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1. PURPOSE AND SCOPE

This Standard Operating Procedure (SOP) describes the procedures for the assessment and qualification of investigators and sites to determine their suitability to conduct clinical trials.

ICH GCP guidelines section 4.1.1 states that investigator(s) should be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial and should meet all the qualifications specified by the applicable regulatory requirement(s).  
[bookmark: _GoBack]
ICH-GCP:2016 – previously 1996
Guideline has been significantly amended to encourage implementation of improved and more efficient approaches to clinical trial design, conduct, oversight, recording and reporting while continuing to ensure human subject protection and reliability of trial results. Standards regarding electronic records and essential documents intended to increase clinical trial quality and efficiency have also been updated.  Changes are integrated directly into the following sections of the Guideline: Introduction, 1.63, 1.64, 1.65, 2.10, 2.13, 4.2.5, 4.2.6, 4.9.0, 5.0, 5.0.1, 5.0.2, 5.0.3, 5.0.4, 5.0.5, 5.0.6, 5.0.7, 5.2.2, 5.5.3 (a), 5.5.3 (b), 5.5.3 (h), 5.18.3, 5.18.6 (e), 5.18.7, 5.20.1, 8.1. 
  

ICH GCP guidelines section 4.2 states that the investigator should have adequate resources including suitable subjects, time, qualified staff and adequate facilities.

This SOP is applicable to all phases of clinical investigation of medicinal products, devices and diagnostics.


2. RESPONSIBILITIES AND AUTHORITIES

The Sponsor is responsible for:

· Identification and selection of qualified investigators and investigational sites
· Evaluation of the suitability of the investigators and site personnel, and facilities for the conduct of the trial 

An investigator may take on role of sponsor and/or investigator. If the Investigator is also acting as the Sponsor (i.e. in an Investigator-Initiated trial) then the Investigator must fulfil all the responsibilities listed in this SOP that are assigned to the Sponsor.
 
When the Investigator is acting as the Sponsor it is the responsibility of the Investigator to ensure they have the appropriate qualifications, experience, skills and resources to conduct the clinical trial at their own site.

If a Sponsor-Investigator recruits other sites to work on the clinical trial it is the responsibility of the Sponsor-Investigator to assess whether the other sites have suitably qualified and experienced staff and adequate resources to conduct the clinical trial appropriately.


3. DEFINITIONS

	Term
	Definition

	Adverse Drug Reaction (ADR)
	In the pre-approval clinical experience with a new medicinal product or its new usages, particularly as the therapeutic dose(s) may not be established: all noxious and unintended responses to a medicinal product related to any dose should be considered adverse drug reactions. The phrase responses to a medicinal product means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e. the relationship cannot be ruled out.
Regarding marketed medicinal products: a response to a drug which is noxious and unintended and which occurs at doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for modification of physiological function (see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for Expedited Reporting).

	Adverse Event (AE)
	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. An adverse event (AE) can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal product

	Essential Documents
	Documents which individually and collectively permit evaluation of the conduct of a study and the quality of the data produced. 

	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.

	Independent Ethics Committee (IEC) / Human Research Ethics Committee (HREC)
	An independent body (a review board or a committee, institutional, regional, national, or supranational), constituted of medical professionals and nonmedical members, whose responsibility it is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial and to provide public assurance of that protection, by, among other things, reviewing and approving / providing favourable opinion on, the trial protocol, the suitability of the investigator(s), facilities, and the methods and material to be used in obtaining and documenting informed consent of the trial subjects.

The legal status, composition, function, operations and regulatory requirements pertaining to Independent Ethics Committees may differ among countries, but should allow the Independent Ethics Committee to act in agreement with GCP as described in this guideline.

	International Conference on Harmonization (ICH)
	International Conference on Harmonization 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 (IP)
	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.
OR
Any investigational medicine or device, reference product or device or placebo being tested or used as a reference in a clinical trial. 

	Investigator
	A person responsible for the conduct of the clinical trial at a trial site. If a trial is conducted by a team of individuals at a trial site, the investigator is the responsible leader of the team and may be called the principal investigator. See also Subinvestigator.

