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Practical Procedure for Naltrexone Induction In Primary Care 





































Primary Care Policy for the Prescribing of Naltrexone (cont.)
Indications and background: Naltrexone is recommended by NICE (2007) as a treatment option in detoxified formerly opioid-dependent people who are highly motivated to remain abstinent. It is licensed as an adjunctive prophylactic therapy in the maintenance of abstinence in detoxified, formerly opioid-dependent patients. It is typically given for up to 12 months. It is a long acting oral opiate antagonist prescribed as one component of a structured aftercare plan following opiate detoxification. Naltrexone is normally given once daily and blocks opiate effects for up to 72 hours after consumption.  Naltrexone is a very safe drug with few adverse effects and has been prescribed for over 35 years in the UK to assist in relapse prevention from opiates.  The marketing licence for Opizone indicates that naltrexone can be initiated and continued by any ‘suitably qualified physician’ such as a GP who is confident to do so. Naltrexone blocks all opiate effects, and therefore if opiates such as heroin or methadone are used the patient experiences no effect (i.e. so unlike Antabuse it does not make patients ill if they use on top of it). However if naltrexone is taken by an individual who is still dependent on opiates, it precipitates uncomfortable or severe opiate withdrawal symptoms (Drug Misuse and Dependence – UK Guidelines on Clinical Management. DH 2007, pp. 59-60), which may last for up to 48 hours. 

Purpose of naltrexone: Most patients who relapse to opiates do so impulsively, and naltrexone means that impulsive relapse is not possible (as the effects of all opiates are blocked completely). It also acts as a safety net, protecting patients during their most vulnerable period when they are very stressed following detoxification, gives patients time to break their old bad ways of coping while building up their new (non-using) ones, proves their commitment to abstinence, allows family/relatives to engage positively in treatment, reduces craving for opiates and allows conditioned responses to drug cues to be extinguished.

Naltrexone’s effect on outcome: Naltrexone is an adjunct to maintaining opioid abstinence, and is neither a cure for the addiction nor for any of the underlying psychological problems. Naltrexone can significantly improve outcome in well selected patients, i.e. well motivated patients who require a helping hand to remain clean. However it has virtually no role in patients who do not want to remain abstinent or who are ambivalent about abstinence – although it can sometimes help such patients clarify their ambivalence, allowing them to decide in which direction they wish to proceed. Naltrexone even for short periods may be worth prescribing because it improves outcomes (by helping patients cope with the early recovery phase of the withdrawal process).
Factors improving abstinence outcomes:

· Strong aftercare plan which is implemented (counselling + psychosocial support + aftercare medication + self-help stress management techniques).

· Identified friend/relative to supervise the taking of the naltrexone (not a policing function) & provide support
· Good preparation for abstinence, including a proven ability to cope with stress and set backs.

· Rapid induction of naltrexone following abstinence (as soon as criteria for induction are met).

· Good support immediately after naltrexone induction (e.g. rapidly resolving query’s about side-effects).

The four main components of the structured aftercare plan: Patients are expected to engage with all 4 types of aftercare support below. If they do not wish to engage in a particular type of support, they need to make a good case for why they do not require it in their particular case (i.e. an ‘opt-out’ system).
· Pharmacological: Naltrexone oral medication (normal dose 50mg orally daily = 1 tablet).

· Psychological: Counselling (1 to 1 or group) designed to support the patient, maintain compliance with naltrexone (including helping them resolve any problems with it), promote relapse prevention strategies (e.g. ARA, BDP RAP or BOOST group) & promote the resolution of other life problems.  

· Social: Involvement of friends and relatives in the daily supervised consumption of naltrexone and the monitoring of the patient for relapse. Attendance at support groups before abstinence (e.g. NA/AA) or after abstinence (e.g. RAP, ARA, BOOST, NA/AA). Residential rehabs do not normally permit the use of naltrexone, but it can help to bridge any time gap between the detox and the rehab.

· Self-help for relaxation: Stress management strategies are vital post-detox e.g. exercise, acupuncture.

