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This is procedure manual two of a series of three. The procedures covered in the set of three manuals cover all procedures specifically related to coordinating trials within CHS. They should be used in conjunction with general CHS policies and procedures to effectively conduct trials. 

This procedure manual covers recruitment, consent, record management, specimens, managing complaints and reporting associated with clinical trials.
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[bookmark: _Hlk63066391]The Procedures laid out in this manual apply to the conduct of trials (drugs/devices/observations), registries and biobanks. Throughout the procedures these activities will be referred to under the umbrella term ‘trial’. This manual provides guidance which should be followed unless a different procedure is to be used as detailed and justified in the trial protocol and agreed by the Sponsor/Co-Sponsor. 

This manual applies to all staff directly involved in trials at Canberra Health Services (CHS) including, but not limited to: 
· Sub-Investigators/Co-Investigators
· Research Nurses
· Study Co-ordinators
· Trial Assistants
· Trial Pharmacists.

This manual also applies to staff associated with, but not directly involved in the trial including, but not limited to: 
· Medical Officers
· Nurses
· Laboratory staff
· Radiologists
· Support staff.
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The recruitment of participants is crucial to the success of a clinical trial. Planning for recruitment and the development of strategies to maximise recruitment is an important activity prior to trial commencement. Poor planning for recruitment can result in poor referral rates to the trial and potentially the referral of people who are unlikely to meet the inclusion criteria or not complete the trial protocol. Optimising referrals and recruitment to clinical trials, particularly in palliative care, requires intensive effort to overcome barriers such as clinician and family concerns, competing clinician responsibilities, and the potential vulnerability of the population, all of which make recruitment problematic.

This Procedure describes the basic principles of recruitment to clinical trials conducted by Canberra Health Services (CHS). In addition, each unit is expected to develop individual recruitment strategies (in discussion with the Manager Clinical Trials (Hub) to maximise recruitment potential at that site.

Back to Table of Contents
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Responsibilities of the Principal Investigator (PI) and/or other designee(s) as documented in the Delegation and Signatures Log (refer Manual 1 Procedure 12 - Delegation and Signature Log):
To develop appropriate recruitment strategies specific for each trial
To pre-screen potential participants following referral
To complete Pre-Screen Forms where appropriate
To maintain and update the CHS patient clinical record and clinical trial records
To undertake screening for eligibility
To ensure Participant Information and Consent Forms (refer Manual 2 Procedure 02 – Informed Consent and PICFs) are signed by each participant (or proxy).

Responsibilities of the CHS Clinical Trials Hub:
To assist units/sites in the development of their recruitment strategies
To distribute recruitment tools to units/sites to facilitate recruitment of potential participants.

Back to Table of Contents
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Agreed recruitment numbers must be met.
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1.1	Prior to Recruitment 
Recruitment of participants only commences when the following have been completed: 
The trial, including the protocol, trial documents, advertising materials and Patient Information and Consent Form (PICF) have received final approval from the ACT Health Human Research Ethics Committee (HREC) and Clinical Trials Management Group (CTMG)
The trial has been registered on a publicly accessible clinical trial registry
The site has been added as a trial site with the Therapeutic Goods Administration (TGA) under the Clinical Trials Notification (CTN) scheme (if applicable)
A site initiation visit has occurred
Clearance has been given to commence recruitment to the trial by the study sponsor.

1.2 Recruitment strategies and tools to aid recruitment 
The Clinical Trials Hub, in conjunction with the PI and trial team, will assist in the development of recruitment strategies and tools to support participant recruitment.  
Participants can be recruited from a variety of sources including, but are not limited to, individual research teams (PI and coordinator/nurses), self-referrals via Web sites and advertisements, primary caregivers, individual teams and central resources, volunteer registries, and sub-contractors at outside agencies. Clinicians can be notified about research studies by letter or by word of mouth. 
Many researchers maintain a database of patients or former research participants from which they identify potential participants for new research. If potential participants are identified through the researcher’s database, researchers must follow local requirements for contacting and recruiting subjects. 
Researchers who get referrals from physician colleagues may not contact these referrals directly unless patients have agreed to be contacted. The physician colleagues of the researcher may also inform their patients of the research and encourage their patients to contact the researcher. 
Researchers may identify potential participants for research from CHS clinical records by getting an approved waiver of authorization from the HREC, if required. Cold calling is not an approved recruitment technique. The research trial should be introduced to the potential research subject by an individual who, by virtue of his/her position, would normally have access to the potential subject’s confidential information. 
Financial or other incentives provided to research staff by sponsors based on numbers of participants recruiting or enrolled are strictly prohibited.

Recruitment tools may include, but are not limited to:
Set of frequently asked questions
Work instructions
Marketing and advertising materials
Prompt sheets and study lanyards.
1.3 Recruitment Materials 
1.3.1	Materials directed to patients or the general public with the intent of recruiting them to participate in clinical research must be submitted to the HREC for review and approval. These may include, but are not limited to, announcements, advertisements, flyers, phone scripts for screening, oral scripts for consenting participants, newspaper ads, videos, radio and television announcements, bulletin board tear-offs, internet or social media postings, and posters. 

1.3.2	Information about specific trials may be posted on publicly available websites. 
a. 	The following trial-specific basic descriptive information may be posted without HREC review:
1. 	Study title 
2.	Purpose of the study 
3. 	Protocol summary 
4. 	Basic eligibility criteria 
5. 	Study site location(s) 
6. 	How to contact the study site for further information. 

1.3.3	Information exceeding such basic descriptive information includes, but is not limited to, descriptions of risks and potential benefits, or solicitation of identifiable information. Information that exceeds the listed basic descriptive information must be approved by the HREC before it may be posted. 

1.3.4	Clinical trial listing services that do not need HREC approval include, but are not limited to, the National Institutes of Health (NIH) ClinicalTrials.gov website, the NIH National Cancer Institute's cancer clinical trials listing (Physician Data Query [PDQ]), and the government-sponsored AIDS Clinical Trials Information Service (ACTIS).

1.3.5	In sponsored trials, the sponsor must also approve all recruitment materials. 

1.3.6	Advertisements may include but are not limited to: 
a. 	A statement that the trial involves research
b. 	A brief description of the disorder that the trial is investigating
c. 	Eligibility criteria (in summary form)
d. 	A truthful description of potential benefits, if any, to the subject from trial participation
e. 	The name of the institution conducting the trial
f. 	The name and phone number of the person to be contacted for further information; and
g. 	Advertisements may not include:
· Any direct or implied claim that the purpose of the research is to treat the condition or that the trial medication is safe or effective
· Any expressed or implied claim that the research will improve the subject’s medical condition
· [bookmark: _Hlk30144030]Expressed or implied statement that the research is Food and Drug Administration (FDA)-approved
· Use of the term “new” unless modified, i.e. new research medication, or new investigational medication.

1.3.7	If potential participants who respond to advertisements will be queried to determine whether they meet inclusion/exclusion criteria, the telephone script used by researchers must also be reviewed and approved by the HREC. Any questions about criteria should be referred to the Protocol Principal Investigator (PPI). All such contacts/discussions must be documented. 
a. The recruitment process conducted must not be coercive or misleading. Subjects should be provided with the opportunity to volunteer in an environment that is free of coercion, and those persons considered vulnerable should have additional protections in this process.

1.3.8	In addition to submitting recruitment materials to the HREC, the PI must describe in the protocol the way in which the materials will be used and any other methods that will be used to recruit participants to the trial. 
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Referrals to trials come from any number of potential avenues.  They may be referred from other clinical areas within CHS, filter through from General Practitioners, or engaged through advertising or general invites for participants. Referrals are made via a number of site-specific strategies aimed at: 
Increasing clinical knowledge and understanding of the trial
Ensuring that all people with specific characteristics are referred to the trial team for further assessment
Making individuals fully aware that they have been referred to a research trial team and may be contacted as a result.

Referrals can be made via several media (usually described within the trial protocol): 
Telephone
Written referral letter
Fax of trial referral
Email request.

All people referred to each trial: 
Are entered onto a trial Patient List maintained at each unit/site (refer Manual 3 Procedure 04 - Record Keeping) to enable tracking of Key Performance Indicators (KPIs)
Have a notation made within the clinical file concerning referral
Have a Pre-Screen Form completed and entered onto the trial on-line database.
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	[bookmark: _Toc30146981][bookmark: _Toc82822174]Section 3 – Determining eligibility



A delegated trial team member should develop an inclusion/exclusion checklist for each trial with detailed guidelines for evaluation of patient eligibility, if such a form has not been provided by the sponsor. There must be source documentation to support all requirements for determining eligibility. The subject’s medical history and all relevant trial screening tests and procedures must meet inclusion criteria and not meet exclusion criteria. Eligibility must be based on the current HREC approved protocol; waivers of eligibility are not good nor encouraged practice. 

After the PICF is signed by the subject and all screening procedures are complete, a delegated trial team member will review all relevant clinical records (internal and external) and relevant source documents to assess the subject’s full medical history. Track all consented subjects on an enrolment log.

All tests, assessments, and procedures must be conducted within the protocol specified timeline. If there is no timeline specified, the sponsor must provide guidelines as to what is acceptable in writing prior to enrolling any subjects.

If the subject is deemed ineligible or does not wish to proceed with enrolment, then the delegated trial team member must document the reason the subject was not enrolled in the trial and will update the Screening and/or Enrolment Log appropriately.
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Following receipt of referral, a Pre-Screen Form is completed. Eligibility characteristics required for entry into the trial are recorded on the form. If the characteristics are not met, and the person does not proceed to screening, a Pre-Screen Form is still completed. 

A Pre-Screen Form is not completed under the following circumstances: 
The person dies or their condition deteriorates between the time of referral and the time of contact
Other circumstances where the referral was not acted upon (an identification number has not been allocated, and no data has been entered into the trial database).

The Pre-Screen Form can be completed from information obtained from a number of sources, including: 
Referral letter
Discussion with clinical staff
During the initial telephone contact with the person referred to the trial; and
Case note review (after seeking permission from the potential participant).

Pre-screening information does not involve collection of information outside of usual clinical care and can be obtained from sources without intervention of any description. 

Pre-screening serves a number of purposes to assist with recruitment: 
Referrals and prompt follow-up of referrals is encouraged and facilitated
The use of broad eligibility characteristics encourages appropriate referrals
Pre-screen data can be used to identify potential recruitment strategies
Data can be used to review the trial inclusion and exclusion criteria if recruitment is slower than expected.
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Screening for eligibility takes place after the broad entry characteristics are met as part of Pre-screening. The trial is fully explained to the potential participant, using the approved Participant Information and Consent Form (PICF). Consent is obtained according to Manual 2 Procedure 02 Informed Consent and PICF, and the eligibility assessments (screening) are undertaken. 

Screening involves collection of information that is in addition to clinical care to assess eligibility for the trial.

Patient information from approved CHS sources may be used for screening for HREC-approved trial protocols by CHS investigators and CHS trial team members if one of the following is met: 
An appropriate consent has been given for the trial
There is an HREC approved recruitment protocol
The potential trial subject has provided written consent for use of CHS sources include clinical records that are controlled by Health Information Services (HIS) and the ACT Archive Storage Warehouse.

[bookmark: _Hlk30145990]Following screening, participants either proceed to randomisation (refer Manual 2 Procedure 05 – Randomisation and Blinding) or are removed from the trial if they do not meet the criteria. This is known as a Screening Failure. All screened participants are recorded in the Patient List at each unit/site. Screening numbers (including participants who proceed to randomisation and those who do not proceed) are reported as part of the KPIs for each unit/site. 

The consent and screening procedures vary between trials and are described within the trial protocols. These procedures are followed to comply with Good Clinical Practice (GCP) requirements. 

[bookmark: _Hlk30146943]Figure 1 (following page) details the Participant Recruitment Algorithm for CHS clinical trials.
Participant Recruitment Algorithm for CHS clinical trials
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Informed consent in the context of a research study is a process of information exchange, which involves the giving of written and verbal information, the discussion and clarification of the information and the taking of the participant’s verbal and written consent. Participants or their legally acceptable representative (LAR) must have been informed of all aspects of the trial that are relevant to their decision to participate, and then have given their informed consent voluntarily prior to participating in any study procedures.

“In obtaining and documenting informed consent, the PI should comply with applicable regulatory requirement(s), and should adhere to Good Clinical Practice (GCP) and to the ethical principles that have their origin in the Declaration of Helsinki” ICH GCP Section 4.8.1

The professional conducting the consent process must be competent to do so. They must:
have agreed to take on the responsibility of the trial
have been delegated this duty where appropriate and this delegation documented
have completed specific trial training
not take on responsibilities outside of their level of competence.
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The Principal Investigator (PI) retains overall responsibility for ensuring clinical trial participant consent has been obtained in the correct manner prior to enrolment to the clinical trial. This responsibility can be delegated by the PI to a Sub-Investigator (Sub-I) with the appropriate training, experience and knowledge. PIs/delegates obtaining informed consent must have valid International Conference on Harmonisation Good Clinical Practice (ICH GCP, E6 (R2)) training to enable them to explain the full implications of participating in the clinical trial to the clinical trial participant. 

Good Clinical Practice (ICH GCP, E6 (R2)) is an international ethical and scientific quality standard for designing, conducting, recording and reporting trials that involve the participation of human subjects. Compliance with this standard provides public assurance that the rights, safety and well-being of trial subjects are protected, consistent with the principles that have their origin in the Declaration of Helsinki, and that the clinical trial data are credible.

Delegation by the PI should be clinical trial specific, in accordance with ICH GCP, and must be clearly documented on the clinical trial specific Delegation of Duties log, signed and dated by the PI prior to informed consent being obtained.
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Participant Information and Consent Form’s (PICFs) and informed consent must use the local Canberra Health Services (CHS) document version as approved by the Research Ethics and Governance Office (REGO).
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The PI can delegate the duty of informed consent if the following is met:
The delegate is prepared to take on this additional responsibility and feels confident to conduct informed consent in line with professional and organisational guidelines.
The delegate has a comprehensive understanding of the clinical trial, potential pharmacological interactions/treatment toxicities, associated disease area, potential risks and benefits of taking part in the clinical trial. 
The delegate is sufficiently qualified, with relevant experience and has completed appropriate protocol training. All training must be documented in the individual trial training log. 
Delegation of duties is documented on the delegation of duties log only after the delegate has completed protocol training, as outlined in Manual 1 Procedure 12: Delegation and Signature Log.
An effective line of communication is maintained between the delegate and PI. The PI is ultimately responsible for the clinical trial participant’s care and the process of ensuring trial participants or their LAR have fully understood to what they are consenting.

[bookmark: _Hlk26280035]The informed consent process including any other study team member involved in giving information during the process must be documented in the clinical trial participant’s CHS clinical record. Hard copy versions of the signed and dated PICF must also be held within the participant hard copy clinical trial record.
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When a potential trial participant is identified, a verbal explanation of the trial and a copy of the PICF will be given to the potential trial participant, and/or their LAR. This information may also be given to family, friends or general practitioner, if the participant wishes. 

Potential trial participants, and/or their LAR, must be given adequate time to read the PICF and to discuss it with family, friends or their general practitioner, if applicable, prior to agreeing to participate in the trial. The potential trial participant, and/or their LAR, must not be coerced to participate in the trial. The potential trial participant, and/or their LAR, must be given adequate time to ask questions throughout the discussion, and their questions adequately answered before proceeding.

