This document is intended for the use of the DCP Consortia staff conducting cancer chemoprevention studies under contract with the NCI/DCP. _____________________________________________________________________________________________________________________


EXAMPLES OF MAJOR AND LESSER DEFICIENCIES

Deficiencies are clinical study performance irregularities that are in conflict with GCP. Major and lesser are terms used to indicate the severity of the potential impact of the deficiencies on data integrity and participant safety. Below is a list of examples of major and lesser deficiencies per the three categories as listed in the “Preliminary Report of Monitoring Findings”.

CATEGORY 1
ASSESSING THE IRB AND INFORMED CONSENT FINDINGS

	Deficiencies-Major

	1. Failure to obtain IRB approval for the protocol and/or informed consent form.

	2. Missing initial IRB approval.

	3. Initial IRB approval obtained through expedited review.

	4. Missing annual IRB reapproval.

	5. Missing IRB approval (full board or expedited) of protocol and informed consent amendments/changes.

	6. Registration and/or treatment prior to IRB approval.

	7. Registration and/or treatment during annual approval lapse.

	8. Delayed reapproval (> 30 calendar days but < 1 year).

	9. Expired IRB reapproval.

	10. Reportable AEs not reported to IRB.

	11. Missing informed consent form.

	12. Failure to obtain IRB-required signatures on the informed consent form.

	13. Failure to obtain a signed and dated informed consent prior to starting study procedures.

	14. Wrong version of the signed and dated informed consent form was used.

	15. Language in the informed consent form is not protocol-specific.

	16. Failure to make the required IRB and DCP modifications to the informed consent form.


	Deficiencies-Lesser

	1. Incomplete regulatory documentation that is corrected during site visit or immediately following site visit.

	2. Isolated cases of improper consenting that were corrected prior to the site visit.


CATEGORY 2
ASSESSING THE ACCOUNTABILITY OF INVESTIGATIONAL AGENTS AND PHARMACY OPERATIONS
In general, major and lesser deficiencies in the pharmacy will be distinguished by the scope of the deficiency. An isolated occurrence involving one subject or one entry will be considered a lesser deficiency, while repetitive or process-related deficiencies will be considered major.
	Deficiencies

	1. Failure to maintain Investigational DARFs or institutional drug tracking form/software to maintain accurate records of the disposition of all NCI-supplied agents.

	2. Agents supplied by NCI are not shipped directly to the investigator’s institution or office.

	3. Agents received are used for participants entered in other protocols.

	4. Failure to store and account for the study agents separately by protocol.

	5. Study agent used for more than one protocol does not have a separate DARF for each protocol.

	6. Multiagent protocols do not have a DARF for each agent.

	7. Failure to maintain separate DARFs for each agent with different dosage strengths, or a particular agent with different lot numbers.

	8. Failure to use a separate DARF for each participant per double-blinded protocol.

	9. Failure to use separate lines of the DARF to document drug dispensing to multiple participants taking multidose medications.

	10. Balance on the DARF does not match drug supply.

	11. Failure to retain and have available for review the agent order receipts (shipment record of clinical drug request).

	12. Failure to use the DARF at each location where agents are stored and/or dispensed.

	13. Failure to return to the DCP repository or to destroy per institutional policy, if allowed by the repository, any outdated agents and those unfit for use.

	14. Failure to return to the DCP repository or destroy per institutional policy, if allowed by the repository, unused agents for studies that are completed or discontinued.

	15. Failure to keep in separate physical storage per protocol study agents that are used for more than one protocol.

	16. Failure to store the study agent under proper conditions (e.g., freezer, refrigerator) and failure to maintain validation documentation, and temperature and alarm logs (if applicable).

	17. Failure to secure and maintain limited access to the storage areas where the study agent is kept.

	18. Failure to retain a hard copy or to have access to an electronic copy of the current protocol, consents, relevant protocol information, and specific prescriber listing at the pharmacy.


CATEGORY 3

REVIEW OF PARTICIPANT RECORDS
	Disease Outcome/Response Deficiencies-Major

	1. Failure to follow protocol-directed response criteria.

	2. Failure to detect cancer.

	3. Failure to assess disease status according to the required protocol guidelines.

	4. Evaluation of status of disease not performed according to the protocol.


	Eligibility Deficiencies-Major

	1. Unable to determine eligibility.

	2. Missing source documentation to verify eligibility.

	3. Study participant not eligible for the study (verified through source documentation).


	General Data Quality Deficiencies-Major

	1. Recurrent missing documentation.

	2. Protocol-specified laboratory tests (including safety labs) not documented.

	3. Protocol-specified diagnostic studies not documented.

	4. Use of “white out” material on the primary record.

	5. Frequent data inaccuracies, such as transcription errors.

	6. Delinquent data entry in DCP OC-RDC.


	Toxicity Deficiencies-Major

	1. Grades, types, or dates/duration of AEs and/or SAEs missing or inaccurate.

	2. Failure to report an SAE using the DCP form according to the protocol and NCI.

	3. Failure to obtain the required protocol baseline and follow-up studies required to assess toxicity.

	4. Failure to report a toxicity that would require filing an AE report.

	5. Recurrent under or over reporting of toxicities.

	6. Follow-up studies necessary to assess toxicities not performed.


	Treatment Deficiencies-Major

	1. Incorrect agent/treatment administered.

	2. Disallowed agent/treatment administered.

	3. Dose deviations incorrect (error greater than +/- 10 percent).

	4. Unjustified dose modifications or failure to modify doses according to protocol.

	5. Unjustified delays in treatment.

	6. Treatment doses incorrectly administered, calculated, or documented.


	Deficiencies-Lesser

	1. Protocol reapproval delayed less than 30 calendar days.

	2. Delayed reapprovals for protocols closed to accrual for which all participants have completed therapy.

	3. Insufficient source documentation.

	4. Participant label/identifier missing from the CRF.

	5. Participants not reconsented after the protocol consent form was amended (Minor administrative changes do not require reconsenting; sites should follow instructions from the study sponsor and the local IRB regarding the need to re-consent subjects).

	6. Missing data on CRFs.

	7. Protocol deviation(s) unrecorded and unreported.


AE: Adverse Event

CRF: Case Report Form

DARFs: Drug Accountability Record Forms 
DCP: Division of Cancer Prevention

DCP OC-RDC: Division of Cancer Prevention Oracle Clinical - Remote Data Capture

GCP: Good Clinical Practice

IRB: Institutional Review Board

NCI: National Cancer Institute

SAE: Serious Adverse Event
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