
IND APPLICATION TEMPLATE:
PHARMACOLOGY AND TOXICOLOGY INFORMATION
 
F.
Pharmacology and Toxicology Information
1. Pre-Clinical Pharmacology and Drug Distribution Information:

1.1
Pharmacologic effects and mechanism(s) of action of the investigational drug

Summarize, if known, the pharmacologic effects and mechanism(s) of action of the investigational drug in animals.
(Note: A summary report of this information, without individual animal  records or individual study results is usually sufficient.)

(Note: If this information is not known, it should be so stated.  To the extent that pharmacologic effects and mechanism of action information may be important to address safety issues, or to assist in the evaluation of toxicity data, the submission of this information may be necessary; however, a lack of such pre-clinical data is typically not a reason for placing a clinical hold on initial human studies under the IND.)
1.2
Absorption, distribution, metabolism and excretion of the investigational drug

Summarize, if known, information on the absorption, distribution, metabolism, and excretion of the investigational drug from prior animal studies.
(Note: A summary report of this information, without individual animal records or individual study results is usually sufficient.)

(Note: If this information is not known, it should be so stated.  To the extent that this pharmacokinetic information may be important to address safety issues, or to assist in the evaluation of toxicity data, the submission of this information may be necessary; however, a lack of such preliminary data is typically not a reason for placing a clinical hold in Phase 1 studies under the IND.)

2. Pre-Clinical Toxicology Studies – Integrated Summary:
Provide an Integrated Summary of the toxicologic effects of the investigational drug observed in animal and, if applicable, in vitro studies. The Integrated Summary report should represent the Sponsor’s evaluation of the currently available pre-clinical study data upon which the Sponsor has determined that it is safe to proceed with the proposed clinical (i.e., human) research studies.  The Integrated Summary should include the following information which may be facilitated or supplemented by visual displays (e.g., box plots, graphs, histograms) of the respective data:

· A brief description of the design of each of the pre-clinical toxicity studies and a discussion of any deviations from the design in the actual conduct of the study.  Incorporate also the dates of performance of each of the pre-clinical toxicity studies.
(Note: The characteristics and extent of the pre-clinical toxicology studies required will depend on the nature of the investigational drug and the phase of the proposed human studies.)

· A systematic presentation of the findings of the pre-clinical toxicology and toxicokinetic studies; with those findings that an informed and experienced expert would reasonably consider as possible “signals” of human risk highlighted.
(Note: It is recommended that the format of this part of the Integrated Summary be approached from a “systems review” perspective (e.g., CNS, cardiovascular, pulmonary, gastrointestinal, renal, hepatic, genitourinary, hematopoietic and immunologic, and dermal).  If the investigational drug’s effects on a particular body system have not been assessed, this should be so stated.)

(Note: If any well-documented toxicologic “signal” identified in pre-clinical studies is not considered to be evidence of potential human risk, the reason(s) should be stated.)
· The identification and the qualifications of the individual(s) who evaluated the pre-clinical toxicology data and concluded that it is reasonably safe to begin the proposed human study(ies).

(Note: The identified individual(s) should sign and date the Integrated Summary, attesting that the summary accurately reflects the toxicology data obtained from the pre-clinical studies.)

· A statement of where each of the pre-clinical toxicity studies was conducted and where the records are available for inspection; should an inspection occur.

· For each pre-clinical toxicity study, a statement as to whether or not the study was conducted in full compliance with the FDA’s Good Laboratory Practice (GLP) standards (21 CFR Part 58). 
If a study was conducted in compliance with GLP standards, specify if the respective study report included as part of the Integrated Summary has been formally audited (i.e., “fully quality assured”).

