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Course Objectives

• Identify the different types of INDs and 

when they are required for a clinical 

study

• Describe the elements of an IND 

application

• Define the roles and responsibilities of 

the sponsor/investigator in an IND study



What is an IND application

• An application that provides the FDA with 
the data necessary to decide if a new drug 
and the proposed clinical trial pose a 
reasonable risk to human subjects 
participating in the study

• The IND application allows the sponsor to 
initiate and conduct the clinical studies and 
transport study drug across state lines 
(exemption)

• 21 CFR part 312



IND Classifications

• Commercial
– Permits sponsor to collect data on the clinical 

safety and efficacy needed for application for 
marketing in the form of a New Drug Application 
(NDA)

• Research (Non-Commercial)
– Permits the sponsor to use the drug in research to 

obtain advanced scientific knowledge of a new 
drug

– No plan to market the drug

• Emergency Use



Definitions

• Investigational new drug
– a new drug or biological drug that is used in a clinical investigation. The term also 

includes a biological product that is used in vitro for diagnostic purposes. 

• Investigator
– an individual who conducts a clinical investigation (i.e. , under whose immediate 

direction the drug is administered or dispensed to a subject). 

• Sponsor
– the entity who takes responsibility for and initiates a clinical investigation. The 

sponsor may be an individual or pharmaceutical company, governmental agency, 
academic institution, private organization, or other organization. The sponsor does 
not actually conduct the investigation

• Sponsor-Investigator
– an individual who both initiates and conducts an investigation, and under whose 

immediate direction the investigational drug is administered or dispensed. The term 
does not include any person other than an individual. The requirements applicable 
to a sponsor-investigator under this part include both those applicable to an 
investigator and a sponsor.



When is an IND Needed*

• To conduct a clinical trial with an unapproved 
drug/ new molecular entity (NME)

• If the NME is not approved for the indication 
under investigation

• If a new dosage level or route of administration is 
being investigated

• If combined with another drug and the 
combination is not approved

• All clinical studies where an unapproved drug is 
administered to human subjects, regardless of 
whether the drug will be commercially developed

*There are exceptions



When an IND is not needed

• Drug/ NME is not intended for human 

subjects (pre-clinical studies)

• It is an approved drug, and the study is 

within the approved indication for use

– “Off label” studies as long as the dosage and/or 
route of administration is not changed 



If you think your study will require an IND

• Complete the Research and Development 
application and note that you may need an IND

https://redcapweb.carilionclinic.org/redcap/surveys/index.php?s=EE7LAYHFDF

• Initiate a discussion with the IRB and go to the 
Carilion Clinic IRB website (related sites)

https://carilionclinic.org/institutional-review-board#related-sites

Click FDA Information Sheets
"Off-Label" and Investigational Use Of Marketed Drugs, Biologics, and Medical Devices

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/label-and-investigational-
use-marketed-drugs-biologics-and-medical-devices

https://redcapweb.carilionclinic.org/redcap/surveys/index.php?s=EE7LAYHFDF
https://carilionclinic.org/institutional-review-board#related-sites
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/label-and-investigational-use-marketed-drugs-biologics-and-medical-devices


Clinical investigation of a marketed drug or biologic does 

not require submission of an IND if all six of the following 

conditions are met: 21 CFR 312.2(b)(1)*

I. it is not intended to be reported to FDA in support of a new indication 
for use or to support any other significant change in the labeling for 
the drug;

II. it is not intended to support a significant change in the advertising for 
the product;

III. 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;

IV. it is conducted in compliance with the requirements for IRB review 
and informed consent [21 CFR parts 56 and 50, respectively];

V. it is conducted in compliance with the requirements concerning the 
promotion and sale of drugs [21 CFR 312.7]; and

VI. it does not intend to invoke 21 CFR 50.24.
§ 50.24 - Exception from informed consent requirements for emergency research

*If all six criteria are met, you may still need to submit an IND per 
Institutional and/or Carilion Clinic IRB requirement



IND Application Format

• Cover Sheet

• Table of Contents

• Introductory statement and a general investigative 
plan

• Investigators Brochure

• Protocol

• Chemistry, Manufacturing and Control Information 
(CM&C)

• Pharmacology and Toxicology Information

• Previous human experience with the investigational 
drug

• Other relevant information such as prior INDs

May not be needed if you are using a previously assigned IND number



IND Application Form 1571



IND Application Form 1571



IND Form 1571





IND Form 1571



Sponsor-Investigator

• Pre-IND Consultation Program
https://www.fda.gov/drugs/investigational-new-drug-ind-application/pre-ind-consultation-program

