REPORTING REQUIREMENTS FOR ADVERSE EVENTS RELATED TO INVESTIGATIONAL DRUGS AND BIOLOGICAL DRUG PRODUCTS

1.  What reporting is required by the regulations?  

1.  21 CFR 312.32(c) IND safety reports. (1) Written reports--(i) The sponsor shall notify FDA and all participating investigators in a written IND safety report of: 

(A) Any adverse experience associated with the use of the drug that is both serious and unexpected; or 

(B) Any finding from tests in laboratory animals that suggests a significant risk for human subjects including reports of mutagenicity, teratogenicity, or carcinogenicity.
2.  21 CFR 312.64(b) Investigator Safety Reports.  . An investigator shall promptly report to the sponsor any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug.  If the adverse effect is alarming, the investigator shall report the adverse effect immediately. 

3.  21 CFR 312.66 Assurance of IRB review.  …The investigator shall also assure that he or she will promptly report to the IRB all … unanticipated problems involving risk to human subjects or others ….

2.  How quickly should an IND safety report be made?

21 CFR 312.32(c)(1)(i)(B) …Each notification shall be made as soon as possible and in no event later than 15 calendar days after the sponsor's initial receipt of the information. Each written notification may be submitted on FDA Form 3500A or in a narrative format….

URL for finding FDA Form 3500 on the Internet to download – 

http://www.fda.gov/medwatch/safety/3500.pdf
URL for instructions on completing FDA Form 3500

http://www.fda.gov/medwatch/report/consumer/instruct.htm
3.  What are the definitions of terms used for IND safety reports?

21 CFR 312.32(a) Definitions.

Associated with the use of the drug. There is a reasonable possibility that the experience may have been caused by the drug.

Serious adverse drug experience: Any adverse drug experience occurring at any dose that results in any of the following outcomes: Death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. 

Unexpected adverse drug experience: Any adverse drug experience, the specificity or severity of which is not consistent with the current investigator brochure; or, if an investigator brochure is not required or available, the specificity or severity of which is not consistent with the risk information described in the general investigational plan or elsewhere in the current application, as amended. For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the investigator brochure only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the investigator brochure only listed cerebral vascular accidents. ``Unexpected,'' as used in this definition, refers to an adverse drug experience that has not been previously observed (e.g., included in the investigator brochure) rather than from the perspective of such experience not being anticipated from the pharmacological properties of the pharmaceutical product.

4.  Where are answers to questions about reporting adverse events associated with investigational drugs and biologics?

On the Internet, go to -- The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
REPORTING REQUIREMENTS FOR ADVERSE EVENTS RELATED TO DRUGS AND BIOLOGICS APPROVED FOR MARKETING

5.  What reporting is required by the regulations?  

1.  21 CFR 314.80(c) Reporting requirements. The applicant shall report to FDA adverse drug experience information, as described in this section. The applicant shall submit two copies of each report described in this section to the Central Document Room, 12229 Wilkins Ave., Rockville, MD 20852. FDA may waive the requirement for the second copy in appropriate instances.

    (1)(i) Postmarketing 15-day ``Alert reports''. The applicant shall report each adverse drug experience that is both serious and unexpected, whether foreign or domestic, as soon as possible but in no case later than 15 calendar days of initial receipt of the information by the applicant.

2.  21 CFR 314.80(f) Reporting FDA Form 3500A. (1) Except as provided in paragraph (f)(3) of this section, the applicant shall complete FDA Form 3500A for each report of an adverse drug experience….

    (2) Each completed FDA Form 3500A should refer only to an individual patient or a single attached publication.

    (3) Instead of using FDA Form 3500A, an applicant may use a computer-generated FDA Form 3500A or other alternative format (e.g., a computer-generated tape or tabular listing) provided that: (i) The content of the alternative format is equivalent in all elements of information to those specified in FDA Form 3500A; and (ii) The format is agreed to in advance by MedWatch: The FDA Medical Products Reporting Program.

6.  How are the terms used for postmarketing “Alert reports” defined?

21 CFR 314.80(a) Definitions.  Applicant means any person who submits an application or abbreviated application or an amendment or supplement to them under this part to obtain FDA approval of a new drug or an antibiotic drug and any person who owns an approved application or abbreviated application.

21 CFR 314.80(a) Definitions.

Adverse drug experience. Any adverse event associated with the use of a drug in humans, whether or not considered drug related, including the following: An adverse event occurring in the course of the use of a drug product in professional practice; an adverse event occurring from drug overdose whether accidental or intentional; an adverse event occurring from drug abuse; an adverse event occurring from drug withdrawal; and any failure of expected pharmacological action.

Disability. A substantial disruption of a person's ability to conduct normal life functions.

Life-threatening adverse drug experience. Any adverse drug experience that places the patient, in the view of the initial reporter, at immediate risk of death from the adverse drug experience as it occurred, i.e., it does not include an adverse drug experience that, had it occurred in a more severe form, might have caused death.

Serious adverse drug experience. Any adverse drug experience occurring at any dose that results in any of the following outcomes:   Death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.

