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Access to opioids for patients with advanced disease
Abstract

Pain at the end of life is common in both malignant and non-malignant disease. It is
feared by patients, their families and carers, and professionals. Effective pain control
can be achieved for the majority of patients at the end of life using a multimodal
approach. Pharmacological management relies predominantly on strong opioids. In
spite of this, evidence suggests that under treatment of pain is common resulting in
unnecessary suffering. Multiple barriers to use of opioids have been identified.
Patient barriers include reluctance to report pain and to take analgesics. Professional
barriers include inadequate pain assessment and lack of specialist knowledge and
confidence in opioid therapy. Fear of side effects including respiratory depression
affects patients and professionals alike. The impact of the “opioid epidemic”, with
increasing prescribed and illicit opioid use around the world, has also led to
increasingly stringent regulation and concern about under prescribing in palliative
care. System barriers to use of opioids at the end of life result from limited opioid
availability in some countries and also inconsistent and limited access to palliative
care. Multiple interventions have been developed to address these barriers, targeted
at patients, professionals and systems. There is increasing evidence to suggest that
complex interventions combining a number of different approaches are most

effective in optimising pain outcomes for patients at the end of life.

Key words: Access to opioids, advanced disease, pain, palliative care, treatment.



Introduction

Pain at the end of life is one of the most feared symptoms by members of the public
and doctors alike (1). It is common in cancer, confirmed in a recent large systematic
review which found pain affects more than 50% of all cancer patients and 66.4% of
those with advanced/metastatic/terminal disease (2). It is also prevalent in non-
cancer illnesses, affecting more than 50% patients with non-cancer terminal disease
(3, 4).

Pain at the end of life, along with other palliative care needs, is becoming an
increasing clinical challenge (5). In 2018, it is estimated that cancer will be
responsible for 6.9 million deaths worldwide (6), a significant proportion of whom will
experience pain. This is set to increase further, with increasing global population (7),
life expectancy (8, 9) and multimorbidity (10, 11). There is also increasing
recognition of the important role that palliative care can play in life-limiting non-
malignant disease (12, 13), widening the remit of palliative care still further. For
example, a UK study estimates that 160,000 more people in England and Wales will
need palliative care by 2040 and this will largely be driven, not only by cancer, but

also dementia (5).

There are multiple mechanisms leading to pain in both cancer and non-cancer illness
at the end of life. The presence and nature of pain in cancer can be affected by the
histologic type of cancer, the location of the primary tumour and the location of any
metastatic disease (14). It can also result from cancer treatment (e.g. chemotherapy,
surgery), treatment-related procedures (e.g. thoracocentesis), and co-morbid
conditions (15). Pain in cancer can be classified according to the underlying
mechanism, either nociceptive or neuropathic. Nociceptive pain is caused by tissue
damage, resulting in either somatic (e.g. bone) or visceral (e.g. gut) nociceptive pain
(15). Neuropathic pain results from damage or dysfunction of the nervous system

(e.g. spinal cord compression from metastatic disease) (16, 17).



Pain in non-cancer illnesses is common in many conditions including dementia (18),
chronic obstructive pulmonary disease (COPD), end-stage renal disease, acquired
immune deficiency syndrome (AIDS), Parkinson’s disease, Motor Neuron Disease,
Multiple Sclerosis (18) and end-stage heart failure (19). Pain mechanisms in these
groups vary depending on the diagnosis. For example, in COPD a systemic
inflammatory process may contribute to chronic and neuropathic pain, along with
musculoskeletal pain from chest wall hyperinflation and osteoporosis, and inactivity
aggravating pre-existing conditions such as osteoarthritis (20, 21). In people with
dementia, pain may result from other common conditions that affect the elderly such
as osteoporosis and arthritis, but there may also be altered perception of pain

intensity and the affective components of pain associated with the condition (22).

Access to opioid analgesics

Access to pain relief, including in palliative care, is now recognised as a fundamental
human right (23, 24). A multimodal approach to pain relief at the end of life is
increasingly advocated, comprising pharmacological and non-drug interventions (25).
Current “best practice” for pharmacological management is generally based upon the
World Health Organisation (WHO) analgesic ladder (26, 27), first introduced in 1986.
It was developed in response to perceived lack of recognition of existing guidelines
for pain in cancer , lack of government concern, limited availability of opioids, fears
around “addiction” to opioids and lack of systematic education of medical

professionals about management of pain in cancer (27).