Criteria to be met prior to naltrexone induction in primary care: 

· By GP (or practice) The GP starting naltrexone must have the confidence to start naltrexone and have a drug liaison worker from a community drug service provider (e.g. BDP) who is already providing support for the patient through the Shared Care programme.

· By patient: Naltrexone is suitable for patients who have been opiate free as indicated by urine testing, which typically occurs when the patient is free from heroin and other short half-life opiates for 5-7 days, methadone 10-12 days, and buprenorphine 7 days (if stopping low dose buprenorphine (< 2mg), then 4 days abstinence from buprenorphine will be sufficient).

Liver function tests (LFT’s): 
· Rationale: Naltrexone induction should only take place in primary care when the LFT’s are normal or the ALT/AST is ≤ 3 times the upper limit of normal (and above these levels the patient should be referred to BSDAS for induction). LFTs are recommended as raised LFTs are not uncommon in opioid users, naltrexone is extensively metabolised by the liver, and raised LFTs have been reported in obese and elderly patients taking several times the standard dose of naltrexone. Recent evidence indicates that Naltrexone is rarely hepatotoxic, and almost certainly less hepatotoxic than buprenorphine. 

· On induction: LFT’s should ideally be performed prior to or soon after naltrexone induction by the GP. The risk-benefit ratio means that naltrexone can be started without a recent LFT’s being available (unless there are known severe liver problems), but LFT’s should be performed soon after induction if the patient agrees. If the patient refuses to have LFT’s, then naltrexone induction may still go ahead provided the risks are explained to the patient, the patient is not thought to be suffering from severe liver problems, the patient is made aware of the likely symptoms if liver problems were to develop, and the action the patient should take should these occur (and these details and discussion recorded in the medical notes). 
· Followup LFTs: Local recommendations on frequency of testing are that they should be repeated 3 monthly if the baseline LFTs are normal, and at monthly intervals if LFTs are 1-3  times the upper limit of normal. In clinical practice it is the responsibility of the GP to decide the appropriate frequency of LFT testing. 
Patient information: The patient should be provided with written and verbal information about naltrexone, and in particular the dangers of overdose on cessation of naltrexone or following the use of very high opiate doses (in an attempt to override the blocking effect of naltrexone). The patient should be provided with the PIL and Warning Card and furthermore advised to carry the Warning Card at all times (as treatment with naltrexone renders opiate analgesia ineffective for pain control in the event of emergencies e.g. dental pain, accident).

Service offered by community drug service provider (e.g. BDP):

· Only patients already in the Shared Care programme meet their criteria for support for naltrexone.
· Prepare patients psychologically for starting naltrexone prior to its induction (if time allows).

· Following naltrexone induction, see patients on up to 2 occasions, to promote engagement in aftercare.

Reasons for primary care to refer to secondary care:

· GP or practice does not have confidence to start naltrexone, even with advice from BSDAS.

· Patient not already in Shared Care in the practice.

· AST/ALT > 3 times the upper limit of normal.

· Advice required or other issues making the naltrexone induction complex or difficult to manage.

Service offered by secondary care (BSDAS):

· Provision of support and advice to primary care.

· A rapid assessment and induction service for patients referred by GPs specifically for naltrexone induction.

· Continue to prescribe naltrexone and provide regular counselling and support to patient’s who do not meet the criteria for treatment in primary care, e.g. AST/ALT > 3 times the upper limit of normal.

Drug service providers in Bristol that can help with relapse:

· Residential rehabs: Approx. 100 nationally including about 10 locally. These can be funded via Social Services who have assessors based at BSDAS for Bristol residents (Tel: 3784500) and at South Gloucestershire Drug Services for South Gloucestershire residents (Tel: 01454-868750).

· Prison rehab: Inmates Relapse Prevention Initiative (CARAT service at HMP Bristol, Tel: 3723145).
· Structured Day Care: ARA (Addiction Recovery Agency) Relapse Prevention Service (Tel: 9300282). 

