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[bookmark: _Toc324769183][Study name and/or number]
Pharmacy Manual: Instructions for handling Investigational Medicinal Products (Version 1)

1. Abbreviations

CRC	Clinical Research Centre
IMP	Investigational medicinal product

2. [bookmark: _Toc324769184]Overview of IMP

2.1. The sponsor will provide the investigator with the following medication as bulk supplies:

	Abbreviation
	Full detail

	IMP
	IMP details as stated by the sponsor

	Placebo for IMP
	Placebo of IMP details as stated by the sponsor



2.2. Brief description of IMP handling and storage.
2.3. Brief description of placebo for IMP handling and storage.

3. [bookmark: _Toc324769185]Blinding

The trial is double blind; participants, sponsor, investigators and site staff responsible for performing assessments will remain blind from randomisation until database lock. The only un-blinded personnel (as indicated on the delegation log) will be:

·         The study pharmacist(s)
·         An un-blinded monitor
·         The statistician who generates the randomization schedule.

The study pharmacist(s) will have no other clinical or regulatory responsibilities associated with the conduct of the study.  The randomization schedule will be provided to the study pharmacist(s) in a sealed tamper-proof envelope by an un-blinded statistician not involved in analysis.  Access to the randomization schedule during the study will be provided only to the study pharmacist(s) and the un-blinded monitor responsible for monitoring the study drug. The randomization schedule and all pharmacy source documents and dose preparation records that could link a volunteer treatment number to a treatment assignment must remain secure (e.g. locked in the pharmacy with access limited to only un-blinded personnel) until notification that the study has been un-blinded. However, in case the pharmacist or statistical are not available, the investigator will also have access to a box of treatment allocation for each participant in a sealed envelope. This will also be stored in a secure place. 

Labels accompanying the prepared study drug doses will not indicate which of the study drugs has been prepared. Planned un-blinding of the study team members will only occur after database lock at the conclusion of the study.  

[bookmark: _Toc87332773][bookmark: _Toc162932789][bookmark: _Toc162932857][bookmark: _Toc162933011][bookmark: _Toc162933178][bookmark: _Toc165772761][bookmark: _Toc165772853][bookmark: _Toc165772925][bookmark: _Toc165772996][bookmark: _Toc167243310][bookmark: _Toc171225118][bookmark: _Ref214697535]A participant’s treatment allocation may be un-blinded when deemed necessary by the investigators (i.e. if it would impact medical care). Care must be taken to only un-blind the affected participant’s treatment allocation and not the treatment allocation of other participants. During working hours, un-blinding of a participant will be through the study pharmacist or statistician; the investigator (where possible in consultation with the monitor) will send a signed request (treatment number, date, justification) to either party who will disclose the treatment allocation. The un-blinded treatment allocation will not be recorded in the CRF. After hours, investigators will use the treatment allocation envelopes.

Any accidental un-blinding should be reported to the monitor with the reason and the steps taken to minimise risk of this happening again.

4. [bookmark: _Toc324769186]Materials

Description of specific materials used to prepare/manage the IMP if required.

5. [bookmark: _Toc324769189]IMP packing / preparation
 
5.1. Instructions for the handling and packing of IMP should be stated here.
5.2. Example of IMP study treatment label (non-blinded):


Study code and contact details for PI 
IMP (units) formulation type
Time & Date of preparation/dispensing: […h…] [ddmmmyy]
Batch n°: [abc-n-yyyymmdd]
Expiry date: [ddmmmyy]


5.3. The operation must be repeated until the required number of active treatments is prepared (Appendix 1).

6. [bookmark: _Toc324769190]Matching placebo for IMP packing / preparation

6.1. Instructions for the handling, packing and or preparation of matching placebo for IMP should be stated here.
6.2. Example of matching placebo for IMP study treatment label (non-blinded):


Study code and contact details of PI 
Placebo for IMP (units) formulation type
Time & Date of preparation/dispensing: […h…] [ddmmmyy]
Batch n°: [abc-n-yyyymmdd]
Expiry date: [ddmmmyy]


6.3. The operation must be repeated until the required number of placebo treatments is prepared (Appendix 1).

7. [bookmark: _Toc324769193]Randomization procedure

7.1. In order to keep the relevant clinical staff in blind condition on the true treatment assigned to subject and permit a proper evaluation of the safety, this procedure will be followed using the procedure described below and using the form described in Appendix 2.
7.2. The active and placebo treatments prepared as described above will be transferred to a predefined “randomization area or room” which may or may not be in the pharmacy.
7.3. In the randomization area/room two operators (randomizer and controller) not involved in the safety evaluation of study subjects will assign the proper treatment (active or placebo) to the study subjects according to a randomization schedule prepared by the statistician. This scheme is summarized below:

OPEN CONDITION
Randomization room/area
Pharmacy
A
P
sub1
sub2
DRUG ADMINISTRATION 
Active? / Placebo?
BLIND CONDITION

