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	Introduction
	Collecting and reporting Serious Adverse Events (SAEs) according to these procedures and guidelines will help to protect the safety of study participants and fulfill DCP’s regulatory responsibility as Investigational New Drug (IND) Sponsor. 

This document describes the requirements and procedures for SAE reporting by DCP Chemoprevention Consortia protocols and may be used for other protocols as specified by DCP.
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Purpose of the SAE Procedures and Guidelines

	Rationale
	Safety:  Timely collection and assessment of SAE reports are critical for protecting the safety of research participants.  

Regulatory:  SAE reporting is a regulatory responsibility of the IND sponsor under the Code of Federal Regulations (Title 21, Sub-Part B, section 312.32). Procedures and guidelines for SAE reporting are essential for DCP to uphold its regulatory responsibility as the sponsor of an IND. 


	When the Guidelines Apply
	These procedures and guidelines apply to clinical studies for which DCP is the IND sponsor, regardless of study Phase or funding mechanism. 

DCP may also apply these guidelines to studies involving: 

· A DCP-supplied agent when the IND is held by another sponsor. 

· Studies funded by DCP that are exempt from an IND.

· Studies funded by DCP when the IND is held by an investigator or a pharmaceutical partner. 




Overview of SAE Concepts

	tc "9.5
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	A serious adverse event (SAE) is defined by the Code of Federal Regulations as follows:

SAEs are those events, occurring at any dose in association with the use of the agent being studied, which meet any of the following criteria: 


•
Results in death 


•
Is life threatening


•
Requires inpatient hospitalization or prolongation of existing hospitalization


•
Results in persistent or significant disability/incapacity


•
Is a congenital anomaly/birth defect

In addition, an event that does not meet these criteria should be reported as an SAE if, in the medical judgment of the treating physician and/or investigator, it may jeopardize the participant or require intervention to prevent one of these outcomes. 

The complete regulatory description is available at: 

[http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?FR=312.32]

	
	


	Definition of 

Life-threatening
	Places the subject, in the view of the investigator                                                                                                                                                                                                                                                                     at immediate risk of death from the event as it occurred.  This does not include an adverse event that, had it occurred in a more severe form, might have caused death.


	Definition of Hospitalization 
	Hospitalization is defined by DCP as a full admission to the hospital for diagnosis and treatment. 

This includes prolongation of an existing inpatient hospitalization.

Examples of visits to a hospital facility that are not considered hospitalization are:

· Emergency room visits (that do not result in a full hospital admission)

· Outpatient surgery

· Preplanned or elective procedures

· Procedures described in the protocol

These events would not be reported as SAEs unless: 

1) The event triggering the hospital visit is an SAE as defined by other SAE criteria such as life-threatening, results in persistent or significant disability/incapacity or as per medical judgment of investigator.

2) Any other event fulfilling the definition of serious that develops as a result of the in-hospital procedure or extends the hospital stay is an SAE.




	
	

	Examples
	These events would be reported as SAEs:

1) The participant experiences an allergic bronchospasm that in the opinion of the investigator is immediately life-threatening but resolves with treatment in the emergency room.

2) The participant falls from the exam table during an outpatient procedure and sustains a hip fracture which requires internal reduction and hospitalization.




The SAE Reporting process

	Roles and Responsibilities in the SAE Process
	These are the roles and responsibilities of key parties involved in clinical studies for which DCP is the IND sponsor.  The roles listed below are DCP defined roles for the DCP Chemoprevention Consortia and may not represent titles used by other site staff.   For more information about the DCP defined Consortia roles, see Clinical Trials Resource link at: http://www3.cancer.gov/prevention/CTR/CONSORTIA/contractor_org.doc.


	Responsible Person
	Roles and Responsibilities
	Organizations

	Site Coordinator


	· Identifies SAE.

· Creates SAE report in CSAERS.

· Documents SAE on the appropriate case report forms (paper and/or electronic).

· Forwards SAE to Investigator via CSAERS.

· Submits SAE reports to the local IRB.


	Protocol Lead or Participating Organization

	Lead Site Coordinator
	· Monitors SAEs from Consortium Participating Organizations according to the Lead Organization Multi-Institutional Monitoring Plan (MIMP).

· Ensures SAE review according to the Lead Organization Multi-Institutional Monitoring Plan (MIMP).
	Consortium Lead Organization  

	Investigator


	· Receives SAE reports via CSAERS.

· Reviews SAE via CSAERS.

· Forwards SAEs to Protocol Lead Investigator via CSAERS.


