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Abstract

Many cancer patients suffer moderate to severe pain, but owing to a focus on the prevention of
abuse of and dependence on drugs, medical access to opioid analgesics has been neglected. Today,
opioid analgesics are not readily available for medical use in many parts of the world. The World
Health Organization (WHO) estimates that 5.5 billion people (83 % of the world’s population) live in
countries with low to non-existent access to controlled medicines and have inadequate access to
treatment for moderate to severe pain. Although some have been advocating for improved pain
management for several decades, only recently has the inadequate access to and availability of
opioid analgesics become an internationally recognised problem.

Measuring opioid analgesic consumption is possible using data from the International Narcotics
Control Board. This requires aggregation of the various opioid analgesics expressed in “mg morphine
equivalents”. For determining the level of consumption that will be adequate in a country, its per
capita consumption can be compared with the consumption level in most developed countries by
calculating the Adequacy of Consumption Measure (ACM). A correction of the need for opioid
analgesics depending on the morbidity level in a country is possible by using HIV, cancer, and injuries
as a proxy, but this has its limitations owing to the unreliability of health statistics in some countries.

Independent of the method, all methods show that there is a huge disparity between countries: the
difference between the countries with the highest and lowest ACM in 2006 was 40,000 folds.
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I Introduction

Many cancer patients suffer moderate to severe pain. Opium is known for centuries and morphine
since 1803, when it was isolated for the first time by Sertiirner. Yet, for a long time it has not been
recognized in society that access to and availability of opioid analgesics is essential for relieving this
pain. Among health-care professionals, a focus on treatment of cancer itself used to be the norm and
as they considered pain often a symptom, the treatment of pain was, and still is, often neglected.
During the past half a century, this coincided with emphasis in drug control policies to prevent abuse
and diversion of substances that can cause dependence, such as opioid analgesics, rather than to
acknowledge that there is also a medical need for these substances. It rendered opioid analgesics
less and less readily available for medical treatment. Harsh situations from all over the world,

resulting from inadequate pain relief were described. [1]

In 1989, the International Narcotics Control Board (INCB) drew attention to some governments’
overreaction to the drug abuse problem when “...the reaction of some legislators and administrators
to the fear of drug abuse developing or spreading has led to the enactment of laws and regulations
that may, in some cases, unduly impede the availability of opiates.” [2] The Pain and Policy Studies
Group at the University of Wisconsin has been a lonely advocate for adequate access to opioid
analgesics since the end of the 1980ies, but in recent years both international governmental and
non-governmental organizations requested that the situation improve (see section |V, International
developments toward adequate access for all). Today, with the raising importance of non-
communicable diseases because of ageing populations, the inadequate access and availability of

opioid analgesics has become an internationally recognized problem.

Opioid analgesics are not the only medicines that are made from substances that are controlled
under the international drug control conventions and other controlled medicines face similar

problems [3]. For the treatment of moderate and severe cancer pain, opioid analgesics are the only



effective medicines. This chapter will focus on their availability, accessibility and, to a lesser extent,

the affordability around the world.

II Extent of the non-availability of opioid analgesics

In 2009, 94% of all the morphine used for medical purposes was used by only 27.7% of the world
population [4]. The World Health Organization (WHO) estimates that 5.5 billion people (83% of the
world’s population) live in countries with low to non-existent access to controlled medicines and
have inadequate access to treatment for moderate to severe pain. This includes 5.5 million terminal
cancer patients annually and furthermore 1 million end-stage HIV/AIDS patients, 0.8 million patients
suffering injuries, caused by accidents and violence. In addition to this, it includes patients with
chronic illnesses, recovering from surgery, women in labour (110 million births each year) and

paediatric patients. Several of these categories are hard to quantify, due to lack of data. [5]

The INCB is an international UN body responsible, inter alia, for the collection of statistics of
production, imports, exports and consumption of opioid analgesics. As countries cannot import or
export these substances without a licence and both the importing and exporting country need to
submit the amounts to the INCB, the international statistics on the consumption of opioids analgesics
are relatively reliable. They are published annually and submission of these data to INCB is
mandatory for the countries. [6,7] However, for all other variables that one would need for
measuring the adequacy of pain treatment in a direct way by calculating the need of all patients
regardless of their disease, global health statistics do not exist. Therefore, if we want to measure the
adequacy of opioid consumption around the world, other approaches are needed.

Per capita consumption

Opioid analgesic consumption per capita in morphine equivalents is an absolute presentation of the
level of use. A presentation on a per capita basis allows the comparison of the consumption levels of
countries with different population sizes. For totalizing the various opioids in use, their amount used

needs to be converted into “morphine equivalents” using ratios according their equipotent weights



(e.g. 1 mg of fentanyl being as potent as 100 mg of morphine, 1 mg fentanyl counts for 100 mg
morphine equivalents). This can best be standardized by using the Defined Daily Dose (DDD) as
established by the World Health Organization [8], which is a universal unit for the quantity of a
medicine. It is designed for statistical purposes. By using the DDD, one avoids the problem that
various handbooks present different equipotencies. By representing the total use of strong opioid
analgesics instead of separate opioids, it is possible to compare countries that use different opioids

to treat pain.

The Pain and Policy Studies Group (PPSG) of the Paul Carbone Cancer Centre, University of
Wisconsin, presents at its website' the total and per capita consumption of separate opioids and of
the total of opioids for all countries where data are available from the INCB and they are presented
in various ways, including tables, graphs and motion charts. These data go back as far as to 1980 and

are annually updated. PPSG states now at its website that it uses the same conversion method.

The per capita consumption is a neutral presentation of the consumption level. However, it does not
give any information if the consumption is sufficient or not to treat all pain adequately, or even if
there is overconsumption.

Adequate treatment level

Theoretically there would be two methods to determine whether the consumption level is adequate:
One is to list all the many diseases that come with moderate and severe pain and should be treated
with opioids. For each condition, there should be a trial or survey what the average use per patient is
or should be in order to let the pain disappear of be bearable. This should be multiplied with the
prevalence for each condition and then all these conditions and diseases need to be totalized for the
need for opioids. This calculated total need can then be compared to the actual use for opioids in a
country, region or globally. However, these data hardly exist and it is obvious that collecting them for

all these conditions is a hopeless task.

