	appendix a: identiFication of Fraud and serious misconduct



PURPOSE
It is of the utmost importance to understand the differences between lack of knowledge and poor compliance versus actual fraud and/or serious misconduct.  This standard operating procedure (SOP) will assist employees in identifying suspected fraud and/or serious misconduct and describe how raised suspicions will be managed.

SCOPE
This SOP is applicable to all employees involved in the conduct of clinical research trials. 
REFERENCES
· Fraud and Misconduct at Investigator Sites, Young and Weigand, 2003
· [bookmark: _Hlk19534706][bookmark: _Hlk19535069]INTEGRATED ADDENDUM TO ICH E6(R1): GUIDELINE FOR GOOD CLINICAL PRACTICE E6(R2) Current Step 4 version dated 9 November 2016
DEFINITIONS
Discoverer: Employee who identifies suspected fraud and/or serious misconduct.
Fraud: The intentional recording and/or reporting of fabricated, false or misleading information or data pertaining to a clinical trial, as well as withholding of reportable information or data, unauthorised breaking of the trial blind, or the occurrence of such recording, reporting or withholding as a result of gross negligence.
Investigator: A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the investigator with overall responsibility for the conduct of a study at one or more sites.
Sponsor: An individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial.
Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical trial and under whose immediate direction the investigational product (IP) is administered to, dispensed, to or used by a subject.  The term does not include any person other than an individual (e.g. it does not include a corporation or agency).  The obligations of a sponsor-investigator include both those of a sponsor and of an investigator.
Serious Misconduct: Repeated failure to comply with applicable regulatory requirements, contractual obligations, protocol requirements, or company policies, standard operating procedures or work instructions.  It includes practices that seriously deviate from those that are commonly accepted within the scientific community for proposing, conducting or reporting research.  It does not include honest errors or honest differences in interpretations or judgments of data, isolated inadvertent mistakes or clerical errors.
Appendices
Appendix A – Identification of Fraud and Serious Misconduct
procedure
IDENTIFICATION of Fraud and Serious Misconduct
Ongoing monitoring and planned, random or ‘for-cause’ audits are all key activities in the identification of fraud and serious misconduct.  
Protocol and GCP non-compliance should be identified, documented and discussed with the investigator as per monitoring and project management procedures (refer to SOP: Project management; and SOP: Monitoring Visits)
As both the FDA regulations and ICH Guidance state that serious and/or persistent non-compliance (including serious misconduct or fraud) should result in the sponsor terminating the investigator or institution’s participation in the trial and promptly notifying the regulatory authorities, it is of the utmost importance to verify suspected cases prior to notification.
Management of Serious Misconduct
Appendix A lists the actions, signs and data that may lead to identifying serious misconduct.
Protocol and GCP non-compliance issues suggestive of serious misconduct should be reported to the sponsor via a non-compliance report.  This may include individual serious non-compliance issues, as well as reporting of a series of non-compliance issues suggestive of persistent non-compliance/serious misconduct.
The response to serious misconduct should be prompt and include appropriate corrective and preventative measure to secure compliance. 
Where misconduct is serious and/or persistent, the sponsor may consider the need to terminate the investigator’s participation in the study. Where the decision is taken to terminate participation, the sponsor must promptly notify the regulatory authorities and the site will be closed out as per SOP: Study Closeout.
Management of suspected fraud 
Appendix A lists the actions, signs and data detected during monitoring that may lead to suspicion of fraud.
At no time should the discoverer of a suspected fraud confront any individual or company with their suspicions.
In the event of any suspected fraud, the discoverer will immediately report such suspicions to the sponsor, who will document the discussion via a non-compliance report.
The discoverer is responsible for documenting details regarding the events leading to their suspicions, actions taken and with whom the suspicion has been discussed in the non-compliance report.  The report will be submitted to as soon as possible after the suspected identification.
Upon review of the discoverer’s report, if the suspicion is deemed not valid, no further actions are required and the decision should be documented in the non-compliance report and ensure that it is circulated to all parties for their signature and date. 
Upon review of the discoverer’s report, if the suspicion is deemed valid, an action plan to verify the suspicion with set timelines will be agreed.  This may include a “for cause” audit.  All plans will be documented and followed through until resolution. 
If the outcome of the action plan leads to a decision to close the site, the site will be closed as per SOP: Study Closeout.
Filing
Copies of all documentation will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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The following actions, signs and data may assist in the identification of fraud and serious misconduct:
Fraud
Data judged to be deficient will fall into three categories – altered data, omitted data and fabricated data.  
Altered data are biased data or changed data that are legitimately obtained (e.g. lab data, breaking trial blind, etc.).  
Omitted data occurs when data that may have an impact on trial outcome have not been reported (e.g. AEs, concomitant meds).  
Fabricated data involves manufacturing information or formulating results without performing the work (e.g. vital signs, using another patient’s data, fictitious patients).