The analgesic ladder recommends initial use of non-opioids (paracetamol or non-
steroidal anti-inflammatory drugs). If pain control is not achieved then mild opioids
such as codeine, dihydrocodeine or tramadol should be added. If this is not
sufficient then strong opioids such as morphine should be used. Importantly patients
presenting with moderate to severe pain should be started on strong opioids from the
outset, instead of moving through the earlier steps of the ladder. It has been
suggested this point is often overlooked (28). Additional agents known as “adjuvants”
may also be used at all stages. These might include antiepileptics or antidepressants



for neuropathic pain (15, 29, 30). Disease-modifying therapy, nerve blocks and

nondrug measures may also be used (28).

Precise estimates vary, but in cancer patients with pain treated according to the
analgesic ladder, pain can be reduced or eliminated in the large majority (28, 31).
More recent evidence suggests that effectiveness of the analgesic ladder rests
predominantly on strong opioids (32). This is reflected in most current international
guidance for cancer pain, questioning the role of weak opioids in treating pain in
cancer, and suggesting that, for moderate to severe pain, strong opioids should be
used first-line (15, 30, 33, 34).

There are multiple different formulations of opioids (35). These enable treatment to
be tailored to best meet patients’ needs. They include immediate and sustained-
release preparations for maintenance treatment and immediate-release preparations
for breakthrough pain. Drugs can be administered orally, transdermally,
subcutaneously and intravenously. Concomitant prescription of antiemetics and
laxatives with strong opioids is important (30, 35) to try to offset common side effects

including nausea, vomiting and constipation.

Despite increased recognition of the importance of treating pain at the end of life and
clear guidance for optimal treatment with opioids, there is evidence of ongoing under
treatment (2). This results from both late and inadequate prescribing. In cancer, an
updated systematic review of pain prevalence in cancer showed no decrease in
prevalence over the last 10 years (2, 36). Another systematic review of management
of pain in cancer showed some improvement over recent years, but that despite this
one in three patients still do not receive pain relief which matches their reported level
of pain (37).

As management of pain in cancer is so heavily dependent on opioids, study of opioid
prescribing is important in ascertaining reasons for under treatment. A UK study

showed that 48% of patients who died from cancer received a prescription for a



strong opioid in the last year of life and the median interval between first prescription
and death was 9 weeks (38). This does not match epidemiological studies
suggesting higher pain prevalence and earlier onset, likely to require earlier and
more frequent treatment with strong opioids (36, 39). Similar findings have been
reported by other groups. Another UK study showed 43.6% of patients dying from
cancer received at least one prescription for opioids in the last 3 months of life (40).
A Dutch study found 51% of people dying from both cancer and non-cancer were
prescribed a strong opioid over the same period (41). The Dutch study was notable
in including both cancer and non-cancer patients, there being a paucity of data in the
literature for the latter group. In this study 27% of all patients in general practice
receiving palliative care were not prescribed any analgesics. A Canadian study found
that 58.8% of cancer patients appeared to be receiving minimal doses of opioids up

to 2 weeks prior to death (42).

Under-prescribing of opioids contributes to under-treatment of pain in cancer, but the
way in which opioids are used may also be a factor. A Norwegian study examined
how prescribing adhered to the analgesic ladder. They showed higher prescribing
overall, with up to 60% of patients who died of cancer receiving strong opioids prior
to death, though evidence of inadequate prescribing for breakthrough pain in a
quarter of patients (43).

Under—treatment of pain in cancer is a particular problem in the community. The UK
National Survey of Bereaved People (VOICES) survey in 2015 showed that in the
last three months of life, just 18.6% people cared for at home had their pain relieved
“‘completely, all of the time”, in contrast to 63.5% of those cared for in a hospice (44).
This is consistent with the findings of the Ziegler study which found that patients who
died in hospital were 60% less likely to have received a strong opioid while they were
at home compared with those who died in a hospice, and were more likely to start
strong opioids late (38). The authors suggested this might reflect poor pain
management leading to admission and advocated earlier pain assessment at home.
This is particularly relevant in the UK where there is increasing emphasis at a policy
level on palliative care being delivered by generalists in the community (45).



Barriers to effective use of opioids

Considerable research has been done to identify barriers to use of opioids at the end
of life leading to under treatment. These can be grouped into professional, patient
and health care system barriers (29, 46, 47).

