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To:
Subject: Guidance requested
Date: Monday, August 14, 2017 8:42:00 AM
Attachments:

Good morning --
 
Since you are citing OHRP letters and 45 CFR 46, it might be best to consult OHRP directly at the web
link below.
 
Contact OHRP | HHS.gov
 
Generally what you are referring to are an institution and/or IRB internal written procedures or standard
operating procedures (SOPs). If these procedures are in place, FDA would expect you to follow them as
written. It is not against FDA regulations if an IRB wants to hold enrollment if a newly named risk is
identified that does not increase the overall risk profile of the study. However other IRBs might not require
holding up enrollment.
 
I can offer you the following information related to FDA regulations.
 
The IRB regulations at 21 CFR 56.108(b) require that the IRB follow written procedures for ensuring
prompt reporting to the IRB, appropriate institutional officials, and the FDA of any unanticipated problems
involving risks to human subjects or others, any instance of serious or continuing noncompliance, and any
suspension or termination of IRB approval. With regard to UAPs, the regulations do not define the term
unanticipated problem. According to the FDA IRB regulations at 21 CFR 56.111(a)(4) and (5) - see
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=56.111 , and copied below for
reference:
 
Sec. 56.111 Criteria for IRB approval of research.
 
(a) In order to approve research covered by these regulations the IRB shall determine that all of the
following requirements are satisfied:
 
(4) Informed consent will be sought from each prospective subject or the subject's legally authorized
representative, in accordance with and to the extent required by part 50.
 
(5) Informed consent will be appropriately documented, in accordance with and to the extent required by
50.27.
 
The IRB typically issues the IRB-approved ICF to be used by the PI/site. IRB-approved documents are
usually not altered without a request for a change submitted to the IRB first for consideration.
 
Also, according to the IRB regulations at 21 CFR 56.108(a)(3) and (4) - see
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=56.108 , and copied below for
reference:
 
Sec. 56.108 IRB functions and operations.
 
In order to fulfill the requirements of these regulations, each IRB shall:
 
(a) Follow written procedures:
 
(1) For conducting its initial and continuing review of research and for reporting its findings and actions to
the investigator and the institution;

https://www.hhs.gov/ohrp/about-ohrp/contact-us/index.html
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=56.111
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=56.108


 
(2) for determining which projects require review more often than annually and which projects need
verification from sources other than the investigator that no material changes have occurred since
previous IRB review;
 
(3) for ensuring prompt reporting to the IRB of changes in research activity; and
 
(4) for ensuring that changes in approved research, during the period for which IRB approval has already
been given, may not be initiated without IRB review and approval except where necessary to eliminate
apparent immediate hazards to the human subjects [emphasis added].
 
FDA issued guidance for Clinical Investigators, Sponsors and IRBs titled, “Adverse Event Reporting to
IRBs - Improving Human Subject Protection” (see
www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079753.pdf).
This guidance provides recommendations for sponsors and investigators conducting IND trials to help
them differentiate between those adverse events (AEs) that are UAPs that must be reported to an IRB
and those that are not. While this particular guidance focuses on AEs, it is important to recognize that
UAPs may be AEs, or they may be other types of problems. In other words, AEs are a subset of UAPs
 
ICH E-6, Good Clinical Practice: Consolidated Guidance includes a number of provisions related to
foreseeable risks, subject safety, scientific soundness, informed consent, and compliance with the
protocol. Some provisions which you may find of interest are: 2.2, 2.3, 2.5, 2.6, 2.9, and 4.5.2.
 
www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm073122.pdf .
 
Kind regards,
 
Doreen M. Kezer, MSN
Senior Health Policy Analyst
Office of Good Clinical Practice
Office of the Commissioner, FDA
 

 
This communication does not constitute a written advisory opinion under 21 CFR 10.85, but rather is an
informal communication under 21 CFR 10.85(k) which represents the best judgment of the employee
providing it. This information does not necessarily represent the formal position of FDA, and does not bind
or otherwise obligate or commit the agency to the views expressed.
 
 
 
From:  
Sent: Friday, August 11, 2017 2:35 PM
To: OC GCP Questions
Subject: Guidance requested
 
Hello,
 
I am writing to request guidance on a specific interpretation, and I hope you can help.  We are a
clinical research office, tasked with the management of oncology trials.  Specifically, our department
handles regulatory affairs – and we work closely with our local IRB.  We are under the jurisdiction of
the  IRB for all Phase I oncology trials, and there is an issue that keeps occurring
which I’d like clarification on.

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079753.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm073122.pdf


 
When it is determined that a newly discovered study risk requires a change to the informed consent,
federal law requires an institution suspend enrollment of a clinical trial pending IRB review and
approval of the updated informed consent.   We have been following this mandate, but keep
running into issues where it is potentially be too restrictive.  For example, if a newly named risk is
identified that does not increase the overall risk profile of the study, the study must still be held to
enrollment.  This is true even if the principal investigator assesses the risk and determines it to be
less severe than currently named risks.  The -IRB interprets this very strictly, and in support of this
interpretation -  consistently sites a letter they received in   as a follow up (attached).  Also cited
is the attached  HHS letter relating to  studies.  As I result, I have a couple questions:
 
 

1.  Does the   letter, since it is specific to another study which was pediatric in nature and
more than a decade old, apply as valid doctrine to cite?

2.  If a PI does assess a risk and finds it to be lower risk (or the actual symptoms are already
described in the current informed consent statement), can the study remain open to
enrollment pending the ICF updates?  In other words, the ICF would still meet the

requirements for informed consent under 45 CFR 46.116 since all reasonably foreseeable
risks or discomforts are still described. 

3.       Recently, we encountered an issue for a study where an FDA approved drug was being used
with an investigational drug.  The FDA approved drug had minor safety updates that added
risks, but did not change the risk profile of the study.  However, we held enrollment pending
IRB approval of the update.  Naturally, our PI’s expressed a desire to be able to assess risk in
situations such as these.  Is allowing a PI to assess for risk as it relates to enrollment hold
appropriate?

 
It is our goal to be fully compliant, while maintaining access for subjects interested in participating in
the clinical trials our site offers.  If you could provide any context, or direct me to where I may
request a formal opinion or ruling, I would be so grateful.
 
Thank you,

 
 

 