General Warning Signs at Site:
High staff turnover
Staff is disgruntled, fearful, anxious, depressed, defensive
Lack of staff for high volume of work
High pressure work environment
Obsession with financial payments
Lack of documented GCP Training and knowledge
Unusually fast recruitment

Data Identifiers – Implausible trends:
Subjects adhering to perfect visit schedules
Identical lab reports/ECG responses
No SAEs reported
Perfect efficacy responses for all subjects
100% drug compliance

Data Identifiers – General
Perfect subject diary cards
Subject diary cards completed in the same handwriting
Subject handwriting and signatures inconsistent across documents (consent, diaries)
The appearance of similarity of signatures on several Informed Consent documents at a site
Indication that the clinical Investigator or the trial coordinator are signing the consent documents for the subject
Subject visits cannot be verified in the medical charts, appointment schedule etc
Site data not consistent with other trial sites (e.g. no adverse events reported)
All source records and case report forms (CRFs) completed with the same pen
No signatures or dates of persons completing source documentation
Questionable data visits (weekends, while study staff on leave)
Impossible event (randomization before investigational product delivery)
No original source documentation available or differences between source and photocopies 
Reports produced from equipment that does not exist at site

Serious Misconduct
GENERAL:
Failure to assign adequately qualified and trained staff and to supervise them adequately (applies to Contract Research Organisation and investigator site staff).
Failure to report a non-compliance issue or to work under an approved deviation if it is not possible to follow the relevant approved working procedures.

REPEATED INCIDENCES OF THE FOLLOWING THAT ARE UNRESOLVED AFTER DISCUSSION WITH THE INVESTIGATOR:
Informed Consent Procedures 
Incorrect version of the informed consent form in use.
Subjects not dating their own signature.
Consent process not completed prior to trial procedures being conducted.
Inappropriate administration of consent by unqualified site personnel.
All signatories not dating consent form the same date.

Inclusion/Exclusion Criteria
Several subjects that did not meet the entry criteria were entered into the trial without justification and required documentation.

Concomitant Medication/Therapy 
Prescription of prohibited concomitant medication not identified or acted upon.

Laboratory Assessments/Procedures 
Samples incorrectly labeled (wrong or incomplete subject identification, visit ID or date of sample)
Laboratory reports not signed off as reviewed by investigator in a timely manner.

Trial Procedures  
Site personnel not following the final approved protocol, or relevant Protocol amendment(s)
Delegation of duties to staff that are not qualified to perform them
Medication not being stored securely or under appropriate conditions.
Corrections to multiple CRFs are not initialed and dated.

Serious Adverse Event Reporting/ Unanticipated Adverse Device Effect 
Serious adverse event or unanticipated adverse device effect not reported.
Serious adverse events not followed up in a timely manner or to resolution.

Randomisation Procedures/Trial Drug Dosing 
Enrolment of subjects prior to ethics committee or regulatory approval.
Codebreak envelopes opened without adequate written explanation.
Multiple incidences of the following:
Unauthorized dosage adjustment
Randomization and/or dosing schedule not followed
Discrepancies in drug accountability
Subject Compliance 
Subject not taking trial medication according to instructions – due to failure of site staff to adequately counsel subjects.
Failure of site staff to detect and address subject non-compliance.

Visit Schedule/Interval
Subject visits were not conducted within the time period laid out in the protocol.

Efficacy Ratings 
Key efficacy measures not performed or performed incorrectly.

Ethics Committee (EC)
No written evidence that protocol amendment(s), or revised informed consent form, was submitted/notified to the EC.
No written evidence on file that the conditions of the EC favourable opinion had been met.
Failure to submit safety reports to the EC.

Regulatory 
Relevant regulatory approval/notification documentation not on file at the site (where applicable).

Investigator's Brochure 
No copy of the current investigator's brochure available at the site.
Subject Identification Log 
Did not contain adequate information to identify the subject and the medical records pertaining to them.

Source Data
Source data amended without adequate explanation.
Contradictory information in the source documents but not addressed by provision of a written explanation.
Significant inconsistencies between CRF and source document.
Non-completion of CRFs.
Site does not allow direct access to some source documents.
Mishandling of investigational product.
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