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Outline
 “Poor man’s methadone”

Mega rich man’s “analgesic”



“Poor man’s methadone”



Loperamide
 Normal dose (12-16mg / day)

- peripheral mu agonist 

- poor absorption (oral bioavailability 0.3%)

- poor penetration blood brain barrier (P-glycoprotein efflux transporter)

 Supratherapeutic doses (70-800mg / day)

- central mu agonist

- greater absorption

- greater penetration blood brain barrier (P-glycoprotein efflux transporter “overwhelmed”)



Loperamide
 Researched Abuse, Diversion and Addiction Related Surveillance (RADARS) survey

 Cross-sectional on line survey (2017)

 United Kingdom, United States of America

Webb et al, 2020



Loperamide
 UK  

- 10,019 completed surveys

- 28.5% lifetime use of loperamide

- 0.66% lifetime non-medical use of 
loperamide

- younger age group

- students

- North of England

- problematic drug users

 USA

- 30,010 completed surveys

- 33.7% lifetime use of loperamide

- 5.19% lifetime non-medical use of 
loperamide

- older age group

- South of USA



Loperamide
 Reasons for non-medical use of loperamide (UK)

- “For enjoyment / to get high” : 25.4%
- “To come down” : 29.3%
- “To prevent or treat withdrawal symptoms” : 22.5%

 Routes of non medical use of loperamide (UK)
- Transmucosal : 33.0%
- Intranasal / intrapulmonary (inhaled) : 22.6%
- Intravenous : 21.9%
- Other (non oral) : 13.3%



Loperamide
 “There have been reports of cardiac events including QT prolongation, torsades de pointes,
and cardiac arrest in patients who have taken high or very high doses of loperamide as a drug of
abuse or for self-treatment of opioid withdrawal.”

MHRA, 2017



Loperamide
 “Healthcare professionals are reminded that if symptoms of overdose occur, naloxone can be
given as an antidote”

 “Since the duration of action of loperamide is longer than that of naloxone (1–3 hours),
repeated treatment with naloxone might be indicated; patients should be monitored closely for
at least 48 hours to detect possible CNS depression”

MHRA, 2017



Mega rich man’s “analgesic”
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Gabapentinoids
What are the effects of gabapentin?

Gabapentin can produce feelings of relaxation,
calmness and euphoria. Some users have
reported that the ‘high’ from snorted
gabapentin can be similar to taking a
stimulant.

Gabapentin may also enhance the euphoric
effects of other drugs, like opiates, and is likely
to increase the risks when taken in this way.

What are the effects of pregabalin?

Pregabalin can produce feelings of euphoria,
relaxation and calmness. It can also
enhance/increase the euphoric effects of other
drugs, like opiates.



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”.

“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
Schedule 3 prescription:

 Detailed prescription

 Duration prescription - ≤ 30 days*

 Validity of prescription - 28 days

Schedule 3 drugs – buprenorphine, tramadol, midazolam, temazepam

(Schedule 5 drugs – morphine oral solution)



Gabapentinoids



Gabapentinoids
 Respiratory depression (G & P)

 Anaphylaxis (G & P)

 Drug Rash with Eosinophilia Systemic Symptoms / “DRESS” (G)

 Acute pancreatitis (G)

 Trauma (G & P; < 55 yr)

 Road traffic accidents (P; < 55yr)

 Suicide (P; < 55 yr)



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



Gabapentinoids and abuse / addiction
Bristol Drugs Project (2014-15):

 21 / 30 heroin addicts had used gabapentinoids

 Easy to obtain

 Pregabalin > gabapentin (usage / preference)

 Variable frequency

 Oral route

 300-1500 mg 

 £2 for 300 mg tablet



Gabapentinoids and abuse / addiction
Bristol Drugs Project (2014-15):

 Enhances effect of heroin

Might reduce usage of heroin

 Causes loss of control

 Causes blackouts

 Increased risk of overdose
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