The PICF must be voluntarily signed and dated prior to any trial procedures being undertaken. Refer to CHS Informed Consent (Clinical) Policy for more information on CHS consent requirements.

On some occasions, the PI or delegate may request that the PICF is sent to a potential trial participant, and/or their LAR, before a face-to-face visit. In this circumstance the PI or delegate must ensure he/she has discussed the trial with the potential trial participant, and/or their LAR, prior to the PICF being sent. 

The PICF may be mailed or emailed to the potential trial participant, and/or their LAR, for their review but a new copy should be signed and dated when the process is completed.

Where the PICF has been provided by email or mailed, the following information/instructions must also be provided:
Thoroughly read PICF, but do not sign.
Write any questions down and bring to next face-to-face visit.

Prior to the informed consent process beginning, the PI or delegate must ensure:
The relevant trials study team is notified of the potential trial participant, and/or their LAR, and the eligibility criteria has been discussed with the trials study team.
Once the potential trial participant, and/or their LAR, has had time to read the PICF and has had any questions regarding their participation answered, the PI or delegate obtaining informed consent will ask the potential trial participant to indicate they are willing to participate in the trial and to confirm by signing and dating the appropriate section(s) of the hard copy PICF.  Each signatory must personally date their own signature.
The PICF must also be signed and personally dated by the PI or delegate.
Both the trial participant, and/or their LAR, and the PI or delegate should clearly print their full name.
If a witness is required (as outlined in section 6), the witness will be asked to sign and personally date the witness section of the PICF.
It must be clearly understood by the person obtaining the consent and the person acting as the witness as to the requirements of the witness, and to what they are witnessing, prior to the informed consent process beginning. 
Once all parties have signed the PICF, the trial participant, and/or their LAR, will receive a copy of the signed and dated PICF.
The original signed and dated PICF will be filed in the participant’s hard copy trial folder; scanned into the trial shared drive, and a copy must also be scanned into the clinical trial participant’s Clinical Patient Folder (CPF).
Trial participants, and/or their LAR, will be provided with a signed copy of the PICF and, in addition, trial study team contact details for use during their trial participation.

Remote electronic consenting of patients should be offered in situations where a patient is unable to attend the clinic in person. The option to provide written consent should normally be available to potential patients to avoid selection bias. Studies that will offer electronic consent should have the process approved by the HREC responsible for the study. 
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Prior to uploading the consent, a clinical trial alert must be registered on the Clinical Portal as per CHS Alerts Management Procedure.  See Alerts information in Manual 2 Procedure 6: Accessing Digital Patient Record Section 4 – Clinical Portal.  Once the alert is registered, a signed and dated copy of the PICF must be forwarded to the Health Information Services (HIS) Research Manager for upload into CPF.

The process of informed consent must be documented in CPF by the PI obtaining consent or their delegate. The documentation should include the following:
Patient name and unit record (UR) number.
Version number and date of PICF.
Date PICF(s) given to trial participant, and/or their LAR, including details if emailed/mailed prior to visit.
A statement by the PI or delegate obtaining informed consent confirming that the trial participant, and/or their LAR, has had full opportunity to read the PICF and ask questions (questions/issues raised should also be documented) and that all questions have been adequately addressed. 
Date PICF was signed and dated by the trial participant, and/or their LAR.
The nature of the LAR, as applicable, and sighting of documentation confirming the relationship of the LAR to the participant.
Use of witness.
Use of interpreter (an alert must be added to the Clinical Portal).
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The informed consent process does not cease once the consent form has been signed. The practice of giving information about the trial to the trial participant, and/or their LAR, must be an on-going process performed by all members of the study team (as appropriate). During the trial, important new information may become available which may affect the trial participants willingness to continue to participate.  The PICF may need to be revised and the participant, and/or their LAR, asked to reconsent.

Depending on the nature of the new information in the PICF, reconsent may need to occur at the next scheduled trial visit, at an unscheduled trial visit, or in some circumstances, not at all.

The Human Research Ethics Committee (HREC) or PI, following protocol/PI brochure, safety report, etc updates, will determine if PICF amendments require the trial participant to re-consent in the PICF ethical submission. Regardless of the stage participants are at, HREC will recommend that information is always provided, even if re-consent is not required.

The reconsent process must be documented as per Section 3 – Informed Consent Documentation.
The updated consent form should be sent to HIS Research Manager to be included in trial participants CHS Clinical Record.
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When a trial participant is unable to read or sign the PICF for any reason (and they do not have a LAR), an impartial witness must be present during the entire consenting process:
The PICF and any other written information will be provided to the trial participant, and/or their LAR.
Where the participant is unable to read, the entire PICF will be read to the trial participant.
The PI or delegate will explain all aspects of the trial and will confirm the participant understanding. 
The trial participant will, if agreeable, sign and personally date the PICF.
The impartial witness will sign and personally date the PICF.
Where the participant is able to read the entire PICF, however they are unable to sign for any reason, the impartial witness will sign and personally date the PICF.

By signing the PICF, the witness attests to information in the PICF and any other written information being accurately explained to the trial participant, and/or their LAR. They also confirm that the informed consent was freely given by the trial participant and/or their LAR.
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[bookmark: _Hlk25056535]The National Statement on Ethical Conduct in Human Research states that when obtaining consent from a participant, the “…information must be presented in ways suitable to each participant.” (National Health and Medical Research Council et al, 2007, sec. 2.2.3). This is further clarified by describing how information regarding the trial must consider “the need for accurate and reliable translation (written and/or oral) into a participant’s first language or dialect.” (NHMRC et al, 2007, sec. 5.2.16).

On occasions, a non-English speaking individual may participate in a trial. Irrespective of language, the approved PICF (English only) will be used.  No other hard copy translation of the PICF will be utilised. When a potential participant, and/or their LAR, is non-English speaking an accurate oral interpretation of the PICF will be read to the potential trial participant, and/or their LAR, using an independent interpreter as outlined in CHS Language Services – Interpreters and Translated Materials.

The use of an interpreter in the informed consent process must be clearly documented as outlined in section 3. The name of the interpreter and the relationship between the interpreter and the trial participant should also be noted.
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Individuals under the age of 18 years (a child or young person) may participate in trials. Each trial specific protocol will identify the eligible age range of participants, subject to ethical approval (approving HREC must have NHMRC certification to review and approve trials for the specified age range).

Informed consent processes for children and young people must include the child or young person and their parent or LAR. Information must be provided at a level suitable for the child or young person’s developmental ability.

While a child or young person cannot legally consent to participate in a trial, they should be included in decisions and offered opportunities to provide their assent. This includes developmentally appropriate information and assent forms. Each child or young person will have different developmental capabilities and interests that will influence the degree to which they can participate in the assent process.

As a guide, the following age ranges may be useful:
0-5 years – assent not required; however, developmentally appropriate information must be discussed with the child.
6-10 years – developmentally appropriate information discussed with child and their opinion sought; signed assent not required; however, some children may wish to do so.
11-14 years – approved developmentally appropriate information sheet and assent form; must be included in the discussion; mutual shared decision with parent or LAR.
15-17 years – approved developmentally appropriate information sheet and assent form; or adult information sheet with separate assent form as appropriate to the young person; must be included in the discussion; mutual shared decision with parent or LAR.

Regardless of age, respect of participants is paramount in all consent/assent processes. If a child or young person does not wish to participate, however their parent or LAR has provided consent, the child or young person should not enter/continue the trial. Further discuss with the child or young person and their parent or LAR should take place to understand the issue and advice from HREC may be required.

The PI or delegate must be satisfied that the trial participation is a mutual and shared decision of the child or young person and their parent or LAR.

Informed consent of a child or young person must be clearly documented as outlined in section 3.  This should include details confirming the relationship of the person providing consent to the child or young person and whether the child or young person and other parent is aware of, and agreeable to, the child or young person’s participation. Details about the child or young person’s assent and reference to the assent form must also be included.
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On occasion, an individual with a cognitive impairment, an intellectual disability or a mental illness may be a potential participant in a trial. 

When a potential trial participant falls into any of these categories, the PI or delegate obtaining informed consent should, where the impairment, disability or illness is temporary or episodic, attempt to obtain consent at a time when the condition does not interfere with the trial participant’s capacity to give consent. Refer to CHS Informed Consent (Clinical) Policy for more information on capacity to give consent.

Prior to obtaining informed consent from a trial participant with a cognitive impairment, an intellectual disability or a mental illness, the PI must inform the relevant HREC how they propose to determine the capacity of the trial participant to consent to the trial. This must include the following:
1. How the decision about the trial participant’s capacity will be assessed.
2. Who will make the decision?
3. The criteria that will be used in making the decision.
4. The process of reviewing the trial participant’s capacity to consent and to participate in the trial, throughout the duration of the clinical trial.
The informed consent process must be witnessed by:
A person who has the capacity to understand the risks, benefits and procedures of the trial.
A person who is independent of the study team (impartial witness).
A person who knows the trial participant and is familiar with his/her condition or a person who has the legal authority to act as a witness in these circumstances.

The informed consent process must include discussions of the possibility that the trial participant’s capacity to consent or to participate in the trial may vary or be lost altogether. The trial participant’s wishes about what should occur in those circumstances should be followed, unless changes in circumstances mean acting in accordance with those wishes would be contrary to the trial participant’s best interest. These discussions must be clearly documented (as outlined in section 3).

Where consent has been given by the trial participant’s LAR, the PI or delegate obtaining the informed consent must, as much as possible, explain to the trial participant what the trial is about and what participation involves. Should the trial participant, at any time during the trial, recover the capacity to consent, the PI or delegate must offer the trial participant the opportunity to continue participation or to withdraw. These discussions must be documented and if the patient chooses to continue on the trial the consent process including signing of a consent form must be completed in full.
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Consent from a trial participant who is highly dependent on medical care should first be sought from the individual, when they are capable to give consent and it is practicable to approach them. During the consenting process, the PI or delegate must ensure that stress or emotional factors that may impair the trial participant’s understanding of the trial or their decision to participate in the trial are minimised as much as possible. The dependency of the individual and their relatives on the treating clinician may also compromise the freedom of a decision to participate. 

Where the PI or delegate is also the treating clinician, it should be considered whether another authorised person should make the initial approach/obtain the consent from the potential trial participant or their LAR.  PIs are advised to contact the Ethics and Governance Office to seek advice in these situations.

When a trial participant who is highly dependent on medical care is not capable of giving consent, or where it is not practicable to approach them, only an enduring power of attorney, with approval for medical research, can provide consent.
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When a trial is altered, with appropriate ethical review and approval, after a participant has given consent, they need to be re-consented. Technology may be used to re-consent a trial participant in this case. The HREC is required to review the amendment and determine if the individual trial participant warrants re-consent. 

Re-consent via technology can be used in the following circumstances: 
Trial participants who are in survival follow up.
Trial participants who in the course of their clinical care are not required to attend the clinic in what would be considered an appropriate time frame.

If ethical approval has been granted for a member of the trial study team to re-consent a trial participant via telephone, the PI must delegate that person to do so on the delegation log.

A member of the study team will contact the trial participant and inform them of the recent PICF amendment and the requirement for them to re-consent.

The PICF will then be sent to the trial participant and adequate time will be provided for the trial participant to review and discuss with their LAR, along with any family, friends or general practitioner, if applicable.

When the PICF amendment contains safety information updates, the PI is required to contact the trial participant to discuss the changes in detail.  The PI is required to document this discussion, recording such details as date, time, persons involved, outcome, other actions. 
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A signed trial consent form is not a binding contract.  At any stage of the trial, a participant, or their LAR, may choose to withdraw from the trial.  The reasons for withdrawal can be varied and include personal reasons, difficulties in commuting to the trial site, concerns with privacy, feelings of being overwhelmed, diminished confidence in intervention, worsening health condition, or lost to follow-up. 

A trial participant may leave the trial at any time without providing reasons for withdrawal.  This decision must not affect the health care provided to the participant in the standard health setting.

However, the PI or delegate must discuss the withdrawal decision with the participant, or their LAR, to ensure that the participant, or their LAR, is aware of any effects of leaving the trial and what will happen to participant information that has been collected for the trial to date.  Where possible, and with respect to participant rights, the PI or delegate should discuss the reasons behind the participant’s withdrawal.

This discussion must be documented by the investigator discussing the withdrawal and reviewed by the PI.
Note: Unless lost to follow-up, the participant, or their LAR, must sign a trial Withdrawal of Consent form.  Once the consent withdrawal form has been signed, the PI or delegate must end date the alert in Alerts Management System in Clinical Portal and document the withdrawal in the patients CHS clinical record.
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The purpose of this Procedure is to describe the process by which trial units manage participant trial visit appointments to ensure the most efficient and effective use of resources.
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The Principal Investigator (PI) retains overall responsibility for the conduct of the trial and the trial team.  

The PI will generally delegate the responsibility of booking trial participant visits to the Coordinator or another member of the trial team.
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The scheduling of trial visits may be complex, requiring coordination between a number of clinicians, services (internal and external), participants and other resources such as clinic rooms/equipment.

At all times, the expectation is that the patient is the centre of the trial and will be accorded every consideration to promote convenience, respect and cooperation.

Back to Table of Contents
	[bookmark: _Toc29297573][bookmark: _Toc82822194]Section 1 – Preparing for Trial Visits 



The complexity of trial visits depends on the trial design and requirements of the trial protocol.  Each trial will be different.

Prior to scheduling any participant visits, PIs and Coordinators must develop a thorough operational understanding of trial requirements.  The considerations to be taken into account include:
Location of trial visits - appointments can occur in inpatient units, outpatient clinics, pathology collection locations, diagnostic testing locations, research labs, clinical trials unit, at the participant’s home or a neutral site convenient for the participant
Type of participant e.g. outpatient, inpatient
Frequency of visits
Length of visit
How many visits across trial
Required procedures e.g. blood collection, vaccinations, imaging; specialist equipment
Who is required for each visit e.g. PI, Coordinator, Phlebotomist, other specialist clinicians
Who is the delegated support/back up?
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To aid in the scheduling of trial visits, sponsors will generally provide sites with visit schedulers or tools (refer to example template in Digital Library).  If scheduling tools are not provided it will be the responsibility of the PI or Coordinator to manually calculate visit dates for each patient as per the requirements of the protocol.  Alternatively, there are free open source tools/software available from legitimate sources e.g. Harvard University, https://open.med.harvard.edu/project/scheduler/.
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Once a potential participant has been identified, screened and accepted onto a trial, there will be any number of visits which will have to be scheduled according to the trial protocol and design.  These visits will vary in frequency, length and requirements, as each protocol is trial specific.

Every trial visit must occur within a protocol-specified visit window, for example “visit 1 must occur at 1 month, plus or minus 5 days (i.e., the visit ‘window’), after the randomisation visit.” In this example, the randomisation date will be the participant’s base date from which to schedule proceeding visits. 

The services/procedures to be performed during a particular trial visit determine the choice of dates for that visit within the stipulated window. For some visits, a protocol might require only questionnaires to be completed whereas, for other visits, time-consuming exams, diagnostic tests and blood work may be required. 

PIs and Trial Coordinators must seek a date when all resources are available and there is sufficient time to perform the required trial services/procedures.

Participant bookings should be scheduled in a shared calendar.  The shared calendar allows all trial team members to access booking information when required.

PIs or Coordinators should schedule participant bookings at least 6 months in advance, if the visit schedule allows.