Professional barriers to opioid use include clinicians’ reluctance to prescribe or
administer, due to lack of specialist knowledge and confidence in opioid therapy, or
fears about side effects including respiratory depression (48). This has been
exacerbated by the case of Harold Shipman in the UK leading to GPs being even
more apprehensive about using opioids (48, 49). Shipman was a General
Practitioner who was convicted of murdering 15 patients by injecting them with lethal
doses of diamorphine, but was thought to have been responsible for at least 200
more deaths (50). The Shipman effect may well have been compounded by another
more recent report about Gosport War Memorial Hospital in Portsmouth, UK, where
the lives of over 450 people, admitted for rehabilitation or respite, were shortened as
the direct result of prescribing and administering opiates which were not clinically
indicated or justified (51).

Inadequate assessment of pain is another important and frequently cited
professional barrier to adequate opioid prescribing at the end of life (52, 53).
Inadequate knowledge and training in palliative care for generalists, along with poor
access to specialist support, also contribute. Aside from fears of side effects,
professionals also report concern regarding tolerance and addiction to opioids (52).

Professionals’ fears of legal or administrative constraints may play a role (52, 53).



Patient barriers to opioid prescribing were examined by Ward et al in 2001 (54).
They noted that patient reluctance to report pain and to take analgesics was
frequently cited as a barrier to effective pain management, and explored reasons
behind this. These included fear of addiction; fear of tolerance; fear of side effects
being worse than pain itself; fatalism about the possibility of effective pain control,
perception that “good “patients do not complain about pain; fear of distracting their
physician from treatment; belief that progression of pain indicates disease
progression; fear of injections. Misconceptions towards the interval of taking
analgesics, belief that medications are better given as required rather than around-
the-clock, and religious fatalism (52) have been cited as contributory factors, as have
poor adherence to pain medication, psychological distress and inability to pay for

analgesia also (53).

Despite considerable patient and professional fear about opioids hastening death,
there is little evidence to suggest this occurs in clinical practice. A recent systematic
review of 10 articles found no statistically significant difference in patient survival with
higher opioid doses, with increased dosing in the last few days of life or of double
dosing at night (55). However, clinical decisions to use strong opioids at the end of
life are also supported by the doctrine of double effect (56, 57). This states that the
administration of drugs which may hasten death is lawful and ethical when the
patient is terminally ill and the use of drugs is in their best interests, if the intention in
using opioids is to relieve pain and distress, and the doses used are commensurate
with this aim (29, 56).

The emphasis on use of opioids in palliative care is also set in the context of a
growing “opioid epidemic” in some countries including the US and UK (58). This
describes increasing use of prescribed and illicit opioids (59), in the US resulting in
increased fatal and non-fatal overdoses (58), and enormous societal costs. This has
resulted in increasingly stringent regulation of opioids but also concern, as a
consequence, that some patients may suffer from under prescribing, including in
palliative care (60). Various strategies to offset the risk of opioid abuse or diversion,
while maximising patient safety and pain management, have been proposed for



patients with cancer (60). These include assessment of risk factors for opioid abuse,
increased vigilance for those at risk and co—management with substance abuse

specialists for patients who have both cancer and substance misuse.

Risks and side effects of long term opioid use (61) are increasingly relevant to the
palliative care population as the characteristics of this group change. Traditionally
patients with “advanced disease” were those in the last weeks and months of life.
However, with improving treatment for both cancer and non-malignant disease the
final phase of life can last much longer, sometimes years. While opioids can be
essential for these patients, consideration of alternative treatment options and efforts

to minimise risks and side effects are also particularly important.

Multiple health care system barriers have been identified around the world resulting
from both opioid availability and regulation. Opioid availability is not universal. Indeed
Cherny et al (2013) showed that most of the world’s population do not have access
to opioids for effective cancer pain management and palliative care (62). This results
from both formulary and regulatory constraints. In some countries national
formularies may be severely limited such that they do not include drugs deemed
“‘essential” by the World Health Organisation (63, 64). The costs to cancer patients of
opioids can also vary, in some countries being completely subsidised and in others
not at all (64). Along with limited availability of opioids in different parts of the world,
there are myriad regulatory barriers also. These include physicians needing special
authority to prescribe, patients needing to register for opioid eligibility, requirements
for duplicate prescriptions and special prescription forms, prescription limits, dose
limits, use of pejorative or stigmatising terminology in regulations and limits on
prescribing in emergency situations or where there is a technical error on the
prescription (64). These factors may conspire to make opioids completely

unavailable or prohibitively expensive or impractical to use for many patients.

