Title: Lessons learnt from establishing an high dose opioid review clinic for people living with HIV

Practice Points
· People living with HIV (PLWH) suffer with significant chronic pain
· Up to a third of PLWH receive long term prescription opioids to manage chronic pain
· There are PLWH with highly complex physical and psychological needs who require an individualised approach to management of high dose opioids
· Creating a specialist multidisciplinary service for PLWH on high dose opioids has allowed an approach which is tailored to each patient – a framework, not a formula. 

Abstract
People living with HIV (PLWH) represent a unique ageing population, living with a chronic condition associated with significant pain.  A number take high dose, long term opioids to manage moderate to severe chronic pain, presenting specific risks.  This article highlights the size and impact of this problem and outlines the service objectives and set up of a specialist clinic to manage PLWH on high dose opioids, alongside its successes and learning points.
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Article
Introduction

Before the widespread availability of combination antiretroviral therapy (cART) the focus of care for people living with HIV (PLWH) was to alleviating suffering.  The disease process was terminal, often involving a prolonged symptomatic illness, including significant pain, resulting in death.  Historically pain management pre-cART, focused on a palliative care approach where the goal was comfort and symptom relief. Here an opioid focused strategy based on short term symptom relief was appropriate, due to the anticipated short length of treatment, and was based on the success in the palliative setting of end of life care. However HIV management has evolved.  Advancements in antiretroviral therapies and overall early detection and treatment, especially in high income countries, has meant HIV now represents a chronic illness state [1].  As such, survival of individuals beyond 50 years age is becoming commonplace and PLWH represent their own unique ageing population [2]. PLWH, as with other chronic disease populations, represent a cohort of individuals that live with a condition associated with unpleasant symptoms, including significant pain. 

The prevalence of chronic pain in PLWH varies between 34% and 83% depending on whether the evidence considers point prevalence or longitudinal assessment [3]–[7].  Pain is often of moderate to severe intensity, impacting on both physical function and quality of life [3], [7].  Chronic pain in PLWH has multiple potential causes.  Painful sensory neuropathies occur in up to 40% of PLWH and can be a consequence of specific older antiretroviral therapies and / or the direct result of the HIV virus on the peripheral nervous system or opportunistic infections such as varicella zoster secondary to HIV immunosuppression [8], [9].  Chronic pain can develop due to associated malignancy and there is increasing evidence that musculoskeletal pain is common in PLWH.  The pain experienced is often widespread and found in multiple body locations [3], [10]–[12].  In general, chronic pain prevalence increases with age, and therefore with the age of PLWH increasing this will further add to the numbers experiencing chronic pain [13].  This may mean the pain experienced by PLWH changes in cause over time to include not only HIV specific pain states but also common non-HIV related conditions such as degenerative joint disease and other pain generators common in ageing populations.  This additional pain burden means pain in PLWH represents a complex mix of pain pathologies which will require approaches involving all chronic pain management strategies utilised in the chronic pain setting.

Opioid use for chronic pain and risks in PLWH

Use of opioids in the general population has increased over the last 20 years.  This has gained both medical and media attention most notably from their use within the United States.  In 2015 nearly 92 million people (37.8% of the population of the USA) were prescribed an opioid.  Of these at least 2% reported a misuse of prescription opioids and over two thirds of these identified the cause of misuse to be relief of physical pain [14].  Furthermore the risk of overdose from prescription opioids has increased over the last 15 years [15].  It is clear there is a worrying increase within the general population of the use of a prescription drug, commonly used for pain management, which is associated with misuse and risk of overdose.

