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IRB Essentials
Non-compliance and RNIs



Learning Objectives
This presentation will review
• Key definitions related to untoward research 

events with a focus on non-compliance;

• Determinations of serious and continuing 
non-compliance;

• RNIs for non-compliance: required 
information for incident and CAPA;

• Range of IRB determinations for non-
compliance RNI submissions
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I. Key Definitions of  Untoward 
Research Events:  A Focus on 

 Non-Compliance



Types of Untoward Research Events 

• New information (Sponsor letters,  FDA approvals, etc. )  
• Adverse events (AEs)/ Serious adverse Events (SAEs) 

• Temporally related to the research: any medical problem during time participant on study.    
• Related or unrelated to research activities. 
• Expected (anticipated in protocol and consent) or unexpected.
• Serious if meeting criteria that include death, hospitalization, surgery, etc.   

• Unanticipated Problems: UPIRSO (Unexpected Problem Increasing Risk to Subjects or Others)  
• Serious, unexpected, and related to the research
• Usually requires revision of protocol and consent 
• Not all UPIRSOs are AEs.  

• NON-COMPLIANCE



Categorizing and Reporting 
Adverse Events
• Only a small subset of adverse events occurring in human subjects 

participating in research will meet the three criteria for an unanticipated 
problem (UPIRSO): unexpected, serious and related to the research 
(OHRP Guidance; 2007)

• The Venn diagram on the next slide summarizes the general relationship 
between adverse events and unanticipated problems.
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A.  Anticipated AEs 

          
  

Adverse Events (AEs) 

Unanticipated Problems 

B. AEs that are 
Unanticipated 
Problems               

C. Unanticipated problems
Not AEs 

B. and C. are reportable 
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A.  Anticipated AEs 

          
  

Adverse Events (AEs) 

Unanticipated Problems 

B. AEs that are 
Unanticipated 
Problems, can be  
noncompliance               

C. NONCOMPLIANCE
DEVIATIONS
BREACH OF 
CONFIDENTIALITY  
LOSS OF DATA

B. and C. are reportable 



Definition of Non-Compliance vs. Deviations
• Non-compliance is the failure to follow

1. Applicable federal regulations, state or local laws, or institutional policies 
governing human subject protections, or;

2. The requirements or determinations of the IRB, including the requirements of 
the approved investigational plan (i.e., protocol deviations). 

• Deviations are any departure from the IRB approved protocol.

• Non-compliance can include protocol deviations
• Failure to follow the approved protocol through error, omission, or addition of 

research activity is non-compliance.
• Failure of a participant to follow through with a research activity is a deviation but 

may not be noncompliance.
• Events out of PIs control are not noncompliance.    



How Noncompliance and Deviations 
Are Related 

Ethics, federal regulations,
laws, institutional policy
IRB directives   

Deviations 



Categories of Non-Compliance  
• Serious Non-compliance – non-compliance that causes a harm or risk of 

substantive harm, adversely affects the rights, safety, or welfare of participants, 
or adversely affects integrity of the research.  

• Major Protocol Deviation – a protocol action or nonaction done without 
prospective IRB approval resulting in increase of risk or harm to subjects.

• Continuing Non-compliance – pattern of repeated non-compliance after 
determination of non-compliance including inadequate corrective actions. 
 

• Apparent Non-compliance – actions not yet determined by the IRB to be 
non-compliance. 
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II. Determinations of Levels of 
Non-Compliance



Determining Serious Non-Compliance: 
Pragmatic question: What is the problem? 
 • Seriousness depends on: 

• Impact on participant safety, risks, rights and welfare.    
• Threat to scientific integrity of the protocol 
• Willfulness of action 
• Pattern /frequency of occurrence (continuing non-compliance)  

• IRB assesses non-compliance in relationship to ethical considerations, 
regulations, laws, institutional policies, standards for practice, impact on 
participants and science, and potential outcomes. 

• IRB considers PI/study team analyses and assessments.  



Common areas of non-compliance 
• Consenting errors (e.g., unsigned consents, delayed consent, wrong version)
• Inclusion/exclusion violations (e.g., age, screening cutoffs, missing diagnostic 

confirmation, enrolled with prohibited conditions)  
• Procedural errors (e.g.,  out-of-window/missed follow-up;  medication 

errors; randomizing error, wrong sequence of procedures, wrong or risky 
technique, missed follow-up, testing; errors in sharing data)

• Record and reporting errors (e.g., missing consents, failure to comply with 
required record keeping; lapsed protocols, obsolete protocols, IB, forms )

• Changes, additions, eliminations of procedures without IRB approval  



Serious (Major) Non-Compliance
Any behavior, action or omission in the conduct or oversight 
of human research that, in the judgment of a convened IRB, has 
been determined to: 

 1. adversely affect the rights and welfare of participants; 
 2. harm or increased risk of substantive harm to a participant; 
 3. result in negative effect on participant’s clinical condition 
 4. compromise the integrity or validity of the research; or 
 5. result from willful or knowing misconduct 
Report serious non-compliance to the IRB within 5 days.
Serious non-compliance has reporting requirements.  