Alongside limitations to use of opioids, system barriers to accessing palliative care
are also important. The World Health Organisation (WHO) estimate that, of the 40
million people in need of palliative care per year, only about 14% receive it (65).



Alongside many of the previously cited factors, this may also result from national
health policy decisions which do not include palliative care at all, perhaps because of
misconceptions as to what palliative care is and that it is not restricted just to those
with cancer (65).

Where palliative care services do exist, system barriers can still limit access to these.
For example, difficulties in accessing specialist support, poor coordination between
providers and limited access to alternative methods of pain management can impact
on patient care (53). Geographical limitations and inadequate time for consultations
can also contribute (53). Poor access (66) and late referral to palliative care for

patients with non—cancer terminal illness can be a factor (67).

In response to increasing recognition of the barriers contributing to inadequate pain
outcomes at the end of life, different strategies to address these have been

developed. These are targeted at patients, professionals and at system barriers.

Patient education programmes have been designed to reduce patient-related
barriers and improve communication with healthcare professionals. The effect of
these on pain is variable (68). A recent systematic review of 26 randomised
controlled trials (RCTs) examined the effect of educational interventions on cancer
pain intensity (69). Most were targeted at patients but three studies included both
patients and their carers. Interventions included face to face and remote support, on
single or multiple occasions, and some included additional materials such as videos
or booklets. They found that a significant improvement in pain intensity in less than
one third of studies and less than 20% of all included patients. A statistically
significant improvement of 66% in patients’ knowledge of pain was also found but the
studies were too heterogeneous to prove any effect of self—efficacy and medication

adherence.

Interventions targeted a professionals include professional education, guidance on
pain assessment and treatment protocols (52). A 2009 systematic review of these
could not identify any such interventions which unequivocally resulted in clinical

improvements in pain outcomes (52). However it is also increasingly recognised that



complex interventions combining a number of different approaches are more likely to
be effective than those applied in isolation (70). For example, a US RCT examined
the effect of automated symptom monitoring, combined with telephone-based care
management, according to evidence-based guidelines (71). They found a significant
improvement in pain scores over a 12 month period by comparison with usual care.
A Dutch group studied the effect of a pain consultation combined with a patient
education programme on pain and interference by pain with daily functioning (72).
They also found in the study group a significant reduction in pain intensity and daily
interference, by comparison with the usual care group over an 8 week period.
Another RCT is currently underway in the UK assessing the effect of a complex
intervention comprising referral to community palliative care, supported self—
management education and electronic pain monitoring on outcomes including pain

severity (70).

At an international level, system barriers to opioids and palliative care are well-
recognised. The WHO has recommended that health system policies integrate
palliative care into national health care systems. The have emphasised the
importance of training existing and new professionals, volunteers and the public, and
increasing capacity. They have also re—emphasised the importance of medicines
policy which ensures availability of medicines for patients at the end of life,

particularly opioids (65).

Different approaches have been developed at a national level to realise these
objectives. For example in the UK it is recognised that there is ongoing variation in
provision and funding of palliative care. In response to this, all four UK nations have
developed national strategies to improve palliative care (29), including an emphasis
on integrated care and recognition of the importance of palliative care for people with
non-malignant conditions. Non—medical prescribing in palliative care by nurses and
pharmacists (73), additional training for non-specialists (29) and specific guidance on
pain relief for children and those with impaired communication (29) are other
examples of UK strategies to optimise palliative care and particularly pain relief at
the end of life.



Summary

Pain at the end of life is common, debilitating and distressing. In the majority of
patients, pain can be adequately treated and this predominantly rests on the effect of
strong opioids. Despite this, there is abundant evidence of under treatment and
hence unnecessary suffering. With increasing understanding of the barriers to opioid
treatment come increasing opportunities to intervene successfully, and to improve

pain outcomes for patients at the end of their lives.

References

1. Association BM. End-of-life care and physician-assisted dying: Volume 2 -
Public dialogue research 2016. Available from: https:/[www.bma.org.uk/collective- |
[voice/policy-and-research/ethics/end-of-life-care|

2. van den Beuken-van Everdingen MH, Hochstenbach LM, Joosten EA, Tjan-
Heijnen VC, Janssen DJ. Update on Prevalence of Pain in Patients With Cancer:
Systematic Review and Meta-Analysis. J Pain Symptom Manage. 2016;51(6):1070-
90.e9.