Depending on the study population, anywhere up to 30% of PLWH are receiving long term prescription opioids [16], [17], at a higher prevalence than individuals without HIV [18], [19].  Increasing age is associated with an increased use of long term prescription opioids in PLWH, possibly related to the ageing of this population. PLWH continue to report moderate to severe pain intensity whilst on long term opioid therapy suggesting it may not be an effective form of pain management [16]–[18].  Factors suggesting high-risk opioid use include a high dose, with a morphine milligram equivalents (MME) daily dose of either >100mg or >120mg (depending on study outcome parameters); or use of multiple opioid prescribers; or overlapping opioid prescriptions or early opioid prescription refills. High-risk opioid use is present in up to a third of PLWH on long term opioid therapy [20].  PLWH are more likely to be on a higher MME daily dose than individuals prescribed opioids without HIV, and also be on a high risk (>100mg MME) daily dose [17], [19].  This may reflect clinicians utilising more palliative care based paradigms for pain management in PLWH or perhaps a lower threshold for prescribing opioids for chronic pain in this population.  

Long term opioid use in PLWH is a cause of major concern, and specific risks are pertinent to this population. High dose opioids can impact on the endocrine system leading to hypogonadism and bone demineralisation [21], and can have immunomodulating effects [22].  These present specific additional burdens to the ageing PLWH population [23].  Accounting for comorbidities and other confounding factors, long term opioid therapy in PLWH is associated with increased mortality [16], [24].  It is recognised that the use of high MME daily doses in chronic pain patients is associated with increased risk of opioid overdose [25], [26], and PLWH are more likely to be on high MME daily doses of opioids. Moreover risk factors for developing major opioid related adverse events include alcohol and substance use disorders [27], which are more common in PLWH (28).   Finally PLWH receiving opioid therapy are more likely to be concurrently prescribed sedatives compared with those without HIV [28], occurring in up to a third of PLWH on chronic opioid therapy [16].   Co-prescription of long term benzodiazepines and opioids is associated with a higher risk of death in the general population [25] and in PLWH [16], [24].  Coadministration of sedatives with opioids represents an increased risk to PLWH in light of the overall prevalence of polypharmacy in this population alongside altered drug metabolism and higher rates of mental health and substance use disorders [29].  

PLWH have an increased prevalence of psychological disorders, influenced by potential stigma associated with their diagnosis, potentially have limited social support and live with the overall health burden of living with HIV [30], [31].  Not only do PLWH have higher rates of anxiety and depressive disorders [27], but within this population major depression, panic disorder and pain often co-occur [32].  Therefore there is not only an inherent risk of long term opioid therapy but also a further vulnerability from access to medications that that could easily be accidentally or intentionally overdosed.

This therefore poses a clinical problem.  PLWH are likely to experience chronic pain and receive long term opioid therapy as part of their pain management, yet this represents specific risks.  There is a danger that a reactionary approach to pain management in PLWH would take us back 25 years to pain in PLWH being undertreated [33], especially with HIV clinicians not being well resourced to manage pain [34]. However a balance needs to be struck between ensuring lack of suffering and strong opioid use. There is some evidence that opioid reduction where risks outweigh benefits can be achieved with positive impacts on pain, function and quality of life [35]. 

Setting up a specialist service to manage PLWH on high dose opioids

Chelsea and Westminster Foundation NHS Trust has one of the largest specialist HIV centres in Europe, providing care for PLWH for over 25 years.  In light of increased medical literature on risks associated with opioid use in both the general population and specifically PLWH, and a “near miss” incident involving an accidental opioid overdose in a patient on high dose opioid therapy, the palliative care and pain clinicians running the HIV symptom control service decided to set up a specific clinic to support PLWH on high dose opioid prescriptions.  The main aim of this service was to manage the risk of these prescriptions, by multi-professional specialist review and where appropriate to agree an opioid dose reduction plan.   This was supported by the hospital trust who agreed to its financing in view of the risks identified.

It was important to set out clear objectives for the clinic (see Table 1) and identify key personnel to be present.  The rationale of the clinic was to review the prescription in terms of appropriateness, efficacy and any red flags.  The guidance followed was initially that of the British Pain Society [36] and subsequently the 2017 Clinical Practice Guidelines for the management of PLWH with chronic pain from The Infectious Disease Society of America and HIV Medicine Association [37]. 