! http://www.painpolicy.wisc.edu/



Another method is to hold a survey among patients, asking whether their pain is addressed and if it is
well addressed. It was done for the Netherlands through a meta-analysis [9] However, to compare

between many countries, again, it seems to be a hopeless task.

Therefore, a different method was followed by Seya et al. [10]. They developed the Adequacy of
Consumption Measure for strong opioids (ACM). This is a morbidity corrected measure related to per
capita consumption of strong opioids. As a standard for adequate per capita consumption they took
the opioid consumption of the top 20 countries of the Human Development Index (HDI), whereas this
average is set equal to 100%. An ACM of 100% and higher is considered to be adequate. Thus, the
method assumes that the average consumption level in the most developed countries is about right.
In fact the method has several assumptions: one is that the most developed countries are closest to
adequate treatment of pain and the second is that this is best represented by taking the top 20;
taking the top 10 would put the benchmark very high and taking e.g. the top 30 (or include even
more countries) in the benchmark would bring it very quickly down and would not leave a challenge
for countries where treatment is not adequate. In fact, there is some support for the choice of the
top 20: the study by Bekkering mentioned above found that 43% of chronic non-cancer pain patients
in the Netherlands report not to receive pain treatment and that 79% of patients believe their pain is
inadequately treated. [9] This is the same order as the 51% of adequacy found for the Netherlands by
Seya, meaning that the country needs to double its opium consumption for being adequate.
Therefore, both studies seem to be congruent and therefore, using the top 20 as a benchmark is

plausible, although not validated in full.

A third assumption relates to the morbidity correction, which attribute to countries with a higher
cancer incidence, a higher HIV prevalence and/or a higher level of lethal injuries a higher need for
opioids analgesics. The prevalence of these three diseases is in fact a proxy for total morbidity and it

acknowledges that countries with a higher morbidity level have a higher need for opioid analgesics.



The HDI is published annually by the United Nations Development Programme (UNDP). It takes into
account standard of living, life expectancy and education [11] and is therefore a broader index than
the country income level annually published by the World Bank. Using the top 20 HDI has as a
consequence that the standard is not fixed, but shifts over time with the dynamics of the
development of countries (each year countries drop off from the top 20 and new countries enter)
and with changing opinions about the best practice of treatment of pain. The composition of the top
20 changed considerable during the global financial crisis that started in 2008 and per capita opioid
consumption in more developed countries is still increasing. Therefore, a country that increased its
absolute per capita consumption from one year to another may still have decreased its ACM if it did

not keep pace with the developments in the most developed countries.

The method developed by Seya et al. is sensitive for the low quality of health statistics around the
world. Underreporting of cancer mortality or HIV mortality is a problem in many countries and leads
to a too optimistic level of adequacy. A way to circumvent this disadvantage would be to leave out
the morbidity correction and to calculate adequacy by expressing a country’s per capita consumption
and relating this to the per capita consumption of the top 20 HDI.

Global situation

Whatever method is used, all methods show that there is a huge disparity between countries. Seya
et al. determined the ACM for 145 countries and related it to the Human Development Index. (Figure

1)

The difference in ACM2006 between Canada and Malawi (which were the countries with the highest
and lowest ACM in 2006) was 40,000 times. However, as the graph shows, disparity between
countries of the same level development is often also high and also the ACM is relatively low in some

highly developed countries.



Figure 1: Relation between the log (ACM) and the Human Development Index (HDI) for 139
countries. (function formula: log (ACM) =-6.4113 + 6.200 x HDI; N = 139; correlation
coefficient: 0.895; p value: < 0.0001). From: Seya et al [9]
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Seya et al. also calculated how many people live in each WHO region and in the world at various
levels of access. (Table 1) World-wide 4.7 billion people live in countries with virtually no access to

opioid analgesics, while only 464 million live in countries with adequate access.

III Availability, accessibility and affordability

For analysing the situation with regard to the use of opioids in a country, the World Health
Organization defined availability, accessibility and affordability of controlled medicines. These three
terms are derived from economic and health-economic theory. For controlled medicines, the World

Health Organization uses the following definitions [12]:

— Availability is the degree to which a medicine is present at distribution points in a defined
area for the population living in that area at the moment of need.
— Accessibility is the degree to which a medicine is obtainable for those who need it at the

moment of need with the least possible regulatory, social or psychological barriers.



Table 1 Number of people (in thousands) living in countries, according to Adequacy of

Consumption Measure (ACM) and region. From: Seya et al [9]

ACM AMRO EURO WPRO
population population population
(thousands) (thousands)
(thousands)

ACM 21 335418 128622 0
(adequate
consumption)
0.3 ACM <1 0 227658 24670
(moderate
consumption)
0.1 ACM <0.3 0 127390 127953
(Low
consumption)
0.03< ACM 206346 94160 78566
<0.1 (Very low
consumption)
ACM <0.03 303900 283081 1510365
(virtually no
consumption)

49280 25944 21810
No data
Total 894944 886855 1763364

— Affordability is the degree to which a medicine is obtainable for those who need it at the
moment of need at a cost that does not expose them to the risk of serious negative

consequences such as not being able to satisfy other basic human needs.



Or, said in simpler terms: is the medicine present in the pharmacy? Is it possible to obtain the
medicines from the pharmacy? And: has the patient sufficient means to buy it? All these three
conditions need to be fulfilled in order that the patient is able to benefit the medicines: even if
opioids are present in the nearest pharmacy (available), if the doctor is not willing to prescribe or the
authorities prevent prescribing (inaccessible), or if the patient does not have the money for it
(unaffordable) the pain will not be relieved. It is possible to measure availability, accessibility and
affordability or aspects of these variables separately, although measuring does not always resultin a

figure, but rather in a list of medicines, a list of restrictions etc..