3. Solano JP, Gomes B, Higginson IJ. A Comparison of Symptom Prevalence in
Far Advanced Cancer, AIDS, Heart Disease, Chronic Obstructive Pulmonary
Disease and Renal Disease. Journal of Pain and Symptom Management.
2006;31(1):58-69.

4, Moens K, Higginson 1J, Harding R, Brearley S, Caraceni A, Cohen J, et al.
Are There Differences in the Prevalence of Palliative Care-Related Problems in
People Living With Advanced Cancer and Eight Non-Cancer Conditions? A
Systematic Review. Journal of Pain and Symptom Management. 2014;48(4):660-77.

5. Etkind SN, Bone AE, Gomes B, Lovell N, Evans CJ, Higginson 1J, et al. How
many people will need palliative care in 20407 Past trends, future projections and
implications for services. BMC Medicine. 2017;15:102.

6. Organisation WH. Cancer 2108 [22/10/2018]. Available from:
[http://www.who.int/news-room/fact-sheets/detail/cancer|

7. Nations U. 2017 Revision of World Population Prospects 2017. Available
from: https://population.un.org/wpp/Download/Probabilistic/Population/.

8. Wang H, Naghavi M, Allen C, Barber RM, Bhutta ZA, Carter A, et al. Global,
regional, and national life expectancy, all-cause mortality, and cause-specific
mortality for 249 causes of death, 1980-2015: a systematic analysis for the Global
Burden of Disease Study 2015. The Lancet. 2016;388(10053):1459-544.


http://www.bma.org.uk/collective-voice/policy-and-research/ethics/end-of-life-care
http://www.bma.org.uk/collective-voice/policy-and-research/ethics/end-of-life-care
http://www.who.int/news-room/fact-sheets/detail/cancer

9. Statistics OfN. Changing trends in mortality: an international comparison:
2000 to 2016 2016. Available from:

https:/[www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/|if

eexpectancies/articles/changingtrendsinmortalityaninternationalcomparison/2000to2

016
10. Organisation WH. Projections of mortality and causes of death,

2015 and 2030 2015 [09/05/2019]. Available from:
[http://www.who.int/healthinfo/global burden disease/projections/en/|

11. Mathers CD, Loncar D. Projections of global mortality and burden of disease
from 2002 to 2030. PLoS Med. 2006;3(11):e442.

12. Bostwick D, Wolf S, Samsa G, Bull J, Taylor DH, Johnson KS, et al.
Comparing the Palliative Care Needs of Those With Cancer to Those With Common
Non-Cancer Serious lliness. Journal of Pain and Symptom Management.
2017;53(6):1079-84.el.

13. Johnson M, Fallon M. Just good care? The palliative care of those with non-
malignant disease. Palliat Med. 2013;27(9):803-4.

14. Schmidt BL, Hamamoto DT, Simone DA, Wilcox GL. Mechanism of Cancer
Pain. Molecular Interventions. 2010;10(3):164-78.

15. Fallon M, Giusti R, Aielli F, Hoskin P, Rolke R, Sharma M, et al. Management
of cancer pain in adult patients: ESMO Clinical Practice Guidelines. Ann Oncol.
2018.

16.  Fallon MT. Neuropathic pain in cancer. Br J Anaesth. 2013;111(1):105-11.

17. Bennett MIl, Rayment C, Hjermstad M, Aass N, Caraceni A, Kaasa S.
Prevalence and aetiology of neuropathic pain in cancer patients: A systematic
review. Pain. 2012;153(2):359-65.

18. Romem A, Tom SE, Beauchene M, Babington L, Scharf SM, Romem A. Pain
management at the end of life: A comparative study of cancer, dementia, and
chronic obstructive pulmonary disease patients. Palliative Medicine. 2015;29(5):464-
9.

19. Gavazzi A, De Maria R, Manzoli L, Bocconcelli P, Di Leonardo A, Frigerio M,
et al. Palliative needs for heart failure or chronic obstructive pulmonary disease:
Results of a multicenter observational registry. International journal of cardiology.
2015;184:552-8.

20. HajGhanbari B, Holsti L, Road JD, Darlene Reid W. Pain in people with
chronic obstructive pulmonary disease (COPD). Respir Med. 2012;106(7):998-1005.

