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IASP terminology

❖ Nociceptive pain – “pain that arises from actual or threatened

damage to non-neural tissue and is due to the activation of
nociceptors”.

❖ Neuropathic pain – “pain caused by a lesion or disease of the

somatosensory nervous system”.



IASP terminology

❖ Nociceptive pain – “pain that arises from actual or threatened

damage to non-neural tissue and is due to the activation of
nociceptors”.

❖ Neuropathic pain – “pain caused by a lesion or disease of the

somatosensory nervous system”.

❖ Nociplastic pain – “pain that arises from altered nociception despite
no clear evidence of actual or threatened tissue damage causing

the activation of peripheral nociceptors or evidence for disease or

lesion of the somatosensory system causing the pain”.



IASP terminology

Nociplastic pain:

❖ Fibromyalgia

❖ Complex regional pain syndrome (type 1)

❖ Non-specific chronic low-back pain

❖ Irritable bowel syndrome

❖ Bladder pain syndrome



Gabapentinoids



Gabapentinoids

“Professionals prescribing pregabalin and gabapentin

should be aware not only of the potential benefits of these

drugs to patients, but also that the drugs can lead to

dependence and may be misused or diverted”.



Gabapentinoids

“Less harmful, alternative drugs can often be first-line

treatments for the indicated conditions for which

pregabalin and gabapentin are now used, and may be

tried preferentially in higher risk settings or in patients who

may be more likely to be harmed by the drugs”.



Gabapentinoids

April 2019:

❖ Class C controlled substance (Misuse of Drugs Act)

❖ Schedule 3 controlled drug (Misuse of Drugs Regulations)

❖ Exempt from “safe custody” regulations (Misuse of Drugs

– Safe Custody Regulations)



Gabapentinoids

Class of drug:

❖ “Legal framework” relating to manufacture, supply and possession

of drugs

❖ A – C (“heavy duty” to “Z” drugs)

Schedule of drug:

❖ “Practical framework” relating to manufacture, import / export,

supply, prescribing, record keeping and possession of drugs

❖ 1 – 5 (“really heavy duty” to low-dose IR morphine solution)



Gabapentinoids

Schedule 3 prescription:

❖ Indelible

❖ Signed by prescriber (EPS electronic signature)

❖ Dated by prescriber

❖ Address of prescriber

❖ Name of patient

❖ Address of patient



Gabapentinoids

Schedule 3 prescription:

❖ Drug formulation (e.g. tablet, liquid)

❖ Drug formulation strength (e.g. mg, mg / ml)

❖ Amount of drug formulation(s) - words and figures

❖ Dose of drug

❖ Frequency of drug



Gabapentinoids

Schedule 3 prescription:

❖ Duration prescription - ≤ 30 days*

❖ Validity of prescription - 28 days



Gabapentinoids



Gabapentinoids

❖ Respiratory depression

❖ Other effects of gabapentinoids (e.g. anaphylaxis –

G&P, DRESS - G, acute pancreatitis - G)

❖ Effects of other drugs / lifestyle



Respiratory depression

“Gabapentin has been associated with a rare risk of severe

respiratory depression even without concomitant opioid

medicines. Patients with compromised respiratory function,

respiratory or neurological disease, renal impairment,

concomitant use of central nervous system (CNS)

depressants, and elderly people might be at higher risk of

experiencing severe respiratory depression and dose

adjustment may be necessary in these patients”.

MHRA / CSM, 2017



Respiratory depression

“Patients who require concomitant treatment with opioids

should be carefully observed for signs of central nervous

system (CNS) depression, such as somnolence, sedation

and respiratory depression. Patients who use gabapentin

and morphine concomitantly may experience increases in

gabapentin concentrations. The dose of gabapentin or

opioids should be reduced appropriately”.

Neurontin SmPC, 2019 



Respiratory depression



Respiratory depression



Other risks

Molero Y, Larsson H, D’Onofrio BM et al. Associations

between gabapentinoids and suicidal behaviour,

unintentional overdoses, injuries, road traffic incidents, and

violent crime. BMJ 2019; 365: l2147.



Other risks

❖ Population-based cohort study (Sweden)

❖ 2006-2013

❖ National database - prescriptions

❖ Within individual analysis (on / off drugs)

❖ National database - deaths, crimes

❖ 191,973 patients (dispensed prescriptions)



Other risks



Other risks

❖ Drug effect - pregabalin (not gabapentin)

❖ Dose effect - higher doses 

❖ Age effect -15-24 yr (not > 55 yr)

❖ [? Cause and effect]



Deprescribing



Deprescribing

Indications:

❖ Poor efficacy

❖ Poor tolerability

❖ Non adherence

❖ (Polypharmacy)

❖ Risk of respiratory depression

❖ Risk of abuse / addiction



Deprescribing 

“In accordance with current clinical practice, if gabapentin has
to be discontinued it is recommended this should be done
gradually over a minimum of 1 week independent of the
indication”.

Neurontin SmPC, 2019 

“In accordance with current clinical practice, if pregabalin has
to be discontinued, it is recommended this should be done
gradually over a minimum of 1 week independent of the
indication”.

Lyrica SmPC, 2019



Deprescribing

“To avoid precipitating pain or seizures, withdraw

(gabapentin / pregabalin) gradually over several weeks”.

PCF 6th edition, 2017

Pregabalin: reduce the daily dose at a maximum of 50-

100mg/week.

Gabapentin: reduce the daily dose at a maximum rate of

300mg every four days.

PHE, 2014



Deprescribing

Mersfelder TL, Nichols WH. Gabapentin: abuse, depend-

ence, and withdrawal. Annals of Pharmacotherapy 2016;

50: 229-33.



Deprescribing

❖ Uncommon

❖ Abrupt cessation 

(Tapered cessation)



Deprescribing

❖ Onset 12 hr – 7 days (usually 24 – 48 hr)

Duration unknown (many days)

❖ > 50% “agitation”

Various other symptoms*





Deprescribing

❖ Re-prescribe gabapentin

❖ Benzodiazepines - no effect

Haloperidol - some effect





WHO Cancer Pain Guidelines



WHO Cancer Pain Guidelines

“The WHO analgesic ladder, introduced in 1986 and

disseminated worldwide, remains recognized as a useful

educational tool but not as a strict protocol for cancer

pain management”.



WHO Cancer Pain Guidelines

“Administration of analgesic medicine should be given ‘by

mouth’, ‘by the clock’, for the individual’ and with

‘attention to detail’”.