The objectives focused decisions on which healthcare professionals should be present for the clinic, and how appointments should be constructed.  The high dose opioid clinic for PLWH evolved from a more general HIV symptom control clinic, that supports PLWH manage a range of distressing symptoms, including pain, that are associated with their illness. This was run jointly by a palliative care clinician who had a longer relationship with many of the PLWH, and a pain consultant, who brought the expertise in management of pain based pharmacology and therapies. The risks associated with concurrent mental health issues, and also the complexity of managing substance use and withdrawal, meant a psychiatrist with specialist experience in addiction management was an essential member of the clinic team.  It was agreed that initial appointments should take place with all clinicians present throughout the consultation to ensure all aims of the service were explored during the appointment and allowing dynamic discussions between the clinicians, patient and caregiver, if present, to ensure a consensus decision was being made on management. Clinics are held monthly with hour long consultations for new patients and half hour for follow ups. Frequency and type of follow up was determined by individually need with some patients returning to the joint clinic and others being referred to other specialists. 

The rationale for each objective of the service (see Table 1) is described in more detail below.

a) Confirm the pain diagnosis
The pain diagnosis was sometimes obscure or revealed the presence of multiple different pains. This was an opportunity to understand the reasons why the opioids had been started and continued and review how appropriate this was. In some cases the prescription predated investigations and alternative treatments could now be offered.  It was important to determine if any of the pain experienced was neuropathic and whether this had been formally diagnosed as HIV associated neuropathic pain or neuropathic pain from other causes such as diabetes or post herpetic neuralgia.  Other causes for chronic pain including musculoskeletal changes, arthropathies and chronic widespread pain conditions were explored and further investigations organised to aid diagnosis if required.  If pain had continued despite high dose opioid therapy it was important to acknowledge that whilst increased opioid requirements could represent tolerance, PLWH are at risk of new pathologies generating pain related or unrelated to their HIV status and therefore these should be investigated and excluded [37].

b) Establish the opioid being prescribed, its current dose and MME
When patients attended their appointment there could have been changes made to their opioid prescriptions in the community. These could represent an escalation or decrease in dose, or change to another opioid preparation or agent.  Therefore it was essential to commence each appointment establishing an up to date picture of opioid use.

c) Determine what other pharmacological and non-pharmacological pain management strategies were being used, including benzodiazepines
In additional to establishing up to date opioid usage, additional medications were reviewed to ensure other analgesic options were maximised, to assess for drug interactions and adverse events and assess for other medication risks, especially associated with concurrent benzodiazepine prescribing.

d) Explore individual risks to opioid therapy and presence of red flags
This would include the presence of mental health issues including suicide attempts and suicidal ideation, social support, substance misuse in the present or past, and in household members, early refills of prescriptions or doctor shopping, or unsupervised increases in opioid doses. 

e) Inform patients of our concerns from evolving evidence about the lack of efficacy and risks to them of high dose opioid therapy
PLWH may not have heard before that opioids may not be the answer for their long term pain. They may also be unaware that there are significant risks associated with long term use including adverse effects, overdose and addiction.  This information could influence their choice to continue taking them. This felt like the most difficult aspect of the intervention but was probably the most powerful. Indeed seven people reduced or stopped their high dose opioids after a conversation in the general outpatient clinic.  

f) Work in partnership with the patients to develop a reduction strategy for opioid use
The most important step was a commitment from the individual to this course of action. A clear, achievable reduction plan was agreed by all parties. Occasionally we uncovered a mental health problem which required management prior to embarking on the opioid reduction strategy. Discussing opioid reduction led to questions about what else we could offer for pain management.

g) Link patients into other pain management services including specialist interventions and therapies based treatments 
There is very little disease specific evidence for pain management in PLWH and so treatment would follow standards for pain management in the population generally. Opioids are not recommended for PLWH with chronic pain, of nociceptive or neuropathic origin [37].   First line agents for neuropathic pain are based on general neuropathic pain guidelines [38] with the addition of access to 8% topical capsaicin treatment.  Patients previously not referred to the hospital chronic pain service could therefore be directly linked to commence topical capsaicin therapy.  Furthermore the clinic allowed access to more therapies based treatments such as the hospital’s Pain Management Program (PMP).   PMP focusing on cognitive models have shown promising results in chronic pain management for PLWH and therefore it was felt their utilisation in this population could be helpful [39], [40].

h) Supervise opioid reduction in a safe setting where appropriate
For those patients where opioid reduction was agreed, a tailored plan was made for follow up to support a slow reduction of opioids with close monitoring. The aim was to avoid withdrawal and minimise the potential impact dose reduction may have on psychological and psychiatric comorbidities.