21. van Dam van Isselt EF, Groenewegen-Sipkema KH, Spruit-van Eijk M,
Chavannes NH, de Waal MWM, Janssen DJA, et al. Pain in patients with COPD: a
systematic review and meta-analysis. BMJ Open. 2014,4(9):e005898.

22.  Achterberg WP, Pieper MJC, van Dalen-Kok AH, de Waal MWM, Husebo BS,
Lautenbacher S, et al. Pain management in patients with dementia. Clinical
Interventions in Aging. 2013;8:1471-82.

23. Brennan F, Carr D, Cousins M. Access to Pain Management—Sitill Very Much
a Human Right. Pain Medicine. 2016;17(10):1785-9.


http://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/lifeexpectancies/articles/changingtrendsinmortalityaninternationalcomparison/2000to2016
http://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/lifeexpectancies/articles/changingtrendsinmortalityaninternationalcomparison/2000to2016
http://www.ons.gov.uk/peoplepopulationandcommunity/birthsdeathsandmarriages/lifeexpectancies/articles/changingtrendsinmortalityaninternationalcomparison/2000to2016
http://www.who.int/healthinfo/global_burden_disease/projections/en/

24.  Brennan F, Carr DB, Cousins M. Pain management: a fundamental human
right. Anesth Analg. 2007;105(1):205-21.

25.  Bennett MI. Mechanism-based cancer-pain therapy. Pain. 2017;158 Suppl
1:.574-s8.

26.  Organisation WH. Analgesic ladder. Available from:
[http://www.who.int/cancer/palliative/painladder/en/|

27.  Organisation WH. Cancer Pain Relief. Switzerland1986.

28. Bennett M. What evidence do we have that the WHO analgesic ladder is
effective in cancer pain? In: HJ M, H K, editors. Systematic Reviews in Pain
Research: Methodology Redefined. Seattle: IASP Press; 2008.

29.  Association BM. Improving analgesic use to support pain management at the
end of life London: British Medical Association; 2017 [updated 01/10/2018].

30. Excellence NIoC. Palliative cancer care - pain2016 01/10/2018. Available
from: https://cks.nice.org.uk/palliative-cancer-care-pain.

31. Carlson CL. Effectiveness of the World Health Organization cancer pain relief
guidelines: an integrative review. Journal of Pain Research. 2016;9:515-34.

32. Bennett MI, Paice JA, Wallace M. Pain and Opioids in Cancer Care: Benéefits,
Risks and Alternatives. 2017 ASCO Educational Book2017.

33. Caraceni A, Hanks G, Kaasa S, Bennett MI, Brunelli C, Cherny N, et al. Use
of opioid analgesics in the treatment of cancer pain: evidence-based
recommendations from the EAPC. Lancet Oncol. 2012;13(2):e58-68.

34. Swarm RA, Abernethy AP, Anghelescu DL, Benedetti C, Buga S, Cleeland C,
et al. Adult cancer pain. J Natl Compr Canc Netw. 2013;11(8):992-1022.

35.  Excellence NIoC. Palliative care for adults: strong opioids for pain relief2016
22/10/2018. Available from: https:/{www.nice.org.uk/quidance/cg140|

36. van den Beuken-van Everdingen MHJ, de Rijke JM, Kessels AG, Schouten
HC, van Kleef M, Patijn J. Prevalence of pain in patients with cancer: a systematic
review of the past 40 years. Annals of Oncology. 2007;18(9):1437-49.

37. Greco MT, Roberto A, Corli O, Deandrea S, Bandieri E, Cavuto S, et al.
Quiality of cancer pain management: an update of a systematic review of
undertreatment of patients with cancer. J Clin Oncol. 2014;32(36):4149-54.

38.  Ziegler L, Mulvey M, Blenkinsopp A, Petty D, Bennett MI. Opioid prescribing
for patients with cancer in the last year of life: a longitudinal population cohort study.
Pain. 2016;157(11):2445-51.

39. Breivik H, Cherny N, Collett B, de Conno F, Filbet M, Foubert AJ, et al.
Cancer-related pain: a pan-European survey of prevalence, treatment, and patient
attitudes. Ann Oncol. 2009;20(8):1420-33.

