1. PURPOSE AND SCOPE

This SOP provides a procedure for the handling and accountability of supplies of Investigational Product (IP) from shipment to the trial site through to return to the Sponsor, or destruction, following completion of the clinical trial. 

The International Conference on Harmonisation Guideline for Good Clinical Practice (ICH-GCP:2016) stipulates that records of shipment, receipt, dispensing, return and destruction of IP must be maintained for clinical studies.  This includes written confirmation that IP product has been received, handled, stored, dispensed, retrieved and returned/destroyed appropriately.  In addition, IP must be handled in accordance with applicable local and regulatory requirements. 
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:
· The manufacturing, packaging, labelling and coding of IP
· Providing the investigational and comparator (if applicable) products to the Investigator(s)/trial sites.
· Designation of an appropriately qualified Monitor to verify the handling and accountability of IP at the trial site(s) 

The Sponsor is ultimately responsible for ensuring compliance with the applicable legal, ethical and regulatory requirements.  A sponsor may transfer any or all of the sponsor’s trial-related duties to a contract research organization (CRO), but the ultimate responsibility for the quality and integrity of the data resides with the sponsor. 

An Investigator is responsible for the supply and administration of IP to trial subjects, and the storage and accountability of IP at the trial site.

The Monitor is appointed by the Sponsor and has responsibility for verifying that the IP provided to a trial site is being stored and used in accordance with the Protocol, and that the handling and accountability of the IP is compliant with the requirements of the Protocol and ICH-GCP:2016. 

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.


3. DEFINITIONS

	Term
	Definition

	Contract Research Organisation (CRO)
	A person or an organization (commercial, academic, or other) contracted by the sponsor to perform one or more of a sponsor's trial-related duties and functions.

	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.

	Good Manufacturing Practice (GMP)
	A standard to ensure that medicinal products are consistently produced and controlled to the quality standards appropriate to their intended use and as required by the marketing authorisation (MA) or product specification.

	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.

	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 favorable 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.

	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 Sub investigator.

	
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

	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.
OR
Any investigational medicine or device, reference product or device or placebo being tested or used as a reference in a clinical trial. 

	Monitoring
	The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted, recorded, and reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).

	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:2016 Guideline the term protocol refers to protocol and protocol amendments.

	Serious Adverse Event (SAE) or 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

	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.

	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.





4. PROCEDURE

4.1	Sponsor Responsibilities

	In terms of ICH-GCP:2016 and Therapeutic Goods Administration (TGA) requirements, the Sponsor is responsible for the following aspects of IP(s) used in clinical trials: 
 
4.1.1 [bookmark: _Toc494878854][bookmark: _Toc531681879]	Manufacturing, Packaging, Labelling and Coding of IP 

4.1.1.1	The IP(s) (including active comparator and placebo, if applicable), should be appropriate to the stage of development of the product(s), manufactured in accordance with any applicable GMP requirements and coded and labelled in a manner that protects the blinding (if applicable).

4.1.1.2 Labelling of IP(s) must comply with applicable TGA requirements. 

4.1.1.3 	For the IP(s) the following should be determined:
· acceptable storage temperatures
· storage conditions (e.g. protection from light)
· storage times
· reconstitution procedures and fluids for reconstitution
· devices for product infusion or administration

All involved parties (e.g. monitors, Investigators, pharmacists, storage managers) should be informed of these requirements.

4.1.1.4 IP should be packaged to prevent contamination and unacceptable deterioration during transport and storage.

4.1.1.5 	In blinded trials, the coding system for the IP(s) should include a mechanism that permits rapid identification of the IP(s) in case of a medical emergency.  However, this should not permit undetectable breaks of the blinding.

4.1.1.6	If significant formulation changes are made in the IP or comparator product(s) during the course of clinical development the results of any additional studies of the formulated product(s) (e.g. stability, dissolution rate, bioavailability) must be assessed.  If the changes significantly alter the pharmacokinetic profile of the product the results of the studies should be available prior to the use of the new formulation in clinical trials.

[bookmark: _Toc494878855][bookmark: _Toc531681880]4.1.2 Supply and Handling of IP 

The Sponsor must:

4.1.2.1	Manage supply of IP to the Investigator(s)/Institution(s). 

4.1.2.2	Obtain all required documentation (e.g. approval/favourable opinion from the HREC and TGA) prior to supply of IP to an Investigator/Institution (see Appendix 1 for example of “Approval for Shipment of Investigational Product to Site” checklist). 