Interim results

Hospital pharmacy and clinical records were  reviewed for the previous 5 year period to identify all patients prescribed high dose opioid therapy, defined as a >120mg MME daily dose.  An initial list of 54 PLWH on high dose opioids was created.  Further in-depth review of patient records highlighted that 15 had already reduced their opioid usage to <120mg MME daily dose and 3 had died from non-opioid related illnesses.  The remaining 36 individuals were approached at their subsequent symptom review clinic appointments to discuss attendance to the clinic. These discussions introduced the rationale for the clinic and its objectives, including the concerns about long term high dose opioid prescriptions. Seven PLWH reduced their opioid usage to <120mg MME daily dose or stopped opioids as a consequence of these initial discussions and therefore did not need to be invited to the clinic.  Four were no longer in contact with the hospital and were discharged back to their GP or local pain service. Only one refused to engage with the HIV opioid clinic. In the latter cases the potential risks associated with high dose opioids were highlighted to the prescriber.

The remaining 24 individuals are being stratified into high, medium or low risk from high dose opioid therapy based on the initial clinic assessment. Stratification is based on clarity of diagnosis, any concerns in terms of opioid prescription use, mental health comorbidities, documented risk or previous episodes of self harm and suicide risk and a historical or current use of recreational drugs.  Whilst stratification tools exist for evaluating risk associated with opioid use, none have been validated in in PLWH [37], and as highlighted this population represents a specific vulnerability to complications of chronic high dose opioid use.

The project objectives will be evaluated in a further years’ time and will include information about the risk stratification, progress against individual agreed action plans, summary of opioid adverse effects, numbers referred on to other services and feedback from the clinic patients themselves about the clinic. 


Successes at 1 year

There have been successes associated with the first year of running this service.  We feel this is to a large degree because the senior clinicians representing pain control and addiction psychiatry have been able to adapt their approach for individual patients. The clinic represents a framework for assessing and managing risk rather than a formula. 

Only one individual has refused to engage with the clinic at all. This level of engagement in the service has been encouraging.  The clinic has allowed risk in each patient to be evaluated individually rather than just by evaluating medical records.  Additionally it has allowed information regarding high dose opioid use to be communicated directly with the patient face to face.  

The clinician mix is felt to encompass a comprehensive set of skills essential to this specific population.  The inclusion of an addiction psychiatrist has been identified as a benefit by others setting up a similar service in a general population [41]. We have been able to clarify the pain diagnosis which has enabled appropriate investigations and onward referral in some cases. The initial joint consultation has uncovered significant past and present psychological and psychiatric morbidity with onward referrals for support and treatment. We have not identified any patient with new substance use disorder requiring referral but we have engaged with drug dependency services where they are already involved. Furthermore the mix of symptom control, pain management and addiction experience has ensured that problems such as potential withdrawal, new mental health issues, and new symptoms can be reviewed in detail and managed appropriately. There was an unexpectedly high disclosure of psychological distress and psychiatric disorders. The absence of verified screening tools seemed to allow for more open disclosure of distress. This was generally linked to living for many years with chronic health issues. Loss of significant others, isolation and health impact on activities of daily living were the key themes identified.  