40. Higginson 1J, Gao W. Opioid prescribing for cancer pain during the last 3
months of life: associated factors and 9-year trends in a nationwide United Kingdom
cohort study. J Clin Oncol. 2012;30(35):4373-9.

41. Borgsteede SD, Deliens L, Zuurmond WW, Schellevis FG, Willems DL, Van
der Wal G, et al. Prescribing of pain medication in palliative care. A survey in general
practice. Pharmacoepidemiol Drug Saf. 2009;18(1):16-23.


http://www.who.int/cancer/palliative/painladder/en/
http://www.nice.org.uk/guidance/cg140

42. Gagnon B, Scott S, Nadeau L, Lawlor PG. Patterns of community-based
opioid prescriptions in people dying of cancer. J Pain Symptom Manage.
2015;49(1):36-44.e1.

43.  Fredheim OM, Brelin S, Hjermstad MJ, Loge JH, Aass N, Johannesen TB, et
al. Prescriptions of analgesics during complete disease trajectories in patients who
are diagnosed with and die from cancer within the five-year period 2005-2009. Eur J
Pain. 2017;21(3):530-40.

44,  Statistics OfN. National Survey of Bereaved People (VOICES) Statistical
bulletins 2015. Available from:
https:/{www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/healthc
aresystem/bulletins/nationalsurveyofbereavedpeoplevoices/england2015#relief-of-
pain-in-the-last-3-months-of-life|

45.  Shipman C, Gysels M, White P, Worth A, Murray SA, Barclay S, et al.
Improving generalist end of life care: national consultation with practitioners,
commissioners, academics, and service user groups. The BMJ. 2008;337:a1720.

46.  Maltoni M. Opioids, pain, and fear. Ann Oncol. 2008;19(1):5-7.

47. Research AfHPa. Management of Cancer Pain: Adults. Quick Reference
Guide Number 9. Rockville, MD1994.

48. Gardiner C, Gott M, Ingleton C, Hughes P, Winslow M, Bennett MI. Attitudes
of health care professionals to opioid prescribing in end-of-life care: a qualitative
focus group study. J Pain Symptom Manage. 2012;44(2):206-14.

49. Gott M, C. G, Small N, Payne S, Seamark D, Halpin D, et al. The effect of the
Shipman murders on clinician attitudes to prescribing opiates for dyspnoea in end-
stage chronic obstructive pulmonary disease in England Progress in Palliative Care.
2010

18(2):79-84.
50. J. S. Shipman: the final report 2005 [09/05/2019]. Available from:

http://webarchive.nationalarchives.gov.uk/20090808155005/http://www.the-shipman- |
inguiry.org.uk/home.asp|

51. Jones J. Gosprt War Memorial Hospital: the report of the Gosport Indendent
Panel. Report no. HC 1084. 2018.

52.  Oldenmenger WH, Sillevis Smitt PA, van Dooren S, Stoter G, van der Rijt CC.
A systematic review on barriers hindering adequate cancer pain management and
interventions to reduce them: a critical appraisal. Eur J Cancer. 2009;45(8):1370-80.

53.  Kwon JH. Overcoming Barriers in Cancer Pain Management. Journal of
Clinical Oncology. 2014;32(16):1727-33.

54. Ward S, Hughes S, Donovan H, Serlin R. Patient education in pain control.
Supportive Care in Cancer. 2001;9(3):148-55.

55. Lopez-Saca JM, Guzman JL, Centeno C. A systematic review of the influence
of opioids on advanced cancer patient survival. Curr Opin Support Palliat Care.
2013;7(4):424-30.

56. Department BMAE. Medical Ethics Today: The BMA's Handbook of Ethics
and Law London Wiley-Blackwell/BMJ Books; 2012.


http://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/healthcaresystem/bulletins/nationalsurveyofbereavedpeoplevoices/england2015#relief-of-pain-in-the-last-3-months-of-life
http://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/healthcaresystem/bulletins/nationalsurveyofbereavedpeoplevoices/england2015#relief-of-pain-in-the-last-3-months-of-life
http://www.ons.gov.uk/peoplepopulationandcommunity/healthandsocialcare/healthcaresystem/bulletins/nationalsurveyofbereavedpeoplevoices/england2015#relief-of-pain-in-the-last-3-months-of-life
http://webarchive.nationalarchives.gov.uk/20090808155005/http:/www.the-shipman-inquiry.org.uk/home.asp
http://webarchive.nationalarchives.gov.uk/20090808155005/http:/www.the-shipman-inquiry.org.uk/home.asp

57. Macauley R. The role of the principle of double effect in ethics education at
US medical schools and its potential impact on pain management at the end of life. J
Med Ethics. 2012;38(3):174-8.