PIs or Coordinators must provide a copy of the visit schedule to participants, in writing. The visit schedule should be included in the Participant Information and Consent Form.

Integrating Patient Care and Trials Visits - Where potential trial participants are undergoing standard care patient visits at Canberra Hospital, the PI and/or trial coordinator must attempt to coordinate trial visits with standard patient care visits to increase efficiency.
[bookmark: _Hlk27131620]
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Once the visit/s is scheduled, follow-up contact in the form of a letter, email or phone call to the participant can reinforce the requirements of the study and further explain important details of the upcoming visit. It is important to be understanding of the participant’s personal schedule and to help identify trial visit times that are convenient for the individual to commit to without sacrificing protocol compliance.

Prior to each study visit, the trial team must be prepared for all known and possible unknown tasks that may need to be completed per protocol. Where applicable:
PI orders need to be completed and authorised for blood collection lab draws and additional testing
trial lab kits should be prepared and available to the appropriate clinical team drawing the samples
participant questionnaires should be prepared
flowsheets required for trial documentation should be made available to the appropriate team members
any End of Study visit items should be readily available if the participant decides to withdraw from the study or is removed from the study due to adverse events or investigator discretion, etc.

Once visits are scheduled, the Trial Coordinator is required to record visits in the Visit & Payment Schedule template (refer Digital Library for template).
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There are trials that allow the visits to take place in the participant’s home or another neutral location, more convenient for the individual. Off-site trial visits pose additional challenges to the trial staff in the form of feasibility and safety.

Before scheduling a home visit, the trial staff must assess if the visit tasks can be accomplished in the specific location. For example, is there a workspace sufficient to carry out blood collection and physical examinations, are there electrical outlets for medical equipment or laptop computers, etc.

The distance away from the trial centre (e.g. Canberra Hospital) needs to be taken into consideration as many trials have a travel limit for outreach trial staff. Distance can also cause some feasibility issues such as timeframe that blood specimens must be processed to maintain the integrity of the sample. Other things to consider include how the data will be transported to and from the home or off-site trial visit.  If laptops are used to transport data, they may need to be encrypted to ensure insurance or privacy compliance.

Safety is also a necessary consideration when conducting home visits. When a member of the trial team goes to an unfamiliar area to conduct a trial visit, at least one other co-worker should know that the appointment is occurring. The staff member should communicate with the trial team immediately before and after the study visit occurs. The safety of the trial staff should always be the primary consideration over the completion of a trial visit outside the primary trial centre and appropriate judgment should be utilised.

Refer to CHS Home Visiting Procedure for more information about considerations when conducting an offsite visit.
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PIs or Coordinators must ensure that all required visit services or procedures are booked and confirmed to align with participant visits.  These arrangements must be made, and bookings confirmed for the future 6-month period (if the visit schedule allows).
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It is important to set the expectations of each visit for the participant. For example:
where the visit will take place
how long the visit will take
tasks to be completed at the visit
special instructions the participant must follow prior to the visit
directions and parking information
whether or not compensation for time or parking will take effect 
who will be involved in the visit.
[bookmark: _Hlk29293641]
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Anticipated study visits that are missed or out of the protocol specified timeframe (window) must be documented as missed study visits. 

The trial coordinator (or delegate), together with the trial team, will attempt to contact/locate the trial participant in view to bringing the participant back into the study. 

If the trial participant wishes to discontinue the trial prematurely, then a discontinuation visit is encouraged but may not be possible depending on the patient’s wishes. 

All attempts and action to locate and bring the trial participant back into care or for trial discontinuation must be documented and filed as source documentation. 

If the trial participant chooses to discontinue prematurely, the trial team, including data management and pharmacy, and the sponsor must be notified of the discontinuation. 

[bookmark: _Hlk29291451]If the trial participant has missed two consecutive trial visits and all attempts to locate the trial participant are unsuccessful, the trial participant may be discontinued as ‘lost to follow-up’. Participants should not be discontinued as ‘lost to follow-up’ until all efforts to locate and bring them back into the trial have been exhausted. 
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Out of window visits may be considered protocol deviations or violations depending on what the protocol allows. If they are deviations from the protocol they must be recorded and reported as directed (refer Manual 2 Procedure 11 – Protocol Deviations and Violations).

While the trial team is expected to carry out procedures and schedules according to the approved trial protocol, there will be instances where non-compliance/trial deviations may occur at any period throughout the trial.

The trial team should strive to keep to the protocol while ensuring subject’s safety as well as their compliance to the study visit schedules and procedures.

The PI or Trial Coordinator should advise the sponsor of the ‘out of window’ visit to allow for feedback from the sponsor unless otherwise directed by the study protocol or sponsor.

If an ‘out of window’ visit is to be scheduled, it should be as close to the protocol window as possible or as advised by the sponsor.
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Whilst the intention is to adhere to the scheduled study visits, it is not uncommon that a participant or a clinician is forced to request a reschedule of a visit.  This may be for any number of reasons – illness, work commitments, equipment breakdown etc.

When rescheduling a visit, wherever possible, the visit should be rescheduled within the visit window.
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Case Report Forms (CRFs) are the main source of data collection and recording for clinical trials and are often regarded as trial source data. 

A series of CRFs (electronic and/or paper based) are used for each trial to enable data collection at specific time points. The data contained within the CRF is entered into a database (established by the sponsor) and is used for data analysis and data reporting. The accuracy of the data entered into the database is crucial and is checked against the paper CRF. It is vital that the paper CRF is an accurate, complete and contemporaneous (completed at the time of collection) reflection of the data.

The purpose of this Procedure is to detail the process by which CRFs are completed. 
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and any other member of the trial team.

Authorisation to complete CRFs is a responsibility delegated by the PI and must be recorded in the Delegation & Signature Log (refer Manual 1 Procedure 12 - Delegation and Signature Log), prior to the task being undertaken, and only after the designee has completed the relevant trial related training. The responsibility remains with the PI.

Responsibilities of the PI (or delegate) are:
To review the CRF prior to data entry 
To enter the data into the electronic data base 
To respond to data queries raised during subsequent checking procedures 
To ensure the CRF is filed in accordance with Good Clinical Practice (GCP), both short and long term. 

Responsibilities of the trial site team members are:
To organise the CRF in preparation for participant use in accordance with the trial pack contents prepared for each trial
To complete the CRF at the protocol specified time points 
To ensure that the CRF accurately reflects the data collected at each time point 
To ensure that the CRF has the associated source documents as described within the trial protocol
To prepare the CRF for data entry. 
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Only individuals delegated and named on the Delegation and Signature Log may complete the CRFs (refer Manual 1 Procedure 12 - Delegation & Signature Log).
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1.1 Subject (participant) privacy
The CRF is a deidentified document. The patient’s name, telephone or address must not appear on the CRF. The only identifiers that may be present on the CRF are the patient trial ID and other identifiers required by the sponsor. This may include their initials, date of birth and age.
[bookmark: _Hlk29553717]It is possible to file copies of the source documents (e.g. clinical record, lab results) in the CRF only if these copies are redacted (anonymized).
Do not file the informed consent in the CRF.

1.2 Case Report Forms
The PI must ensure the accuracy, completeness, legibility and timeliness of the data reported to the Sponsor in the CRFs and in all required reports. 
Where specified in the trial protocol, CRFs may be considered source documentation, where the CRF is the first recording of trial data, such as during trial visits where other traditional source documents are not available. 

The data within the CRF is to be supported by other co-operating information, such as admission, recording of adverse events, clinical visits. 
CRFs must be completed according to the specifications of each trial, prospectively and where possible as close to the trial visit as possible. Data from participants’ visits must be entered into the CRF within 5 business days from the visit if the CRF is NOT the source document.
Data entries must be accurate and legible. All data entries must be verifiable with source data from the participant’s clinical records. Any discrepancies with the source data should be documented. 
The participant’s identity must remain confidential. The participant must only be identified on the CRF by means of the allocated trial number and/or initials, this includes Serious Adverse Event CRFs and other forms of reports. 
CRFs must be kept in a secure location during the course of the trial. On completion of the trial CRFs must be archived as per Canberra Health Services policy (refer Manual 1 Procedure 15 - Archiving).

1.3 General rules for CRF completion
Use black or blue ball point pen, do not use pencil. 
The CRF is signed where required by the PI (or delegate) to verify its accuracy, completion, and that the data was collected in accordance with the trial protocol. 
· This is required for eligibility screening to ensure that the participant meets all the criteria and is approved to participate, at cessation of treatment and at participant withdrawal. 
· This may also be required because of a specific medical review, such as review of response prior to changing the trial drug dose. 
Complete ALL questions; blank fields indicate that data was not collected or missed. Most questions have an appropriate response available, but in the case where this is not possible: 
· If a question does not apply, write N.A. 
· If an answer is not known, write N.K. 
· If a test is not done, write N.D. 
· If a result is zero, write 0. 
If an error is made, follow the sponsor or protocols advice on how to amend the CRF. Generally, you should draw a SINGLE line through the error, write the correct entry in an adjacent space and INITIAL and DATE the correction. 
Do not use correction fluid, marker pens or other means of obliterating the original entry. 
Do not write over the initial entry in such a way that the initial entry is unclear. 
Pages must NOT be removed from the CRF (blank or otherwise), unless otherwise instructed by the trial investigators.
Dates must not be backdated. Late entries are acceptable. Notations within the CRF and the database can be used to explain this. 
· Do not copy information onto a new clean page even if the CRF looks ‘messy’. 
· Follow any specific instructions that may have been provided within the trial CRF. 
· Store the CRF in a secure location.

1.4 For Electronic Documents
Electronic documents may be web-based, or a trial specific laptop may be provided. There are several electronic CRF’s in existence and training must be given for each individual trial. This may be on a one-to-one basis, web-based or on CD-ROM. The same basic principles apply as for printed documents as well as the following:
Electronic signatures are personal and must not be used by more than one person. They are legally binding as written signatures.
Likewise, usernames and passwords to log-in must never be shared.
If a laptop is provided, it is the site’s responsibility to ensure that it is kept in a secure location.
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The purpose of this Procedure is to define procedure for randomisation and blinding in trials. The aim of these procedures is to avoid the introduction of systematic bias into the conduct of the trial.

Trials often involve a randomisation process which requires careful planning to ensure integrity of the trial. Trial staff should then follow the trial randomisation procedures to ensure that any blinded code is broken only in accordance with the protocol (ICH GCP(R2). As such, this procedure describes randomisation and blinding for a trial, which may be supplemented with a trial-specific process document(s) and applies to those team members responsible for organising or working to the randomisation process.
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The principal investigator (PI) retains overall responsibility for the conduct of a trial; however, this Procedure applies to all trial staff.
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1.1	The sequence of allocations must be truly random. It must be based on random number generation or other random process. Non-random processes, such as alternate allocation, are not acceptable. Allocation must be concealed in advance of randomisation and it must not be possible to know in advance what the next allocation in the sequence will be. It must not be possible to change the randomised allocation after randomisation; although there may instances where it is not possible to deliver the randomised allocation.

1.2	The PI must ensure that a trial statistician (or suitably qualified individual) is consulted for advice on the appropriate randomisation procedure and that a randomisation specification is produced and documented. When developing the randomisation specification, the following factors should be included, as appropriate: 
Definition of any strata (e.g. to handle randomisation in a multi-centre trial and to ensure balance for baseline prognostic factors). 
Any factors that may be the subject of blocking. The clinical staff involved in the trial shall not be informed of the block size(s) used. 
Number of groups (and strata where appropriate). 
Number of participants to be randomised to each group. 
Method of allocation (e.g. simple randomisation, blocked randomisation, minimisation, etc). 
Method of implementation (e.g. web-based system, telephone-based system, etc).
How the allocation method is to be tested (e.g. by means of simulations).

1.3	The randomisation service provider shall document all relevant information in a randomisation protocol, with particular consideration of the following: 
Method of production of the allocation list/algorithm. 
Persons responsible for preparing and checking the allocation list/algorithm. 
Outputs from any testing and simulation. 
Person(s) responsible for the implementation and use of the allocation list/algorithm.
Guidelines for users of the allocation list/algorithm. 
Storage and access control for any copies of the allocation list/algorithm. 
Method by which emergency access to the allocation for individual participants is to be organised during the trial (this is termed 'unblinding'). 
The randomisation protocol must be produced and implemented prior to recruitment.

1.4	A description of the randomisation procedure must be included in the trial protocol, although it may not be appropriate to include all details from the randomisation protocol; in order to avoid intervention allocation bias.

1.5	In trials involving medicinal product(s), the individual responsible for the generation of the randomisation protocol must be aware of the arrangements for drug packaging and distribution to ensure that the randomisation protocol shall be compatible with these.

1.6	Periodically, and at the end of the trial, the randomisation allocation list/algorithm for each centre, or each unit of randomisation, must be checked by the trial statistician (or other suitable qualified person, independent from the randomisation service provider) to determine that it has been followed.  Unusual patterns of randomisation may indicate fraud and the statistician may have to undertake a statistical examination of the data for results indicative of this.

1.7	Any deviations from or failures of the randomisation procedures during the recruitment phase must be documented in the Trial Master File (TMF) by the trial team using a file note (refer Manual 2 Procedure 12 – File Notes).
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Blinding is the process that keeps one or more parties involved in a trial (e.g. the sponsor, pharmacy, the investigator team and/or the subject) unaware of what treatment arm subjects have been randomised to. It is vital that the blind is maintained throughout the trial in order to prevent the unintentional biases of parties affecting subject data. Unblinding is, however, permissible for the urgent medical treatment of a participant, for safety reporting requirements e.g. reporting of Suspected Unexpected Serious Adverse Reactions (SUSARs) (refer Manual 2 Procedure 10 - Management and Reporting of Safety Events) or for any pre-specified protocol indication.

2.1	In blinded trials, adequate steps must be taken to ensure that the interventions are indistinguishable, as specified by the trial protocol.

2.2	The trial protocol must define any individuals involved in the trial who should not/cannot be blinded to treatment. For example, laboratory staff may have access to laboratory measurements which would unblind the trial. Such data must be withheld from other research team members until the end of the trial.

2.3	The randomisation code break mechanism shall be held by individuals not directly involved in the day-to-day management of the trial, for example the pharmacy, trial data management team or the randomisation service provider.  The code break mechanism must be stored with appropriate security measures and access control.
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3.1	Unblinding of participants during the conduct of a blinded trial is not permitted unless there are compelling medical or safety reasons to do so (e.g. knowledge of the treatment allocation is necessary for treatment of severe adverse advents (SAE).

3.2	The circumstances for breaking of the randomisation code in a blinded trial, such that the intervention allocation can be ascertained for any individual(s), must be clearly described in the trial protocol and/or a specific unblinding procedure document for the trial.

3.3	If participant unblinding is permitted during the conduct of a trial, the protocol must state procedures for obtaining permission to unblind.

3.4	Where possible the PI’s advice must be sought before requests for unblinding are made.

3.5	In situations where future treatment decisions need to be made quickly there needs to be a mechanism for emergency unblinding 24 hours a day.

3.6	If a participant has been unblinded, the participant should be encouraged to remain in the trial and, if possible, on trial treatment, unless medically contraindicated. All unblinding’s of the randomisation code for specific participants must be fully documented and justified.

3.7	In the event of individual unblinding, knowledge of the intervention allocation must be restricted as far as is practical until the trial is fully unblinded.

