








 

Updated on 1/16/2017 

Orlando Health Institutional Review Board 
MAJOR PROTOCOL DEVIATIONS/VIOLATIONS & REGULATORY NON-COMPLIANCE EXAMPLES 

A protocol deviation is defined as any change, divergence, or departure from the research protocol that is under the investigator’s 

control and that has not been previously approved by the IRB. A major protocol deviation/violation is a protocol deviation that 

either potentially places the subject (or others) at a greater risk of harm (rights, well-being and/or welfare), potentially violates 

ethical principles, potentially has a major impact on the integrity of study data or the scientific design of the study, and/or resulted 

from willful or knowing misconduct on the part of the Investigator(s) or their study team. A minor protocol deviation is a 

protocol deviation that DOES NOT meet the definition of a major protocol deviation/violation. 

Below are examples of major deviations/violations:  
 

 

 

 

 

 

 

 

 

 
 

 

 

 

 

 

 

 

 

 

 
 

 

 

 

 

 

 

Regulatory Non-compliance is a failure to comply with any of the federal and/or state regulations or institutional policies 

governing human subjects research that may potentially compromise human subjects protection or the integrity of the Orlando 

Health IRB’s human subjects protection program.  

Below are examples of Regulatory Non-Compliance: 

 

 

 

 

 

 

 

 

 

 

NOTE: THIS IS NOT AN EXHAUSTIVE LIST 

FAILURE TO PROPERLY DOCUMENT INFORMED CONSENT 
 A completed consent form is missing from the research records 

 Consent form is signed after the research participant started study assessments/treatments/interventions 

 

FAILURE RELATED TO ELIGIBILITY OR TREATMENT ACCORDING TO PROTOCOL 
 Participant did not meet all eligibility criteria as specified by the protocol 

 Unable to verify eligibility because of the lack of source documentation  

 An incorrect or additional agent/treatment/procedure was used which is not permitted by protocol 

 Repetitive or systematic errors in dosing (error greater than +/- 10%) 

 Dose modifications not followed per protocol or the modification was unjustified 

 Repetitive or serious errors in timing or scheduling of doses/procedures 

FAILURE TO ASSESS/REPORT ADVERSE EVENTS ACCORDING TO PROTOCOL 
 Exams/tests necessary to assess toxicities were not performed per protocol 

 Failure to report a toxicity that would require filing a serious or unexpected adverse event report per protocol 

FAILURE TO EVALUATE TREATMENT RESPONSE ACCORDING TO THE PROTOCOL 

(FOR ONCOLOGY TRIALS) 
 The initial site(s) of tumor involvement was inaccurately documented 

 Tumor measurements/evaluation were not performed or were not documented adequately in order to assess baseline or 

to interpret any treatment response 

 Protocol-directed response criteria not being followed 

 The claimed response (e.g., Partial Response (PR), Complete Response (CR), etc.) cannot be verified 

 Failure to document cancer (as in a prevention study) or failure to adequately document cancer progression 

 Performing non-exempt human subjects research without first obtaining IRB approval  

 Having a study lapse in its IRB approval (i.e., study expired) 

 Study-specific manuals (e.g., MRI manuals, lab manuals, etc.) were not followed  

 Failure to report a certain disease/condition to the local county health department as mandated by Florida State Statutes 

 Consent form used for research participant(s) was not the most current IRB-approved stamped version  

 Consent form does not include updates or information required by IRB 

 Material failure of the Principal Investigator, including their study staff, to comply with regulations governing human 

subject protections. 
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