	Investigator’s Brochure
	A compilation of the clinical and nonclinical data on the investigational product(s) which is relevant to the study of the investigational product(s) in human subjects. 

	
Investigator-initiated Trial
	Each institution may have its own definition, but the following may be used as a guide to the characteristics of an investigator-initiated trial: 
· A pharmaceutical/device company is not acting as the Sponsor for the purpose of the CTN Scheme application
· A pharmaceutical/device company is not directly funding the conduct of the study, that is, making payment to the relevant hospital or investigator
· The clinical trial addresses relevant questions and not industry needs
The Principal Investigator or Hospital/institution is the primary author and custodian of the protocol

	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. Throughout the ICH GCP Guideline the term protocol refers to protocol and protocol amendments.

	Serious Adverse Event (SAE) of Serious Adverse Drug Reaction (SADR)
	Any untoward medical occurrence that at any dose of the IP: 
· results in death
· is life-threatening
· requires inpatient hospitalization or prolongation of existing hospitalization (usually at least overnight)
· results in persistent or significant disability/incapacity i.e. a substantial disruption of a person’s ability to undertake normal life functions
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

	Sponsor-Investigator

	An individual who both initiates and conducts, alone or with others, a clinical trial, and under whose immediate direction the investigational product is administered to, dispensed to, or used by a subject. The term does not include any person other than an individual (e.g. it does not include a corporation or agency). The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator

	Standard Operating Procedure (SOP)
	Detailed, written instructions to achieve uniformity of the performance of a specific function.

	Sub/Associate/Co-investigator/Delegate
	Any individual member of the clinical trial team designated and supervised by the investigator at a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g., associates, residents, research fellows). See also Investigator.

	Suspected Unexpected Serious Adverse Drug Reaction (SUSAR)
	A serious adverse event (see definition above) for which there is some degree of probability that the event is an adverse reaction to the administered drug, and the adverse reaction is unexpected.




4. PROCEDURE

The assessments described in this SOP must be conducted for all investigators and sites which, potentially, will be used to conduct the clinical trial. For investigator-initiated studies this includes evaluation of the Sponsor-Investigator’s suitability to fulfil the role of the lead investigator and the suitability of the investigational site with which they are affiliated. 

The outcome of the assessment should be documented.  An example of a Site Assessment Checklist is shown in Appendix 1.  This SOP and the Site Assessment Checklist should be used to assess all potential investigators and sites.  

4.1	Assessing the Investigator
 
To fulfil the role of Investigator the Investigator must:

· Be qualified by education, training, and experience to assume responsibility for the proper conduct of the trial

· Meet all the qualifications specified by the applicable regulatory requirement(s)

· Have provided evidence of such qualifications through up-to-date curriculum vitae and/or other relevant documentation requested by the sponsor, the IEC, and/or the TGA. 

· Be thoroughly familiar with the appropriate use of the investigational product(s), as described in the protocol, in the current Investigator's Brochure, in the product information and in other information sources provided by the sponsor. 

· Be aware of, and agree to comply with, the study protocol, ICH GCP and the applicable regulatory requirements. 

· Understand and accept their responsibility to obtain informed consent from study participants

· Understand and accept their obligation to be responsible for all trial-related medical decisions 

· Understand the investigational status of the Investigational Product (IP) and the requirements for its storage, dispensing, tracking and  accountability

· Understand and accept their obligation to report adverse events, adverse drug reactions and adverse device effects (as applicable) in accordance with the protocol and institutional and TGA reporting requirements. 

· Have identified a suitable local laboratory (if applicable)

· Understand the requirements associated with the use of the central laboratory (if applicable)

· Understand their obligation to allow direct access to original source documents and all requested trial-related records as required by the protocol and applicable regulatory requirements 

· Permit monitoring and auditing by the sponsor or HREC and inspection by the TGA.