· Counselling focused on relapse: BOOST and RAP (Relapse Avoidance Program) both provided by BDP (Bristol Drugs Project, Tel: 9876014), ARA (Addiction Recovery Agency, Tel: 9300282).
· Community drug service providers: BDP (Tel: 9871500), Salvation Army (Tel: 9552821), Community Action Around Alcohol and Drugs (CAAAD, Tel: 9042297), NILARRI (St Paul’s and Easton Drugs Awareness Group Tel: 9525742), Awaz Utaoh (Tel: 9354528), Streetwise (Tel: 3525160), NA (Tel: 9240084), AA (Tel: 9265520).
· Statutory sector: BSDAS for drugs (Tel: 3784500), BSDAS for alcohol (formally BASAS at The Robert Smith Unit Tel: 9735004), Avon Probation DRR Team (Tel: 9447200), CARAT Prison service (Tel: 3723145), Young People’s Drug Treatment Service (CAMHS Team Tel: 9285729).

· Others services providing support for families & accommodation: AAT (Accommodation & Addictions Team, support around accommodation needs, Tel: 9542950); Leaf (Knowle West Alcohol & Drug Service – KWADS, offering support mainly for families Tel: 9533870); Southmead Project (weekly parent carer support group for a family member with addiction, Tel: 9506022); HAWKS (Hartcliffe & Withywood Kick Start, support for parents & children with addictions, Tel: 9642859). 
 NALTREXONE INDUCTION IN SECONDARY CARE 
Following 
Referral for naltrexone induction

(from GP, BDP, other community drug service provider or from within BSDAS)


Rapid BSDAS assessment

(includes checking LFT’s done by GP and checking urine for opiates and methadone)

Agree aftercare plan

with all parties concerned

(GP, Patient, BSDAS, BDP or other community drug service provider)


Naltrexone induction

according to BSDAS protocols


Initial period
naltrexone prescribing and structured aftercare provided by BSDAS
until patient is stable on naltrexone (or for a maximum of 3 months)

Subsequent period
GP takes over naltrexone prescribing (maximum 12 months in total)
(or by BSDAS if LFT’s more than 3 times the upper limit of normal)

(
Psychosocial counselling provided by ARA or BDP (BOOST or RAP) 
or other community service provider

(or by BSDAS if the patient requires continuing specialist input)

 (
BSDAS continues to provide advice to the GP and the community drug service provider
NALTREXONE PREPARATION CHECKLIST
- THINGS FOR THE DLW TO COVER WITH THE CLIENT
CLIENT NAME: ……………………………………….
DATE: ………………………….

WORKER:
……………………………………….
Tick if discussed with client or considered 

Benefits of Naltrexone:
Naltrexone competitively binds to the opiate receptors in the brain to stop other opiates from doing so. Discuss with the client why they want to take Naltrexone, and identify the reasons they see it as particularly useful for them as an individual:  

· 
Help maintain opiate abstinence









    ___

· 
Prevents impulsive relapse (unplanned or spur of the moment use) 



    ___

· Blocks all effects of heroin, methadone and other opiates, so no point in using

___

· Acts as a type of protection/ or a safety net (‘shield’ or ‘body armour’) to protect them 


during the period of highest risk of lapse (period of protracted withdrawal syndrome) 
___

· Acts as a guarantee that they can’t relapse while on it




___

· Client knows there is no point in using even on a bad day




___

· Client recognises need for it, as tried & failed to remain abstinent without it

___

· Makes the client indestructible (like ‘body armour’)





___

· 
Means even over powering cravings won’t get them re-addicted 



    ___

· 
Reduces thoughts of and craving for opiates







    ___

· 
Reduces use of crack where opiates used to help come down from crack (snowballs) 
    ___

· 
Improves sleep












    ___

· 
Speeds up the return of their natural opiates (endorphins) to normal levels 


    ___

· Proves the client’s commitment to abstinence to themselves




___

· Demonstrates the client’s commitment to abstinence to others



___

· Gives the client time to break the habit of using in response to triggers


___

· Gives the client time to build up their ‘mental muscles’ and new ways of coping

___

· Other – please specify ……………………………………………………………………………

Length of prescribing of Naltrexone:
We recommend that naltrexone be given for 12 months normally. GP’s will often want to 

initiate and continue naltrexone. If not they should refer to BSDAS for initiation. The protocol 
states that BSDAS will prescribe it for up to the first 3 months and then the GP takes it over. 
It takes 6 to 12 months to firmly establish new (non-using) habits and ways of coping, so 
most people need naltrexone for 6 to 12 months. 