4.1.2.3	Ensure that written procedures are in place at the site that include the investigator/institution’s responsibilities for the handling and storage of the IP(s) and IP documentation.

4.1.2.4	Ensure that written procedures are in place at the site that address appropriate receipt, handling, storage, dispensing and retrieval of unused IP from subjects.  The procedure should also cover the return of unused IP to the Sponsor, or other disposal if authorized by the Sponsor, and in compliance with the applicable regulatory requirements.	

4.1.2.5	Ensure timely delivery of IP(s) to the Investigator(s) 

4.1.2.6	Maintain records that document shipment, receipt at site, handling, return and destruction of IP.

4.1.2.7	Maintain a system for retrieving the IP and documenting this retrieval (e.g. for deficient product, expired product or reclaim after trial completion). 

4.1.2.8	Maintain a system for the disposal of unused IP(s) and for the documentation of this disposal. 

4.1.2.9	Take steps to ensure that the IP(s) are stable over the period of use.
 
4.1.2.10	Maintain sufficient quantities of the IP(s) used in the trial to reconfirm specifications, should this become necessary.  Maintain records of batch sample analyses and characteristics.  To the extent that stability permits, samples should be retained either until the analyses of the trial data are complete or as required by the applicable regulatory requirement(s), whichever represents the longer retention period. 

4.1.3 	Monitoring of handling and accountability of IP(s)
		
	The designated Monitor will, in accordance with the Sponsor’s requirements, verify for the IP(s) that: 

4.1.3.1	Storage times and conditions are acceptable, and that supplies are sufficient throughout the trial.

4.1.3.2	The IP(s) are supplied only to subjects who are eligible to receive it and at the specified dose(s).

4.1.3.3	Subjects are provided with necessary instruction on properly using, handling, storing and returning the IP(s).

4.1.3.4	The receipt, use and return of the IP(s) at the trial sites are controlled and documented adequately.

4.1.3.5	The disposal of unused IP(s) at the trial sites complies with applicable regulatory requirements and is in accordance with Sponsor requirements. 

4.2	Investigator’s Responsibilities
	
	The Investigator should fulfill the following: 
 
4.2.1 	The Investigator/institution is responsible for IP(s) at the trial site(s).
 
4.2.2	Where allowed/required, the investigator/institution may/should assign some or all of the Investigator/institution’s duties for accountability of IP(s) to an appropriate pharmacist or another appropriate individual who is under the supervision of the Investigator/institution. 

4.2.3	The Investigator/institution and/or a pharmacist, or other appropriate individual who is designated by the Investigator/institution, should establish a Pharmacy File, and maintain records of:

· Orders for provision of IP supplies from the Sponsor to the trial site (see Appendix 2 for an example of a “Investigational Product Request” form)

· The delivery of IP(s) to the trial site (see Appendix 3 for an example of an “Investigational Product Dispatch and Receipt at Site” form).  

· The inventory at the site (see Appendix 4 for an example of a “Master Log of Investigational Product Receipts and Returns” form). This form should be used to reconcile the IP at site periodically during the trial and at the end of the trial.

· Written approval (through a signed prescription) by the Investigator authorizing dispensing of the IP to a subject.

· The use of the IP by each subject.  An example of a “Subject Investigational Product Accountability Log” form is provided in Appendix 5.  This form records details of the IP dispensed, including who dispensed, checked and issued the IP to the subject.  

· Destruction at site of the IP after trial completion (see Appendix 6 for an example of a “Destruction of Investigational Product” form). Written approval from the Sponsor should be always obtained prior to the destruction of any IP.

· The return of unused/partially used IP to the Sponsor at any time during the trial and after the trial has completed (see Appendix 7 for an example of “Return of Investigational Product to Sponsor” form).

All the forms provided in the appendices should be customized to meet the requirements of individual trials.

4.2.4	Investigators should maintain records pertaining to the IP that should include dates, quantities, batch/serial numbers, expiry dates (if applicable), and the unique code numbers assigned to the IP(s) and trial subjects.

4.2.5	Investigators should maintain records that document adequately that the subjects were provided the doses specified by the protocol.
[bookmark: _Toc494878857][bookmark: _Toc531681882]
4.2.6	The Investigator should ensure that the IP(s) are used only in accordance with the approved protocol.

4.2.7	The Investigator or person designated by the Investigator/institution should explain the correct use of the IP(s) to each subject.   The Investigator or delegate should check at intervals appropriate for the trial, that each subject is following the instructions correctly.

4.2.8	The investigator should follow the trial’s randomization procedures, if any, and should 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 IP(s).

