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HEALTH CANADA INSPECTIONS – Guidance For Centres
Pre Inspection 

Prior to Health Canada beginning the inspection, please …. 
· Introduce relevant trials staff (PCRA, PI, Cen Rep, CCRA), and ensure all are available to answer questions and participate throughout.

· Leave contact #’s and cards with the inspector and have one person return at regular intervals throughout the inspection.  They may request one delegate remain in the room at all times.
· Orient the inspector to the patient documentation system as well as to the other documentation provided for their review (e.g. reg binders, essential documents, monitoring visit reports)

· DO NOT provide coffee/tea/lunch – centres have previously been told by Health Canada not to do so.
The checklist identifies key points and areas to prepare however it is not an all inclusive list.  Health Canada inspections evaluate ICH GCP as well as Food and Drugs Act and Food and Drug Regulations compliance (including Part C, Division 5 of the Food and Drug Regulations),  therefore, it is also recommended that these documents be reviewed in preparation for the inspection as well.  Specifics on how to prepare from a Health Canada perspective are provided in the Health Canada document previously provided.
	Inspection Checklist

	General Information

	 FORMCHECKBOX 

	Prepare staff

· All staff meeting the inspector should have BUSINESS CARDS to provide and all staff participating on trial should have CVs available to document training.  

· All should be available throughout for discussion and questions about process.

· An interview with the QI (Principle Investigator) will likely be required to go over the QI’s past experience, knowledge of the trial, and key processes such as informed consent.  NOTE:  The QI’s relating of processes such as informed consent may be compared to questions asked of the PCRA/CRA on the trial to ensure consistency.

· With respect to the QI (Principle Investigator) interview, while trial tasks can be delegated, the QI’s oversight and overall responsibility for the trial should be made clear during discussions.  Processes to ensure appropriate QI oversight should be outlined.

	 FORMCHECKBOX 

	Prepare institution

· Ensure the audit room is locked at all times.  The inspector should not arrive to an open room.

· Information about security and things like key control SOPs should be provided for review.

· Consider notifying key hospital departments involved in the clinical trial, e.g. biomedical department, diagnostic imaging, and laboratories; the inspector may request a tour of these areas or documentation regarding their responsibilities.

	 FORMCHECKBOX 

	Other

· Ensure the audit room is locked at all times.  The inspector should not arrive to an open room or unattended charts/patient information.

· Do not provide food or beverage but rather orientation to cafeteria and washrooms etc…
· Consider if other parties should be notified an inspection is taking place, e.g. REB, VP Research, Cancer Centre Manager, Clinical Trials Manager

· If requested, offer to copy documents for the inspector and keep a record of what was provided rather than allowing them to copy documents themselves

	Patient Review

	 FORMCHECKBOX 

	Request all charts and all supporting documentation.  Films review may be required during the inspection and should be retrievable upon request.

	 FORMCHECKBOX 

	Prepare charts by labeling key documents to facilitate review (if possible)

	 FORMCHECKBOX 

	Informed Consent Forms

· Ensure all original signed informed consent forms and re-consents are present on site (LABEL IC’s).  Email central office asap if originals are noted as missing (might be in central office files).

· IF re-consent was required – ensure this was done in a timely manner.

· Ensure that all required signatures are present and that the signature timing was appropriate.

· Ensure the appropriate REB approved version was signed at the time of randomization.

· Ensure consent contained all required elements and risks (see trial sample on CTG web page) and that the informed consent discussion was conducted appropriately and was documented in the medical record.

· Ensure all individuals signing consents are on Participant Lists; amend Participant Lists and submit to CTG if issues are noted.

· Ensure consents are fully signed (not initialed); If they are initialed a note to file/plan of action should be created.

	 FORMCHECKBOX 

	Safety Reporting

Review safety reporting requirements of the trial and of the local REB to ensure they have been followed.

	 FORMCHECKBOX 

	Records & Reports
Ensure case reports are completed legible and have been submitted in a timely manner.  Corrections should be lined out, initialed, and dated.  Ensure storage of records (and all trial documentation) is secure.

	 FORMCHECKBOX 

	Compliance with protocol
Document/explain deviations from approved protocol.

	 FORMCHECKBOX 

	Ensure all information provided to patients (including patient diaries) have been approved by the local REB.

	Pharmacy Review

	 FORMCHECKBOX 

	Investigational Product(s) 

Review drug accountability to ensure all information below is available.  

· Drug logs

· Shipment receipts

· Drug return/destruction

· Temperature logs

	 FORMCHECKBOX 

	If a biologic is utilized on the trial – review the Health Canada approved lot list on the trial specific website to ensure that only approved lots are listed on the DAL.  If there are lots on the DAL that are not on the Health Canada “approved list” – contact that ER office at NCIC CTG as soon as possible.  

