Name of Trust / logo

Memo

To:


From:


Date: 
 

Re:
 Dexamethasone injection- care with differing strengths
Background
In April 2014, the marketing authorisation for the Organon dexamethasone 4mg/mL injection transferred to Aspen Pharma Trading Limited and the injection was reformulated, resulting in a different concentration (3.8mg/mL), storage conditions and presentation. The reformulated product was developed to harmonise the formulations of dexamethasone injections available from the company within the EU Market.1 From 01 October 2014, once all residual stock of the 4mg/mL injection is exhausted, there will be three preparations of dexamethasone injection on the UK market (see table).2-6
	
	Organon


	Aspen
	Hameln
	Hospira

	Dexamethasone base (on packaging)


	4.0mg/mL


	3.8mg/mL


	3.3mg/mL
	3.3mg/mL

	Volume equivalence to administer 4mg base


	1mL
	1.05mL 
	1.2mL
	1.2mL

	Dexamethasone sodium phosphate


	5.25mg/mL1
	5.0mg/mL


	4.3 mg/mL

	4.3 mg/mL


	Dexamethasone phosphate


	Not stated
	Not stated
	4.0mg/mL
	4.0mg/mL

	Propylene glycol content


	None
	None
	20mg/mL7

	None



	Sodium sulphite content
	None
	None
	None
	None in ampoule
0.07mg/mL contained in vial8

	Storage


	Store below 25°C
	Store in a refrigerator (2-8°C)
	Store below 25°C

	Store below 25°C


	Presentation and volume solution
	Glass ampoule (1mL)
	Glass vial (1mL)
	Glass ampoule (1 and 2mL)
	Glass ampoule(1mL) and glass vial (2mL)

	Shelf-life
	24 months


	24 months
	24 months
	28 months ampoule; 12 months vial


Implications for patient care and risk management

Trusts currently using the Organon product will have to switch to an alternative preparation once supplies are exhausted and will have a choice of three products. Users should be aware of the differences between these presentations of dexamethasone injection, such as storage conditions, excipients, shelf-life; and particularly the difference in strengths. 

Dosing
The dose of dexamethasone prescribed relates to dexamethasone base9 and familiarity with using 4mg/mL strength in practice may risk the inadvertent administration of only 1mL (instead of 1.2mL) of the Hameln or Hospira brands, and thus the potential to underdose patients by about 20%, whereas administration of 1mL of the Aspen product will result in a dose of 3.8mg, a 5% underdose. However, given the huge range of doses used in clinical practice, and the fact that subsequent doses tend to be adjusted to reflect clinical response, it is unlikely that this would have major clinical consequences. Nevertheless it is important to put in place measures to ensure that patients receive the intended dose prescribed.10 A decision needs to be taken as to whether the practice of prescribing 4mg doses of dexamethasone should be amended to reflect the doses delivered by the available products (i.e. 3.3mg or 3.8mg) or whether the volume of drug be prescribed to reflect a 4mg dose. Where there are guideline/protocols in place that recommend doses in multiples of 4mg, switching between products is a potential source of dosing error. The need to rewrite guidelines and protocols to recommend doses of the available preparations or to accept the risk of using a slightly different volume in place of 1mL of the original Organon product will need to be assessed.11
Excipients

· Propylene glycol
This is used as a co-solvent in parenteral and non-parenteral pharmaceutical formulations containing active substances that are not highly soluble in water. There has been concern about risk of toxicity in some patients who are not able to adequately metabolise and eliminate this excipient. A recent assessment by the CHMP on propylene glycol in medicinal products for children could not make a recommendation on a safe dose based on the current available data; and correlations between exposure, patient characteristics and reported adverse events had not been established.12 However, the amount of propylene glycol that a neonate is exposed to from the small dose of dexamethasone is probably not clinically significant. Specialists will need to assess this risk in at-risk patients groups.
· Sodium sulphite
This is a preservative and may rarely cause severe hypersensitivity reactions and bronchospasm. Preparations containing this excipient are contraindicated in patients with a known hypersensitivity to sulphites. Although the intrathecal route of administration of dexamethasone is not licensed, it should be noted that formulations containing sulphites (i.e. 2mL vial of dexamethasone) should not be used for intrathecal therapy due to the potential risk of neurotoxicity.6
References
1. Aspen Pharma Trading Ltd. Important UK product update information- reformulation of Organon’s dexamethasone 4mg/mL injection. Letter issued 18 September 2014
2. Merck Sharp & Dohme Limited. Dexamethasone 4.0mg/mL injection. SPC, date of revision, 29/05/14 
3. Hameln pharmaceuticals Ltd. Dexamethasone 3.3 mg/mL solution for injection. SPC, date of revision 15/02/2013
4. Hospira UK Ltd. Dexamethasone 3.3 mg/mL Solution for Injection (ampoule). SPC; date of revision, January 2013
5. Aspen Pharma Trading Ltd. Dexamethasone 3.8 mg/mL Solution for Injection. SPC; date of revision 18/06/10
6. Hospira UK Ltd. Dexamethasone 3.3 mg/mL Solution for Injection (vial). SPC; date of revision, January 2014
7. Hospira UK Ltd. Personal communication (08 October 2014)
8. Hameln pharmaceuticals Ltd. Personal communication (16 September 2014)
9. Medusa. Injectable Medicines guide. Dexamethasone. 12/09/2012 (accessed online 05 September 2014)
10. Guy’s and St Thomas’ NHS Foundation Trust. Memo: caution in use- dexamethasone injection (28 June 2010)
11. CMU. Memo- injectable dexamathasone preparations. Aug 2012
12. European Medicines Agency’s Committee for Medicinal Products for Human Use. Propylene glycol in medicinal products for children. Assessment report (20 March 2014)
Original document prepared by:

Guy’s and St Thomas’ NHS Foundation Trust Medicines Information Centre August 2012; updated: 26th September and 8th October 2014

Acknowledgement

· Virginia Aguado Lorenzo, Senior Pharmacist-Safety Injectable Medicines, Guy's and St Thomas' NHS Foundation Trust

· Steve Tomlin, Consultant Pharmacist-Children’s Services, Evelina London Children’s Hospital

Document modified by:

Name of individual at other centre using the product with modifications, centre, date

For all correspondence please contact:

Name of person at base hospital where memo is circulated (i.e. NOT the original author at Guy’s and St Thomas’ NHS Foundation Trust

Disclaimer: The content of some of this memo is based on consensus opinion from clinical practitioners. Users should bear this in mind in deciding whether to base their policy on this document. 