Unexpected adverse drug experience. Any adverse drug experience that is not listed in the current labeling for the drug product. This includes events that may be symptomatically and pathophysiologically related to an event listed in the labeling, but differ from the event because of greater severity or specificity. For example, under this definition, hepatic necrosis would be unexpected (by virtue of greater severity) if the labeling only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be unexpected (by virtue of greater specificity) if the labeling only listed cerebral vascular accidents. ``Unexpected,'' as used in this definition, refers to an adverse drug experience that has not been previously observed (i.e., included in the labeling) rather than from the perspective of such experience not being anticipated from the pharmacological properties of the pharmaceutical product.

7.  Where are there answers to questions about reporting adverse events associated with marketed drugs and biologics? 

On the Internet, you can go to -- The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
VOLUNTARY REPORTING OF ADVERSE EVENTS RELATED TO MEDICAL PRODUCTS APPROVED FOR MARKETING

What is MedWatch?  

FDA has the responsibility for assuring the safety and efficacy of all regulated marketed medical products including 

· drugs, 

· biologics, 

· medical and radiation-emitting devices, and 

· special nutritional products (e.g., medical foods, dietary supplements and infant formulas). 

Health professionals who monitor for and report serious adverse events and product problems to FDA either directly or via the manufacturer are integral to this process. 

MedWatch, the FDA Medical Products Reporting Program, is an initiative designed both to educate all health professionals about the critical importance of being aware of, monitoring for, and reporting adverse events and problems to FDA and/or the manufacturer and; to ensure that new safety information is rapidly communicated to the medical community thereby improving patient care. 

The purpose of the MedWatch program is to enhance the effectiveness of postmarketing surveillance of medical products as they are used in clinical practice and to rapidly identify significant health hazards associated with these products.
The program has four goals:

1. To increase awareness of drug and device-induced disease 

2. To clarify what should (and should not) be reported to the agency. 

3. To make it easier to report by operating a single system for health professionals to report adverse events and product problems to the agency. 

4. To provide regular feedback to the health care community about safety issues involving medical products

9.  How are adverse reactions and medical product problems reported to the FDA?

Serious adverse events and product problems should be reported to the FDA either directly or via the manufacturer of the product, as appropriate. 

Specifically within a user facility (e.g., hospital, nursing home, etc.) some reporting--deaths and serious injuries that occur with the use of medical devices--is mandated by federal law and regulation while other reporting--adverse events and product problems with medications (i.e., drugs and biologics) and special nutritionals--although considered vital, is strictly voluntary. 

The MedWatch FDA Form 3500, can be downloaded, completed and mailed or faxed to the FDA – or  - adverse events and product problems can be reported online.

MedWatch FDA FORM 3500 - For use by health professionals and consumers for VOLUNTARY reporting of adverse events and product problems with medications (drugs or biologics, except vaccines), medical devices (including in vitro diagnostics), special nutritional products (dietary supplements, infant formulas, medical foods) and other FDA-regulated medical products

URL for finding FDA Form 3500 on the Internet to download – 

http://www.fda.gov/medwatch/safety/3500.pdf
URL for instructions on completing FDA Form 3500 -

http://www.fda.gov/medwatch/report/consumer/instruct.htm
The voluntary reporting of adverse events and product problems can be done online.  The Voluntary MedWatch Form (3500) can be completed, printed, and submitted through the World Wide Web.

The URL - https://www.accessdata.fda.gov/scripts/medwatch/
10.  What is a Serious Adverse Event? 

An adverse event is any undesirable experience associated with the use of a medical product in a patient. The event is SERIOUS and should be reported when the patient outcome is: 

Death - Report if the patient's death is suspected as being a direct outcome of the adverse event. 

Life-Threatening - Report if the patient was at substantial risk of dying at the time of the adverse event or it is suspected that the use or continued use of the product would result in the patient's death. 

Examples: Pacemaker failure; gastrointestinal hemorrhage; bone marrow suppression; infusion pump failure which permits uncontrolled free flow resulting in excessive drug dosing. 

Hospitalization (initial or prolonged) - Report if admission to the hospital or prolongation of a hospital stay results because of the adverse event. 

Examples: Anaphylaxis; pseudomembranous colitis; or bleeding causing or prolonging hospitalization. 

Disability - Report if the adverse event resulted in a significant, persistent, or permanent change, impairment, damage or disruption in the patient's body function/structure, physical activities or quality of life. 

Examples: Cerebrovascular accident due to drug-induced hypercoagulability; toxicity; peripheral neuropathy. 

Congenital Anomaly - Report if there are suspicions that exposure to a medical product prior to conception or during pregnancy resulted in an adverse outcome in the child. 

Examples: Vaginal cancer in female offspring from diethylstilbestrol during pregnancy; malformation in the offspring caused by thalidomide. 

Requires Intervention to Prevent Permanent Impairment or Damage - Report if you suspect that the use of a medical product may result in a condition which required medical or surgical intervention to preclude permanent impairment or damage to a patient.

Examples: Acetaminophen overdose-induced hepatotoxicity requiring treatment with acetylcysteine to prevent permanent damage; burns from radiation equipment requiring drug therapy; breakage of a screw requiring replacement of hardware to prevent malunion of a fractured long bone. 

11.  Where are there answers to questions about reporting adverse events associated with medical products?

On the Internet, go to -- The FDA Desk Guide for Adverse Event and Product Problem Reporting

http://www.fda.gov/medwatch/report/desk/tpcfinal.htm
