 
 

a. With the SI’s input, the study team completes the IRB Continuing Review 
(CR) Form according to the IRB’s policy, submits it to the IRB, and files the 
submission in the Regulatory Binder.  Once approved by the IRB, the study 
team member files the approval memo in the Regulatory Binder. 
 

b. The study team member sends a copy of the CR and Approval letter to the 
FDA along with the completed 1571.  A copy of all material sent to the FDA 
is kept in a Regulatory Binder. 
 

c. For sites not using the DFCI IRB, the SI’s study team member collects all 
annual approval memos and submits these outside IRB approvals to the FDA 
with the SI’s annual continuing review, filing a copy of these submissions in 
the Regulatory Binder. 
 

2) Amendments to the Protocol/Consent Form 
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a. With the SI’s input, the study team completes the IRB Amendment Form and 

submits it to the IRB with supporting documents. The study team member 
notifies all sites via email the description of the amendment that was 
submitted to the IRB and files this email in the regulatory binder. Once the 
amendment is approved, the study team member files the approval in the  

 
Regulatory Binder and sends a copy of the amendment and approval letter to 
the outside institutions’ PI/Study Staff. 
 

b. If required, the study team sends the amendment form and approval letter to 
the FDA along with a completed 1571 (see references for Code of 
Regulations title number which describes what types of amendments need to 
be sent to the FDA).  Keep a copy of all documents sent to the FDA in the 
Regulatory Binder.  Note:  Not all amendments need to be submitted to the 
FDA.   
 

3) Serious Adverse Event (SAE) Reports 
 
a. The study team checks the SAE section of the protocol to determine if the 

event is an SAE, who the report needs to be submitted to and what the 
timeframe for submission is. 
 

b. With the SI’s input, the study team reports the SAE to the IRB using the 
appropriate IRB SAE form.  Be sure to check the IRB reporting guidelines 
on the OPRS website.  When reporting the SAE to the FDA, the CRA uses 
the MEDWATCH 3500A Form (see references for MEDWATCH website).  
The CRA notifies other institutions participating in the trial of the SAE and 
sends the other institutions a copy of the completed IRB SAE report, 
MEDWATCH form, and a cover letter.  The cover letter to the outside 
institutions should state the protocol title, the IND #, and a statement that the 
report should be submitted to their IRB for review as an IND safety report.  
File copies of these documents in the regulatory binder. 
 

c. If a SAE occurs at an outside institution, the SI/study team designee at the 
lead institution obtains all information regarding the event from the outside 
institution and submits this information to the SI’s IRB as an IND Safety 
Report.  When reporting the event to the FDA, the CRA uses the 
MEDWATCH 3500A Form (see references for MEDWATCH website).  The 
study team designee also sends a copy of the IND Safety Report and 
MEDWATCH 3500A to all institutions and PI’s involved in the trial.  File 
copies of these documents in the regulatory binder. 

 
NOTE: *All correspondence (except SAE reports) sent to the FDA must be sent 
with a cover letter, in triplicate (three copies of each document you are 
sending). 
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