3.8	For planned interim analyses, decisions on how the data will be analysed and presented should be made before the trial begins and be fully described. Interim analysis or reports to the Human Research Ethics Committee (HREC) and Research Ethics and Governance Office (REGO) may require to be unblinded. When carrying out interim analyses or preparing DMC reports, the integrity of the blinding of the trial shall not be compromised. Only a person not directly involved in the running or conduct of the trial shall have access to the randomisation code breaks and any unblinded outputs from the analysis. The PI must never see unblinded output before the end of the trial.
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Effective clinical record keeping practices are vital for Canberra Health Services (CHS) to support the delivery of high-quality patient care, operational efficiency, accountability and transparency. They are also essential for demonstrating compliance with the National Safety and Quality Health Service (NSQHS) Standards.

The purpose of this Procedure is to outline the various access points to retrieve digital patient records at (CHS).
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and any other member of the trial team or extended medical services team.
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All patient records are governed by the Health Records (Privacy and Access) Act 1997.

Patient identification must be protected at all times by way of a trial identification number.

Further information can be found on the CHS - Clinical Record Management Procedure and CHS Consumer Privacy Policy within the CHS Policy Register.

Access to CHS digital patient clinical records must be authorised by CHS Health Information Service.
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1.1 CHS supports a centralised strategy for the management of clinical records and is progressing towards a single, integrated clinical record, accessible on-line, by all relevant members of the treating team, under a single unique patient identifier.
1.2 Refer to Clinical Record Management Procedure for further information. 
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[bookmark: _Hlk38527518]2.1	The ACT Patient Administration System (ACTPAS) is a computerised Patient Administration System that contains demographic information on all patients and clients registered at any CHS facility. Access to this system is not usually required for the conduct of Clinical Trials but access can be gained if there is a need and appropriate training is completed.

2.2	To gain access to ACTPAS, staff must be authorised and trained.  The following steps should be followed:
a) Ensure your manager requests access for the relevant applications through the IAM Service.
b) Identify the required training modules for your role. You can do this through the ACTPAS Training Matrix and the ACTPAS Module and Duration Guide.
c) Have your manager complete the ACTPAS Access Form and email it to Digital.Support@act.gov.au. This must be done after you complete all required training modules.
d) Complete a Staff Movement Form and email it to Digital.Support@act.gov.au to have an ACTPAS profile created for you.

Note: your manager must submit the access form to allow you access to ACTPAS.

It is recommended new staff experience a full week in the job before starting training to allow them to understand their role and the area’s business processes.
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3.1	Clinical Patient Folder (CPF) is an electronic document storage and retrieval system which provides online access to scanned clinical records for authorised users.  

3.2	CPF interfaces with various clinical information systems for the electronic transfer of documents.  Refer to Clinical Record Management Procedure for further information.

3.3	If full access to CPF is required staff need to complete CPF eLearning in Capabiliti before requesting access through the Identity Access Management System (IAM).  Access requests are approved by your supervisor. 

3.4 If Staff only need access to monitor CPF please contact Health Information Services Research Manager on 51242127 for training and access.
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4.1	The Clinical Portal provides quick access to patient results, demographics and alerts. All information available on the Clinical Portal will also be stored in the CPF but not all information stored in the CPF will necessarily be included in Clinical Portal depending on its source. As a result CPF should be the primary source for patient information from outside your department. 

Note: Trial staff must ensure that an ‘Alert’ is added to Clinical Portal for all patients currently on a clinical trial.

The following information should be added into the Alert.
· Alert Type – Clinical Trial
· Information Source – Clinical Record
· Certainty – Confirmed
· Onset – Date the participant signed the PICF
· Expiry – Date the Study Closed or Date the Participant ceased to be involved in the study.
· Details – Study Name and Discipline, Clinical Trials Unit Name and Phone Number

All information for the Alert except the Expiry Date should be entered onto Clinical Portal when the PICF is sent to Health Information Services. Refer to CHS Alert Management Procedure for more information.

Once the alert is registered, a signed and dated copy of the PICF must be forwarded to the Heath Information Services Research Manager for upload into the system.

Back to Table of Contents
	[bookmark: _Toc38972346][bookmark: _Toc82822220]Section 5 – Security of patient records



[bookmark: _Hlk38451551][bookmark: _Hlk38527150]Refer to Manual 3 Procedure 04 – Record Keeping
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Patient record requests may come from different sources.  There may be a request submitted by the trial sponsor directly to the Principal Investigator (PI) or the coordinator, or the request may come from the PI or coordinator to an internal or external source e.g. another hospital, GP practice.

Patient records are considered source documents.

Source documents are defined as per ICH GCP 1.52 as “Original documents, data and records (e.g. hospital records, clinical and office charts, laboratory notes, memoranda, subjects diaries or evaluation checklists, pharmacy dispending records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the laboratories and at medico-technical departments involved in the clinical trial).” Any person participating in a trial will generate source data from a number of places as identified above.

Source data is all information in original records and certified copies of original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial. Source data are contained in source documents (original or certified).

The purpose of this Procedure is to outline the various procedures for requesting patient records at Canberra Health Services (CHS).
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and any other member of the trial team or extended medical services team.
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All patient records are governed by the Health Records (Privacy and Access) Act 1997.

Patient identification must be protected at all times by way of a trial identification number.
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1.1	A clinical record can be handwritten or digital and it may include documentation about:
· services provided
· scans, tests and the interpretation of results
· recommendations about treatments
· personal details (e.g. genetic information)
· correspondence to health professionals.
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2.1	On occasion, patient records will be requested by the PI or coordinator from a source other than CHS e.g. another hospital, GP practice. Approval to request these documents must be obtained from the trial participant – preferably in writing.

2.2	Requests for clinical records from another health practice must be made in writing, providing the name of the requesting staff member, hospital details, details of patient/trial and reason for request.  The patients written approval must also be attached.

2.3 Written requests can be followed up by phone.

2.4 Patient record requests may also come from the sponsor through the Clinical Research Associate (CRA) as part of the agreed trial protocol.

2.5 These records should be provided, de-identified, via the Case Report File (CRF) specific to the trial. 

2.6 For further information and details, refer to Release of Clinical Records and Personal Health Information in the CHS Clinical Records and Management Procedure on the Policy and Guidance Documents Register.
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3.1	CHS currently utilises a hybrid system for the management of clinical record information. At the point of care in most inpatient wards and outpatient/non-admitted areas clinicians will capture/document clinical information on paper clinical record forms. On discharge or following treatment, these paper documents are sent to HIS for scanning into CPF, for long term storage and subsequent clinician access.  Refer to Manual 2 Procedure 06 – Accessing Digital Patient Records.

3.2	Trial staff will have to be trained and registered on these systems prior to gaining access to patient records.  Contact HIS for training and access.
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Refer to Manual 3 Procedure 04 – Record Keeping.
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To describe the procedures related to receipt and handling of investigational product (IP).
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This Procedure applies to Principal Investigators (PI), Trial Coordinators, Clinical Trials Hub team, and any other member of the trial team, including pharmacy staff.

It is the ultimate responsibility of the PI to ensure that trial staff are trained in the receipt and handling of IP.
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Any or all of the documents addressed in this Procedure may be subject to, and should be available for, audit by the sponsor’s auditor and inspection by the regulatory authority(ies).
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1.1	Responsibility for investigational product(s) accountability at the trial site(s) rests with the investigator/institution (ICH GCP 4.6.1).

1.2	According to the Health (Drugs and Poisons) Regulation 1996, a registered nurse or clinical nurse (or other clinical research coordinator) is NOT authorised to dispense investigational product. 

1.3	The investigator(s) should:
(Where allowed/required), assign some or all of the investigator's/institutions duties for investigational product(s) accountability at the trial site(s) to an appropriate pharmacist or another appropriate individual who is authorised to dispense trial medication and who is under the supervision of the investigator/institution, as indicated on the site signature log (ICH GCP 4.6.2).

The investigator/institution and/or a pharmacist or other appropriate individual, who is designated by the investigator/institution and who is authorised to dispense trial medication, should (ICH GCP 4.6.3):
Maintain records of the product's delivery and receipt to the trial site, the inventory at the site, the use by each participant, and the return to the sponsor or alternative disposition of unused product(s). These records must include dates, quantities, batch/serial numbers, expiration dates (if applicable), and the unique code numbers assigned to the investigational product(s) and trial participants.
Ensure that the investigational product(s) are stored as specified by the sponsor in accordance with applicable regulatory requirement(s). Consideration should be given to how the investigational product shall be securely stored, including restricting access to approved personnel. Records of accountability and storage monitoring (i.e. temperature logs) must be maintained.
Maintain records that document that participants were provided the doses specified by the protocol. Maintain records that reconcile all investigational product(s) received from the sponsor.
Explain the correct use of the investigational product(s) to each participant and should check, at intervals appropriate for the trial, that each participant is following the instructions properly.
Maintain records that monitor participant compliance with trial medication. A compliance check includes instructing the participants to return empty and partially used medication containers at their next visit. Compliance is calculated on the amount of study medication returned. Extra counselling by the PI or delegate, for trial participants regarding poor medication compliance may be required.
Ensure that the investigational product(s) are used only in accordance with the approved protocol (ICH GCP 4.6.5).
Follow the trial's randomisation procedures, if any, and must ensure that the code is broken only in accordance with the protocol. If the trial is blinded, the investigator should promptly document and explain to the sponsor any premature unblinding (e.g., accidental unblinding, unblinding due to a serious adverse event) of the investigational product(s) (ICH GCP 4.7).
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The purpose of this Procedure is to document the procedures for handling and shipping of clinical research biological samples (including but not limited to excreta, secreta, blood and its components, tissue and tissue fluids) at Canberra Health Services (CHS). 

Correct handling and shipping procedures are vital in ensuring the integrity of samples and the safety of all individuals involved in the sample management and shipping processes.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators, Clinical Trials Hub team, and any other member of the trial team.

It applies to all phases of clinical investigation requiring the handling and shipping of Biological Substances, Category B and/or Dangerous Goods.
Back to Table of Contents
	[bookmark: _Toc82822234][bookmark: _Toc31117189]Alerts 



The Civil Aviation Regulations have defined categories of personnel who should attend training and the subject matter in which they must be qualified for the shipping of biological substances. These regulations are mandatory and legally binding.
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The PI is responsible for ensuring trial team members are appropriately trained and delegated to handle and ship biological samples in accordance with this Procedure. The PI can delegate certain duties to suitably qualified individuals. Delegation of activities must be recorded on the delegation log (refer Manual 1 Procedure 12 - Delegation and Signature Log). The PI remains responsible for any delegated activity.

1.1	Certification for Handling and Shipping of Biological Substances, category B and/or Dangerous Goods

The Manager Clinical Trials Hub must: 
Ensure all clinical trial staff who handle or ship biological samples (Biological Substances, Category B) or Dangerous Goods have undertaken, passed and hold a current International Air Transport Association (IATA) approved, Civil Aviation Safety Authority (CASA) Certified Dangerous Goods Packing and Shipping certificate. 

All CHS clinical research staff must: 
Be aware that re-certification is required every two (2) years, and that certificates must be kept for a minimum of 3 years from the most recent training completion date and must be available upon request to CASA.

1.2	Handling and Storing - Biological Sample Management

The person handling specimens must: 
Obtain all the sample management details from the Sponsor or central laboratory if not already described in the protocol, including: 
1. Central laboratory contact information 
2. Requirements for specimen collection, labelling, processing and storage 
3. Packing and shipping specifications 
The Sponsor, or whoever is listed in the Clinical Trial Research Agreement (CTRA), must provide all supplies (such as kits, lab equipment and bulk supplies) and instructions for sample management prior to trial activation. For investigator-initiated trials, it is the responsibility of the PI to ensure the trial is adequately resourced prior to commencing. 
Process and transfer samples to an appropriate storage container as per protocol instructions. 
Dispose of any unused or waste specimens in accordance with the relevant CHS Waste Management Policy and Plan (see CHS Policy Register). 
Store the samples in a secure location under the required storage conditions outlined in the trial protocol. Restricted access to samples must be in place as well as clearly marked samples/shelves. 
Ensure all laboratory equipment used for the clinical research – such as refrigerators/freezers, centrifuges and thermometers are serviced and maintained routinely, and temperature logs maintained. Maintenance documentation should be available and updated as the equipment is serviced. Refer to Manual 3 Procedure 11: Maintenance of Equipment and Manual 3 Procedure 10: Maintenance of Temperature Controlled Storage Areas.
Ensure that in the case of storage equipment failure, suitable back-up storage is available to maintain integrity of samples.

1.3	Shipping of Biological Samples 

The person shipping specimens must:
Have the appropriate IATA certification to handle and ship samples by air. 
Ensure that samples are handled and packed in accordance with Sponsor requirements and relevant IATA classifications.
Follow the Sponsors instructions to determine/confirm the proper timing for samples shipments to ensure that the receiving laboratory will be open on anticipated day of delivery to prevent specimen spoilage.
Review packaging requirements and package the sample(s) as specified in the protocol and/or lab manual. 
Complete the required documentation. 
[bookmark: _Hlk30580576]Retain a copy of the shipping receipt/courier waybill and commercial invoice to keep in the Investigator Site File (ISF) (see Manual 1 Procedure 13: Investigator Site File and Essential Documents) and send to the Sponsor, if required.

1.4	Tracking of Handling and Shipping of Biological Samples

The person shipping specimens must: 
Ensure that documentation related to the shipping of Category B specimens and/or Dangerous Goods is kept and filed in the ISF to facilitate the tracking of shipments and satisfy GCP requirements.
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The purpose of this Procedure is to outline the procedures for the management and reporting of safety events for trials at Canberra Health Services (CHS) in compliance with ICH-GCP guidelines and regulatory requirements.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators, Clinical Trials Hub team, and any other member of the trial team.
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The Principal Investigator (PI) for the trial retains overall responsibility for ensuring safety events are assessed, recorded and reported in the correct manner. The PI can delegate certain trial duties to suitably qualified individuals. Delegation of trial activities must be recorded on the delegation log. The PI remains responsible for any delegated activity. 

The process for adverse event management and reporting must be clearly defined in the trial protocol and include: 
The time period during which new AEs should be recorded as per the trial specific Risk Assessment and Risk Management Plan, this can be accessed in the individual Trial Protocol.
The requirement for site PI/delegate for assessment of: 
Severity 
Expectedness
Causality 
Seriousness.

1.1	Assessment of severity 

The protocol must describe how severity will be graded. Options include standard toxicity grading scales, e.g. CTCAE or WHO.  Alternatively, it may be appropriate to develop a trial-specific grading scale such as the one below. 
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1.2	Assessment of seriousness 

Medicines 

An adverse event/reaction is a serious adverse event (SAE)/serious adverse reaction (SAR) if it: 
Results in death 
Is life-threatening 
Requires hospitalisation 
Results in persistent or significant disability or incapacity 
Results in a congenital anomaly or birth defect.

Some medical events may also be considered as serious if they impact participant safety or require an intervention to prevent one of the defined criteria for seriousness. For example, treatment for allergic bronchospasm in an emergency room or at home; blood dyscrasias or convulsions that do not result in hospitalisation; or development of drug dependency or drug abuse.