___

Risks - Naltrexone is a very safe drug, among the safest we prescribe, but risks include:-

a) Withdrawal Reaction - if there is still opiate in the body on induction:
· Withdrawal can be horribly unpleasant, but is not life threatening in normal healthy people.
___

· Can occur within 5 minutes of taking naltrexone and last up to 48 hours.


___

· Is typically characterised by a severe withdrawal reaction including severe D & V.

___

· Can be set off by small amounts of opiates in the body (e.g. due to taking pain tablets, but

      not due to opiates in food).








___

· May occur due to tramadol and buprenorphine which don’t show up on current urine tests      ___

· Antidiarrhoeal preparations containing peripheral acting opiates: loperamide (Imodium, 

      Diacalm, Diasorb, Diareze, Arret, Diocaps, Normaloe, Lodiar, LoperaGen) & diphenoxylate

      (Lomotil, Co-Phenotrope, Diarphen, Tropergen) may cause stomach upsets including D & V. ___

· If having a severe reaction, client may need lofexidine and if very unwell to go to A&E.
___

b) Potential Side effects of naltrexone:
· Most people tolerate Naltrexone well, and if they do get side effects, naltrexone may still

      reduce the risk of relapse and overdose. Some side-effects may be helped by halving the 
     dose (with the drug apparently remaining effective for at least 24 hours).


___

· When starting treatment stomach cramps and nausea may occur for the first few days.

___

· Headaches, drowsiness, dizziness, joint and muscle aches, and a feeling of needing 

to stretch sometimes occur and tend to improve over time.




___

· Effects from blocking the natural opiates (endorphins) are similar to those of protracted 

withdrawal symptoms (reduced appetite, energy, mood and lethargy). The natural opiates 


are suppressed by the use of heroin or other opiates, so naltrexone does not normally 

          cause additional problems.








___

· Possibility of raised liver function tests (esp. if Hep C positive or other liver pathology).
___

· Rare side effects include anxiety reactions (especially in those ambivalent about 

      remaining abstinent). 









___

c) Other potential problems:
· It is theoretically possible to overdose on opiates while on naltrexone by using very high

      amounts in an attempt to overcome the blockade from naltrexone.



___

· In case of accident or dental pain requiring strong analgesia this should be given in hospital

      and closely monitored.









___

· Drug related hepatitis may occur very rarely with symptoms of acute hepatitis (abdominal

      pain lasting more than a few days, pale faeces, dark urine, jaundice). Acute viral hepatitis is 

      however a likely cause for hepatitis symptoms in someone on naltrexone. 


___

· LFT’s which are done 3 monthly normally, but monthly or as appropriate if the AST/ALT                      is raised.

 









___

· If side effects occur, assess likelihood that these are indeed due to naltrexone – often clients 

attribute symptoms to the drug when they are in fact unrelated. If unclear whether definitely 

related or not, weigh the advantages and disadvantages of continuing the medication, and 

consider a trial of reduced dose of naltrexone (25mg daily which still provides effective 

blockade for 24 hours) or if absolutely necessary stopping the naltrexone completely. 

___

Naltrexone should not be used in clients:

· Who are poorly motivated to remain abstinent. 






___

· Currently withdrawing from opiates.







___

· Currently on an opioid medication for analgesia or a peripheral acting opiate for diarrhoea.
___

· Acute hepatitis or liver failure.








___

· Allergy to naltrexone or one of its constituents.






___

Caution should be used in prescribing Naltrexone to clients who:
· Have severe kidney or liver disease (naltrexone is metabolised extensively by the liver, &

      excreted mainly in the urine). If AST/ALT (LFT’s) > 3 times normal, refer to BSDAS.
___

· Are pregnant or breast feeding (ask about pregnancy in women of child bearing age).

