DRUGS OF DEPENDENCE WITHDRAWAL
Supporting information
This guideline has been prepared with reference to the following:

University College London Hospitals NHSFT. Managing opioid withdrawal for inpatients with
substance dependency. 2022

BAP updated guidelines: evidence-based guidelines for the pharmacological management of
substance abuse, harmful use, addiction and comorbidity: recommendations from BAP. 2012

https://www.bap.org.uk/pdfs/BAP _Guidelines-Addiction.pdf

Opiate withdrawal

On what evidence is the Short Opiate Withdrawal Scale based?

The scoring system is an adaptation of the Short Opiate Withdrawal Scale (SOWS) which was itself
developed (Gossop, 1990) from the longer, 32-item Opiate Withdrawal Scale (OWS) (Bradley, 1987).
The original checklist demonstrated criterion validity in that the scores were high during withdrawal
and returned to normal in the weeks following cessation of opiate use. Discriminative validity was
shown in that differentiation was possible between addicts in the withdrawal and post-withdrawal
phases. Agreement was also seen with the recorded observations of nursing staff (Bradley, 1987).
The abbreviated scale removed redundant items having a low loading score and/or overlapping with
other items with a higher score (Gossop, 1990).

Blinded, pooled data from two trials assessing the efficacy of lofexidine hydrochloride in reducing
withdrawal symptoms in patients undergoing opioid detoxification were used to evaluate the
quantitative psychometric properties and score interpretation of the SOWS-Gossop (Vernon, 2016).
The findings of this study indicate that the SOWS-Gossop included concepts that are relevant to
patients' experiences with opioid withdrawal and has excellent psychometric properties. The authors
concluded that the SOWS-Gossop is an appropriate, precise, and sensitive measure to evaluate the
symptoms of acute opioid withdrawal in research or clinical settings.
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Evidence Level: Il

The following drugs are appropriate for symptomatic use: promethazine (anti-emetic/sedative),
propranolol (for somatic anxiety), loperamide (for diarrhoea), hyoscine butylbromide (for
stomach cramps)?

No controlled trials have been identified on the use of promethazine in drug withdrawal. This agent
has been used for many years for its sedative and antiemetic properties (Erwin, 1957). A randomised,
controlled trial in 30 patients recovering from surgery and receiving patient-controlled analgesia
(Silverman, 1992) found that the group receiving promethazine along with morphine (n=15)
experienced significantly less nausea and vomiting than did controls (Median and mean (+/- SD)
symptom-therapy scores of 0 and 0.9 +/- 1.5 vs 2 and 2.4 +/- 1.7).

Only 1 controlled trial of propranolol in drug withdrawal was identified. A double-blind, placebo-
controlled trial in 108 cocaine dependent subjects (Kampman, 2001) found that the propranolol group
(n=52) had less severe withdrawal symptoms than did controls (n=56). The authors did, however,
warn that these results would need to be replicated in a larger trial. Other randomised studies in
alcohol withdrawal patients (Worner, 1994; Bailly, 1992) have found propranolol equal to diazepam in
reducing symptoms of anxiety.

No controlled trials of loperamide in drug withdrawal were identified. Loperamide has been shown to
be a safe and effective treatment for acute diarrhoea (Ericsson, 1990). A multicentre, double-blind
study in 213 patients, comparing loperamide, diphenoxylate, clioquinol plus phanquone, and placebo
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(Amery, 1975) found that loperamide had a more rapid onset of action than the other treatments, with
a complete absence of non-gastrointestinal side effects.

No controlled trials of hyoscine butylbromide in drug withdrawal were identified. In gastrointestinal
muscle spasm, Martindale (Sweetman, 2002) suggests 10-20mg orally, 3-4 times a day as an
alternative to im or IV administration, despite also stating that the drug is poorly absorbed from the
gastrointestinal tract.
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Methadone mixture is the preferred drug (and administration route) for use in opiate
withdrawal?

The first clinical trial of oral methadone was conducted nearly 60 years ago (Dole, 1965). 22 patients
previously dependent upon heroin were started on 10-20 mg of oral methadone, twice daily, rising
over a 4-week period to a stabilisation dose of 50-150 mg per day. Patients were then discharged and
maintained on a single daily dose. All patients were able to return to normal life.

A later trial established that the optimum dose was 40 —50 mg, once daily (Strain, 1999), although
there is evidence that only doses as high as 120 mg completely block the effects of heroin as well as
suppressing withdrawal symptoms (Donny, 2002).

Methadone is of equal potency to morphine if given as a subcutaneous injection but approximately
half as potent if administered orally (Martin, 1973). Its slow onset of action blunts the euphoric effect,
making it unattractive as a principal drug of abuse (Anon, 1998).

An updated Cochrane review of 23 RCTs in a total of 2,467 subjects (Amato,2013) concluded that
compared to any other pharmacological treatment, tapered oral methadone showed no clinical
difference, and was superior to placebo, in reducing symptoms of opiate withdrawal.
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Sedative withdrawal

Once symptoms are controlled, a long-acting benzodiazepine (chlordiazepoxide or diazepam)
should be given in the doses indicated?

Long-acting benzodiazepines are used in sedative withdrawal, as short-acting benzodiazepines such
as lorazepam do not allow for a smooth decline in blood and tissue concentrations of the drug
(Kosten, 2003; Ashton, 2002). Diazepam has a half-life of up to 200 hours, which means that the
blood level for each dose falls by only half in about 8.3 days, and chlordiazepoxide is similar,
converting to a diazepam metabolite in the body (Ashton, 2002). The equivalent dosages in the table
agree with Table 1 in the “Ashton Manual” (Ashton, 2002).

Ashton CH. Benzodiazepines: how they work and how to withdraw (aka The Ashton Manual). Revised August
2002.
http://www.benzo.org.uk/manual/bzcha01.htm

Kosten TR, O’Connor PG. Management of drug and alcohol withdrawal. N Engl J Med 2003;348:1786-95
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