	Protocol Lead or Participating Organization 



	Responsible Person
	Roles and Responsibilities
	Organizations

	Protocol Lead Investigator (signatory on 1572)
	· Receives SAE report via CSAERS.

· Reviews and approves all SAEs for each protocol at his/her site via CSAERS.

· Signs paper SAE form.

· Assures all SAEs are reported to DCP (Medical Monitor) by phone and via CSAERS.

· Forwards SAE to the Regulatory Reviewer via CSAERS. 


	Lead or Participating Organization

	Site Leader
	· Reviews all SAEs for each protocol at his/her site in CSAERS (“read only” access).


	Protocol Lead or Participating Organization

	Protocol Chair
	· Reviews all SAEs for his/her protocol in CSAERS (“read only” access).

· Assures all SAEs are reported to the Consortium Principal Investigator.


	Protocol Lead or Participating Organization

	Consortium Principal Investigator
	· Reviews SAEs reported by the Protocol Chair(s) in CSAERS (“read only” access).

· Assures all SAEs are reported to DCP (Medical Monitor) by all Consortium Organizations. 


	Consortium Lead Organization 



	Regulatory Reviewer
	· Evaluates SAEs submitted by sites and requests follow-up data as required.

· Conducts the regulatory review of the SAE and sends it to the DCP Medical Monitor. 

· Prepares IND Safety reports (if applicable) for the DCP Regulatory Affairs and Safety staff to review and sign.

· Prepares alert letters and distributes them to investigators, pharmaceutical companies, and

   other organizations involved with 
	DCP Regulatory Support Contractor

	Responsible Person
	Roles and Responsibilities
	Organizations

	
	the investigational agent within the appropriate timeframe.
	

	Medical Monitor
	· Evaluates SAEs submitted by the sites and requests follow-up data as needed. 

· Identifies which SAE reports from the site must be reported by DCP to FDA in an expedited fashion. 


	DCP

	DCP Regulatory Affairs and Safety staff


	· Consults with DCP Medical Monitors to evaluate if the SAE requires expedited reporting to the FDA. 

· Reviews and signs IND Safety reports going to the FDA. 


	DCP 



	Research Group Nurse Specialist 
	· Supports the Medical Monitors in processing the reports.

· Assists the site staff in the process of reporting SAEs.


	DCP

	FDA Personnel
	· Receives IND Safety reports and annual reports for all IND agents, which includes SAE/AE reports.


	FDA

	Clinical Research Associate (CRA)
	· Ensures that all SAEs are appropriately recorded and reported within the required timeframe.

· Conducts site audits, identifies any overlooked SAE(s) for the records audited and notifies sites and DCP when this occurs.

· Verifies SAE report in CSAERS.

· Assures SAE follow-up activities are in place at the site.


	DCP Monitoring Contractor


	When DCP is Not the IND Sponsor
	When SAEs occur on studies where DCP is not the IND sponsor, the IND holder (rather than DCP) bears regulatory responsibility.  However, DCP may apply the SAE Reporting Guidelines to studies for which it does not hold the IND, particularly if DCP is supplying the study agent.

Investigators must inform the DCP Program Director in writing of any SAEs reported to the FDA on studies financially supported by DCP within 10 days of the report.

The investigator bears responsibility for SAEs using a marketed drug that is exempt from an IND.   The investigator notifies the IRB of any SAEs according to their IRB standard operating procedures.  The investigator submits a MedWatch form to FDA and a copy to DCP if the event fulfills the expedited reporting requirements for postmarketing surveillance.  Depending on the agreement with DCP, the pharmaceutical partner may also require a copy. 




Study Site SAE Reporting to DCP

	Study Site Responsibilities
	Protocol Lead Investigator, Investigators, and Site Coordinators must identify SAEs and submit SAE reports to DCP in the proper format and timeframe.

Instructions for Serious Adverse Event reporting should be specified in the protocol document.  
Site staff must also comply with local Institutional Review Board (IRB) requirements for reporting.




	Procedures for Assessing and Reporting Events
	The study site staff should follow these procedures, unless otherwise specified in the protocol.  

Step 1:  Describe the event and why the event is serious.

Step 2:  Determine relatedness of event to the agent. 

Step 3:  Assess whether or not the event is expected. 

Step 4:  Determine severity. 

Step 5:  Submit SAE to DCP.



	
	


______________________________________________________________________________

Step 1: Describe the event and why the event is serious 
	
	The following events require SAE reporting to DCP regardless of expectedness, severity or relatedness:

· Death. 