4.2.9	The IP(s) should be stored as specified by the Sponsor. 

4.2.10	Written procedures should be in place to describe the management of temperature and environmental logging and handling of any excursions. These should include:
· Maintenance and calibration of the storage area to provide assurance of appropriate environmental conditions (e.g. temperature, humidity, fridges etc.)
· Maintain a log for each storage location that identifies by make, model and serial number (if applicable) and the specific location.  The log should record the environmental conditions to provide assurance of the correct storage of the IP.
· Have in place processes that ensure an appropriate person is notified if the environmental conditions fall out of range for the IP.
· Action to be taken if the environmental conditions of the primary storage location fall out of range and (if applicable) a provisions for a back-up location.

4.2.11	In addition to the responsibilities noted above, written procedures should also be in place to manage the following situations:
· Labelling of IP
· Expiry/re-labelling of IP
· Recall of IP

4.2.12	Periodically during the trial and at trial close-out, the Pharmacy File should be checked to ensure that all pharmacy logs and forms have been completed, reconciled, and approved.

4.2.13	The Pharmacy File should be archived in conjunction with the Study Files for a period of at least 15 years from the end of the trial (i.e. completion of data analysis) in the case of adults and at least 25 years from the end of the trial (i.e. completion of data analysis) in the case of children, as per TGA requirements.


5.	COMPLIANCE WITH THIS SOP

Standard Operating Procedures are a fundamental requirement of ICH-GCP:2016 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: Sample checklist for Approval for Shipment of Investigational Product to Site 
	Appendix 2: Sample form for Request for Investigational Product Supplies
Appendix 3: Sample form for Investigational Product Dispatch and Receipt at Site  
	Appendix 4: Sample form for Master Log of Investigational Product Receipts and Returns
	Appendix 5: Sample form for Subject Investigational Product Accountability
	Appendix 6: Sample form for Destruction of Investigational Product 
	Appendix 7: Sample form for Return of Investigational Product to Sponsor


7.	REFERENCED DOCUMENTS

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

TGA PIC/S Guide for Good Manufacturing Practice for Medicinal Products, PE009-13 2017 as of Jan 2018. 
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8.	DOCUMENT AMENDMENT HISTORY

	Version Number
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Appendix 1.	Sample Form for Approval for Shipment of Investigational Product to Site 
	APPROVAL FOR SHIPMENT OF INVESTIGATIONAL PRODUCT TO SITE



	Protocol Number:	 
	 

	Protocol Title:
	

	Trial Site Number and Name:
	              /

	Name of Investigator:
	

	Investigational Product:
	

	Responsible Clinical Trials Pharmacist:
	

	Pharmacy Address (for delivery)
	




	Pharmacy Contact Phone No.
	



	Approved Documents Required
	Received/ NA
	Comments
	Initials of Sponsor
	Date

	HREC approval letter
	
	
	
	

	Regulatory approval /notification  
	
	
	
	

	Current approved protocol (signed by Sponsor & Investigator)
	
	Version/Date:
	
	

	Current Investigator’s Brochure/Product Information
	
	Version/Date:
	
	

	Confirmation that unblinding documents are located as agreed
	
	Location:
	
	

	Clinical Trial Agreement/Contract (Sponsor and Investigator/Institution)
	
	
	
	

	Clinical Trials Insurance in place
	
	
	
	

	Certificate of Batch Release
	
	
	
	



I confirm that I have reviewed the above documents and authorise the shipment of clinical trial supplies to the above mentioned site

Sponsor Representative: 	(print) ______________________________


(sign) _______________________________	Date:	______________


Role:			_______________________


Appendix 2.	Sample form for Request for Investigational Product Supplies  

	INVESTIGATIONAL PRODUCT REQUEST FORM




Please fax/e-mail this form to: [contact person, organisation, fax number, e-mail address]


	Protocol Number:	 
	 

	Protocol Title:
	

	Trial Site Number and Name:
	              /

	Name of Investigator:
	

	Investigational Product Requested:
	

	Dosage Form:
	

	Dosage Strength:
	

	Pack Size:
	

	Quantity required:
	

	Requested by: (print)
                         (sign)
                         (role)
	

	Date of Request:
	

	Date Required:
	

	Delivery Address:



	

	Attention of:

	








Appendix 3.	Sample Form for Investigational Product Dispatch and Receipt at Site

	INVESTIGATIONAL PRODUCT DISPATCH AND RECEIPT AT SITE




	Protocol Number:	 
	 

	Trial Site Number and Name:
	              /

	Name of Investigator:
	

	To [Delivery Address]:



	

	Phone Number:
	

	Attention of:

	



The Investigational Product listed below has been supplied to you for use in the above study only.