Devices 

An adverse event/adverse device effect is a serious adverse event (SAE)/serious adverse device effect (SADE) if it: 
Led to death 
Led to serious deterioration in the health of the participant, that either resulted in: 
A life-threatening illness or injury, or 
A permanent impairment of a body structure of a body function, or 
In-patient or prolonged hospitalisation, or 
Medical or surgical intervention to prevent life-threatening illness or injury or permanent impairment to a body structure or body function 
Led to foetal distress, foetal death or a congenital abnormality or birth defect.

1.3	Assessment of causality 

Causality refers to the likelihood that an adverse event is related to the administration/use of the Investigational Product (IP). An adverse event that is judged by the PI or the Sponsor to have a reasonable possibility of a causal relationship to the investigational medicinal product/investigational medical device is considered an adverse reaction (AR)/adverse device effect (ADE). 

The PI/delegate must use medical and scientific judgement and knowledge of the participant when making a causality assessment for IMPs and IMDs, including factors such as: 
Underlying or concurrent illness/disease 
Concomitant therapy 
Any other risk factors 
Known safety profile of the investigational product – consult the protocol, Investigator Brochure (IB), Product Information, published literature 
Timing of the AE and the administration/use of IP 
Effect withdrawal/discontinuation of IP, or reduction in exposure/dose and reintroduction of use/increase in exposure/dose has on the event.

For IMDs only, the PI/delegate must also consider the following: 
Is the body-site or organ expected to be affected by the device? 
Could the event be due to use error? 
Does the event depend on a false result given by a device used for diagnosis? 

The protocol must describe the scale use to record the causality of an event, and this must be consistent with the safety reporting options contained in the trial-specific reporting form and the CRF. See below for an example of a causality assessment scale used for IMPs.
	Causality
	Description

	Unrelated
	There is no association between the trial intervention and the reported event. AEs in this category do not have a reasonable temporal relationship to exposure to the test product or can be explained by a commonly occurring alternative aetiology.

	Possible
	The event could have caused or contributed to the AE. AEs in this category follow a reasonable temporal sequence from the time of exposure to the intervention and/or follow a known response pattern to the test article but could also have been produced by other factors. 

	Probable 
	The association of the event with the trial intervention seems likely. AEs in this category follow a reasonable temporal sequence from the time of exposure to the test product and are consistent with known pharmacological action of the drug, known or previously reported adverse drug reactions to the drug or class of drugs or judgement based on the investigators clinical experience.

	Definite
	The AE is a consequence of administration of the trial intervention. AEs in the category cannot be explained by concurrent illness, progression of disease state or concurrent medication reaction.  Such events may be widely documented as having an association with the test product or that they occur after rechallenge. 



1.4	Assessment of expectedness 

Expectedness is related to what is expected for the side effects of the IP, not to what is anticipated for a particular disease/illness, participant population or individual participant history. Expectedness also relates to the severity and specificity of known adverse events. An increase in the specificity or severity of an expected AE constitutes an unexpected adverse event. 

The Sponsor and site PIs have responsibilities for expedited reporting of those safety events that are serious, related and unexpected. For IMPs, such events are known as Suspected Unexpected Serious Adverse Reactions (SUSARs). For IMDS, the equivalent term is Unanticipated Serious Adverse Device Effect (USADE). 

1.5	Other considerations when assessing AEs
If there is a possible drug-drug interaction between the study IMP and a concomitant medication this must be reported as a SUSAR. 
SUSARs causally associated with a study placebo should be reported as a SUSAR, e.g. an allergic reaction to an excipient. 
SUSARs associated with registered comparator products used within the conditions of their marketing approval should be reported to the Sponsor, approving Human Research and Ethics Committee (HREC) and relevant regulatory authorities as normal.
AEs may need to be reported through the hospital RiskMan incident reporting system. For more information refer to Manual 2 Procedure 15 Incident Reporting (RiskMan).

1.6 	Recognition of and Handling of Adverse Events (AE) 
Adverse events can be identified through: 
· Participant report (open-ended questioning should be used); 
· Observation of the participant (e.g. blood pressure); or 
· Reports (e.g. laboratory, ECG and others).
AEs should be recorded first in the participant’s notes as and when the CHS trial research staff become aware of them, either at a trial visit or between visits.  All AEs must then be documented in the Case Report Form (CRF) and reported to the Sponsor as required by the trial protocol. A thorough medical history of the participant should be obtained at the commencement of the trial to identify any pre-existing medical conditions to reduce erroneous reporting of unchanged pre-existing symptoms/conditions as new AEs. 
An AE log (see template in Digital Library), or a log supplied by the Sponsor, must be used for each trial to record all AEs. 
All participants must be asked by the PI or delegate if they have experienced AEs since the previous visit or assessment. Any events must be documented in an unambiguous way. If the Clinical Trial Coordinator/Research Nurse collects the data for an AE, then they must consult with the PI or delegated Sub Investigator in a timely manner to ensure medical oversight and consultation.
Where potential AEs are documented by non-trial staff, the AEs must be confirmed by the PI or delegated Sub-Investigator prior to recording in the CRFs. The patient must be brought back for review, where there are significant AEs that were not previously discussed with an investigator. 
The dates of the beginning and end of the event must be recorded in the participant’s notes. If the participant cannot remember, then approximate dates should be recorded. The event should be graded for intensity, causality, expectedness and seriousness by the PI/Sub investigator. Any action taken in connection with the event must be recorded in the participant’s CRF (where required, for example, concomitant medications) and participant’s notes. 
As per ICH-GCP guidelines, PIs and/or delegates must assess and manage AEs as per study protocol and/or standard of care, ensuring participant safety and wellbeing is maintained at all times. 
The PI is able to deviate from the trial protocol to eliminate an immediate risk to any trial participant without prior approval from the Sponsor or Human Research Ethics Committee (HREC), however they must be notified as soon as possible after this has occurred. 
The PI and all delegated trial staff will monitor the event until resolution/outcome/lost to follow-up and document the outcome. 

1.7 	Handling of Serious Adverse Events (SAEs) and Suspected Unexpected Serious Adverse Reactions (SUSARs) 
SAEs and SUSARs will be managed and reported as specified in the trial protocol. The procedure for handling SAEs/SUSARs will be as described in section 1.1 with the addition of the following: 
All delegated site staff must report the event to the PI immediately. 
All submitted documents to the Sponsor must have no identifying information of the participant.

1.8	Safety Reporting Requirements for Principal Investigators 
The PI or delegate must capture and assess all AEs required and in accordance with the protocol. In addition, the PI with reference to NHMRC Guidance: Safety Monitoring and Reporting in Clinical Trials Involving Therapeutic Goods (November 2016) should: 
· Report to the Sponsor within 24 hours of becoming aware of the event: 
· All SAEs, except those that are identified in the protocol as not needing immediate reporting.
· Any occurrences of congenital anomaly/birth defect arising from any pregnancy of a participant (or partner). 
· All urgent safety measures instigated by the site. 
Report to the Sponsor as specified in the protocol: 
All safety critical events. 
Any additional requested information relating to reported deaths. 
Report, reviewed and signed by the PI, submitted to the Research and Governance Office (REGO) within 72 hours of becoming aware of the event: 
All significant safety issues. •
All SUSARs arising from the local site.
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Where there is poor compliance with the trial protocol regulatory authorities can reject the data, participant safety can be compromised, and indemnity may not apply. It is the responsibility of the trial sponsor to ensure compliance with the trial protocol. It is essential to record deviations and violations that occur throughout a trial so they can be identified easily and reviewed by the appropriate trial committee. Unavoidable violations may indicate previously unanticipated problems with the trial design and if identified early, steps can be put in place to change the protocol.

This Procedure describes the process for the recording and reporting of protocol deviations and violations. It describes what considerations must be taken into account to assess whether the deviations/violations also meet the requirements for reporting. This Procedure also describes how violations are assessed and what remedial or corrective actions are to be applied.
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The principal investigator (PI) of a trial must sign and accept a trial protocol, and as such the PI retains overall responsibility for ensuring the protocol for a trial is explicitly followed. This includes key components identified in the protocol such as participant consent and the general conduct of the trial. Trial coordinators, pharmacists, and pathologists are responsible for understanding and operating within the protocol guidelines. 

The PI and trial sponsor are responsible for recording and reporting of any protocol deviations and/or violations. The task may be delegated to another suitably trained individual, but the responsibility remains with the PI and trial sponsor. Delegation of duties by the PI must be recorded in the Delegation Log (refer Manual 1 Procedure 12 – Delegation and Signature Log) prior to the task being undertaken, and only after the delegate has completed the relevant study related training.
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Protocol deviations and violations must be reported to the PI, sponsor and/or HREC as soon as recognised in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) E6 R2.
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A protocol deviation is usually an unintended departure from the expected conduct of the trial (with regards to the protocol and/or Procedures). These events may be identified by the trial team during trial conduct and must be continually monitored by the PI for repeated occurrences. 

The majority of these events are technical deviations that do not result in harm to the trial participants or significantly affect the scientific value of the reported results of the trial. 

All such cases must be documented in the appropriate Case Report Form (CRF) or study File Note and appropriate corrective and preventative action must be taken to ensure they do not reoccur. In addition, a notation within the database may be required. 

Examples of deviations may include, but are not limited to: 
A case where a potential participant does not meet, or only partially meets, one of the eligibility criteria, and the issue has been discussed with the Lead Investigator (LI) or Human Research Ethics Committee (HREC) and/or Research Governance Office (RGO) and it has been agreed that the participant can proceed
A protocol visit date deviation outside the study visit window, or not conducted
Isolated incident of a missed or incomplete study procedure (e.g. laboratory test or completion of a questionnaire)
Isolated incident of a missed or incomplete study evaluation (e.g. exam).
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[bookmark: _Hlk26531190]A protocol violation is any departure from the approved protocol, trial documents, or any other information relating to the conduct of the study which may affect the safety of trial participants or the study outcomes. 

Any violations that may impact on the participants’ safety or affect the integrity of the study data must be reported to the sponsor and the approving HREC. 

Examples of violations may include, but are not limited to: 
Failure to obtain informed consent (i.e. there is no documentation of this in source data or a signed Informed Consent form)
Enrolment of participants that do not meet the inclusion/exclusion criteria
Undertaking a trial procedure not approved by the HREC (unless for immediate safety reasons), or HREC approval not obtained or incomplete (refer Manual 1 Procedure 8 – Clinical Trials Ethics Submission (Stage 2))
Failure to report adverse events (AEs), serious adverse events (SAEs) or suspected unexpected serious adverse reactions (SUSARs) in accordance with the legislation and sponsor and protocol requirements
Investigational product dispensing/dosing error.
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The PI is responsible for: 
Recording and reporting any deviations/violations to the HREC and/or RGO as soon as the deviation/violation is identified using the Protocol Deviation/Violation Report Form. 
In addition, if these are deemed a potential serious breach or an urgent safety measure, the PI is to report the deviations/violations to the approving HREC. 

The Trial Co-ordinator or delegate is responsible for: 
Logging all violations on a Protocol Deviation/Violation Log, assigning a de-identifying ID number, and completing a Protocol Violation Form with a code for the violation. 
Ensuring that the violations are reviewed by an appropriate committee and the decisions recorded. Updates to the study database may also be required. 

The LI, along with the appropriate committee, is responsible for: 
Reviewing and assessing each protocol violation and to ensure that a decision about the violation with respect to the integrity of the study data is made.

Back to Table of Contents 

	[bookmark: _Toc389473284][bookmark: _Toc29284074][bookmark: _Toc82822245][bookmark: _Hlk25053146]Section 4 – Identification of Deviations and Violations



The judgment on whether a deviation is likely to have a significant impact on the scientific value of the trial depends on a variety of factors (e.g. the design of the trial, the type and extent of the data affected by the breach, the overall contribution of the data to key analysis parameters, the impact of excluding the data from the analysis, etc.). 

Once a deviation/violation has been identified, it is important that the site notifies the HREC and/or RDO of what corrective and preventative actions they have taken so that a formal plan of corrective and preventative actions can be devised. The site uses the Protocol Deviation/Violation Report Form to report self-identified issues. 

Other deviations or violation can be identified during on-site monitoring visits, or through central monitoring (refer Manual 2 Procedure 14 – Monitor Visits – routine). These are recorded using the monitor Protocol Violation Form.

4.1 	Deviations 

Recording: Deviations are recorded in the Case Report Form (CRF) (refer Manual 2 Procedure 04 – Case Report Forms (CRFs)), trial File Notes (refer Manual 2 Procedure 12 - File Notes), as a notation in the database, and/or an email discussion and reported to the Research Ethics and Governance Office by means of a protocol deviation log. 

A protocol deviation log containing any and all deviations occurring during the reporting period is to be submitted every 6 months from the time the project receives ethics or governance approval at Canberra Hospital. Logs should be submitted even if there have been no protocol deviations during the reporting period to demonstrate that no deviations occurred. 

Appropriate records should be kept in the essential documents (if staff training, a change to internal procedures, etc., are required) (refer Manual 1 Procedure 13 – Investigator Site File and Essential Documents), or in the patient trial records (CRF folder). Any corrective and preventative action should also be documented and retained in the site file.

4.2 	Violations 

Recording: Violations are recorded in the Case Report Form (CRF), protocol Deviations/Violations Log and study File Notes, if necessary. 

Reporting: Violations of Good Clinical Practice (GCP), protocol and regulations must be reported to the sponsor within 3 calendar days of staff becoming aware of that violation. Violations, if identified by the site, are to be reported to HREC and/or RGO using the protocol Deviations/Violations Report Form for further assessment and onward reporting if required. 

Escalation: Corrective and preventative actions should be implemented for violations: 
If the violation is determined to be a potential safety concern this will be reported to the regulatory authority and CTMG by the REGO as soon as possible. 
If the violation is identified by internal audits or quality assurance during remote or on-site monitoring, the violation is to be recorded within the corrective action sheet (if appropriate) and a completion of a Protocol Violation Form and then logged into the Protocol Deviation/Violation Log. The LI is notified of the violation via email of the Protocol Deviation/Violation Form. The LI may then form a sub-committee based on the seriousness of the violation. 
A violation may constitute a triggered monitoring visit. All major violations must be resolved to conclusion. Depending on its nature, the violation may constitute a Serious Breach of Good Clinical Practice (GCP) and further follow up and reporting may be required by HREC and/or RGO in line with current regulations. 

Reoccurring violations must be discussed at any meetings with the site team and/or at the Clinical Trials Management Group (CTMG), and detailed in the clinical study report (if required).

4.3 	Assessment by CTMG

CTMG will consider study specific protocol violations. If there is more than one violation, these will usually be discussed in a batched manner, unless the PI considers any individual violation serious enough to form a specific meeting urgently. 

4.3.1 	Corrective and Preventative Actions (CAPA) - The CTMG must agree on the appropriate corrective and preventative action to be taken and this should be documented and detailed within the body of the initial notification report. 

Follow-up reports - Follow-up reports should be made in writing (the Protocol Deviation/Violation Form can also be used for this) and should: 
Be clearly identified as a follow-up report
Identify the unique ID allocated when the initial report was generated
Document the outcome of the decision
Detail any follow-up to the discussion (e.g. further site or PI training, removal of the participant data, protocol amendment) 
Be placed in the central record of the participant file.

4.3.2 	Escalation and dissemination process 

Internally: 
The protocol violations or the summarised outcomes are reported to the following:
CTMG 
HREC
RGO
Departmental Research Committees.    

The issues resulting from the considerations of violations will also form an agenda item for Site Coordinator Teleconferences or meetings. 