Others define five dimensions under the larger concept of access to health-care like availability,
accessibility, affordability, adequacy, and acceptability [13] or affordability, availability, accessibility,

accommodation, and acceptability [14, 15].

Availability was measured by Cherny et al. in their almost worldwide surveys on barriers for access to
opioid analgesics, by showing which opioids were admitted to the market by the authorities. The first
one relates to the WHO European region (also including the Commonwealth of Independent States)
[16] The second study covers the rest of the world except for Canada and the United States of
America. For India, it analyses all its states separately. (Publication under preparation). Accessibility is
also included in the surveys by Cherny et al. mentioned above, by exploring which restrictions exist

on prescribing and dispensing of opioid analgesics.

The methods used for measuring affordability of opioid analgesics are not any different from those
for other medicines. However, there are several difficulties in measuring this variable. Just comparing
the cost of treatment is not a good indicator, as income levels, exchange rate to one currency taken
as a standard and purchasing power vary over time and between countries. It will be clear that the
impact of the need for a treatment that costs $ 1 per day is much different for a worker in a high
income country, than for workers in low income countries. Therefore, it is important to adjust for the

local income and the price level. The WHO-HAI methodology expresses affordability of a treatment



as the number of days’ wages of the lowest-paid unskilled government worker required to purchase
the treatment. [17] The lowest rank of government worker was taken because it was considered to
be a decent wage. However, this is not true for all countries; in some countries wages are that low

that the lowest-paid unskilled government worker needs a second job to survive.

Niéns et al. measured affordability of a treatment by the percentage of people that fall into poverty if
they pay for that treatment. For this purpose they use the World Bank limits for poverty of USS 1.25
and USS 2.00 (purchasing power parity). For example, using the poverty line of USS 2.00 means that
if the daily cost of a (chronic) treatment is y dollars, everybody with a wage below USS (2.00 +y) will
fall into poverty if he has to pay for that treatment. Thus, the percentage of people falling into
poverty can be calculated from the distribution of wage levels, by taking the percentage of the
population that earns less than USS (2.00+y) per day. [18] The advantage of this method is that it is
freed from a number of arbitrary standards and that the outcomes can be compared over country

boundaries.

IV Barriers

A variety of barriers can be at the root of limited availability, accessibility and affordability. In
practice, in all countries barriers exist that limit access to controlled medicines including to opioid
analgesics. In many countries, these barriers are severe enough to prevent for most patients that

they will have adequate treatment when in need. Four categories of barriers can be distinguished:

- Legislative and policy barriers,
- Knowledge barriers,
- Attitudes barriers, and
- Economic barriers.
These barriers will be described now and examples will be given. It is important to realize that often

many barriers exist simultaneously, and that therefore the problem of inadequate treatment can



only truly be dissolved if all barriers are removed. However, in many cases it is not easy to dissolve
the barriers as some barriers interact and maintain each other. (An example is described below,
under Attitude barriers.)

Legislative and policy barriers

Substances that potentially can be abused are regulated internationally by three international
treaties, including the Single Convention on Narcotic Drugs, 1961, as amended by the 1972 Protocol,
which is the most relevant treaty for opioid analgesics.[6,19, 20] This convention is based on the
principle that the substances listed in its annexes (“schedules”) are prohibited to be possessed,
manufactured and handled in several other ways. Health-care professionals are exempt from (parts
of) this prohibition and companies that manufacture or trade these medicines can be licensed.
Patients to whom the controlled medicines were prescribed are also allowed to possess the
medicines. Countries that signed the convention (almost all countries in the world) obliged
themselves to implement it in their national law. The requirements from the conventions are a
minimum: the parties to the treaties are allowed to apply stricter rules.

Furthermore, the convention has a complex system to control international trade: countries need to
submit estimates to the INCB in advance of the calendar year for the amount of each substance that
they expect to import. For the actual transfer from one country to the other, the importing country
needs to issue an import license and one copy of this license needs to be sent to the exporting
country, which checks the balance of the estimate for the substance involved; if the balance is
positive, it issues an export license. Often countries do not estimate high enough and then run out of
stock in the course of the year, but they can submit a supplementary estimate in order to avoid that
exports will be blocked.

There are two ways how this international system of drug control often derails. At the international
level many countries are not able to apply the estimate system well and cannot or do not import

opioids for this reason. In order to guide the countries how to develop the annual estimates, the



World Health Organization and the INCB developed the Guide on Estimating Requirements for
Substances under International Control. [21]
At the national level, the too strict implementation is often the problem. Restrictions that countries
add to the obligations from the conventions can be many. Examples are [12]:
- Legal maximum daily dosage (e.g. maximum dosages as low as 75 mg morphine per day)
- Legal limitation of the duration for which opioid analgesics may be prescribed to a very short
period (e.g. as short as one day)
- Limitation to certain conditions (e.g. prescription is only allowed for terminal cancer patients)
- Limitation to certain medical specialists (e.g. in one country palliative care physicians are not
allowed to prescribe opioids and need to refer to general practitioners; in another country
only surgeons, oncologists and gynaecologists were allowed to prescribe opioids until
recently)
- Pharmacists and physicians are not allowed to dispense and to deliver if they are not in the
possession of an additional license for controlled medicines
- Opioid analgesics are dispensed by the police at the police station
- Obligation to use special prescription forms, sometimes in duplicate, triplicate or

guadruplicate and sometimes hard to obtain or to be obtained against a fee.

Administrative barriers are due to these legislative barriers. In some countries, the authorities in
charge of drug control are located in ministries such as the Ministry of Justice, and responsible
officers are sometimes unaware that the substances they have to regulate are also used as
medicines, while the Ministry of Health has little power to influence the situation. In other countries
no policies are in place for availability of medicines, cancer control or HIV and so on, thus affecting

the ability to treat patients with these diseases for their pain.



Knowledge barriers
Knowledge on the use of opioid analgesics is also problematic in some countries, in particular where

opioids are not readily available. Furthermore, many schools of medicines and of pharmacy have very

limited time included in their curricula for the treatment of pain.