(Note: While it may be acceptable for the initially submitted Integrated Summary to include information obtained from an un-audited safety report, the report should be made available to the FDA as a final, fully quality assured report within 120 days of the start of the human study(ies) for which the report formed part of the basis of the safety conclusion.  The final, fully quality assured report should address, in the introduction, any changes from the information reported in the initial Integrated Summary; or, if there were no changes, this should be specifically stated.)
(Note: Any new finding discovered during the preparation of a final, fully quality-assured study report that suggests a significant risk to human subjects is required to be submitted [i.e., as soon as possible and in no event later than 15 days after the sponsor’s receipt of the information] as an IND Safety Report (21 CFR Sec. 312.32(c),(i),(B)).
If a study was not conducted in compliance with GLP standards, provide 1) a brief statement of the reason(s) for non-compliance with the GLP standards; 2) a description of all differences between the practices actually used and those required in the GLP standards; and 3) a discussion of how respective deviation from the GLP standards might affect the interpretation of the study findings. 
(Note: Alternately, the requisite information outlined in the final three bullets may be incorporated into the Toxicology – Full Data Tabulations described below.)

Alternately, if the investigational drug is currently being evaluated under a separate IND, specify such and incorporate (i.e., into a referenced appendix to this IND application) a letter or written notification from the sponsor of the respective IND  authorizing the FDA to access the IND in support of the pre-clinical toxicology information required to be submitted under this IND application.
Alternately, if the investigational is FDA-approved for commercial marketing, specify such and incorporate (i.e., into a referenced appendix to this IND application) a copy of the FDA-approved product labeling (i.e., product insert). 

3. Pre-Clinical Toxicology Studies – Full Data Tabulation:
Submit, for each animal toxicology study that is intended to support the safety of the proposed clinical (i.e., human) research study, a full tabulation of the respective data suitable for detailed review.

(Note: This tabulation should consist of line listings of the individual data points, including laboratory data points, for each animal in the toxicology study; along with summary tabulations of these data points.  To allow for interpretation of the line listings, the listings should be accompanied by either 1) a brief description [i.e., technical report or abstract including a methods description section) of the study; or 2) a copy of the study protocol and, if applicable, protocol amendments.)
4. Previous Human Experience with the Investigational Drug:

If there has been no apparent previous human experience with the investigational drug, specifically state this.
If there has been previous human experience with the investigational drug, provide an integrated summary report of this experience to include the following:
· If the investigational drug has been clinically investigated or marketed previously, either in the U.S or other countries, provide detailed information about such experience that is relevant to the safety of the proposed clinical research study(ies) or to the rationale of the proposed clinical research study(ies).  If the investigational drug has been the subject of controlled clinical trials, also provide detailed information from such trials that is relevant to the potential effectiveness of the drug for the proposed clinical use. 
(Note: If the investigational drug is a combination of drugs previously investigated or marketed, provide the information outlined above for each active drug component.)

(Note: Individual reports of prior human experience with the investigational drug do not usually need to be submitted with the initial IND application.  However, all such reports should be referenced in the integrated summary of prior human experience, and copies of the respective, published materials should be available for submission to the FDA upon its request.)

· If the investigational drug has been marketed outside of the U.S., provide a list of the countries in which the drug has been marketed and a list of the countries in which the drug has been withdrawn from marketing for reasons (specified) related to safety or effectiveness.

5. Additional Information:  (Include only if applicable)

6.1 Drug dependence and abuse potential  (Include only if applicable)

If the investigational drug is a psychotropic substance or otherwise has abuse potential, describe relevant studies of the investigational drug in test animals and, if applicable, any relevant studies in humans involving the investigational drug or similar drugs. 
6.2 Radioactive drugs  (Include only if applicable)

If the investigational drug is a radioactive drug, provide sufficient pharmacokinetic and organ distribution data from animal or human studies so as to permit a reasonable calculation of the radiation-absorbed doses to the critical organs of a human subject and the effective dose to a human subject.

(Note: Phase 1 studies of the investigational radioactive drug must include plans for the collection of sufficient human pharmacokinetic and organ distribution data to permit the calculation of human-based radiation dosimetry estimates.)

� Adapted from Guidance for Industry: Content and Format of Investigational New Drug Applications (INDs) for Phase 1 Studies of Drugs, Including Well-Characterized, Therapeutic , Biotechnology-Derived Products; Center for Drug Evaluation and Research (CDER) and Center for Biologics Evaluation and Research, U.S. Food and Drug Administration; November, 1995.
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