Externally:
External reporting will be dependent on the nature of the violation and may include reporting to other sites and pharmacies affected, Ethics Committees, etc. 

The breach should be circulated to relevant staff so that it is included as relevant information in the trial report or publications. Serious violations relating to investigator sites, laboratories, etc., should also be made available to relevant staff during the process of site selection for future studies (i.e. careful assessment should be made before using a non-compliant site in future studies).
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File Notes are used when there are discrepancies or deviations from the protocol, if further clarification is required, or to explain missing information or documentation.  File Notes are also used to explain errors or alterations made to data, which is not already clearly documented and explained on the Case Report Forms (CRFs) or Protocol Deviation Log.

The purpose of this Procedure is to outline the reason for crafting a trial related File Note and provides the requirements of such a File Note.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and any other member of the trial team.

Staff involved with the production of site files at Canberra Health Services (CHS) must comply with the requirements set out in Section 1 – Production of a File Note.

During the set-up phase of a study, the PI will delegate the responsibility for creating file notes to a member of the trial team.
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1.1	Notes to the Trial File are written to:
Clarify or add information regarding site specific regulatory file requirements.
Clarify or add information regarding source document standards.
Document and address any issue that is protocol and/or site specific that cannot be resolved without a change from previously approved procedures.
Document and clarify subject related incidents that require further explanation.

A File Note to the Trial File defines the issue and/or clarifies what the site has been instructed to do, has done, or what the site has agreed to do. It should not merely list the issue but must include what was done or the immediate corrective actions taken to prevent reoccurrences, and how the site will monitor this issue.  A File Note to the Trial File can be written stating that, for example, Curriculum Vitae (CVs) etc are kept in a separate location.



1.2 	A File Note to the Trial File is NEVER written as an exemption from:
Protocol eligibility criteria
Protocol deviation reporting
Serious Adverse Event reporting
Institutional Human Research Ethics Committee (HREC) and any other applicable regulatory/contractual requirements.

1.3	Creating the File Note
An example File Note template is provided in the Digital Library
File notes for externally sponsored trials should be produced according to the study protocol
The number of the Sponsor or Site File section to which a file note pertains should be clearly indicated in the document name of each file note. The file note should be signed and dated by the author
For trials maintained in electronic form, a signed and dated copy of the file note must be scanned into the electronic system
For hardcopy paper files, the signed and dated file note must be filed in the relevant section of the Sponsor or site file.

1.3.1	File Notes must be produced on institutional letterhead and include:
Date written
Name, title, affiliation of the author
Subject line with protocol # (if available, protocol name with version number and date, site name, topic or issue addressed)
Patient Trial ID if related to a specific trial patient
Brief description or outline of the topic/process/problem being documented
May be written as a narrative, numbered list or bulleted items
If status of reports, records or data will remain incomplete or unavailable, a statement regarding failed attempts or when the records will be retrieved
If applicable, describe the resolution or pending corrections by the site personnel
If different from the date in the memo header, an effective date for corrective action
If applicable, document in “Comment” what actions the site will perform to avoid future similar issues.
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Canberra Health Services (CHS) is committed to a person-centred approach to health care. CHS endorses the use of the Australian Charter of Healthcare Rights, which includes the consumer’s right to comment on their care and have their concerns addressed. Feedback provides many benefits, and CHS values receiving feedback as part of quality improvement practices.

The purpose of this Procedure is to outline the procedure for handling participant or prospective participant queries or complaints that may arise from the conduct of trials being conducted at CHS or trials that received ethics approval from CHS.

It is intended to complement the organisational queries and complaints related policies. Refer to CHS Consumer Feedback Management Policy and Procedure.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and any other member of the trial team or extended medical services team.  It also applies to all ACT Health Human Research and Ethics Committee (HREC) members and sub-committee members and HREC Secretariat staff.
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To protect confidentiality, feedback is kept separate from consumer clinical records. 

An acknowledgement letter is sent to consumers within 48 hours of receiving feedback that requires a response. 
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Where possible staff receiving feedback are to acknowledge the concerns of the consumer and if the consumer would like to provide further information, they can contact the Consumer Feedback and Engagement Team on healthfeedback@act.gov.au or by calling 5124 5932.

Feedback (Queries or complaints) from patients received by clinical trials staff is to be forwarded to Consumer Feedback and Engagement Team as per CHS Consumer Feedback Management Policy and Procedure.
Consumer Feedback and Engagement Team will log the feedback and conduct an investigation of complaints.  This investigation is separate to the clinical trials actions in the sections below.  The Consumer Feedback and Engagement Team and Clinical Trials Staff will maintain open communication and ensure each other are kept up to date with the progress of investigations.
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2.1	Any complaint from a participant or any other person about the conduct of a trial must be directed to the attention of the HREC Executive Officer, or their delegate, who will notify the Chair promptly (refer table below). 
2.2 Any query from a participant or any other person about the trial must be directed to the PI or Study Coordinator, who will respond promptly (refer table below).  Where possible, the query should be managed face-to-face at the point of service.
2.3 Recording details of query or complaint
Gather and record the following details from the complainant or CHS records:
The participant or prospective participant’s preferred contact details (only if they wish to provide these details) to allow further correspondence regarding the complaint
The nature of the complaint
The participant’s treating department/hospital, trial title, trial number, PI (or any trial details that are able to be provided) of the trial that the complainant wants to discuss.
Complaints may also be reportable to RiskMan. Refer to Manual 2 Procedure 15 – Incident Reporting (RiskMan) for more information
2.4	Determine the person or group responsible for follow up
Determine the appropriate person or group to follow up the query/complaint from the table below.
	Nature of query/complaint
	Person responsible for following up

	Logistic or management issue specific to individual participant’s management (e.g. do I fulfil eligibility requirements; is trial drug compatible with other medications; when is my scan scheduled etc)
	PI and/or Study Coordinator at participant’s treating location.

	Overall scientific design or structure or drug therapy of a trial study, but NOT related to the participant’s or prospective participant’s own individual care (e.g. is it appropriate that there is a randomisation against placebo; is the comparator arm appropriate etc.
	In the first instance, the PI at participant’s treating location.

If unresolved, forward to the Chair of HREC.

If still unresolved, Consumer Feedback and Engagement Team.

	Ethical elements of the trial or its conduct (e.g. distressed by wording in consent form; questioning if it is appropriate that their relatives was enrolled without their next-of-kin being present; distressed by approach to participate in trial etc)
	In the first instance, the PI at participant’s treating location.

If unresolved, forward to the Chair of HREC.

If still unresolved, Consumer Feedback and Engagement Team.


	Complaint regarding quality of care or outcome or process involved in trial participation
	Consumer Feedback and Engagement Team.



2.5	Contact the person or group responsible for follow up
Send a summary of the complaint to the person or group responsible for follow up via email and request that the issue is dealt with promptly and the outcome communicated to the complainant in accordance with the contact details provided and also communicated to the ACT Health HREC.

2.6	Resolution of the query/complaint
If the query/complaint is unable to be resolved by the person or group responsible for follow up, refer the matter as outlined in the above table.  When referring, provide full details of action taken in attempting to resolve the query/complaint to that point.  The ACT Health HREC must be kept informed.

2.7	Timeliness
Consistent with CHS requirements, queries/complaints must be dealt with promptly.  As a guide, the following times should be met:

	Acknowledge receipt of query/complaint
	Within 48 business hours of receipt

	resolution
	Within 30 days of receipt



Depending on the context of the query/complaint more rapid resolution may be necessary.
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3.1	If a complaint alleges trial research misconduct, the Chair of ACT Health HREC must be advised, and any trial participant safety concerns must be addressed as an absolute priority.
3.2	The Director, Clinical Trials, is the nominated person to receive and follow up on breaches or allegations of trial research misconduct.  Any allegation of trial research misconduct must be forwarded to the Director, Clinical Trials, for investigation in accordance with ACT Health Policy - Research Practice.
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4.1	The Chair of the HREC will instigate an investigation of the complaint and make a recommendation on the appropriate course of action. The investigation will take no longer than 2 weeks from the time of notification of the complaint or concern, unless exceptional circumstances exist. 

4.2	If the complaint is substantiated, action may include the requirement for amendments to the trial, including increased monitoring by the HREC; suspension of the trial; termination of the trial; or other action to resolve the complaint. 

4.3	The complainant will receive a written response, if appropriate, from the HREC advising of the outcome of the Chair’s investigation. 

4.4	If the complainant is not satisfied with the outcome of the Chair’s investigation, then he/she can refer the complaint to the CHS Chief Executive Officer, or his/her nominee, or request the Chair to do so. 

4.5	The Chair of the HREC will provide the CHS Chief Executive Officer or his/her nominee with all relevant information about the complaint/concern, including:
the complaint
material reviewed in the Chair’s investigation
the results of the Chair’s investigation
any other relevant documentation.
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5.1	The CHS Chief Executive Officer will determine whether there is to be a further investigation of the complaint. Consumer Feedback and Engagement Team will provide the CHS Chief Executive Officer with a report of the investigation conducted to date. Where there is no further investigation, the CHS Chief Executive Officer will inform the complainant and the Chair of this result. 

5.2	If the CHS Chief Executive Officer determines there is to be a further investigation, then he/she will convene a suitable panel to consider the complaint. 

5.3	The panel will include, at least, the following members:
the CHS Chief Executive Officer or his/her nominee as convener of the panel
two nominees of the CHS Chief Executive Officer (not members of the HREC)
the HREC Executive Officer. 

5.4	The panel will afford the HREC and complainant the opportunity to make submissions. 

5.5	The panel may access any documents relating to the trial. The panel may interview other parties, and seek internal and external expert advice, as it sees fit. 

5.6	The CHS Chief Executive Officer will notify the complainant and the Chair of the outcome of the investigation, and the investigator if an allegation against them. The outcomes may include: 
The complaint/concern is dismissed.
The CHS Chief Executive Officer directs appropriate action to be taken to resolve the complaint. 
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6.1	There are situations where a complaint is received from someone other than the consumer involved in the case. For example, a family member may lodge a complaint with or without the consumer’s knowledge. 
6.2	In accordance with the Health Records (Privacy and Access) Act 1997, no personal information about the care of a patient is to be provided to another person without verified sufficient legal grounds (the patient’s permission or a relevant legal instrument that proves legal grounds for accessing the information). Patient permission can be obtained through the Release of Information (ROI) process. If the patient does not agree to the ROI, the author cannot be given information about the patient. Legal grounds can be verified with the assistance of the CHS Insurance and Legal Liaison Unit (ILLU).  ILLU can be contacted on CHS.ILLU@act.gov.au or on 5124 9548 
6.3	To protect confidentiality, feedback is kept separate from consumer clinical records. CHS staff will not know that a complaint has been lodged unless they are required to participate in an investigation. 
6.4	Confidentiality of Staff 
Any staff member identified in a complaint must be afforded privacy and natural justice by: 
having the opportunity to review the complaint in full, provide a response and be informed of any proposed actions and the reasons for that decision
their manager limiting discussion of the complaint to the level required for thorough investigation
being provided with support and assistance from their manager and offered external support services as necessary. 
6.5	Aboriginal and Torres Strait Islander Peoples 
The paper and electronic feedback forms ask consumers if they identify as Aboriginal and/or Torres Strait Islander. With the consent of the consumer, the Aboriginal and Torres Strait Islander Liaison Service (ALO) can participate in the complaint resolution process by providing advice and assistance to the consumer and staff. Staff should ensure that consumers are aware of this service. ALO can be contacted on ALO.Service@act.gov.au or 5124 2055.
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7.1	Queries/complaints should be summarised for the ACT Health HREC’s review to ensure improvements to processes and prevention of recurrences.

7.2	Good complaints management systems help: 
improve the safety and quality of the service, by providing information about the experiences of consumers and carers
restore the trust and confidence of a consumer or carer
save management time by the quick and simple resolution of complaints, avoiding escalation
promote a culture of reporting and accountability
prevent wasteful practices and reduce the costs, such as insurance
create a more satisfactory working environment for clinicians and staff
enhance the reputation of the service and prevent negative comments or publicity.
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The purpose of this Procedure is to establish a standard procedure for monitoring visits, which are conducted to assure protection of rights and safety of human subjects, and quality integrity of trial results.
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The principal investigator (PI) retains overall responsibility for monitoring on site, however, this responsibility may be delegated to other members of the trial team.

The sponsor is responsible for the overall safety of the site.
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Monitor routine visits can occur regularly (once a month) depending on the trial phase, the investigational product, and stage of the trial.
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The Principal Investigator (PI) is responsible for ensuring monitoring visits for the trial is conducted in accordance with this Procedure. The PI can delegate certain trial duties to suitably qualified individuals. Delegation of trial activities must be recorded on the delegation log (refer Manual 1 Procedure 12 - Delegation and Signature Log). The PI remains responsible for any delegated activity. 

1.1 Preparation for a Monitoring Visit 
Upon notification from the Sponsor (designee/Monitor) of the scheduling of an upcoming monitoring visit, all involved trial personnel will be notified of the planned dates for the visit. Visit dates and availability of key personnel will be confirmed with site personnel and the Sponsor (designee). An appropriate work area for the monitoring visit will be reserved. 
Previous monitoring report(s) should be reviewed if relevant (or initiation report if first monitoring visit), recent telephone contact reports or emails and establish outstanding actions. 
All regulatory documentation and case report forms (CRFs) should be up to date and available for review at the monitoring visit. 
All data queries received prior to the visit date must be resolved prior to the monitoring visit
All the necessary data, including participant clinical trial records, should be available for review at the time of the monitoring visit. 
The investigational product (IP) (if not stored at pharmacy) must be securely stored according to the instructions in the protocol (e.g., temperature or light specifications) and all accountability records must be updated for the monitoring visit. 
Prior to the Monitor’s arrival, the Investigator Study File (ISF) must be checked to ensure it is up-to-date and available for when the Monitor arrives.

1.2 On-site Visit
The PI and trial team must allow time to discuss and answer any queries raised, and if possible, make any necessary corrections during the visit. 
An on-site visit offers a good opportunity for trial related training to be delivered in person by the study monitor. This should be discussed with the monitor when scheduling the visit.
At the end of the monitoring period, the Monitor must sign the Site Visit Log which is filed in the ISF and meet with site personnel for debriefing. The Monitor will review the findings of the monitoring visit.



1.3	Post-Monitoring Visit Follow-up 
Upon receipt of the Monitoring visit issues (mainly reported in a follow-up letter from the Monitor), the PI or delegate, must provide responses and any follow-up information as required in a timely manner. 
Any relevant communication from the Monitor should be filed in the ISF with an electronic filed onto the trial share drive.
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The purpose of this Procedure is to describe the procedure of incident reporting as it relates to the conduct of trials undertaken at Canberra Health Services (CHS).

Clinical trials staff should refer to the CHS Incident Management Policy and Procedure, for the management of clinical incidents (incidents that affect or may have affected a patient/participant). 

Incident Reporting through the RiskMan system is an integral part of good governance, institutional compliance and good clinical practice.
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The principal investigator (PI) retains overall responsibility for conduct of a trial. However, all staff are responsible for:
identifying and notifying incidents to their immediate supervisor, including all adverse events, near misses and hazards verbally and through the RiskMan incident management system
ensuring incidents are notified in the RiskMan incident management system within 24 hours of the incident occurring
the security of their passwords and the correct assigning of managers when using the RiskMan incident management system
cooperating in the investigation of incidents
participating in open disclosure procedures
participating in the implementation, monitoring and evaluation of recommended actions and associated learning opportunities
encouraging colleagues to notify identified incidents.
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Clinical trials are subject to Clinical Incident Management processes which are built into the Serious Adverse Event report form. 