It is in such a situation almost impossible to become an experienced prescriber. Furthermore, many
text and hand books recommend relatively high initial dosages and do not describe how to titrate the
dosage to address the pain adequately. In such a situation, physicians when trying out the use of
opioids based on the recommendations in the hand books may prescribe too high initial dosages or
increase it too quickly, with a result that they see their patient intoxicated and they will not easily use
opioids again to treat pain. The new WHO guidelines on persisting pain in children recommend much
lower dosages and slow titration [22]. Special attention was given to the lower dosages and a call was

made to adapt text- and hand books [23].

Also, there are false beliefs that pain patients become easily dependent on opioid analgesics.
However, not many physicians who prescribe opioids themselves have seen dependence developing
from the opioids they initiated. A recent systematic review could not identify convincing evidence for
dependence resulting from pain prescriptions and concluded that it is not justified to withhold
treatment to patients because of this fear. [24]

Attitude barriers

Attitude barriers are found among health-care workers, patients and their families, as well as policy
makers. They are often related to knowledge barriers. For instance, many doctors have opinions
about opioid analgesics without ever prescribing them. Some of them fear for dependence, mix up
withdrawal and tolerance with dependence, or fear that their patients will die from opioids. The fact
that opioids are not available in many countries makes that these physicians will never be able to
experience the actual benefit/risk ratio of opioid analgesia in their patients and therefore this
contributes to the very low demand for opioid analgesics in these countries. But the fact that there is

no demand maintains also their unavailability as there is no advantage for manufacturers to try and



sell these medicines. In this way, the lack of knowledge and this attitude interact and maintain each
other. Other health-care workers tell themselves that neonates do not feel any pain or find it normal

that a certain disease or intervention coincides with severe pain.

Similar attitudes that prevent adequate use of opioid analgesics exist among patients and their
families; for instance the myth that one easily becomes dependent or that one will die from the
opioids. [1] The fear of becoming dependent exists even in terminal cancer patients. In fact, if
prescribed correctly, opioids are safe medicines, but because they are so often only used in end stage
cancer, there is an association between death and morphine use, which is interpreted by many as a
causal relationship with morphine as the cause. Although this may be true if the morphine is not

dosed correctly, in most cases it is more likely that the disease is at the root.

Policy makers tend to give priority to the prevention of abuse, dependence and diversion of opioid
medicines. This may easily lead to restriction on the prescription of opioid analgesics, even if there is
no proven mechanism that shows a relation between treatment of pain patients and opioid abuse. In
the United Kingdom the conviction of Harold Shipman, a practitioner who killed over 250 of his
patients with injections of diamorphine lead to the restriction of the validity of a prescription to 30
days, while the amount on a prescription may not exceed 1 month. It is clear that this does not limit
physicians’ access to opioid medicines, but indeed, every patient needs to consult his practitioner
now every month for a new prescription. [25] This is time consuming, causes frequent absences from

work, and in case of patients who are stable on their medication, this may be exaggerated.

In the United States of America, the national epidemic of overdoses from prescription opioids leads
to a campaign in the press and by others to limit patients access, even though there is evidence that
these medicines usually do not originate from patients. While there are insufficient data available to
guantify the amounts diverted to non-medical use from various parts of the drug distribution system,
it appears there is significant theft, fraud and other unlawful conduct. [26, 27] A national population-

based survey found that over 70% of those who have reported using opioids non-medically admitted



that they obtained the drug for free from friends or family members or through theft or purchase.
[28] Large quantities of prescription opioids have been sold by illegitimate pain clinics and overdose
has occurred predominantly in persons obtaining opioids from non-medical sources [29]. In a study
of unintentional overdose fatalities in West Virginia, 63.1% of the decedents had used
pharmaceuticals with no documented prescriptions, and 55.6% of the decedents were never
prescribed opioid analgesics. In addition, 79.3% of the decedents has used multiple substances, both
illicit and prescription drugs (“polydrug use”), which might have contributed to their death, and

21.4 % of the decedents had controlled medicines prescribed by multiple physicians (“doctor
shopping”). [30]. This study did not determine, however, whether decedents from the latter group
were ‘real’ pain patients, or people seeking drugs for illicit purposes. Another American study,
describing 9940 cases of overdose deaths, found 51 cases to whom dosages of 100 mg/day or higher
of morphine equivalents were prescribed during the first three months of a prescription episode,
showing an increased risk for this group. [31]

Economic barriers

Economic barriers are not any different for opioid analgesics than for other medicines. High prices
and failure to distribute the medicines adequately are common, even although morphine is a cheap
starting material and can be made available for even USD 0.05 per day per patient. However, some
specific additional barriers exist for those medicines which are controlled as drugs. Examples are that
low price levels are often related to low mark-ups. If this is the case, pharmacists and distributors
often do not want to invest in a legally required wall-safe or strongbox. (In some cases the legal
requirements are disproportionate to the amount to be stored.) Also the amount of paperwork can
be disproportionate if the amount of medicines is limited, or it can push up the price. [1]
Overviews of barriers

There are various publications that give overviews of the barriers [16, 32] and pricing of opioids. The

WHO policy guidelines also provide a checklist to analyse the national situation in a country.



IV International developments toward adequate access for all
The World Health Assembly requested from WHO in a resolution to “examine jointly with the

International Narcotics Control Board the feasibility of a possible assistance mechanism that would
facilitate the adequate treatment of pain using opioid analgesics”. [34] In response, the World Health
Organization established the Access to Controlled Medicines Programme (ACMP). [36] Over the
years, the ACMP developed a number of documents to guide policy makers and health-care
professionals to improve access to opioid analgesics and other controlled medicines. For example, it
planned to develop a series of treatment guidelines on pain, together covering all types of pain, while
in the past only cancer pain has been addressed [37, 38]. Currently the evidence based guidelines on
persisting pain in children is published [22] and a scoping document describing the outlines of similar
guidelines for persisting pain in adults. [39] The ACMP also published the WHO policy guidelines
Ensuring Balance in National Policies on Controlled Substances, Accessibility and Availability of
Controlled Medicines. [12] This document includes a country checklist to identify the specific barriers
in countries. It is recommended not only for policy makers, but also for organizations of health-care
workers who want to work on improved access. Jointly with the INCB, the ACMP published their
guide on estimating requirements already mentioned above. [21] Although it is intended for use by
the competent authorities for the international drug control treaties, it is recommended that other
organisations are familiar with this document, in particular in countries where the importations of
controlled medicines pose regular problems. In that case the estimate systems may be involved and
it happens that health-care professionals guide the authorities how to solve the problem. The ACMP
and a number of NGOs provide support to countries that want to improve access to controlled

medicines e.g by organizing workshops and reviewing (draft) legislation.