[bookmark: _Toc324769194]
8. Treatment randomization
 
8.1. The randomizer will ensure the randomization schedule for the enrolled subjects to be treated is available in the room.
8.2. The randomizer, according the randomization schedule, will allocate the randomized treatment to the enrolled subjects to be treated.
8.3. The randomization schedule will state the treatment (active or placebo) and dose to be assigned to the corresponding randomized subject and must be transcribed onto a “non-blinded” study label.
8.4. On the day of treatment, according to the randomization schedule, the randomizer will apply the “blinded” randomization label reporting the following:
[bookmark: _GoBack]
Study code 
IMP / matching placebo for IMP
Treatment for randomization number: ____________
Time or Date of administration: […:…]  [ddmmmyy]
Batch n°: [abc-n-yyyymmdd]
Expiry date: [ddmmmyy]

8.5. The label fields will be completed in full by the pharmacist/randomizer.
8.6. Only when the “blinded” label is applied, the randomizer will remove the original “non-blinded” study label and stick it to the form described in Appendix 2.
8.7. All operations highlighted on the forms described in Appendix 1 & 2 must be checked by the pharmacist/controller.
9. [bookmark: _Ref94082505][bookmark: _Toc212361625][bookmark: _Toc212361667][bookmark: _Toc212886508][bookmark: _Toc212886513][bookmark: _Toc212888944][bookmark: _Toc212889248][bookmark: _Toc213753838][bookmark: _Toc213754123][bookmark: _Toc216178541][bookmark: _Toc216696966][bookmark: _Toc216841827][bookmark: _Toc217368197][bookmark: _Toc219626706][bookmark: _Toc219626740][bookmark: _Toc219626793][bookmark: _Toc260067555][bookmark: _Toc324769196][bookmark: _Toc260067556][bookmark: _Ref324757976][bookmark: _Toc324769197]
Appendix 1: IMP preparation (if required)

Sponsor code 
PREPARATION LOG FOR
IMP (formulation details)

	Step
	Check
	Details

	Take IMP from the pharmacy 
	
	IMP 
Batch n°___________

	Transfer or count and pack the required IMP for the randomized patient according to the randomization schedule
	
	

	Apply the “non-blinded” treatment label
	
	

	Assign an unique batch number
(study code + enrolment number e.g. OZ439-E002)
	
	Batch n°____________
Study code-enrolment #

	Return the original IMP bulk pack to the pharmacy
	
	

	Complete all label fields including dispensing and expiry dates
	
	



	Preparation by:

	Preparation controlled by:


	Name 
	Name 

	Date 
	Date 

	Signature


	Signature








10. Appendix 1: PLACEBO FOR IMP preparation (if required)

Sponsor code 
PREPARATION LOG FOR
PLACEBO FOR IMP (formulation details)

	Step
	Check
	Details

	Take Placebo for IMP from the pharmacy 
	
	IMP 
Batch n°___________

	Transfer or count and pack the required placebo for IMP for the randomized patient according to the randomization schedule
	
	

	Apply the “non-blinded” treatment label
	
	

	Assign an unique batch number
(study code + enrolment number e.g. OZ439-E002)
	
	Batch n°____________
Study code-enrolment #

	Return the original placebo for IMP bulk pack to the pharmacy
	
	

	Complete all label fields including dispensing and expiry dates
	
	



	Preparation by:

	Preparation controlled by:


	Name 
	Name 

	Date 
	Date 

	Signature


	Signature






11. [bookmark: _Toc260067558][bookmark: _Ref324759926][bookmark: _Toc324769200]Appendix 2: randomization form for: ACTIVE IMP 

Sponsor code
RANDOMIZATION FORM
RANDOMISATION FOR SUBJECT: E-_________
Treatment to be assigned: 
ACTIVE IMP (formulation details)  

	Step
	Check
	Details

	IMP with “non-blinded” treatment label
	
	Batch n°____________
Study code-enrolment #

	Apply the final “blinded” treatment label with the subject randomization number and complete all fields
	
	

	Remove the original “non-blinded” treatment label and stick it here
	
	
	











	Randomization by:

	Randomization controlled by:


	Name 
	Name 

	Date 
	Date 

	Signature


	Signature





12. Appendix 2: randomization form for: PLACEBO FOR IMP 

Sponsor code
RANDOMIZATION FORM
RANDOMISATION FOR SUBJECT: E-_________
Treatment to be assigned: 
PLACEBO FOR IMP (formulation details)  

	Step
	Check
	Details

	IMP with “non-blinded” treatment label
	
	Batch n°____________
Study code-enrolment #

	Apply the final “blinded” treatment label with the subject randomization number and complete all fields
	
	

	Remove the original “non-blinded” treatment label and stick it here
	
	
	











	Randomization by:

	Randomization controlled by:


	Name 
	Name 

	Date 
	Date 

	Signature


	Signature
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