There is an obligation upon CHS staff to report incidents.

Incident management of staff incidents is a legislative requirement.
[bookmark: _Hlk32230312]This Procedure must be read in conjunction with CHS Incident Management policy and procedure available on the CHS Policy and Governance Documents Register. 
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1.1	RiskMan is the licensed software product used by CHS as the centralised integrated Incident and Risk Management system.

1.2	RiskMan is an online reporting tool used by all CHS staff to report clinical and staff incidents and near misses involving staff, clients, patients and public. This is information used to identify patient safety trends, work health and safety trends, contributing risks and to improve our health services.

1.3	RiskMan supports the Mandatory Reporting of Significant Incidents and the notification of incidents to the ACT Insurance Agency.

1.4	Staff accidents/incidents/Work Safety issues can be reported online using the Staff Accident Incident reporting module of RiskMan.

[bookmark: _Toc17894941]1.5	SAEs, AEs and SUSARs
Not all Serious Adverse Events (SAEs) or Adverse Events (AEs) will require reporting through RiskMan. Any SUSAR that occurs at an CHS site, involve CHS staff or CHS patients should be closely considered for reporting. SUSAR line listings do not require reporting through RiskMan, unless the SUSAR relates to an CHS Site. *

1.6	Protocol Deviations
Deviations from the trial protocol are required to be reported where they have the potential to impact patient safety. *

* If unsure about whether an incident should be reported, please contact the Research and Governance Office.
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2.1	A clinical incident is an event or circumstance that did result in unintended harm or could have resulted in unintended harm (near miss) to a patient/client/consumer resulting from, or contributed to, by health care provided by Canberra Health Services and outside the natural disease process. The resultant harm differed from the expected outcome of patient/client/consumer management.

2.2	Some examples of reportable clinical incidents are:
A patient trips and falls while walking from the waiting room to a clinic room
The wrong medication is dispensed by the pharmacy, even if this medication is found to be incorrect by a medication QA process and is not administered to the patient

Back to Table of Contents
	[bookmark: _Toc46398381][bookmark: _Toc82822268]Section 3 – Reporting of clinical incidents



3.1	Reporting 
If an incident happens to a trial participant it is to be reported through the clinical incident management system in RiskMan.  Refer to the CHS Incident Management Procedure.  Reporting must be completed within 24 hours of the incident occurring. 

3.2	Clinical Trials Statement
If an incident relating to a clinical trial or a patient currently participating in a clinical trial is reported to RiskMan it should include the following statement in the “Details” field:
“This patient is currently participating in the (clinical trial name) clinical trial, HREC reference number (HREC reference number). This incident was (definitely/probably/possibly/not) related to the trial or trial medication. The mandatory requirements for ethics reporting for this incident have been met.”
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[bookmark: _Hlk78553697]If clinical trials staff have an incident or near miss at work they are to report Staff Incident on RiskMan.  Refer to CHS Work Health and Safety Policy for more information.
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5.1	CHS employees are required to complete the RiskMan Incident Notification training for clinical incident reporting available on the Capabiliti system. This is mandatory for all staff.

5.2	It is essential that trial staff complete this training as soon as possible, if you have not already done so. 
The training is available online on the Capabiliti system. 
Once you have logged into the Capabiliti system search for “Incident notification” under keyword.

[bookmark: _Hlk78553672]5.3	Staff incident training is covered under “Work Health and Safety Fundamentals” on capability.  This is mandatory for all staff.
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This Procedure details Canberra Health Services (CHS) procedures for managing trial protocol amendments.

The Principal Investigator (PI) must gain approval to make or accept an amendment to the protocol prior to implementing it, except in the case of urgent safety measures. The Research and Governance Office (RGO) will approve the implementation of changes to the protocol subject to favourable ethics opinion and approval of the amendment from the ACT Health Human Research Ethics Committee (HREC), as appropriate. The documentation should clearly detail the nature of the proposed change and supply an explanation and justification for the change.

If the trial involves an Investigational Medicinal Product (IMP) the Investigator can take appropriate urgent safety measures to protect participants against any immediate hazard to ensure their safety pending authorisation from the HREC.  These must be reported to the HREC and RGO immediately.
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[bookmark: _Hlk32992192]Amendments to the protocol, whether instigated by the sponsor or the institution, must be agreed to by the sponsor or collaborative group. Before being implemented, amendments must be submitted for review and approval to the approving HREC and institution RGO.



It is the responsibility of the PI to:
Review, sign and submit the relevant amendment form or letter and required supporting documents to the RGO/HREC correctly completed.
Make sure approval or acknowledgement is received from the relevant authorities before implementing an amendment.
Notify the RGO/HREC of urgent safety measures by telephone or email as soon as the measures are implemented.
Review, sign and submit the identified forms to the RGO/HREC following the implementation of urgent safety measures within 3 days.

It is the responsibility of the Trial Sponsor to:
Confirm whether an amendment is substantial or not.
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Amendments to the protocol, whether instigated by the sponsor or the institution, must be agreed to by the sponsor or collaborative group. Before being implemented, amendments must be submitted for review and approval to the approving HREC and institution REGO.
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1.1	Substantial (major) amendments
Substantial amendments to the conduct of the trial may arise from changes to the protocol or from new information relating to the scientific documents in support of the trial. Amendments to the trial are regarded as ‘substantial’ where they are likely to have a significant impact on:
1.	the safety or physical or mental integrity of the participants, or
2.	the scientific value of the trial, or
3.	the quality or safety or any IMP used in the trial, or
4.	the conduct or management of the trial.

1.2	Non-Substantial (minor) amendments
Non substantial amendments are those minor amendments which do not impact the integrity of the trial.  It is a change to the conduct of the trial that does not have a significant impact on the safety of the participants or the scientific value of the trial.
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2.1	Examples of Substantial (major) Amendments (EU Guidance)
The headings below are examples of aspects of a trial where amendments may need to be notified as substantial. There may be other aspects of the trial where amendments meet the criteria for substantial.

2.1.1	Amendments related to the protocol, for example:
Purpose of trial
Design of trial
Informed consent
Recruitment procedure
Measures of efficacy 
Schedule of samples
Addition or deletion of tests or measures
Number of participants
Age range of participants
Inclusion criteria
Exclusion criteria
Safety monitoring
Duration of exposure to the investigational medicinal product(s)
Change of posology of the investigational medicinal product(s)
Change of comparator
Statistical analysis.

2.1.2	Amendments related to the trial arrangements, for example:
Change of the principal investigator or addition of new ones (Note - this means the lead investigator in each centre)
Change of the co-ordinating investigator
Change of the trial site or addition of new sites
Change of sponsor or legal representative
Change of the CRO assigned significant tasks
Change of the definition of the end of the trial.

2.1.3	Amendments related to the IMP, for example:
Addition to stability data/change of expiry date
Change of formulation
Additional toxicology data
Change to route of synthesis.

2.1.4	Changes to investigational medicinal product (IMP) quality data concerning, for example:
Change of name or code of IMP’s
Immediate packaging material.

2.1.5	Manufacture(s) of active substance, for example:
Manufacturing process of the active substance
Specifications of active substance
Manufacture of the medicinal product
Specification of the medicinal product
Specification of excipients where these may affect product performance
Shelf-life including after first opening and reconstitution
Major change to the formulation.
Storage conditions
Test procedures of active substance
Test procedures of the medicinal product
Test procedures of non-pharmacopoeia excipients.

2.1.6	Changes to non-clinical pharmacology and toxicology data where this is relevant to the ongoing trials, for example:
Results of new pharmacology tests
New interpretation of existing pharmacology tests
Result of new toxicity tests
New interpretation of existing toxicity tests
Results of new interaction studies.

2.1.7	Changes to clinical trial and human experience data where this is relevant to the ongoing trials, for example:
Safety related to a clinical trial or human experience with the investigational medicinal product
Results of new clinical pharmacology tests
New interpretation of existing clinical pharmacology tests
Results of new clinical trials
New interpretation of existing clinical trial data
New data from human experience with the investigational.

2.2	Examples of Non-Substantial (minor) Amendments

2.2.1	Examples of non-substantial (minor) amendments might be as follows: 
correction of typographical errors in the protocol or other trial documentation 
other minor clarifications of the protocol 
updates of the Investigator's Brochure (unless there is a change to the risk/benefit assessment for the trial) 
changes to the chief investigator’s research team (other than appointment of key collaborators) 
changes to the research team at particular trial sites (other than appointment of a new principal investigator) 
changes in funding arrangements 
changes in the documentation used by the research team for recording trial data 
changes in the logistical arrangements for storing or transporting samples 
inclusion of new sites in SSA-exempt studies 
extension of the trial beyond the period specified in the application form. 

Changes to contact details for the sponsor (or the sponsor’s representative), chief investigator or other project staff are minor amendments but should be notified to the lead HREC for information. Changes to contact details for principal investigators should be notified both to the lead HREC and the ACT Health HREC.
Back to Table of Contents

	[bookmark: _Toc38380419][bookmark: _Toc82822276]Section 2 – Procedure Overview


2.1	All protocol amendments relating to the trial must be forwarded to the REGO office for approval prior to implementation except in the case of urgent safety measures.

2.2	Protocol amendment documentation must be completed and signed by the PI and include any supporting documentation required.  At a minimum, the documents required for submission are:
covering letter from PI accepting the protocol amendment,
the signed protocol amendment, and
a Financial Summary form.

Substantial (major) Amendments

2.3	If the amendment is classed as a substantial amendment it will have to be approved by:
the lead HREC, and
the REGO.

2.4	A substantial amendment does not constitute a new trial.  If this is the case you need to end one trial and commence a new trial (see requirements set out in Manual 1 Procedure 07 - Clinical Trials Governance Submissions (Stage 1) and Manual 1 Procedure 07 - Clinical Trials Ethics Submission (Stage 2).

2.5	Once the REGO has received confirmation from the HREC, confirmation will be sent to the PI and Study Coordinator noting approval. The letter will detail the amendment and version numbers of the documents approved. Please keep the confirmation and the superseded documents on file (hardcopy and digital) with the new documents.  Ensure documentation in use is updated promptly.

2.6	The PI must discuss the amendment with the departments effected e.g. pharmacy, radiology etc, and copy them into the documentation and forms.  The appropriate service amendment form (e.g. re-quote) must be completed.

Non-substantial (minor) Amendments

2.7	CHS acknowledgement is needed for non-substantial (minor) amendments.

2.8	Send a letter detailing the change to the RGO with supporting documents.  

2.9	CHS acknowledgement of the change will be sent by email and must be printed off and kept in the Master File.  

Urgent Safety Measures

2.10	The PI can make amendments to the protocol or trial to protect the safety of participants, pending (i.e. without prior) approval from HREC.

2.11	Notify the RGO and HREC immediately that they have been implemented.

2.12	The required documentation must subsequently be with the RGO/HREC within 3 working days.

2.13	If the trial concerns pandemic illness then the competent authority and RGO/Ethics must be informed of urgent safety measures taken immediately.  

Budget Implications

Refer to the follow Section 3.
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3.1	Upon receipt of an amendment from the sponsor, the coordinator will review the proposed change(s).

3.2	Protocol amendments may affect current contractual arrangements.  This will require a contract (CTRA) amendment in addition to the protocol amendment.  It may also lead to budget alterations.  Where budget alterations occur, a Financial Summary will again be required.

3.3	The coordinator will make any applicable revisions to the Informed Consent Form (ICF) and submit it to the sponsor for review and approval for industry studies or to the project manager if a cooperative or collaborative trial, prior to submitting to the REGO and/or HREC.

3.4	Submit a request for change to the REGO or HREC as per Section 2 above. 

3.5	No changes will be implemented without REGO/Ethics approval, except to eliminate an apparent hazard to trial participant.

3.6	Upon receipt of written approval (or disapproval), the coordinator will submit a copy of the REGO/HREC documentation and the signed protocol amendment signature page to the sponsor of the protocol. Implementing the Protocol Amendment.

3.7	All research personnel including investigators, coordinators, Clinical Research Associate's (CRA’s), data coordinators and pharmacy/pathology staff will be provided copies of the amendment documents and will be trained regarding the amendment. Training will be documented and filed in the trial folder and electronic drive folder.

3.8	Amendment documents will be saved on network drives as required.

3.9	All documents that track billing and metrics will be updated as applicable.

3.10	The PI or designee will inform all trial participants currently enrolled in the trial of amendment changes or new information that may impact their decision to continue participation in the trial.

3.11	If the amendment changed the informed consent, all subjects may be re-consented by the PI at their next visit as approved by the REGO/HREC. However, if the change has immediate impact on the participant’s safety or protocol compliance, participants must be contacted as soon as possible and if applicable, participants would come in for an unscheduled trial visit. All correspondence with the participant must be documented in the participant’s trial file (hardcopy and electronic folders).
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4.1	All versions (electronic and paper) must be kept within the trial folders. 

4.2	Documentation on amendments and variations to the protocol, including reasons for amendments, must be held within the latest version of the protocol.
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The purpose of this Procedure is to describe the procedure of trial archiving undertaken at Canberra Health Services (CHS).

This Procedure describes the procedure for archiving of all trial records for pharmaceutical/device Industry, collaborative and cooperative group, investigator led trials, biobanks and registries.
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The principal investigator (PI) retains overall responsibility for ensuring that trial Annual Progress Reports (APR) are submitted the Human Research and Ethics Committee (HREC) on an annual basis (see Digital Library for APR template).  

It is the responsibility of the PI to provide an APR without reminders from the HREC secretariat.

It is the responsibility of the HREC to review and acknowledge receipt of these Reports in writing (via email).
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APR’s are required on an annual basis on the anniversary of the approval date of the trial.

Trial deviations and/or violations must be reported for the year as part of the APR submission – unless major deviations and/or violations occur which must be reported to HREC at the time of the event (refer Manual 2 Procedure 11 - Protocol Deviations & Violations).

The HREC may deem that more frequent reporting is required if the level of risk is assessed to so indicate.
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[bookmark: _Hlk31783156]1.1	All PIs are required to submit an annual report on the progress of each protocol which has been approved by HREC or RGO.  The annual report is required on the anniversary of the approval date of the trial i.e. 12 months after the date on which ethical approval was given. APRs are considered part of trial monitoring at CHS. 

1.2	Following consideration by the Research Governance Office (RGO), APRs are provided to the HREC Chair for final review. It is the PI’s responsibility to provide annual and final reports without reminder from the RGO/HREC secretariat.  The annual report proforma is available on the HREC and RGO website or the Digital Library. Reports must be reviewed and signed by the PI.

1.3	Trial deviations and/or violations must be reported for the year as part of the APR submission – unless major deviations and/or violations occur which must be reported to HREC at the time of the event (refer to Manual 2 Procedure 11 - Protocol Deviations & Violations).

1.4	In the case of industry sponsored trials, the APR should be accompanied by the reporting letter from the Data Safety Monitoring Board appointed by the company to monitor the trial.

1.5	HREC may request that investigator-initiated trials are overseen by an independent safety committee, in which case the Committee will specify the reporting requirements in the approval documents.