The INCB continues to advocate for improved access and in most years its annual report makes
recommendations to the countries who are parties to the international drug control treaties.
Recently, it published a special report on the availability of internationally controlled medicines [4].

Strange enough, simultaneously the INCB lobbies since several years among the countries to place



ketamine on their national lists of controlled drugs, in this way precipitating a global crisis for
anaesthesia similar to the current crisis in analgesia, while WHO assessed that the substance should

not be placed under drug control. [40, 41, 42]

The UN Commission on Narcotic Drugs, also called for greater access for patients to these medicines

on several occasions. [43, 44]

In addition to these diplomatic activities, international organizations of health-care professionals
made the call for adequate access to pain medicines and treatment of pain worldwide heard through
documents like the Declaration of Montreal, the World Cancer Declaration, the Morphine Manifesto
and the Declaration of Miami. [45, 46,47, 48] Other international projects are the Global Access to
Pain Relief Initiative (GAPRI) [49] and the ATOME Project. The latter is a comprehensive EU funded

project ran by ten organizations, including WHO targeting at 12 eastern European countries. [50]

V Conclusion
“All moderate and severe pain in children should always be addressed. Depending on the situation,

the treatment of moderate to severe pain may include non-pharmacological methods, treatment
with non-opioid analgesics and with opioid analgesics” is the approach in the new WHO treatment
guidelines on persisting pain in children. [22] Although there are no WHO persisting pain guidelines
for adults currently, it could be imagined that such a document, would not say any different because
of the ethical aspect. It should be noticed that the guidelines do not impose to treat with opioids, but
it imposes to act. However, in most cases of moderate and severe pain opioid analgesics are
indicated and even inevitable. It is for this reason that access to opioid analgesics is of utmost
importance, but in spite of that, it is still an unfulfilled hope for the majority of the world population.
Yet, a change has set on by the efforts of international bodies and NGOs. It is likely that many are
already working on these issues on the national and local level in many countries. Sooner or later all
countries will have to follow, when it becomes clear how beneficial and effective pain treatment can

be.



In order to ensure that “effective pain control measures will be available universally to all cancer
patients in pain” by 2020 (as mentioned in the World Cancer Declaration) [46], we will need to
record our progress and to analyse the barriers for adequate pain management. Only by doing both,
we can work on solutions and ascertain that our efforts are effective. By treating the pain, we
accommodate the patient by improving his quality of life on one important aspect of his or her
disease, which is the pain, sometimes excruciating. It is for this reason that access to opioid

analgesics is essential for quality cancer care. And this is possible.



Key Points
e Access to and availability of opioid analgesics is essential for relieving this pain, yet opioid

analgesics are not accessible to 5.5 billion people.

e Each year, 5.5 million terminal cancer patients, 1 million end-stage HIV/AIDS patients and 0.8
million patients suffering injuries, caused by accidents and violence are not treated for
moderate and severe pain. In addition to this, it includes patients with chronic ilinesses,
recovering from surgery, women in labour (110 million births each year) and paediatric
patients.

e Various methods exist to measure the consumption, usually in morphine equivalents. The
top 20 countries from the Human Development Index can be used as a benchmark.

e The adequacy of opioid analgesic consumption has a high logarithmic correlation with the
Human Development Index (CC= 0.895)

e Availability is the degree to which a medicine is present at distribution points in a defined
area for the population living in that area at the moment of need.

o Accessibility is the degree to which a medicine is obtainable for those who need it at the
moment of need with the least possible regulatory, social or psychological barriers.

o Affordability is the degree to which a medicine is obtainable for those who need it at the
moment of need at a cost that does not expose them to the risk of serious negative
consequences such as not being able to satisfy other basic human needs.

e Four categories of barriers can be distinguished: legislative and policy barriers,knowledge
barriers, attitudes barriers, and economic barriers.

e Inrecent years efforts for improvement are undertaken by international bodies (World
Health Organization, International Narcotics Control Board, Commission on Narcotic Drugs),
and by non-governmental organizations (International Association for the Study of Pain,
Union for International Cancer Control, Pallium India, American Cancer Society). Joint
initiatives as the Global Access to Pain Relief Initiative (GAPRI) and the Access to Opioid

Medications in Europe (ATOME) were initiated.

References
[1] Krakauer EL et al. Opioid inaccessibility and its human consequences: reports from the field. J Pain

and Palliative Care Pharmacother 2010;24 (3), 239-243. Accessible at:
http://informahealthcare.com/doi/abs/10.3109/15360288.2010.501852 (Accessed 11 October 2012)

[2] International Narcotics Control Board. Demand for and supply of opiates for medical and

scientific needs. In: Report of the International Narcotics Control Board for 1989. New


http://informahealthcare.com/doi/abs/10.3109/15360288.2010.501852

York, NY: UN, 1989.

