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1	INTRODUCTION
This simplified investigational medicinal product (IMP) dossier presents quality information for the following IMPs:
· Dexmedetomidine 100 micrograms/ml concentrate for solution for infusion (2mL ampoule)
· Matching placebo containing sodium chloride 0.9%

2.1.S	DRUG SUBSTANCE
2.1.S.1	General Information
The IMP is a marketed medicinal product in the UK and is used in the clinical trial without modification in its original primary packaging. The quality of drug substance has already been evaluated as part of a marketing authorisation and the Summary of product characteristics (SmPC) is provided (Annex 1).

2.1.P	DRUG PRODUCT
2.1.P.1	Description and Composition of the Investigational Medicinal Product
The IMP is a marketed medicinal product in the UK and is used in the clinical trial without modification in its original primary packaging. 
	Product
	Dexmedetomidine 100 micrograms/ml concentrate for solution for infusion (2mL ampoule)

	Marketing authorisation holder
	EVER Valinject GmbH

	Marketing authorisation number
	PL 46654/0005



The quality of drug product has already been evaluated as part of a marketing authorisation and the SmPC is provided (Appendix 1).


2.1.P	PLACEBO PRODUCT
2.1.P.1	Description and composition
	Sodium chloride 0.9% solution for injection (2mL ampoule)

2.1.P.2	Pharmaceutical development
Not applicable

2.1.P.3	Manufacture
2.1.P.3.1	Manufacturer(s)
Placebo (sodium chloride 0.9%) formulation and manufacturing is carried out by: 
Calderdale and Huddersfield NHS Foundation Trust 
Gate 2 Acre Mill, School Street West 
Huddersfield 
HD3 3ET 
United Kingdom 
Manufacturing authorisation number: MIA (IMP) 19055 (Appendix 2)

2.1.P.3.2	Batch Formula
The manufacturing formula for a batch scale of 7 litre (approximate batch yield 3094 ampoules) is as follows: 
	Ingredient
	Quantity per batch

	Sodium chloride
	63 grams

	Water for Injection
	to 7 litres



2.1.P.3.3	Description of Manufacturing Process and Process Controls
[bookmark: _Hlk198890464]Sodium chloride is dispensed and weighted into the designated container and dissolved in 7 litres (L) of water for injection BP. The solution is diluted to specified volume (7L) with water for injection and stirred for a minimum of 5 minutes. The solution is filled into its primary container (2mL clear glass type I ampoules) through a filter. Fill volume is adjusted and checked to match the fill volume of the active ampoule. Bioburden samples are taken for testing prior sterilisation. 

The sealed primary container is sterilised in an autoclave at 121.5ºC to 124ºC for 15 minutes. 

After sterilisation, the ampoules are 100% leak tested for container integrity. Only satisfactory ampoules proceed to appearance inspection. 

Following integrity testing a 100% appearance inspection is undertaken on the batch. The appearance inspection encompasses assessment of the quality of the seal of the ampoules, volume of the fill compared to the active ampoule, colour and expected appearance of the contents. This processing is started the same or following working day to the completion of the leak testing and takes one working day to complete for all sub-batches. 

Quality control (QC) samples are taken for pyrogen testing, QC, particle count, sterility and QC volume check. 

The ampoules are prepared and inspected for transportation. Total quantity passed on inspection to quarantine.

2.1.P.3.4	Control of Critical Steps and Intermediates 
Ampoule seal, colour, neck and height checked to ensure it matches the active ampoule. Fill volume adjusted and checked to ensure it matches the fill volume of the active 2 mL ampoule (approx. 2.1 mL). 

A 100% check is completed on all ampoules, treatment packs and treatment boxes both whilst being labelled and once collated. 

For the packaging stages of the product there are verification checks by production during the assembly process to ensure that the ampoules, treatment packs and treatment boxes are labelled and assembled in accordance with the randomisation. This process is also subject to additional independent Quality Control checks on a BS6001 sample basis.

2.1.P.3.5	Process Validation and/or Evaluation
Not applicable, sterilisation is performed to Ph. Eur standards.



2.1.P.4	Control of Excipients
2.1.Q.4.1	Specifications
	Ingredient
	Specification

	Sodium chloride
	BP

	Water for Injection
	BP



2.1.P.4.2	Analytical Procedures
Testing methods are in accordance with the BP.

2.1.P.4.3	Validation of Analytical procedures
All analytical procedures conducted in accordance with BP.

2.1.P.4.4	Justification of Specifications
Not applicable

2.1.P.4.5	Excipients of Human or Animal Origin
No raw materials of human or animal origin are used. Refer to Appendix 3 for TSE certificate for sodium chloride BP.  