1.6	Annual and final reports will be acknowledged by RGO/HREC via email.
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Where trials have been approved under the umbrella of the National Mutual Acceptance (NMA) scheme, PI’s are required to submit a local APR plus the lead site APR for consideration by the RGO and HREC.  The lead site APR will be provided by the trial sponsor.
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APRs are considered Essential Documents (refer Manual 1 Procedure 13 - Investigator Site File and Essential Documents).  Both the signed APR and RGO/HREC receipt acknowledgement must be securely filed within the hardcopy site files and digitally with the shared drive.
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4.1	A final report, reviewed and signed by the PI, must be submitted to the HREC/RGO at completion of the trial and should include a copy of the final published results.

4.2	 Final reports are reviewed by the HREC.
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5.1	Progress reports must be added to the agenda and reviewed by the HREC.

5.2	Where a progress report is not received by the due date, the HREC Administrator should send a Reminder Letter to the PI. If the report is still not received after a further period of one month, the HREC Chairperson should consider what further action should be taken.

5.3	Where it is proposed to suspend the ethical approval, the matter should be considered at a meeting of the HREC.
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Approved Procedures will be disseminated electronically by the Canberra Health Services Governance Office.  Authorised Procedures will be maintained within a Digital Library shared drive held by this office.  Access to this shared drive will be granted to authorised CHS staff members. 

Any updates to the existing approved Procedures will be disseminated internally and will be effective immediately.
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Compliance with this SOP will be monitored as part of the Clinical Trials Hub monitoring and quality assurance process. Any queries concerning the effectiveness of this Procedure identified during the Clinical Trials Hub monitoring process or through use will be addressed and may result in the requirement to update the Procedure.
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Policies
CHS Incident Management 
CHS Consumer Feedback Management 
ACT Health Research Practice 
CHS Child Protection
CHS Waste Management 
CHS Clinical Records Management
CHS Access and Use of the National My Health Record System
CHS Work Health and Safety
CHS Informed Consent (Clinical)
Consumer Privacy

Procedures
CHS Alerts Management 
CHS Language Services – Interpreters and Translated Materials
CHS Home Visiting
Clinical Trials Procedure Manual 1 – Study Start-up and Closeout.
Clinical Trials Procedure Manual 3 – Other Procedures
CHS Incident Management
CHS Consumer Feedback Management 
CHS Clinical Records Management
CHS Open Disclosure
CHS - Reviewing the Clinical Competence of a doctor or dentist following the receipt of a complaint or concern

National Guidelines and other resources 
· ACSQHC Standard 2- Partnering with Consumers 
· ACT Health Directorate – Research Ethics and Governance - https://health.act.gov.au/research/research-ethics-and-governance 
· Australian Code for the Responsible Conduct of Research, 2018 (the Code)
· Australian Standard on Complaint Handling (AS ISO 10002)
Clinical investigation of medical devices for human subjects (ISO 14155)
European Medicines Agency - ICH E6 (R2) Good clinical practice – Revision 2 - https://www.ema.europa.eu/en/ich-e6-r2-good-clinical-practice#current-version---revision-2-section. 
FDA Guidance for Industry - A Guide to Informed Consent- Information Sheet - https://www.fda.gov/regulatory-information/search-fda-guidance-documents/guide-informed-consent
FDA Guidance for Industry - Investigator Responsibilities- Protecting the Rights, Safety, and Welfare of Study Subjects, October 2009 - https://www.fda.gov/regulatory-information/search-fda-guidance-documents/investigator-responsibilities-protecting-rights-safety-and-welfare-study-subjects
FDA Guidance for Industry - Payment to Research Subjects- Information Sheet - https://www.fda.gov/regulatory-information/search-fda-guidance-documents/payment-and-reimbursement-research-subjects?utm_campaign=FDA%20clarifies%20information%20about%20payment%20and%20reimbursement%20to%20research%20subject&utm_medium=email&utm_source=Eloqua
FDA Guidance for Industry - Recruiting Study Subjects - https://www.fda.gov/regulatory-information/search-fda-guidance-documents/recruiting-study-subjects 
FDA Guidance for Industry - Screening Tests Prior to Study Enrollment Information Sheet - https://www.fda.gov/regulatory-information/search-fda-guidance-documents/screening-tests-prior-study-enrollment
Guidance on Good Clinical Practice (CPMP/ICH/135/95)
Guideline for Good Clinical Practice E6(R2).
Harvard Clinical and Translational Science Center – Projects: Scheduler - https://open.med.harvard.edu/project/scheduler/ 
ICH GCP E6(R2) Guideline for Good Clinical Practice E6 Integrated Addendum - https://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2_Step_4.pdf 
International Conference on Harmonisation Good Clinical Practice (ICH GCP) – Section 4.
National Statement on Ethical Conduct in Human Research 2007 (updated 2018) (National Statement)
NHMRC 2015 - Leaving a trial - https://www.australianclinicaltrials.gov.au/how-be-part-clinical-trial/leaving-trial. 
Statement on Consumer and Community Participation in Health and Medical Research

Legislation
· Freedom of Information Act 2016 
· Territory Records Act 2002 
· Australian Charter of Healthcare Rights 
· Children and Young People Act 2008 
· Discrimination Act 1991 
· Environment Protection Act 1997
· Guardianship and management of Property Act 1991
· Health Practitioner Regulation National Law (ACT) Act 2010 
· Health Records (Privacy and Access) Act 1997
· Human Rights Act 2004 
·  Mental Health Act 2015 
· National Health and Medical Research Council Act 1992
· Powers of Attorney Act 2006
· Public Interest Disclosure Act 2012 
· Public Service Management Act 1989
· Radiation Protection Act 2006
· The Clinical Waste Act 1990 
· The Therapeutic Goods Act 1989 (Cth)(TG Act)
· The Therapeutic Goods Regulations 1990 (Cth)
· The Waste Management and Resource Recovery Act 2016
· Work Health and Safety Act 2011
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ACTPAS – ACT Patient Administration System (ACTPAS) is a computerised Patient Management System that contains demographic information on all patients and clients registered at any CHS facility
Adverse Event - An adverse event (AE) is defined as any untoward medical occurrence in a study participant, regardless of whether or not it is thought to be related to study procedures or to a study intervention (e.g. an experimental drug or device; a behavioural intervention; a procedural intervention).
Adverse event (AE) - is any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment.
Adverse Events of Special Interest – An adverse event of special interest (AESI) is an AE that is thought to be associated with the treatment or technique under study in a clinical trial. 
Adverse Reaction (AR)/Adverse Drug Reaction (ADR) - Any untoward and unintended response to an investigational medicinal product related to any dose administered.
Anonymized or Deidentified - remove identifying particulars or details from (something, especially medical test results) for statistical or other purposes to protect privacy.
Base Date - the randomisation date will be the participant’s base date from which to schedule proceeding visits
Biological substances, Category A (not included in the scope of this document) - An infectious substance which is transported in a form that, when exposure to it occurs, is capable of causing permanent disability, life-threatening or fatal disease in otherwise healthy humans.
Biological substances, Category B - An infectious substance which does not meet the criteria for inclusion in Category A. Most human or animal material (‘patient specimens’) including, but not limited to, excreta, secreta, blood and its components, tissue and tissue fluids, and body parts, being transported for purposes such as research, diagnosis, investigational activities, disease treatment and prevention are considered Biological substances, Category B.
Blinding - A procedure in which one or more parties to the trial are kept unaware of the treatment assignment(s).
Case Report Form (CRF) - case report form (CRF) is a specialized document in clinical research. It should be study protocol driven, robust in content and have material to collect the study specific data. Though paper CRFs are still used largely, use of electronic CRFs (eCRFS) are gaining popularity due to the advantages they offer such as improved data quality, online discrepancy management and faster database lock etc. Main objectives behind CRF development are preserving and maintaining quality and integrity of data.
Case Report Forms (CRFs) – is a printed or electronic document designed to record all the trial data about a trial participant. For all trials, this data is reported to the trial sponsor.
Case Report Forms (CRFs) – is a printed or electronic document designed to record all the trial data about a trial participant.  For all trials, this data is reported to the trial sponsor.
Child – a person who is under 12 years old. 
Clinical Record – Also referred to as a medical record or patient record and is the record of care provided to CHS patients by CHS staff.  The clinical record is managed by Health Information Services.
Clinical Trials Notification (CTN) - initial notifications of clinical trials involving medicines, biologicals and/or medical devices under the Clinical Trial Notification (CTN) Scheme.
Clinical Trial record – hardcopy file containing information clinical trial participants. The clinical trial record is managed by the PI for each clinical trial.
Consumer - Refers to any constituent, person, patient or client accessing the services of CHS, and their associates including family, carers and people who have the legal authority to act on their behalf. 
Consumer Feedback - Comments, compliments and complaints received from someone who has engaged with services provided by CHS, whether directly or indirectly. 
Contraindicated - suggest or indicate that (a particular technique or drug) should not be used in the case in question.
CPF – Clinical Patient Folder. CHS scanned clinical record solution providing digital storage and access to CSH clinical records.
Dangerous Goods - Articles or substances which are capable of posing a risk to health, safety, property or the environment and which are shown in the list of dangerous goods in the IATA Regulations or which are classified according to the IATA Regulations.
Delegate - A person delegated specific but appropriate tasks in relation to the conduct of a clinical trial.
Delegate - The person on whom duties or authority is conferred by another person. 
Disposal - the action or process of getting rid of something.
Eligibility – requirements that must be met for a person to be included in a trial. These requirements help make sure that participants in a trial are like each other in terms of specific factors such as age, type and stage of cancer, general health, and previous treatment.
Food and Drug Administration (FDA) – a federal agency of the United States Department of Health and Human Services. The FDA is responsible for protecting and promoting public health through the control and supervision of food safety, tobacco products, dietary supplements, prescription and over-the-counter pharmaceutical drugs (medications), vaccines, biopharmaceuticals, blood transfusions, medical devices, electromagnetic radiation emitting devices (ERED), cosmetics, animal foods & feed and veterinary products.
Good Clinical Practice (GCP) - A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected.
International Air Transport Association (IATA) - An international organisation that develops the commercial standards globally, for the air transport system. See definition from “Current Edition” in the manual.
International Conference on Harmonisation (ICH) - International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use is a joint initiative involving both regulators and research-based industry focusing on the technical requirements for medicinal products containing new drugs.
Investigational Product - A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.
Investigational Product (IP) - A device or pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorisation when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.
Investigator - An individual responsible for the conduct of a clinical trial at a trial site and ensures that it complies with GCP guidelines. If a trial is conducted by a team of individuals at a trial site, one investigator should be designated as the responsible leader of the team and should be called the site Principal Investigator. In this instance they may delegate tasks to other team members.
Investigator Site File (ISF) - Files of Essential Documents held by the Investigator. NB on occasion sites may also hold the Sponsor's Essential Documents, where the Principal Investigator (PI) assumes a Sponsor-investigator role.
Investigator’s Brochure (IB) - The document containing a summary of the scientific information relevant to the safe and effective use of an investigational medicine or device.
Legally acceptable representative (LAR) - An individual or juridical or other body authorised under applicable law to represent the interests of an individual, including providing consent on behalf of a prospective subject to the subject's participation in the clinical trial (https://medical-dictionary.thefreedictionary.com/legally+acceptable+representative).
Lost to follow-up - refers to patients who at one point in time were actively participating in a clinical research trial but have become lost (either by error in a computer tracking system or by being unreachable) at the point of follow-up in the trial.
Mandatory - required by law; compulsory.
Medical Device - Any instrument, apparatus, implement, machine, appliance, implant, software, material, or other similar or related article:
Intended, by the person under whose name it is or is to be supplied, to be used for human beings for the purpose of one or more of the following:
Diagnosis, prevention, monitoring, treatment or alleviation of disease
Diagnosis, monitoring, treatment, alleviation or of compensation for an injury or handicap
Investigation, replacement or modification of the anatomy or of a physiological process
Supporting or sustaining life
Control of conception
Disinfection of medical devices, and
That does not achieve its primary intended action in or on the human body by pharmacological, immunological or metabolic means, but that may be assisted in its intended function by such means.
Monitor - overseeing the conduct of a clinical trial, that is, ensuring that the trial is conducted according to protocol, GCP, SOP and regulatory requirements. It is the responsibility of the sponsor to ensure the trial is adequately monitored.
Open source - the term "open source" refers to something people can modify and share because its design is publicly accessible.
Out of Window Visits – are participant visits which occur outside of the protocol visit timeframes (windows).
Pre-screening – a term used to describe activities before obtaining informed consent (i.e., before enrolment) to determine initial eligibility for and interest in a trial. Pre-screening may be performed over the telephone, in-person or on-line and may not include any research procedures.
Protocol - A document that describes the objective(s), design, methodology, statistical considerations, and organization of a trial. The protocol usually also gives the background and rationale for the trial, but these could be provided in other protocol referenced documents.
Protocol Amendment - a written description of one or more changes to, or formal clarifications of, the study protocol.
Protocol deviation - is usually an unintended departure from the expected conduct of the trial (with regards to the protocol and/or SOPs).
Protocol violation - is any departure from the approved protocol, trial documents, or any other information relating to the conduct of the study which may affect the safety of trial participants or the study outcomes. 
Randomisation – participant accepted to a trial and are randomly assigned to study arms of a clinical trial by computer.
Randomisation - The process of assigning trial participants to treatment or control groups using an element of chance to determine the assignments in order to reduce bias. 
Randomisation List/Algorithm - Actual allocation of intervention. 
Randomisation Protocol - A document generated by the trial statistician or a randomisation service provider to capture the randomisation specification and provide an exact set of instructions for generation of the randomisation allocation list or dynamic algorithm. 
Randomisation Service Provider - An appropriately qualified and trained individual or external vendor delegated the responsibility for generation of the randomisation protocol and list/algorithm. The randomisation service provider must be independent from the research team, to avoid intervention allocation bias.
Randomisation Specification - A document generated by the researcher to request randomisation capability. 
Records - a thing constituting a piece of evidence about the past, especially an account kept in writing or some other permanent form.
Recruitment – involves a number of activities, including identifying eligible participants, adequately explaining the trial to the potential participants, recruiting an adequate sample based on trial goals and design, obtaining informed consent and maintaining ethical standards, and retaining participants until trial completion.
Recruitment strategies – is a plan an organization enacts to form a recruiting process and establish a candidate pool. 
Redact - edited especially in order to obscure or remove sensitive information.
RiskMan - CHS incident notification and reporting register.
Screening - if a subject is interested in participating in a clinical trial, the subject will first have to undergo a screening process to determine if they qualify for the trial. Screening may begin over the phone or online – this is known as pre-screening. The full screening process involves a visit to the clinical site where the subject’s health will be appropriately assessed. Both stages will include a series of questions, including general, health-related and medical history questions.
Serious adverse event (SAE) - A serious adverse event (experience) or reaction is any untoward medical occurrence that at any dose: results in death, is life-threatening, requires inpatient hospitalisation or prolongation of existing hospitalisation, results in persistent or significant disability/incapacity, or is a congenital anomaly/birth defect.
Sponsor - An individual, company, institution or organisation which takes responsibility for the initiation, management, and/or financing of a clinical trial. 
Suspected unexpected serious adverse reactions (SUSARs) - is an adverse reaction that is not consistent with the product information.
Unblinding - the disclosure of the identity of blinded treatment. 
Visit window – are defined by the trial protocol.  They are visit timeframes (windows).
Waste Management – the collection, transportation, and disposal of garbage, sewage and other waste products.
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