[3] World Health Organization (2008). mhGAP Mental Health Gap Action Programme. Scaling up care
for mental, neurological, and substance use disorders. Geneva. Accessible at:

http://whqglibdoc.who.int/publications/2008/9789241596206_eng.pdf; (Accessed 12 October 2012)

[4] International Narcotics Control Board. Report of the International Narcotics Control Board on the
Availability of Internationally Controlled Drugs: Ensuring Adequate Access for Medical and Scientific
Purposes. New York, 2011, E/INCB/2010/1/Supp.1, ISBN: 978-92-1-148260-7. Accessible at:

http://www.incb.org/documents/Publications/AnnualReports/AR10 Supp E.pdf (Accessed 11

October 2012)

[5] World Health Organization. Access to Controlled Medications Programme: improving access to
medications under international drug conventions: briefing note. Geneva, 2009. Accessible at :

http://www.who.int/medicines/areas/quality safety/ACMP_BrNoteGenrl EN Feb09.pdf (Accessed

12 October 2012)

[6] Single Convention on Narcotic Drugs, 1961, as amended by the Protocol amending the Single
Convention on Narcotic Drugs, 1961. In: The International Drug Conventions. United Nations, New
York, 2009. ISBN978 92 1 148248 5.

Text also accessible at: https://www.unodc.org/pdf/convention 1961 en.pdf (Accessed on 11

October 2012)

[7] International Narcotics Control Board. Narcotic Drugs: Estimated World Requirements for 2012
Statistics for 2010. United Nations, New York, 2011. E/INCB/2011/2. ISBN: 978-92-1-048149-6.

http://www.incb.org/documents/Narcotic-Drugs/Technical-

Publications/2011/Narcotic Drugs Report 2011.pdf (Accessed on 11 October 2012)

[8] ATC Index with DDDs. WHO Collaborating Centre for Drug Statistics and Methodology. Oslo, 2005

[9] Bekkering GE et al, Epidemiology of chronic pain and its treatment in the Netherlands. The

Netherlands J of Med. 2011; 69(3): 141 — 152 (Systematic review)

[10] Seya MJ, Gelders SFAM, Achara UA, Milani B, Scholten WK. A First Comparison between the

Consumption of and the Need for Opioid Analgesics at Country, Regional and Global Level. J Pain and


http://www.incb.org/documents/Publications/AnnualReports/AR10_Supp_E.pdf
http://www.who.int/medicines/areas/quality_safety/ACMP_BrNoteGenrl_EN_Feb09.pdf
https://www.unodc.org/pdf/convention_1961_en.pdf
http://www.incb.org/documents/Narcotic-Drugs/Technical-Publications/2011/Narcotic_Drugs_Report_2011.pdf
http://www.incb.org/documents/Narcotic-Drugs/Technical-Publications/2011/Narcotic_Drugs_Report_2011.pdf

Palliative Care Pharmacotherapy, 2011; 25: 6-18. Accessible at:
http://apps.who.int/medicinedocs/documents/s17976en/s17976en.pdf (Accessed 11 October 2012)

[11] United Nations Development Programme. Human Development Report 2011, Sustainability and
Equity: A Better Future for All. United Nations Development Programme, New York 2011. ISBN:
9780230363311. Accessible at:
http://www.undp.org/content/dam/undp/library/corporate/HDR/2011%20Global%20HDR/English/H

DR 2011 EN Complete.pdf (Accessed 11 October 2012)

[12] Ensuring Balance in National Policies on Controlled Substances, guidance for availability and
accessibility of controlled medicines. World Health Organization. Geneva 2011. ISBN 978 92 4 156417
5. Accessible at: http://whglibdoc.who.int/publications/2011/9789241564175 eng.pdf (Accessed

on 1 October 2012)

[13] Obrist B et al. Access to Health Care in Contexts of Livelihood Insecurity: A Framework for
Analysis and Action. PLoS Med 2007;4(10): e308. doi:10.1371/journal.pmed.0040308. Available at:
http://www.plosmedicine.org/article/info%3Adoi%2F10.1371%2Fjournal.pmed.0040308 (Accessed

14 October 2012)

[14] Penchansky R, Thomas JW. The concept of access: definition and relationship to consumer
satisfaction. Med Care. 1981 Feb;19(2):127-40. Accessible at:
http://www.ncbi.nlm.nih.gov/pubmed/7206846 (Accessed 14 October 2012)

[15] Wyszewianski L. Access to Care: Remembering Old Lessons. Health Serv Res. 2002 December;
37(6): 1441-1443. doi: 10.1111/1475-6773.12171. Accessible at:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1464050/ (Accessed 14 October 2012)

[16] Cherny NI et al. Formulary availability and regulatory barriers to accessibility of opioids for
cancer pain in Europe: a report from the ESMO/EAPC Opioid Policy Initiative. Ann Oncol. 2010
Mar;21(3):615-26. Accessible at: http://www.ncbi.nlm.nih.gov/pubmed/20176694 (Accessed 14

October 2012)

[17] Cameron A et al. Medicines Prices, Availability and Affordability. In: The World Medicines
Situation 2011. World Health Organization, Geneva, 2011. Accessible at:
http://apps.who.int/medicinedocs/documents/s18065en/s18065en.pdf (Accessed 14 October 2012)



http://apps.who.int/medicinedocs/documents/s17976en/s17976en.pdf
http://www.undp.org/content/dam/undp/library/corporate/HDR/2011%20Global%20HDR/English/HDR_2011_EN_Complete.pdf
http://www.undp.org/content/dam/undp/library/corporate/HDR/2011%20Global%20HDR/English/HDR_2011_EN_Complete.pdf
http://whqlibdoc.who.int/publications/2011/9789241564175_eng.pdf
http://www.plosmedicine.org/article/info%3Adoi%2F10.1371%2Fjournal.pmed.0040308
http://www.ncbi.nlm.nih.gov/pubmed/7206846
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1464050/
http://www.ncbi.nlm.nih.gov/pubmed/20176694
http://www.ncbi.nlm.nih.gov/pubmed/20176694
http://apps.who.int/medicinedocs/documents/s18065en/s18065en.pdf

[18] Niéns LM et al. Quantifying the Impoverishing Effects of Purchasing Medicines: A Cross-Country
Comparison of the Affordability of Medicines in the Developing World- PLoS Med 2010;7(8):
€1000333. doi:10.1371/journal.pmed.1000333 Accessible at:
http://apps.who.int/medicinedocs/documents/s17402e/s17402e.pdf (Accessed 14 October 2012)