___

Drug Interactions: 

The Cyctochrome P450 metabolism of naltrexone in the liver is unknown. No interactions have been reported with antidepressants or benzodiazepines.

· Opiates including tramadol & buprenorphine, and OTC opiates such as analgesics, cough                   (e.g. codeine) and diarrhoea preparations (e.g. codeine, loperamide, diphenoxylate)

___

· Antipsychotic drugs (side-effects of lethargy & sleepiness increased with thioridazine)
___

Naltrexone is most effective when taking it is witnessed or supervised by a responsible adult:

This is both to supervise the taking of the naltrexone, and to support the client themselves in

order that their treatment is more effective.  The responsibility should be with the person who is

taking the medication, who always has a choice not to take it if they don’t want to.

· Ask if there is a close friend/partner/relative who can act as a witness and supervisor?

___

· If not, who else can do this? Is supervised consumption from a chemist appropriate?

___

· Will 3 times a week dosing result in better compliance (100mg M. & W., 150mg on F.)? 
___

· Have you arranged to see the client together with their partner/friend/witness to talk through

      these issues?  Family work is important.







___



to


As proven by the ability to be on Naltrexone without experiencing withdrawal symptoms


Signed  by  ----------------------------------------------------------------------



Date

  ----------------------------------------------------------------------

Patient who wishes to start on naltrexone 


as part of their aftercare plan








Done





Ensure patient meets criteria to start naltrexone 


or plan to start naltrexone at a time when criteria are met 


(if still appropriate)





DLW develops an adequate aftercare plan with the patient prior to detox





Done





Yes





No





No





No





Does patient have an adequate aftercare plan that has been jointly developed with them?


(normally expect patients to access all 4 components of aftercare: a) 1 to 1 counselling; b) psychosocial support 


c) aftercare medications d) self-help stress reduction)





Yes





Is patient already in Shared Care with a drug liaison worker (DLW) in the surgery?








Yes





Are you a GP who DOESN’T HAVE


confidence in prescribing naltrexone 


(even with advice from BSDAS) 





Are you a GP who HAS 


confidence in prescribing naltrexone 


(seek advice from BSDAS if necessary)





Read the guidance below and if still uncertain, refer to secondary care to start naltrexone





Yes





Does the patient meet criteria to start naltrexone at this time?


Opioid (morphine & methadone) negative urine screen


No H/O recent use of tramadol, buprenorphine or other opioid (note: tramadol and buprenorphine are not detected by most drug screens)


LFT’s obtained or planned


Relative/partner/friend identified to supervise naltrexone if at all possible





Yes





No





Refer to secondary care (BSDAS) for naltrexone induction





Are AST/ALT (LFT’s) ≤ 3 times the upper limit of normal?


(do not delay induction if LFTs not obtained, as benefits usually outweigh risks, unless severe hepatic problems) 





Yes





BSDAS inducts naltrexone and organises aftercare 





Induct Naltrexone in Primary Care


(day 1: 25mg or ½ tablet, 50mg thereafter)





Patient unstable or AST/ALT > 3x upper limit 


of normal





Patient stable & aftercare organised





DLW offers a max. of 2 sessions to encourage patient to engage in aftercare & support 


 (e.g. ARA, RAP, BOOST)  





BSDAS continues to prescribe the naltrexone for up to 12 mths


and asks GP to perform LFT’s mthly or 3 mthly (wkly if AST/ALT > 5 x upper limit of normal)





GP to continue naltrexone for up to 12 mths


Weekly scripts initially ( 2 wkly ( mthly 


*GP to consider LFT’s every 3 months if normal baseline LFT’s, but monthly if AST/ALT 1-3x upper limit of normal








*The Naltrexone SPC states that “LFT’s should be carried out both before and during treatment” but doesn’t specify the frequency of testing. Local recommendations on frequency are specified above. In clinical practice it is the responsibility of the GP to decide the appropriate frequency of LFT testing.