· Agree to retain/maintain clinical study documents as specified in the ICH Essential Documents for the conduct of a clinical trial and as required by the protocol and applicable regulatory requirements 

· Not be conducting any other clinical trial that might conflict with the proposed trial

· Have appropriate insurance and indemnification in place

4.2	Assessing Other Site Staff

To fulfil the role of Investigator the Investigator must:

· Be able to identify sufficient appropriately qualified persons to whom the investigator would be able to delegate significant trial-related duties.

· Be aware of the need for specific specialist staff required by the protocol and be able to identify suitable individuals

· Ensure appropriate training is provided to persons who are delegated significant trial-related duties.




[bookmark: _Toc494878857][bookmark: _Toc531681882]4.3	Assessing Availability of Time

 To fulfil the role of Investigator the Investigator must:

· [bookmark: _Toc494878856][bookmark: _Toc531681881]Have sufficient time to properly conduct and complete the clinical study within the agreed study period.

· Have sufficient time to fulfil the responsibilities to which the investigator is committed by applicable regulations and the protocol.  This includes patient interaction, oversight of personnel to whom trial-related duties have been delegated, communication with other individuals connected with the trial (e.g. Sponsor, other Investigators) and completion of all paperwork required by the clinical trial.

4.4	Assessing Potential Subject Population

To fulfil the role of Investigator the Investigator must:

· Have access to an adequate number of suitable subjects to conduct the investigation.

· Demonstrate the potential for recruiting the required number of suitable subjects within the agreed recruitment period.

· Have identified how they are going to recruit sufficient subjects within the timeframe allowed.

4.5	Assessing Facilities 

To fulfil the role of Investigator the Investigator must have adequate facilities for conducting the investigation.  This will include the provision of:

· A dedicated and appropriate storage area for the IP which has adequate space for unused and returned IP, restricted access and appropriate temperature controls in place.  The IP storage area should have an alarm system in place such that appropriate personnel are alerted if the environmental conditions within the IP storage area vary outside the prescribed range.

· A location for conducting consultations with the subjects

· A location for taking blood and other samples

· A location and equipment suitable for processing blood and other samples

· A location and equipment suitable for the storage of blood and other samples as required by the protocol.

· A location and storage repository suitable for the secure storage of trial documentation

· Any equipment required by the protocol for the conduct of the trial, including any specialist procedures (e.g. EEGs, ECGs etc.)

· Appropriate facilities for archiving study documentation


4.6	Reimbursement and other Financial Implications

Any reimbursement to the site and any other financial implications must be discussed, agreed and documented.

The investigator should declare any conflicts of interest or payments from other parties. 

 
5.	COMPLIANCE WITH THIS SOP

Standard Operating Procedures are a fundamental requirement of ICH GCP and as such must be adhered to.  Deviations from, and violations of, SOPs must be appropriately documented and filed in the Study Files to which the deviation or violation relates.


6.	LIST OF APPENDICES

	Appendix 1: Site Assessment Checklist


7.	REFERENCED DOCUMENTS

· Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95) annotated with Therapeutic Goods Administration (TGA) comments (dated July 2000)


8.	DOCUMENT AMENDMENT HISTORY

	Version Number
	Reason for Amendment
	Summary of Change
	DCR No.

	01
	New
	New procedure.
	N/A



[bookmark: _Toc531681885]
APPENDICES
[bookmark: _Toc531681886]Appendix 1.	Site Assessment Checklist
	Site Assessment Checklist

	Sponsor Name:
	Date(s) of Assessment:

	Protocol ID/No:

	Investigational Product:

	Indication:




	Proposed Site Investigator:

	Address:  




	Proposed Investigator’s Specialization:
	Tel:                                

	Type of investigational site (e.g. private or group practice, university, hospital etc)
	Email:   




	Proposed Investigator:
	

	Is the proposed investigator qualified by education, training, and experience to assume responsibility for the proper conduct of the trial?
	 Yes    No

	Is the proposed investigator aware of, and the requirement to comply with, the study protocol, ICH GCP and the applicable regulatory requirements?
	 Yes    No

	Does the proposed investigator understand and accept the necessity to adhere completely to all protocol procedures and not to modify the study in any way without sponsor/HREC approval
	 Yes    No