[19] Convention on Psychotropic Substances, 1971 In: The International Drug Conventions. United
Nations, New York, 2009. ISBN978 92 1 148248 5. Text also accessible at:

https://www.unodc.org/pdf/convention 1971 en.pdf (Accessed on 14 October 2012)

[20] United Nations Convention against Illicit Traffic in Narcotic Drugs and Psychotropic Substances,
1988. In: The International Drug Conventions. United Nations, New York, 2009. ISBN978 92 1 148248

5. Text also accessible at: https://www.unodc.org/pdf/convention 1988 en.pdf (Accessed on 14

October 2012)

[21] Guide on Estimating Requirements for Substances under International Control, Developed by the
International Narcotics Control Board and the World Health Organization for use by the Competent
National Authorities, International Narcotics Control Board and World Health Organization,
Vienna/Geneva, 2012. ISBN 978-92-4-150328-0. Available at:
http://whglibdoc.who.int/publications/2012/9789241503280 eng.pdf (Accessed 14 October 2012)

[22] WHO guidelines on the pharmacological treatment of persisting pain in children with medical
ilinesses. World Health Organization. 2012. Available at:
http://whglibdoc.who.int/publications/2012/9789241548120 Guidelines.pdf (Accessed 14 October
2012)

[23] Scholten W, Paediatric morphine dosages. WHO Pharmaceuticals Newsletter, (4) 2012: 26-28.

Accessible at: http://www.who.int/medicines/publications/Newsletter 4 2012.pdf (Accessed 14

October 2012)

[24] Minozzi S et al. Systematic review on dependence following treatment with opioid analgesics for
pain relief, Systematic Review. Addiction. 2012 Jul 6. doi: 10.1111/j.1360-0443.2012.04005.x. [Epub

ahead of print]

[25] Gallagher CT. New CD regulations will not obstruct "another Shipman" who intends to kill.

Pharmac JI 2006;277(7407):13-16.


http://apps.who.int/medicinedocs/documents/s17402e/s17402e.pdf
https://www.unodc.org/pdf/convention_1971_en.pdf
https://www.unodc.org/pdf/convention_1988_en.pdf
http://whqlibdoc.who.int/publications/2012/9789241503280_eng.pdf
http://whqlibdoc.who.int/publications/2012/9789241548120_Guidelines.pdf
http://www.who.int/medicines/publications/Newsletter_4_2012.pdf

[26] Inciardi JA et al. Mechanisms of prescription drug diversion among drug-involved club and street

based populations. Pain Med 2007;8(2):171-183. doi:10.1111/j.1526-4637.2006.00255.x

[27] Inciardi JA et al. Diversion of prescription drugs by health workers in Cincinnati Ohio, in Subst

Use Misuse 2006;41(2):255-264. doi: 10.1080/10826080500391829

[28] Substance Abuse and Mental Health Services Administration, Results from the 2010 National
Survey on Drug Use and Health: Summary of National Findings, NSDUH Series H-41, HHS Publication
No. (SMA) 11-4658. Rockville, MD: Substance Abuse and Mental Health Services Administration,
2011. Accessible at : http://oas.samhsa.gov/NSDUH/2k10NSDUH/2k10Results.pdf (Accessed 15

October 2012)

[29] CDC (2011) Vital Signs: Overdoses of Prescription Opioid Pain Relievers --- United States, 1999—
2008. Morbidity and Mortality Weekly. 60(43);1487-1492, Available at:

http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6043a4.htm?s cid=mm6043a4 w (Accessed

2 July 2012)

[30] Hall AJ, Logan JE, Toblin RL, et al. Patterns of abuse among unintentional pharmaceutical

overdose fatalities. JAMA 2008;300:2613-20.

[31] Dunn KM et al. Opioid Prescriptions for Chronic Pain and Overdose A Cohort Study Ann Intern
Med. 2010;152:85-92.

[32] Milani B, Scholten W. Access to Controlled Medicines. In: The World Medicines Situation 2011,
3rd Edition, World Health Organization, Geneva 2011 (Chapter released April 2011). Accessible at:

http://www.who.int/entity/medicines/areas/policy/world medicines situation/WMS ch19 wAcces

s.pdf (Accessed 15 October 2012)

[34] Resolution WHAS58.22. Cancer prevention and control. In: Fifty-eighth World Health Assembly,
Geneva, 25 May 2005. A copy of the resolution can be found in:

http://www.who.int/entity/medicines/areas/quality safety/Framework ACMP_ withcover.pdf

(Accessed 15 October 2012)

[35] Resolution ECOSOC 2005/25. On Treatment of pain using opioid analgesics. New York, 2005. A
copy of the resolution can be found in:

http://www.who.int/entity/medicines/areas/quality safety/Framework ACMP withcover.pdf

(Accessed 15 October 2012)


http://oas.samhsa.gov/NSDUH/2k10NSDUH/2k10Results.pdf
http://www.cdc.gov/mmwr/preview/mmwrhtml/mm6043a4.htm?s_cid=mm6043a4_w
http://www.who.int/entity/medicines/areas/policy/world_medicines_situation/WMS_ch19_wAccess.pdf
http://www.who.int/entity/medicines/areas/policy/world_medicines_situation/WMS_ch19_wAccess.pdf
http://www.who.int/entity/medicines/areas/quality_safety/Framework_ACMP_withcover.pdf
http://www.who.int/entity/medicines/areas/quality_safety/Framework_ACMP_withcover.pdf

[36] Access to Controlled Medications Programme, Framework. World Health Organization, Geneva
2007. WHO/PSM/QSM/2007.2 Accessible at:

http://www.who.int/entity/medicines/areas/quality safety/Framework ACMP withcover.pdf

(Accessed 15 October 2012)

[37] Cancer Pain Relief with a Guide to Opioid Availability, 2nd Edition, World Health Organization
Geneva, 1996. ISBN 9789241544825. Accessible at:
http://apps.who.int/iris/bitstream/10665/37896/1/9241544821.pdf (Accessed on 15 October 2012)