For those patients where opioid reduction is considered the aim, this has been a collaborative decision made by the clinicians and the patient. 
Our experience is that, although initially anxious about discussing opioid reduction, once patients are convinced by the messages that opioids may not be helping their long term pain and may in fact be causing harms, they are anxious to reduce their dose. In general the response to opioid reduction was predominantly a positive experience for patients. We have recommended extremely slow reductions with review of the pain at intervals and have found that when successful it has been possible to wean off high dose opioids with an improvement in function and no escalation in pain consistent with other reports [35]. Most patients felt better in terms of cognitive clarity. Those who experienced opioid withdrawal symptoms had generally reduced their doses faster than recommended despite the rationale for this strategy being explained at their clinic appointment. 

Seven patients reduced or discontinued high dose opioids after an initial discussion about the aims of the clinic, but before they had been invited to it. Twenty two out of twenty four patients have attended initial reviews and are in follow up appointments with one third (eight) actively trying to reduce their opioid dose.   

Relationships have been built upon not only with patients, but also their GP practices, community mental health teams and the hospital chronic pain team, to ensure appropriate support and monitoring is in place for opioid reduction, alongside highlighting and enabling access to other management options.  

Lessons learnt

There are some lessons learnt in the first year of running the clinic. The complexity of managing chronic pain in PLWH has highlighted the challenges of managing this in isolation, especially in primary care.  

The model we have used is resource intensive for clinicians. It also needs significant time for patients to consider changing their opioid dose if that is the appropriate outcome. 

Initially the clinic used urine testing to evaluate the use of recreational drugs, as this was identified as a potential additional risk for patients.  This was surprisingly well received by all patients.  However after 6 months of their use with no positive or unexpected results, and at a cost of around £5 per test it was felt this represented an unnecessary cost so this was discontinued.  Whilst the 2017 guidelines for management of chronic pain in PLWH do advocate the use of urine tests, they do stress they should not be used in isolation and acknowledge the limitations of these related to differential diagnosis of positive results and test indications [37].  Furthermore there is no evidence urine drug screening, pill counting or drug monitoring programs identify aberrant drug use [42]. In our cohort, there was no self-reported evidence of patients switching to other opioids, prescribed or bought. Urine drug testing would not have helped to corroborate this, unless sent to a hospital laboratory. The added cost of drug testing in the laboratory was not seen as adding value to the assessment especially in light of initial negative urine testing, however this could be considered as an additional test should there be suspicion that individuals were switching to other sources of opioids. 

Opioid overdose was not a characteristic of the patients encountered in the clinic to date, although this represents a significant risk to PLWH on high dose opioids. Naloxone prescription would be a consideration for the future for patients receiving opioids for pain management although at present this is not specifically funded by the NHS. Our patients were often isolated and without a significant other who could administer naloxone if needed. 

Finally the clinic runs without the direct involvement of a pain psychologist, and whilst our population that have so far been referred for PMP from the clinic have been appropriate for generic PMP programs, PLWH may require a more specialised program to address unique needs.  Currently however the evidence base regarding applications of PMP in PLWH is growing and with time this can be used to shape further services.

Future perspectives

Currently the clinic is meeting its objectives and is continuing to support 22 PLWH to reduce their high-risk high-dose opioids.  The service is now considering PLWH identified from the HIV symptom control clinic who are on <120mg MME daily dose, but who represent potential risks also.  Currently 14 additional patients have been identified and are being invited to attend.  Specific areas for development include expanding the appointments to PLWH who are co-prescribed benzodiazepines and opioids, as they represent a further at risk population who may require specialist interventions also.  Whilst the funding and support for this service came from highlighting the unique risks associated with high dose opioid therapy in PLWH, the model itself is transferrable to other groups of patients on high dose opioids.  
Finally the aim of opioid dose reduction needs to be grounded in the knowledge that this is about discontinuing drugs that present significant risk, and have no evidence supporting their long term use in chronic pain in PLWH.  The focus should be on ensuring chronic pain is appropriately diagnosed and adequately managed with evidence based therapies.  Whilst concern regarding overprescribing of opioids, their misuse and the “opioid epidemic” is well placed, as clinicians we need to guard against a swing too far in the other direction, back to the mid 1990’s where fear of opioid addiction and misuse led to inadequacy of pain relief in PLWH and subsequent unnecessary suffering [33].
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