	Investigational Product:	
	

	Batch Number
	

	Date of Manufacture
	

	Expiry Date:
	

	Dosage Form:
	

	Dose Strength:
	

	Pack Size:
	

	Quantity of units:
	

	Storage Conditions:

	□ Ambient (15oC-25oC)  	□2oC-8oC	□ -80oC
□Protected from light
□Other (please specify any other special conditions required)




Mode of Dispatch [name/contact details of courier]:	________________________________


Dispatched by:		______________________		___________________ 
			Name (print)				Signature 	

Role:			______________________


Date of Dispatch:		______________________


Receipt at Site:

Please confirm receipt of the above supplies by signing and dating, and retaining in Pharmacy File.

I confirm receipt of the Investigational Product as detailed above.

	
	
	If ‘No’ provide comment

	The complete shipment (as stated above) arrived 
	Yes / No
	

	The shipment was in good condition
	Yes / No
	

	The shipment arrived within the correct storage conditions
	Yes / No
	




Name (print): 	______________________________________________


Signature	______________________________________________


Date:		______________________________


Role:		______________________________________________



This document must be filed in the Pharmacy File.


Appendix 4.	Sample Form for Master Log of Investigational Product Receipts and Returns

	  MASTER LOG OF INVESTIGATIONAL PRODUCT RECEIPTS AND RETURNS




	Protocol Number:		 
	

	Trial Site Number and Name:
		/

	Name of Investigator:
	

	Investigational Product:
	

	Batch Number:
	

	Expiry Date:
	

	IP Form/Strength/Units
	

	Storage Conditions: 

	□Ambient (15oC-25oC)  	□2oC-8oC	□ -80oC
□Protected from light
□Other (please specify any other special conditions required)




	Date
	Time
	Incoming Quantity
	Outgoing Quantity
	Balance
	Reason
	Performed by (initials)
	Checked by (initials)

	C/F Balance
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	




□ Balance carried over to new page		□ Final Accountability Page (balance zero) 


Page __ of __

	
	Standard Operating Procedure
	GCP1-007

	
	
	Page 1 of 17 

	HANDLING AND ACCOUNTABILITY OF INVESTIGATIONAL PRODUCT






	Standard Operating Procedure
	GCP1-007

	
	Page 3 of 17

	HANDLING AND ACCOUNTABILITY OF INVESTIGATIONAL PRODUCT
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Appendix 5.	Sample Form for Log of Subject Investigational Product Accountability  
	SUBJECT INVESTIGATIONAL PRODUCT ACCOUNTABILITY LOG  




	Protocol Number:		 
	

	Trial Site Number and Name:
		/

	Name of Investigator:
	

	Investigational Product:
	

	Subject Number:
	



	Date
	No. of Units Dispensed 
	Units Returned
	Balance
	Comments
	Performed by (initials)
	Checked by (initials)

	
	
	Unused
	Partially Used
	
	
	
	

	C/F Balance
(if previous page)
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	


		
Balance Carried Over to Page __________ 	
Page __ of __

Appendix 6. Sample Form for Destruction of Investigational Product 

	DESTRUCTION OF INVESTIGATIONAL PRODUCT




	Protocol Number:
	

	Trial Site Number and Name:
	              /

	Investigator:
	

	Investigational Product:
	




	Batch
	Dose Form
	Dose Strength
	Quantity

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	



I hereby certify that the above described IP have been sent for destruction as directed by the Sponsor:

	
Signature of person completing this form:


	Name (print):	__________________________________________	


	Signature:    	__________________________________________	


Date:		 _________________________________________ 


Role:		__________________________________________







Appendix 7. Sample Form for Return of Investigational Product to Sponsor
	RETURN OF INVESTIGATIONAL PRODUCT TO SPONSOR




	To:
 [Address for delivery of returned stock to Sponsor/delegate as applicable]

	

	Phone Number:
	

	Attention of:

	




	Protocol Number:
	

	Trial Site Number and Name:
	              /

	Investigator:
	

	Investigational Product:
	



 
	Batch No.
	Dose Form
	Dose Strength
	Quantity

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	




The above IP was returned to the Sponsor /Delegate on (date): ____________________________

Signature of person completing this form:


	Name (print):	__________________________________________	


	Signature:    	__________________________________________	


Date:		 _________________________________________ 


Role:		__________________________________________