	Is the proposed investigator aware of the requirement to obtain written approval from a HREC (and regulatory agency if applicable) before study commencement?
	 Yes    No

	Does the proposed investigator understand the necessity for, and accept their responsibility to, obtain informed consent from each subject prior to performing any study-related procedure?
	 Yes    No

	Does the proposed investigator understand and accept the necessity for complete, accurate and timely entry of all required data into the CRF
	 Yes    No

	Has the PI been provided with a copy of the current Investigator’s Brochure?
	 Yes    No

	Does the proposed investigator understand the investigational status of the Investigational Product (IP) and the requirements for its storage, dispensing, tracking and  accountability?
	 Yes    No

	Is the proposed investigator thoroughly familiar with the appropriate use of the investigational product(s), as described in the protocol, in the current Investigator's Brochure, in the product information and in other information sources provided?
	 Yes    No

	Does the proposed investigator understand and accept their obligation to report all serious adverse events/adverse drug reactions/adverse device effects to the Sponsor/HREC (as applicable)?
	 Yes    No

	Has the proposed investigator identified a suitable local laboratory (if applicable)?
	 Yes    No

	Does the proposed investigator understand the requirements associated with the use  of the central laboratory (if applicable)?
	 Yes    No

	Does the proposed investigator understand their obligation to allow direct access to original trial related records?
	 Yes    No

	The proposed investigator should not be conducting any other clinical trial that might conflict with the proposed trial.  Has this been checked and verified?
	 Yes    No

	Does the proposed investigator understand their obligation to permit monitoring and auditing by the sponsor, and inspection by the TGA?
	 Yes    No

	Does the proposed investigator have appropriate insurance and indemnification in place?
	 Yes    No

	Is the proposed investigator aware of obligations for document maintenance and retention?
	 Yes    No




	Other Site Staff
	

	Is the proposed investigator able to identify sufficient appropriately qualified persons to whom the investigator would be able to delegate significant trial-related duties?
	 Yes    No

	Is the proposed investigator aware of the need for any specific specialist staff required by the protocol and able to identify suitable individuals?
	 Yes    No

	Is the proposed investigator aware that all personnel involved will be required to be properly trained and informed about their study-related duties
	 Yes    No





	Time Availability
	

	Does the proposed investigator have sufficient time to carry out the responsibilities to which the investigator is committed by applicable regulations and the protocol?  This includes
· subject interaction and management
· oversight of trial staff to whom trial-related responsibilities have been delegated
· communication with other individuals connected with the trial (e.g. Sponsor, other Investigators)
· all paperwork required by the clinical trial.
	 Yes    No




	Subject Population
	

	Total Number of Subjects Required at this Site:
	

	Enrollment Period:
	

	Estimated recruitment rate  
	____ subjects per month

	Is the Investigator able to enroll the required number of subjects within the allocated time frame?
	 Yes    No

	What is the proposed recruitment strategy?



	




	Does the Site Have Appropriate Facilities including:
	

	A storage area for the IP (appropriate for the IP) with restricted access and appropriate temperature controls in place.  
	 Yes    No

	An IP storage area with an alarm system in place such that appropriate personnel are alerted if the environmental conditions within the IP storage area vary outside the prescribed range.
	 Yes    No

	A location for conducting consultations with the subjects
	 Yes    No

	Access to emergency services or procedures if required
	 Yes    No

	A location for taking blood and other samples
	 Yes    No

	A location and equipment  for processing blood and other samples
	 Yes    No

	A location and fridges/freezers for the appropriate storage of blood and other samples as required by the protocol.
	 Yes    No

	A location for the secure storage of trial documentation
	 Yes    No

	Any locations required by the protocol for specialist procedures (e.g. EEGs, ECGs etc.)
	 Yes    No

	Access to all equipment required by the protocol
	 Yes    No




	HREC:
	

	Does the site/unit have an approved independent and properly constituted IEC/HREC?
	 Yes    No

	Please comment on type of IEC/HREC used.
	

	Name of IEC/HREC
	

	Meeting frequency
	




	Action Items






	Comments
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