	 FORMCHECKBOX 

	Ensuring label is compliant with Health Canada Regulations and that sponsor instructions with respect to labeling have been followed.

	 FORMCHECKBOX 

	Calibration records for temperature gauges, chemo delivery, scales, etc….should be readily available as well as the corresponding policy or SOP.

	Ethics and Regulatory Review

	 FORMCHECKBOX 

	Review ethics and regulatory files to ensure all information below is available.  

· Health Canada No Objection Letters (NOLs)

· REB Attestation forms for each amendment

· Qualified Investigator Undertaking Forms (QIU)

· All protocol versions and REB approved informed consent forms

· All IB/PM versions

· All safety reports (SAEs/SUs) 

· Annual reports/continuing review information

· All local SAEs

· All REB correspondence – submission/approval documentation

	Other Essential Documents that are required to be available

	 FORMCHECKBOX 

	CVs + Cards

Ensure an up to date CV is on file for each trial participant.

	 FORMCHECKBOX 

	Participant Lists
Ensure all participants have duties circled/delegated appropriately.

	 FORMCHECKBOX 

	Registration/Randomization Log
Ensure log is up to date.

	 FORMCHECKBOX 

	Laboratory accreditations & normal ranges

	 FORMCHECKBOX 

	Standard Operating Procedures of Centre

	 FORMCHECKBOX 

	Protocol signature page

Ensure this is clearly flagged for the inspection (if applicable for trial).

	 FORMCHECKBOX 

	Signed Agreements:  NCIC CTG Participating Centre Agreement should be clearly flagged for the inspector.  

	 FORMCHECKBOX 

	Documentation of Trial Specific Training on trial at centre for the initial protocol and subsequent amendments:  Ensure confirmation of Investigator meeting, Spring/Fall meeting, or centre specific trial training is printed, filed, and clearly flagged for review.  Contact the trial team at NCIC CTG if you do not have copies of investigator meeting or spring/fall meeting documentation.    

	 FORMCHECKBOX 

	Audit and Monitoring

Ensure all NCIC CTG Monitoring Visit Reports and centre corrective action plans are filed centrally and provided for review during the inspection.  The trial under review should be flagged in the visit reports.  Contact the Audit and Monitoring Group at NCIC CTG if you do not have copies of this information.


Your primary central office contact throughout this process is NAME EMAIL@ctg.queensu.ca.  Please contact NAME and they will ensure your request for information is forwarded to the appropriate group. 
Post Inspection 

· An “Inspection Exit Notice” is sent by Health Canada to the centre, usually within 4 weeks of the inspection.

· Once received, the centre should provide NCIC CTG with a copy of the notice by email.

· Corrective action based on the observations noted (if any) is typically due within 2-4 weeks of the notice.  Observations may pertain to either the centre or sponsor responsibilities, therefore, it is essential the centre and sponsor establish who will respond to each observation.  NCIC CTG has a template for responding to Health Canada observations which will be provided during the follow up period.
· The office responsible should coordinate the centre’s response as well to ensure it is compliant and consistent.  The PCRA at the centre should be asked to send CTG a draft for review prior to HC submission.  The centre should be notified which items require a centre response as soon as possible.
· Once the replies are final, as applicable:
· Centre:  PI for trial signs response and centre emails a copy to the Inspector and mails the original.  A copy of the final response should also be provided to CTG.

· CTG:  Director signs response and CTG emails a copy to the Inspector and mails the original.  

· If at all possible, submission of the replies should be coordinated/occur the same day.

· Health Canada will review the replies and either accept them as satisfactory (no further action) or require additional information (go back to 2nd bullet).

General Information about Health Canada Inspection Exit Notices

The Health Canada Inspection Exit Notice is the final report which outlines the overall rating for the inspection (Compliant or Non Compliant) as well as each observation.  For each observation made, a classification, based on the severity of the deviation is made as summarized below.
· Critical (risk 1):  If one or more critical observations are noted the situation will immediately be brought to the attention of the Sponsor, Qualified Investigator, REB, and/or CRO.  This will result in an NC rating.
· Major (risk 2):  Generally a “C” rating is assigned but an “NC” rating could be assigned in certain instances.
· Minor (risk 3):  A “C” rating will be assigned in all situations where minor observations are noted.  However, corrective action may still be required.
Generally, corrective action is required for all observations noted regardless of risk level.  As summarized under “Post Inspection Guidance” the observations may pertain to the centre or the sponsor.  Therefore it is essential that the centre correspond with NCIC CTG during this follow up period.

