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Terminology

 A product ‘licence’ is a marketing authorization

 Products in the UK are licenced by the MHRA

 The marketing authorization includes the product’s agreed terms of 

use ‘label’

 The ‘label’ is described in the SmPC



Terminology

 ‘Unlicenced’ refers to a product which does not have a 

marketing authorization for medicinal use in humans

 A ‘special’ is a medication that does not have a licence

but has been specially manufactured (by a 

manufacturer with a specials manufacturing licence) or 

imported to the order of a prescriber for the treatment 

of an individual patient 



Terminology

 ‘Off-licence’ means prescribing a medicine outside of the terms of 

the SmPC. This  includes:

 Indication

 Route of administration

 Age of the patient

 Dosage

 Duration of treatment 

 ‘off-label’ = ‘off-licence’!



Today…



Why do we prescribe off-label?

 Treatment with an approved drug has not been effective / 

satisfactory

 There is no approved drug for the condition / symptom

 The marketing authorization is unlikely to ever extend to a broader 

use despite there being evidence of benefit

 Clinical trials are considered more difficult in certain groups eg: 

palliative care, paediatrics, psychiatry





How common is off – label prescribing?

 Evidence suggests 14.5% - 35% 0f prescriptions in palliative care are off-
label

 A U.K survey estimated that up to 25% of all prescriptions for licensed 
drugs in palliative care are used for off licensed indications (or an off 
licensed route) [survey 2001]



How common is off – label prescribing?

 Italian survey of 53 inpatient units (507 patients) reported:

 4.5% all prescribed drugs were off-label for the stated indication

 85.4% of all sc injections were off-label 



Common medications

 Study of off-label medication in the IPU at MD Anderson Cancer 

Centre

 35% prescriptions (201 patients) were off-label

 11% of all off-label prescriptions had no literature support or were 

contraindicated



Common medications



How commonly do you prescribe 

or recommend ‘off-label’?

And in which

Situations?  



”Drug use beyond the licence
is both risky and Offers 
opportunites so requires 
special attention” Hagemann 2019



Opportunities

 Expands our ‘symptom 

management’ options 

when often limited first 

line treatments have not 

been effective



Opportunities

 Use established pharmacological principles and apply these to the 

management of symptoms  / complications



Opportunities

 Enables us to use the known side effects of some drugs to bring 

about benefit

 eg. codeine for diarrhoea, erythromycin for gastric stasis

 Gives options for different routes to suit patients’ needs / conditions

 eg. sc injections & CSCIs, eye drops po

 Can lead to therapeutic advances



Risks :  awareness

 Potential lack of awareness of HCPs that we are prescribing / 
recommending drugs off-label

 50% clinicians in one survey were able to correctly identify 
licensed drugs being used for off licensed use

 Lack of knowledge of policies / patient information in 
organisations

 Survey in Australia and NZ highlighted 89% palliative care 
physicians were not aware of a policy in their organisations

 Survey in UK highlighted 2% had a policy 



Risks 

What education is there surrounding off-label 

prescribing?



Risks : lack of evidence

 Prescribing strongly influenced by:

 Local practice

 Anecdote

 Expert opinion

 Other studies have suggested that up to 70% of off-label use has little 
or no scientific support (Remi et al 2019) 



Risks : off-label marketing 

 1993 - approved by the FDA for partial seizures

 2000 – approved for children over 3 years

 2002 – approved for post-herpetic neuralgia

 Limited evidence for use in other types of neuropathic pain or pain 
disorders



Risks : off-label marketing 

 1995 - 2004 sales increased from $98 million to $3 billion per 
year

 Being used to treat varying conditions

 By 2000 top selling anticonvulsant, ranked 17th for total expenditures 

among all drugs

 Gabapentinoid use more than tripled between 2002 – 2015

 2017 gabapentin ranked as 7th most commonly prescribed 

medication in the US



Risks : off-label marketing

 Extensive use due to off-label marketing

 Educational programmes

 Physician speakers

 Industry funded studies

 Publications used to promote off-label clinical uses

 By 2001 gabapentin had the greatest proportion of off-label use 

among 160 commonly prescribed drugs



Risks

 2004 – Warner-Lambert settled litigation for $430 million and 

admitted guilt in connection to charges that the company illegally 

promoted gabapentin for uses not approved by the FDA

 An estimated 95% of gabapentin prescribing was for off-label 

indications



What’s the 

evidence?

 Suggests we  need to be 

concerned about unscientific 

prescribing not necessarily off-

label prescribing



 First steps in developing a guide for preparing and consenting drug specific 
recommendations for off-label use in palliative care

 Six domains:

 Identification of relevant drugs

 Identification of relevant drug uses

 Identification and assessment of available evidence

 Formulation and presentation of therapy recommendations

 Consensus of therapy recommendations

 Updating



Risks : patient education / consent

 GMC 

 NMC



Patient education  / consent

 Online survey of prescribers within palliative care in the UK

 332 responses

 15% operated a policy on providing information to patients

 65% always make a clear record of the drugs prescribed

 Drs were better than nurses and pharmacists!

 Culshaw et al (2012)



Patient education / consent



Patient education / consent

 Important to understand the reason / rationale for the 

medication (especially when multiple uses for a drug)

 Important to clarify when a review of the medication 

should take place and by whom



Risks : AEs

 Risk of AEs increased by an estimate of 44% with drugs used off-label 

compared to ‘on-label’ (Kwon et al 2017)

 Risk increases even further when off-label  use is not supported by 

strong evidence



Risks : AEs

 46,000 patients received 150,00 new prescriptions for medicines (2005-2009)

 11.8% all new prescriptions (conservative estimate) were off-label

 Off-label use supported by strong evidence less than 20% of the time

 Those receiving off-label lacking strong evidence were 54% more likely to 
experience an ADE significant enough to warrant stopping



Suggestions for good 

practice

 Maintain an awareness of when / how frequently off 
label prescribing is happening and make this a key 
aspect of education for HCPs coming into the 
specialty

 Discuss with and inform patients (where possible) 
when prescribing off-licence. Provide PILs

 Ensure clear documentation regarding the aim / 
intention of the drugs being prescribed

 Ensure there is an agreed time period for reassessment 
/ follow-up 



Suggestions for 

good practice 

 Be aware of the 
evidence base for off-
label medications. 
Practice should be 
grounded in the best 
available evidence



Suggestions for good practice 

 Strategies for collecting data in relation to off-label prescribing should be 

developed. This could inform:

 Education

 The development of guidance  / policies

 Inform areas for future research 



Finally

 Prescribing off-label brings many opportunities to enable improved 

symptom management for our patients 

 There are risks involved the biggest probably being the lack of 

evidence in relation to some medications