• Requesting a Pre-Assigned Application 
number
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/requesting-pre-assigned-
application-number

This request will require a secure 
email account with FDA

Research and Development has these 
email accounts 

https://www.fda.gov/drugs/investigational-new-drug-ind-application/pre-ind-consultation-program
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/requesting-pre-assigned-application-number


Sponsor-Investigator

• Letter of Authorization

– Sent to Drug Owner (Pharmaceutical/ Biotech) 
requesting that the FDA can access the Drug 
master file (DMF) in support of your IND 
application

• FDA will act as the liaison in most cases

• FDA Form 1572 Statement of Investigator



Signed Submission of FDA Form 1571

✓Sponsor-Investigator commits to not initiate 
the clinical trial until 30 days after 
acknowledgment that FDA has received 
the IND and not to begin if the study is put 
on clinical hold after review of application

✓Sponsor-Investigator commits that study 
will be initiated approved by IRB and 
subject to continuing review

✓Sponsor-Investigator will commit to 
conduct study in accordance with 
regulatory requirements



Clinical Hold

• Complete 

– Delay or suspension of all clinical work 
requested in IND submission

• Partial

– Delay or suspension of only part of clinical work

IND Clinical Hold Response necessary to 

commence study



Annual Review

A sponsor shall within 60 days of the anniversary 
date that the IND went into effect, submit a brief 
report of the progress of the investigation that 
includes:

Individual study information. A brief summary of the status of each study in 
progress and each study completed during the previous year. The summary 
is required to include the following information for each study:

(1) The title of the study (with any appropriate study identifiers such as 
protocol number), its purpose, a brief statement identifying the patient 
population, and a statement as to whether the study is completed.

(2) The total number of subjects initially planned for inclusion in the study; 
the number entered into the study to date, tabulated by age group, gender, 
and race; the number whose participation in the study was completed as 
planned; and the number who dropped out of the study for any reason.

(3) If the study has been completed, or if interim results are known, a brief 
description of any available study results.



Annual Review

Summary information. Information obtained during the 
previous year's clinical and nonclinical investigations, 
including:

(1) A narrative or tabular summary showing the most frequent and most serious 
adverse experiences by body system.

(2) A summary of all IND safety reports submitted during the past year.

(3) A list of subjects who died during participation in the investigation, with the cause 
of death for each subject.

(4) A list of subjects who dropped out during the course of the investigation in 
association with any adverse experience, whether or not thought to be drug related.

(5) A brief description of what, if anything, was obtained that is pertinent to an 
understanding of the drug's actions, including, for example, information about dose 
response, information from controlled trials, and information about bioavailability.

(6) A list of the preclinical studies (including animal studies) completed or in progress 
during the past year and a summary of the major preclinical findings.

(7) A summary of any significant manufacturing or microbiological changes made 
during the past year.



Annual Review

A description of the general investigational plan for the coming year to replace 
that submitted 1 year earlier. The general investigational plan shall contain the 
information required under § 312.23(a)(3)(iv).

(d) If the investigator brochure has been revised, a description of the revision 
and a copy of the new brochure.

(e) A description of any significant Phase 1 protocol modifications made during 
the previous year and not previously reported to the IND in a protocol 
amendment.

(f) A brief summary of significant foreign marketing developments with the drug 
during the past year, such as approval of marketing in any country or withdrawal 
or suspension from marketing in any country.

(g) If desired by the sponsor, a log of any outstanding business with respect to 
the IND for which the sponsor requests or expects a reply, comment, or meeting.



Useful Websites

• CDER (Center for Drug Evaluation and 
Research)

https://www.fda.gov/about-fda/fda-organization/center-drug-evaluation-and-research-cder

• CBER (Center for Biologics Evaluation and 
Research)

https://www.fda.gov/about-fda/fda-organization/center-biologics-evaluation-and-research-cber

• IND Activity
https://www.fda.gov/drugs/drug-and-biologic-approval-and-ind-activity-reports/ind-activity

• Drugs
https://www.fda.gov/drugs

https://www.fda.gov/about-fda/fda-organization/center-drug-evaluation-and-research-cder
https://www.fda.gov/about-fda/fda-organization/center-biologics-evaluation-and-research-cber
https://www.fda.gov/drugs/drug-and-biologic-approval-and-ind-activity-reports/ind-activity
https://www.fda.gov/drugs