58. Weisberg DF, Becker WC, Fiellin DA, Stannard C. Prescription opioid misuse
in the United States and the United Kingdom: cautionary lessons. Int J Drug Policy.
2014;25(6):1124-30.

59. Group PaPS. Opioid Consumption Data [22/10/2018]. Available from:
[http://www.painpolicy.wisc.edu/opioid-consumption-datal

60. Rauenzahn S, Del Fabbro E. Opioid management of pain: the impact of the
prescription opioid abuse epidemic. Curr Opin Support Palliat Care. 2014;8(3):273-8.

61. Dowell D, Haegerich TM, Chou R. CDC Guideline for Prescribing Opioids for
Chronic Pain--United States, 2016. Jama. 2016;315(15):1624-45.

62. Cherny NI, Cleary J, Scholten W, Radbruch L, Torode J. The Global Opioid
Policy Initiative (GOPI) project to evaluate the availability and accessibility of opioids
for the management of cancer pain in Africa, Asia, Latin America and the Caribbean,
and the Middle East: introduction and methodology. Annals of Oncology.
2013;24(suppl_11):xi7-xi13.

63. WHO Model List of Essential Medicines [Internet]. 2017 [cited 15/10/2018].

Available from:|http://apps.who.int/iris/bitstream/handle/10665/273826/EML -20-

[eng.pdf?ua=1|

64. Cherny NI, Baselga J, de Conno F, Radbruch L. Formulary availability and
regulatory barriers to accessibility of opioids for cancer pain in Europe: a report from
the ESMO/EAPC Opioid Policy Initiative. Annals of Oncology. 2010;21(3):615-26.

65. Organisation WH. Palliative Care 2018. Available from:
[http://www.who.int/news-room/fact-sheets/detail/palliative-care|

66. Harrison N, Cavers D, Campbell C, Murray SA. Are UK primary care teams
formally identifying patients for palliative care before they die? Br J Gen Pract.
2012;62(598):€344-52.

67. Allsop MJ, Ziegler LE, Mulvey MR, Russell S, Taylor R, Bennett MI. Duration
and determinants of hospice-based specialist palliative care: A national retrospective
cohort study. Palliat Med. 2018;32(8):1322-33.

68. Bennett MI, Bagnall A-M, José Closs S. How effective are patient-based
educational interventions in the management of cancer pain? Systematic review and
meta-analysis. PAIN®. 2009;143(3):192-9.

69. Oldenmenger WH, Geerling JI, Mostovaya |, Vissers KCP, de Graeff A,
Reyners AKL, et al. A systematic review of the effectiveness of patient-based
educational interventions to improve cancer-related pain. Cancer Treat Rev.
2018;63:96-103.

70.  Allsop MJ, Wright-Hughes A, Black K, Hartley S, Fletcher M, Ziegler LE, et al.
Improving the management of pain from advanced cancer in the community: study
protocol for a pragmatic multicentre randomised controlled trial. BMJ open.
2018;8(3):e021965-€.


http://www.painpolicy.wisc.edu/opioid-consumption-data
http://apps.who.int/iris/bitstream/handle/10665/273826/EML-20-eng.pdf?ua=1
http://apps.who.int/iris/bitstream/handle/10665/273826/EML-20-eng.pdf?ua=1
http://www.who.int/news-room/fact-sheets/detail/palliative-care

71. Kroenke K, Theobald D, Wu J, Norton K, Morrison G, Carpenter J, et al. Effect
of telecare management on pain and depression in patients with cancer: a
randomized trial. Jama. 2010;304(2):163-71.

72.  Oldenmenger WH, Sillevis Smitt PA, van Montfort CA, de Raaf PJ, van der
Rijt CC. A combined pain consultation and pain education program decreases
average and current pain and decreases interference in daily life by pain in oncology
outpatients: a randomized controlled trial. Pain. 2011;152(11):2632-9.

73.  Ziegler L, Bennett Ml, Mulvey M, Hamilton T, Blenkinsopp A. Characterising
the growth in palliative care prescribing 2011-2015: Analysis of national medical and
non-medical activity. Palliat Med. 2018;32(4):767-74.