2.1.P.4.6	Novel Excipients
Not applicable




2.1.P.5	Control of Placebo Product
2.1.Q.5.1	Specification
	Test 
	Limit 

	1 
	Examination 
	Complies 

	2 
	pH 
	4.0-7.0 

	3 
	Identification of Sodium 
	Positive 

	4 
	Chloride (mmol/L) 
	146-162 

	5 
	Autoclave chart check 
	Performed by releasing officer according to the in-house procedure 

	6 
	Clean Chamber Cycle Check 
	Performed by releasing officer according to the in-house procedure 

	7 
	Depyrogenation Oven Cycle Check 
	Performed by releasing officer according to the in-house procedure 

	8 
	Sterility Test 
	Compliant with BP Sterility Test 

	9 
	Limulus Amebocyte Lysate Product 
	Performed by releasing officer according to the in-house procedure 

	10 
	Bioburden
	Performed by releasing officer according to the in-house procedure 

	11 
	Settle Plates 
	Performed by releasing officer according to the in-house procedure 

	12 
	Filter integrity test 
	Performed by releasing officer according to the in-house procedure 

	13 
	Particle Counts 
	10 μm ≤ 25/mL 
25 μm ≤ 3/mL 

	14
	Bacterial endotoxins
	<0.25 IU per mL

	15
	Extractable volume
	2 – 2.2 mL



2.1.P.5.2	Analytical Procedures
	Test 
	Procedures 

	1 
	Examination 
	A clear, colourless solution free from particulate contamination. 

	2 
	pH 
	Follow the general procedure for use of the pH meter. 

	3 
	Presence of Sodium 
	Clean a Platinum wire by dipping in Conc HCl and burning in a Bunsen flame until the flame shows no change in the blue colour. Dip the Platinum wire into the sample and introduce into the ‘blue’ Bunsen burner flame. The flame turns a bright yellow. 

	4 
	Chloride 
	Follow the general procedure for use of the Chloride meter. 



2.1.P.5.3	Validation of analytical procedures
Not applicable

2.1.P.5.4	Batch analyses
Once the manufacture of the placebo is completed and the placebo is released, data will be added to the updated version of the simplified IMPD. 

2.1.P.7	Container Closure System
	2mL clear glass type I ampoules.

2.1.P.8	Stability	
Stored at ambient temperature (15⁰C to 25⁰C) and protected from light in suitable external packaging. 

A 2-year shelf life of the placebo ampoules with evidence of acceptability of longer shelf life (3 years) available in the literature for this well characterised product when stored at 15-25°C. 

The sodium chloride 0.9% Injection is manufactured by Huddersfield Pharmacy Specials (HPS). This type of product (simple elemental salt solution) is deemed low risk compared with organic active pharmaceutical ingredient salt solutions, which can undergo degradation through heat, hydrolysis, oxidation and photodegradation, and therefore deemed high risk. 

HPS sodium chloride solutions are sterilised by heating with moist heat to 121⁰C for 15 minutes. The container is a sealed unit and undergoes sterilisation in a validated sterilisation cycle in an autoclave. The sodium chloride does not chemically degrade into any other substance but remains as a solution of sodium and chloride ions in aqueous solution. It is stable in aqueous  solution as determined by chemical assay. 

A sterility test is performed on the product to confirm that it has been sterilised and passed the sterility test. No further microbiological testing is done at the end of the shelf life. 

3	PACKAGING 
3.1	Manufacturer
Labelling and packaging of IMPs into blinded kits will be carried out by:
Sharp Clinical Services (UK) Limited
Unit 28
Heads of the Valley Industrial Estate
Rhymney
Tredegar
NP22 5RL
United Kingdom 
Manufacturing authorisation number: MIA (IMP) 10284 (Appendix 4)

3.2	Kit configuration
Three different blinded kits will be package as follows:
	
	Intervention group

	
	Control
	0.25 micrograms/kg/hr
	0.5 micrograms/kg/hr

	Kit presentation
	7 pairs of 2mL ampoules
(Total = 14 ampoules)
	7 pairs of 2mL ampoules
(Total = 14 ampoules)
	7 pairs of 2mL ampoules
(Total = 14 ampoules)

	Ampoule pair presentation
	2 x placebo
	1 x active
1 x placebo
	2 x active



3.3	Stability
An appropriate shelf-life will be assigned to the IMP kits based on the shortest shelf-life of either the active or placebo ampoules.

4	HISTORY OF CHANGES

	Version
	Changes

	1.1
	Limits for bacterial endotoxin and extractable volume have been added to the placebo specification
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APPENDIX 1 

SmPC - Dexmedetomidine 100 micrograms/ml concentrate for solution for infusion































APPENDIX 2 

MIA(IMP) Licence - Calderdale and Huddersfield NHS Foundation Trust 




APPENDIX 3

TSE certificate for Sodium Chloride Powder BP




APPENDIX 4 

MIA(IMP) Licence - Sharp Clinical Services (UK) Limited
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