[38] Cancer Pain Relief and Palliative Care in Children, World Health Organization, Geneva 1998. ISBN
9789241545129. Accessible at: http://apps.who.int/iris/bitstream/10665/42001/1/9241545127.pdf

(Accessed 15 October 2012)

[39] Scoping document for WHO Guidelines for the pharmacological treatment of persisting pain in
adults with medical ilinesses, World Health Organization, Geneva 2012. GRC-08-04-0052A. Accessible
at:

http://www.who.int/medicines/areas/quality safety/Scoping WHO GLs PersistPainAdults webvers

ion.pdf (Accessed 15 October 2012)

[40] International Narcotics Control Board. Report of the International Narcotics Control Board for
2007. New York, 2008. E/INCB/2007/1. ISBN 978-92-1-148224-9. Accessible at:

http://www.incb.org/documents/Publications/AnnualReports/AR 07 English.pdf (Accessed 16

October 2012)

[41] International Narcotics Control Board. Report of the International Narcotics Control Board for
2008. New York, 2009. E/INCB/2008/1. ISBN 978-92-1-148232-4. Accessible at:
http://www.incb.org/documents/Publications/AnnualReports/AR_08_ English.pdf (Accessed 16
October 2012)

[42] WHO Expert Committee on Drug Dependence, Thirty-fifth report. WHO Technical Report Series
973. World Health Organization, Geneva, 2012. ISBN: 978 92 4 120973 1, ISSN 0250-8737. Accessible
at: http://apps.who.int/iris/bitstream/10665/77747/1/WHO trs 973 eng.pdf. Accessed 8 June

2013.

[43] Commission on Narcotic Drugs. Resolution 53/4 Promoting adequate availability of
internationally controlled licit drugs for medical and scientific purposes while preventing their
diversion and abuse. Report on the fifty-third session (2 December 2009 and 8-12 March 2010).
Economic and Social Council, Official Records, 2010, Supplement No. 8. E/CN.7/2010/18. Accessible


http://www.who.int/entity/medicines/areas/quality_safety/Framework_ACMP_withcover.pdf
http://apps.who.int/iris/bitstream/10665/37896/1/9241544821.pdf
http://apps.who.int/iris/bitstream/10665/42001/1/9241545127.pdf
http://www.who.int/medicines/areas/quality_safety/Scoping_WHO_GLs_PersistPainAdults_webversion.pdf
http://www.who.int/medicines/areas/quality_safety/Scoping_WHO_GLs_PersistPainAdults_webversion.pdf
http://www.incb.org/documents/Publications/AnnualReports/AR_07_English.pdf

at: https://www.unodc.org/unodc/en/commissions/CND/session/cnd-documents-index.html

(Accessed 16 October 2012)

[44] Commission on Narcotic Drugs. Resolution 54/6 Promoting adequate availability of
internationally controlled narcotic drugs and psychotropic substances for medical and scientific
purposes while preventing their diversion and abuse. In: Report on the fifty-fourth session (2
December 2010 and 21-25 March 2011) Economic and Social Council, Official Records, 2011,
Supplement No. 8. United Nations, New York, 2011. E/CN.7/2011/15. Accessible at:

https://www.unodc.org/unodc/en/commissions/CND/session/cnd-documents-index.html (Accessed

16 October 2012) )

[45] Declaration of Montréal, Declaration that Access to Pain Management Is a Fundamental Human

Right, Montreal, 2011. Accessible at: http://www.iasp-

pain.org/Content/NavigationMenu/Advocacy/DeclarationofMontr233al/default.htm (Accessed 13

September 2012)

[46] World Cancer Declaration. Clin J Oncol Nurs. 2006 Dec;10(6):721-2. Accessible at :
http://www.uicc.org/sites/default/files/private/eWCDEC 2.pdf (Accessed 16 October 2012)

[47] Pallium India, International Association for Hospice and Palliative Care, and the Pain & Policy
Studies Group. A morphine manifesto. J Pain Palliat Care Pharmacother. 2012 Jun;26(2):144-5 (doi:
10.3109/15360288.2012.678475) Accessible at:
http://informahealthcare.com/doi/abs/10.3109/15360288.2012.678475 (Accessed 16 October 2012)

[48] Declaration of Miami, Joining Forces for better pain treatment and promoting pain medicine all
over the world. World Institute of Pain, Miami 2012. Accessible at:

http://www.wipfoundation.org/wp-content/uploads/2012/04/electronic-version-declaration-of-

miamil.png (Accessed 19 October 2012)

[49] GAPRI: Global Access To Pain Relief Initiative, Union for International Cancer Control, s.l.a.

Accessible at: http://www.uicc.org/sites/default/files/private/120806 eGAPRI OnePager Final.pdf

(Accessed 17 October 2012)

[50] Radbruch L et al. Access to opioid medication in Europe (Letter to the Editor). Journal of Pain and

Palliative Care Pharmacotherapy 2012; 26:200-201. Accessible at:
http://informahealthcare.com/doi/abs/10.3109/15360288.2012.676614 (Accessed 17 October 2012)


https://www.unodc.org/unodc/en/commissions/CND/session/cnd-documents-index.html
https://www.unodc.org/unodc/en/commissions/CND/session/cnd-documents-index.html
http://www.iasp-pain.org/Content/NavigationMenu/Advocacy/DeclarationofMontr233al/default.htm
http://www.iasp-pain.org/Content/NavigationMenu/Advocacy/DeclarationofMontr233al/default.htm
http://www.uicc.org/sites/default/files/private/eWCDEC_2.pdf
http://www.ncbi.nlm.nih.gov/pubmed?term=morphine%20manifesto
http://informahealthcare.com/doi/abs/10.3109/15360288.2012.678475
http://www.wipfoundation.org/wp-content/uploads/2012/04/electronic-version-declaration-of-miami1.png
http://www.wipfoundation.org/wp-content/uploads/2012/04/electronic-version-declaration-of-miami1.png
http://www.uicc.org/sites/default/files/private/120806_eGAPRI_OnePager_Final.pdf