· Life-threatening event.

· Any medical event resulting in hospitalization or lengthening of an existing hospital stay as defined in the DCP guidelines.

· Results in persistent or significant disability/incapacity.

· Any congenital anomaly or birth defect.

· Any other significant medical event that, based upon appropriate medical judgment, may jeopardize the subject.

DCP requires documentation of an SAE using the following forms/systems:

· NCI Division of Cancer Prevention Serious Adverse Event Form
· Adverse Event (AE) Case Report Form.  This may be a paper and/or electronic form using the DCP Remote Data Capture (RDC) system.

· CSAERS. 

In addition, submit the SAE report to the IRB, and/or other parties, per local procedures.


Additional Considerations in SAE Reporting

	Is Cancer an SAE?
	A diagnosis of cancer is not considered an SAE if cancer is an endpoint in the study. 


	Example
	The development of breast cancer in a breast cancer prevention trial is not considered an SAE if breast cancer is the endpoint for the trial.


________________________________________________________________

	When Should Site Staff Begin Reporting SAEs?
	Site staff should report all SAEs that occur after the informed consent is signed. Therefore, SAEs occurring during placebo run-in or before the agent is started should be handled the same way as post-randomization SAEs. 

The investigator will determine whether a research participant experiencing SAEs during placebo run-in can continue in the trial.




	Reporting Multiple SAEs
	Generally, an SAE is reported as a single event because each event must be assessed individually for relationship to agent and severity



	
	

	Death Associated with Other SAEs
	Death and other SAEs (e.g., hospitalization) related to the cause of death can be captured on a single SAE report if they represent outcome of the same event. 

Death due to a second event unrelated to hospitalization will be submitted as a separate SAE.


	What is the Start Date of an SAE?
	The start date of an SAE is the date the event met the criteria for being classified as serious.



	Example


	On May 4, 2002 the participant is diagnosed with dehydration. On May 5, 2002, the dehydration requires hospitalization for parental fluids. The SAE start date should be May 5, 2002.




	How Long Should Participants be Followed for an SAE?
	The protocol should state the length of follow up for serious adverse events.

 Usually serious adverse events will be followed until resolved, especially for those related to the study agent.  Local IRB requirements should also be followed. 




	Deaths After 30 Days of Last Dose of Agent
	Should be handled as described in the protocol.  


	SAE Follow-up Procedures
	Site staff should send follow-up reports of the clinical outcomes of SAEs (i.e., outcome status changed to resolved) to DCP immediately but no later than 7 business days from knowledge of the outcome.  Additional information should be entered on the DCP SAE form and CSAERS using the appropriate format.




_

____________________________________________________________________________

Step 2: Determine Relatedness of event to agent

	
	An event is considered related if there is a reasonable possibility that the experience may have been caused by the agent. 



	Categories of Relatedness: 
	Relatedness
	Description

	
	UNRELATED
	There is no evidence of any causal relationship.



	
	UNLIKELY
	There is little evidence to suggest there is a causal relationship (e.g., the event did not occur within a reasonable time after administration of the trial medication). There is another reasonable explanation for the event (e.g., the patient’s clinical condition, other concomitant treatments).



	
	POSSIBLE
	There is some evidence to suggest a causal relationship (e.g., the event occurred within a reasonable time after administration of the trial medication).  However, the influence of other factors may have contributed to the event (e.g., the patient’s clinical condition, other concomitant events).



	
	PROBABLE
	There is evidence to suggest a causal relationship, and the influence of other factors is unlikely.



	
	DEFINITE
	There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out.



	Determine by:
	Consider the following when assessing relatedness.


	· Temporal associations between the agent and events and factors,

· Individual medical history to exclude other cause,

· Cessation or dose reduction or rechallenge,

· Compatibility with known drug effect,

· Known effects of concomitant medications.


______________________________________________________________________________


Step 3: Assess whether or not the event is expected

	
	Unexpected: Any adverse event, the specificity or severity of which, is not consistent with the current investigator brochure, package insert, or Clinical Development Plan (Phase I).

The event is unexpected if it is not in the Investigator’s Brochure, Clinical Development Plan (Phase I) or package insert/label. 

If the above documents are not required or available, the event is unexpected if specificity or severity is not consistent with the risk information described in the protocol.

Also report an event as unexpected if it is symptomatically or pathophysiologically related to listed event, but more severe or specific.