Minor Non-Compliance
Any behavior, action or omission in the conduct or oversight of 
research involving human participants that deviates from the 
approved research plan, federal regulations or institutional 
policies that did not:
 1. harm or pose an increased risk of substantive harm;
 2. obstruct or threaten the rights or welfare of participants. 
 3. have a substantive effect on the value of the data collected;  or
 4. result from willful or knowing misconduct on the part of the   

investigator(s) or study staff

“Minor noncompliance does not affect the scientific soundness of 
the research or the rights, safety, or welfare of human subjects”



Examples of Serious and Minor Non-compliance
Minor Serious

Shortening the duration between planned study 
visits

Failure to obtain informed consent 

Implementing administrative/minor wording 
revisions to documents prior to IRB approval

Drug dosing error

Routine lab missed and redrawn later Failure to report

Visits occurred outside of window Enrolling ineligible participant

Study procedure conducted out of sequence Performing tests or procedures beyond 
professional scope

Missing initials on consent documents Improper breaking of the blind

Weighing participants with shoes on Failure of PI to provide adequate oversight



Continuing Non-Compliance 
• A pattern of noncompliance that, in the judgment of a 

convened IRB: 
1. indicates a lack of understanding or disregard for the regulations or 
institutional requirements that protect the rights and welfare of participants; 
2. compromises the scientific integrity of a study such that important 
conclusions can no longer be reached; 
3. suggests a likelihood that noncompliance will continue without intervention; 
4. involves frequent instances of minor noncompliance, for example, repetitive 
protocol deviations. 

“A pattern of recurring or ongoing instances of actions or omissions that 
indicates an underlying deficiency in knowledge of the regulations and IRB 

requirements or willingness to comply with them.”



Patterns of Deviations and Non-Compliance 
 • Considerations;

• Episodic vs repeated vs repeated with warnings (e.g., one enrollment of 
“adult” under 18 vs. dose errors due to infusion pump mis- programming vs. 
lapsed treatment protocol 3 years in a row for late CRs)  

• Participant vs. research-team driven (e.g., participants missed appointments 
during winter vs. scheduling errors and failures to communicate )

• Factors outside of teams’ control  (e.g., staff turnover)   

• Determination of continuing non-compliance made by IRB with PI input.

Continuing non-compliance has reporting requirements.



After Determination of Non-Compliance :
 Focus on Correcting and Preventing

• CAPA (Corrective And Preventive Action plan) presents correction for 
the consequence of the error and plan to prevent recurrence.

• CAPA often requires modification to protocol and revision to consent 
with reconsent. 

• IRB  assesses /revises the CAPA then approves  
• Root cause analysis : why did the noncompliance occur;?
• Corrective action based on the results of root cause analysis. 
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III. RNIs Required Reporting and 
Information for Non-Compliance 
and CAPA



Reporting Requirements for  Noncompliance 
• Serious non-compliance must be reported to the IRB within 5 days.

• Consultation with the IRB/ HRPP clarifies reporting obligation
• Reporting also required to the Sponsor and the FDA when applicable

• Minor non-compliance reported as protocol deviations with continuing 
reviews.

• IRB may require RNI for deviation or pattern of minor deviations
• Explanations of deviations can support finding of minor non-compliance

• IRB /HRPP can require RNI for continuing noncompliance based on 
patterns of deviations, protocol lapses, or failures to report. 

• Adequacy of information critical for review.     



Components of RNI for Non-Compliance 
Reporting
• Part I: Basic background of protocol 

• What is the research context and who is research team? 

• Part 2: Details of the problem (with PI assessment of impact) 
• What went wrong?
• How bad was it?  

• Part 3:  Immediate actions taken and current status of subject
• What did you do to fix it?  How did it turn out?
• Who have you told and what do they know? 

• Part 4: Corrective and Preventive Action Plan  CAPA
• How did it happen? 
• How will you prevent reoccurrence?     



Details, details, 
details……. 



