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1. Purpose 
 

1.1. To describe the policy for receiving, reviewing, and processing External Safety Reports. 
  

2. Scope 
 

2.1. This policy applies to all clinical research protocols conducted by the DLDCCC CTSU.  
 

3. Abbreviations 
 
3.1. BCM Baylor College of Medicine 
3.2. DLDCCC Dan L. Duncan Comprehensive Cancer Center 
3.3. CTSU Clinical Trials Support Unit of the DLDCCC 
3.4. OHRP Office for Human Research Protections 
3.5. FDA U.S. Food and Drug Administration 
3.6. DSMB Data and Safety Monitoring Board 
3.7. DSMC Data and Safety Monitoring Committee 

 
4. Materials and Equipment 
 

4.1. None. 
 

5. Description 
 

5.1. External Safety Reports are adverse event reports that are distributed from outside 
sponsors, regarding an event that is experienced by non-DLDCCC participants of a 
clinical trial. These may be referred to as SUSARs, IND Safety Reports (INDSRs), alerts 
from sources such as CIOMS or Medwatch, and safety/AE alerts from sponsors via 
sponsor online portals or distribution lists. 

5.2. The DLDCCC CTSU will manage external safety reports (according to this policy) 
starting when a study has IRB approval for DLDCCC sites, and will stop managing these 
reports once the study is closed at the IRB for DLDCCC sites.  

5.3. This policy applies to studies in which: 
5.3.1. DLDCCC or BCM is only a participating site in a multicenter trial, and 
5.3.2. DLDCCC or BCM is not the coordinating center, study sponsor, responsible 

party, or the IND holder, and 
5.3.3. A DLDCCC Investigator is not the regulatory sponsor, IND holder, or the 

responsible party. 
5.4. This policy has been established to comply with FDA and OHRP guidance, as 

referenced in Section 6.1 and 6.2. 
5.5. The DLDCCC considers that the study sponsor, in conjunction with the study’s 

DSMB/DSMC, is accountable for:  
5.5.1. Receiving and reviewing reports of safety events (e.g., SAEs, etc.) from all 

participating sites;  
5.5.2. Evaluating the overall importance of the events from all sites;  
5.5.3. Determining if an event is considered an Unanticipated Problem, per OHRP 

guidance; and  
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5.5.4. Determining if an event (or, events) warrant additional action such as revision or 
suspension of the study.  

5.6. The BCM IRB, in accordance with OHRP guidance from January 2007, states that any 
event which, in the opinion of the investigator, is determined to be “Unanticipated 
Problem”, should be reported to the IRB.  

5.7. An event must meet all of these criteria to be considered an Unanticipated Problem:  
5.7.1. Unexpected,  
5.7.2. Related or possibly related to participation in the research, and  
5.7.3. Suggests that the research places one or more participants or others at greater 

risk of harm than was previously known or recognized.  
5.8. However, as a single study participant, the DLDCCC Investigator is not in a position to 

adequately review an individual event to determine its relatedness or severity, nor 
capable of determining if further action should be taken.  
5.8.1. The DLDCCC recognizes that the sponsor is in a better position to process and 

analyze the significance of AE information from multiple sites and—when the 
determination relies on information from multiple study sites or other information 
not readily accessible to the individual investigators (e.g., a sponsor’s preclinical 
data that supports the determination)—to make a determination about whether 
an AE is an unanticipated problem.  

5.9. For studies meeting the criteria in Section 5.3, DLDCCC investigators and staff will 
not conduct a local review of individual external safety reports from the NCI NCTN 
groups, industry sponsors, or other academic centers sponsoring multi-center 
trials in which the DLDCCC is participating.  

5.10. The DLDCCC will only review external safety reports in which the sponsor has explicitly 
specified that the event has been determined to be an Unanticipated Problem. If an 
external safety report has met this criteria, the sponsor must provide:  
5.10.1. A clear justification as to why the event is considered an Unanticipated Problem, 

AND 
5.10.2. A statement regarding the implications for ongoing conduct of study, such as 

study suspension, or an amendment to the protocol, consent, or Investigator 
Brochure.  

5.11. In the event that an external safety report has met the criteria outlined in Sections 5.10, 
the report and associated documents (i.e., protocol amendment) will be submitted to the 
IRB of record in accordance with that IRB’s policy. The report will be filed with the 
study’s regulatory documents.  

5.12. Any report that has not met the criteria outlined in Section 5.10 will not be reviewed or 
retained by DLDCCC investigators or staff.   

5.13. If the study is not covered by this policy as outlined in Section 5.3, then the study PI may 
have the responsibility to review external safety reports, as outlined in the PI 
Responsibilities SOPs.  
 

6. References:  
 
6.1. FDA Guidance for Clinical Investigators, Sponsors, and IRBs: Adverse Event Reporting 

to IRBs (January 2009): 
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126572.pdf. 
6.1.1. “In a multicenter study, it is clear that individual investigators must rely on the 

sponsor to provide them information about AEs occurring at other study sites. It 

http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126572.pdf
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is also clear that the sponsor receives AE information from all study sites and 
typically has more experience and expertise with the study drug than an 
investigator. Accordingly, the sponsor is in a better position to process and 
analyze the significance of AE information from multiple sites and—when the 
determination relies on information from multiple study sites or other information 
not readily accessible to the individual investigators (e.g., a sponsor’s preclinical 
data that supports the determination)—to make a determination about whether 
an AE is an unanticipated problem. Furthermore, the regulations require the 
sponsor of an IND to promptly review all information relevant to the safety of the 
drug and to consider the significance of the report within the context of other 
reports (§ 312.32).” 

6.2. OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to 
Subjects or Others and Adverse Events (January 2007):  
http://www.hhs.gov/ohrp/policy/advevntguid.html. 
6.2.1. “OHRP notes that reports of individual external adverse events often lack 

sufficient information to allow investigators or IRBs at each institution engaged in 
a multicenter clinical trial to make meaningful judgments about whether the 
adverse events are unexpected, are related or possibly related to participation in 
the research, or suggest that the research places subjects or others at a greater 
risk of physical or psychological harm than was previously known or 
recognized. OHRP advises that it is neither useful nor necessary under the HHS 
regulations at 45 CFR part 46 for reports of individual adverse events occurring 
in subjects enrolled in multicenter studies to be distributed routinely to 
investigators or IRBs at all institutions conducting the research. Individual 
adverse events should only be reported to investigators and IRBs at all 
institutions when a determination has been made that the events meet the 
criteria for an unanticipated problem.  In general, the investigators and IRBs at 
all these institutions are not appropriately situated to assess the significance of 
individual external adverse events.  Ideally, adverse events occurring in subjects 
enrolled in a multicenter study should be submitted for review and analysis to a 
monitoring entity (e.g., the research sponsor, a coordinating or statistical center, 
or a DSMB/DMC) in accordance with a monitoring plan described in the IRB-
approved protocol.” 

 
7. Attachments:  

 
7.1. None 

http://www.hhs.gov/ohrp/policy/advevntguid.html
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8. Reviews and Ratifications: 
 

8.1. Authorship, Review, and Ratification of Current Version: This section does not change if 
the SOP is “reviewed without revisions”.  
 

SOP Version: C 01.11.02 

SOP Author: Sarah McNees, PhD 

SOP Reviewer(s): Martha Mims, MD, PhD 
Director, CTSU 

Date of Ratification  
(Version Date): 10/03/2017 

 
 

8.2. Annual or Interim Reviews of this Version:  
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Initial the Correct Choice: 

Reviewed without 
revisions 

Revised, and this 
version archived 

    

    

    

    

    

    

    

 