	Example
	Hepatic necrosis would be unexpected (by virtue of greater severity) if the investigator brochure only referred to elevated hepatic enzymes or hepatitis. Similarly, cerebral vasculitis would be unexpected (by virtue of greater specificity) if the investigator brochure only listed cerebral vascular accidents.




Step 4: Determine severity

	
	Severity refers to the extent to which the event impacts the functioning of the participant’s performance of daily activities.  The following terms and definitions used by DCP are provided in the descriptions below. 


	Severity
	Description 

	Mild
	· Barely noticeable, does not influence functioning

· Causing no limitations of usual activities

	Moderate
	· Makes participant uncomfortable, influences functioning

· Causing some limitations of usual activities

	Severe
	· Severe discomfort, treatment needed

· Severe and undesirable, causing inability to carry out usual activities

	Life threatening
	· Immediate risk of death

· Life threatening or disabling

	Fatal
	· Causes death of the participant


Step 5: Submit SAE to DCP

	
	Site staff must report Serious Adverse Events to DCP.  The DCP Medical Monitor and regulatory staff will determine which SAEs require FDA submission.


	
	
	Serious Adverse Event regardless of severity, relatedness, or expectedness



	
	 
	· Phone DCP Medical Monitor within 24 hrs of knowledge of the event

· Record on AE CRF (paper and/or electronic)

· Record on SAE form  

· Send SAE report to DCP within 48 hrs via CSAERS



	
	
	


Phoning in an SAE report to DCP Medical Monitor

Include the following information when calling the Medical Monitor:
· Date and time of the SAE 
· Date and time of the SAE report
· Name of reporter
· Call back phone number
· Affiliation/Institution conducting the study
· NCI protocol number
· Title of protocol
· Description of the SAE

	Create SAE report using CSAERS
	See CSAERS instructions.


DCP (Sponsor) Expedited Reporting to the FDA

	DCP (Sponsor) Requirements for Expedited Reporting to the FDA
	Expedited reporting to FDA is required for all events that are: 

· Serious and

· Unexpected and

· Related




DCP (Sponsor) Process for Expedited Reporting to FDA

	Regulatory Support Contractor


	· Prepares IND Safety reports for DCP Regulatory Representative’s signature.

·  Sends IND Safety reports to FDA.



	DCP Regulatory Representative
	· Reviews and signs IND Safety reports.


	Timeframe for DCP Reporting to the FDA


	


	If the SAE is unexpected, related to the use of the agent, and…
	Then

	Fatal or immediately life-threatening
	DCP Medical Monitor or Regulatory Contractor telephones or faxes the FDA as soon as possible and no later than 7 calendar days of initial receipt of the event.

The DCP regulatory representative submits written IND safety report to FDA as soon as possible and no later than 15 calendar days after the event. 

	Another serious outcome
	The DCP regulatory representative submits written IND safety report to FDA within 15 calendar days of initial receipt of the event.


Process for Alert Letters

______________________________________________________________________________

	Alert Letters
	DCP is required to notify the FDA and all participating investigators in a written IND safety report/alert letter of any adverse event related to the use of the agent that is both serious and unexpected or any finding from tests in laboratory animals that suggests a significant risk for human subjects.
DCP notifies all investigators participating in active trials with DCP-IND sponsored agent via an “alert letter”. 

Distribution of an alert letter does not imply that the study, or development of the drug, should be stopped.

Alert letters are prepared and distributed as follows:


	Regulatory Support Contractor


	· Prepares the alert letters for the DCP Regulatory Representative’s signature.

· Distributes the letters to:

· All DCP Medical Monitors who are involved with the agent.

· DCP Protocol Information Office.

· Pharmaceutical partner.

· Investigators

· DCP Monitoring Contractor



	DCP Regulatory Representative


	· Reviews and signs alert letters. 

	Investigator


	· Appends the alert letter to the Investigator’s Brochure with a statement: “The event cited as the primary diagnosis in an expedited report is no longer considered unexpected.” 

· Submits to the IRB.

· Follows the Data Safety and Monitoring Plan requirements for submitting safety reports for review.




	Sequelae to Expedited SAEs
	The Clinical Trials Agreement and protocol should specify the requirements for follow-up with a pharmaceutical partner according to the requirements of the Institutional/Protocol Data and Safety Monitoring Plan. 

The Serious Adverse Event may be added to the Investigator’s Brochure or Clinical Development Plan (CDP) when it is next updated.  The pharmaceutical partner or DCP will update the Brochure, as appropriate.  DCP will update the CDP.
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