What to Include in Part 1:Background information 

• Basic context
• Referent IRES protocol number and PI
• Date of occurrence
• Proxy with contact information including phone number
• Summary statement of protocol 

• (e.g., intervention/observational study,  minimal or above minimal 
risk, number of cohorts, etc.)

• Summary overview statement of the event



What to Include in Part 2: Details of the Problem 
• Information on the participant (NO IDENTIFIERS) 

• Age, gender, vulnerable subject (child, cognitively impaired, etc.), which 
cohort, at which stage of participation 

• How the noncompliance was identified
• Details on what happened
• Assessments made 

•  Assessment of harm or risk of harm
• Impact on participant
• Reaction of participant 
• Interactions with participant



What to Include in Part 3: Actions taken/current status 

• Actions taken after discovery of non-compliance
• Assessments 
• Required treatment and results 

• Notifications 
• Participant interactions
• Notification of sponsor, etc.

• Current situation 
• Participant wellbeing
• Assessment of outcome.  



What to Include in Part 4: CAPA 
• 2 parts to CAPA

• Fixing the current situation beyond the immediate action 
• Correcting the underlying cause of the event  

• Corrective action includes immediate and action and “next steps”:
• Immediate action stops continued harm,  safety risk, violation of rights, 

threat to scientific integrity
• Additional action based on need for follow-up (e.g., further assessment, 

contacting HIPAA office to report breach, etc. 
• Preventive action includes results of root cause analysis (RCA)

• Plans for change to protocol based on RCA through a modification 
• Changes to consent related to revised protocol    



Steps of RCA
1.  Analyze the event 

• What is the problem and sequence of events that led to the problem?
• What systems, checkpoints, steps were involved?
• Who is critical to the process? 

2.   Identify possible contributing factors
• Environmental
• Resources 
• Equipment

3   List the root causes (what failed or was missed along the way) 
4. Detail and implement CAPA (create the modification that includes CAPA)
5.   Monitor and assess



RCA is not easy!



Tips for Completing the RNI
• Consider the RNI a case report:  the more detail in 
logical order the faster the IRB can review. 

• Include your analysis and thinking about the event.
• Give details for the CAPA 
• Include your analysis for whether you think the event 
was serious or not.  

• If the IRB asks for a call, review the records first.
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IV. IRB Potential Determinations 
for Non-Compliance



IRB Determinations after Non-Compliance Review

• Stepwise determinations based on RNI information, governed 
by regulations, Yale policy, HR PP policy and procedures

• Is it non-compliance?
• If yes, then does the circumstance meet criteria for:

• Serious 
• Continuing 
• Both 

• If yes, then required reporting, and likely modifications, 
consent changes, training, and monitoring. 

• Rarer are audits, protocol suspensions, revocation of approval. 



Possible IRB Actions 
• Based upon the circumstances, the IRB may require the following actions: 

a) Modifications to the protocol 
b) Continuing reviews in shorter intervals (less than a year apart)
c) Modifications to the consent process and document
d) Reconsent 
e) Notification of past participants 
f) Provision of  additional information to current and/or past  participants
g) Additional training of the investigator and/or study staff
h) An audit of the research 
i) Monitoring the research
j) Monitoring consent
k) Reporting or referral to appropriate parties (e.g., the IO, Compliance, Risk Management, Privacy)
l) Suspension of the protocol 
m) Terminating IRB approval
n) Other actions as appropriate given the specific circumstances



IRB Review, Revision, and Approval of CAPAs

• CAPAs required for both serious, continuous, and minor non-compliance and 
for some deviations.

• Approval based on adequacy of plan and feasibility 
• Remedy for harm, violation of rights, threat to research integrity   
• Adequate mitigation of future risk 
• Address of root causes 
• Additional training to aid team in protecting human subjects 

• CAPAs requiring modifications to protocols, consents set short turnaround 
times for modification submission



• Non-compliance is failure to comply with 
regulations, policies, procedures, IRB directives.

• Non-compliance can be serious, minor,  continuing, 
or a combination.

• Serious non-compliance must be reported within 5 
days via RNI.  Minor non-compliance reported as 
deviations upon continuing review. 

• RNIs require detail and a plan for corrective and 
preventive action (CAPA).

• Consultation with the IRB/HRPP facilitates 
accurate reporting and timely resolution.  
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Non-Compliance requires 
critical attention but you  
are not alone; the HRPP
 and IRB will help



Questions?

Questions? Contact HRPP@yale.edu
Yale HRPP Website

mailto:HRPP@yale.edu
https://your.yale.edu/research-support/human-research-protection-program
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