Patient attends for Naltrexone induction in primary care








Check patient is fully informed about Naltrexone and the induction process including: 


Had the Naltrexone PIL or information booklet to read and understands how naltrexone works


Has sensible expectations about length of use of naltrexone (as long as helps them or up to 1 year)


Aware of risk of withdrawal symptoms on induction if opiates present in the body 


Aware of possible side-effects, including effect on liver, headaches, joint aches, initial mild GI effects etc 


Aware of loss of tolerance and risk of overdose if use opioids when they stop the naltrexone


Benefit of having someone supervise taking the naltrexone (so don’t forget to protect themselves)


Asked any questions they could wish about naltrexone








Yes





Identify supervisor for naltrexone if at all possible e.g. parent/partner/friend     


(evidence indicates improved compliance and therefore improved outcome with such supervision)





No





Has patient identified a responsible adult to supervise their taking of the naltrexone?       (supervisor promotes compliance by providing support and encouragement, rather than a policing function)








Done





Yes





Perform LFTs during naltrexone induction or soon afterwards


Naltrexone is extensively metabolised by the liver, but at normal therapeutic doses appears not to be hepatotoxic. Experience in alcoholics indicates it probably has less effect on hepatic function than buprenorphine 





No





Have LFTs been performed recently?


Ideally perform baseline LFTs before naltrexone induction. However if LFT results not available, do not delay naltrexone induction (as the potential benefit from naltrexone far outweighs the risks of not having it - except in those with known hepatic failure)











Done





Yes





Delay induction as patient unlikely to be able to provide an opiate negative urine


Ask patient to return when abstinent for the appropriate number of days. If patient nearly at time limit, can proceed to testing urine (as some patients clear the drugs faster than others). 





No





Has patient been abstinent from opioids for a suitable period of time?


i.e. Last use of heroin and other short half-life opiates 5-7 days ago, methadone 10-12 days ago, and buprenorphine 7 days ago (if stopping low dose buprenorphine (< 2mg), then 4 days abstinence from buprenorphine will be sufficient)








Done





Yes





If taken any other opioids, need to wait 7 days after last use


Withdrawal symptoms lasting up to 48 hours occur if opioids are present when naltrexone is first taken. Once naltrexone is in the body, opioid use causes no problems 





No





Ask patient if abstinent from all opioids including tramadol, buprenorphine & OTC preparations in last 1-2 weeks


(need to specifically ask about tramadol & buprenorphine as these are typically not tested for in most drug screens)








Done





Yes





No





If point of care test results not available


Some GPs will still proceed with induction after emphasising the risks of withdrawal or will await lab results. *Naloxone testing is not done in primary care





Urine tests negative for all opiates and methadone (& buprenorphine if tested for)


Ideally tested for by “point of care” (on the spot) tests at the time of induction of the naltrexone





Done





Ask patient about baseline level of withdrawal symptoms 


(No withdrawal symptoms are expected, but ask in case patient reports increased withdrawal following induction. If withdrawal occurs, continue naltrexone as planned and give symptomatic medications including lofexidine) 





Issue Naltrexone prescription for up to 7 days (or until next review)


with instructions to take Naltrexone 25 mg (½ tablet) orally day 1, then 50mg day 2 and thereafter 











Complete naltrexone induction process


Give Naltrexone warning card provided by manufacturers (and ask them to carry it on their person always) 


Give patient follow up appointment to review issues & side-effects (before Naltrexone prescription runs out)


Issue congratulations certificate for achieving opiate abstinence if absolutely sure that patient taking naltrexone 





*Note: There are two licenced brands of Naltrexone: The SPC for Opizone (Aug 2006) states that suitably qualified GPs can initiate naltrexone: “Opizone treatment should be initiated and supervised by suitable qualified physicians”, and also states that naloxone testing is not required if a urine drug screen result is available: “Patients suspected of using or being addicted to opioids must undergo a naloxone provocation test, unless it can be verified that the patient has not taken any opioids for 7-10 days (urine test) prior to the initiation of treatment with Opizone”.  In contrast the SPC for Nalorex (June 2008) recommends the use of naloxone on induction to test for the presence of opioid dependence and initiation should only be done in a drug treatment centre (i.e. by specialist services).
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