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Abstract
Background: Opioids are essential medicines. Despite international and national laws permitting availability, opioid access remains 
inadequate, particularly in South, Southeast, East and Central Asia.
Aim: To review evidence of perceptions and experiences of regulatory enablers and barriers to opioid access in South, Southeast, East 
and Central Asia.
Design: Systematic review of post-2000 research according to PRISMA guidelines. Data were subjected to critical interpretive 
synthesis. International, national and sub-national barriers were organised developing a conceptual framework of opioid availability.
Data sources: PsycINFO, Medline, Embase, The Cochrane Library. CINAHL, Complete and ASSIA from 2000 until 20th May 2019.
Results: 21/14097 studies included: quantitative n = 15, qualitative n = 3 and mixed-methods n = 3. Four barrier/enabler themes 
were developed: Legal, regulatory, socio-political; lack of laws explicitly enabling opioid access, restrictive international controls 
and clinician prescribing concerns. Opioid availability; limited availability, poor policymaker and clinician education regarding opioid 
benefits, poor continuity of supply. Opioid Accessibility; medicine costs, distance to prescribing centres. Prescribing; extensive 
bureaucratic barriers, lack of human resources for prescribing. We present a novel framework of a self-perpetuating model of 
inadequate opioid provision. The Single Convention on Narcotics provides the context of restrictive laws and negative attitudes 
amongst policymakers. A consequent lack of prescribers and clinicians’ negative attitudes at sub-national levels, results in inadequate 
access to and use of opioids. Data of inadequate consumption informs annual requirement estimates used by the International 
Narcotics Control Board to determine future opioid availability.
Conclusions: Regulatory and socio-political actions unintentionally limit opioid access. International and national laws explicitly 
enabling opioid access are required, to assuage concerns, promote training and appropriate prescribing.
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What is already known about the topic?

•• Access to opioids is inadequate across South, Southeast, East and Central Asia.
•• Most existing literature on unmet need for opioids focusses upon estimates of need in a palliative care context and 

attitudes of clinicians towards opioids.
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Introduction
Globally, access to opioid treatments is inadequate.1 It is 
estimated that currently 61 million people who need opi-
oids suffer due to lack of access, with the greatest unmet 
need in low and middle-income countries in South, 
Southeast, East and Central Asia.2

Therapeutic opioids are a key aspect of the World Health 
Organization’s (WHO) widely-used three-step cancer pain 
ladder.3 Opioids also are indicated for moderate to severe 
pain in common clinical scenarios such as childbirth,4 acute 
musculoskeletal pain,5 trauma,6 peri-operative care7 and, in 
low doses, for severe chronic breathlessness.8 Without 
appropriate access to opioids, physical and associated psy-
chological suffering is severe. Untreated pain also has 
socio-economic consequences for families, for example, 
risk of poverty due to inability to work.9 Suffering incurred 
by those with unmanaged pain has led to calls for access to 
pain relief to be a basic human right.10

Most therapeutic opioids are controlled substances, 
regulated under international law. Production and distri-
bution of controlled substances (e.g. Morphine) is subject 
to the terms of the Single Convention on Narcotics and 
subsequent international drug laws.11 Weaker opioids 
(e.g. Tramadol) recommended for Step 2 on the WHO 
pain ladder, are not internationally controlled substances 
and are regulated differentially at the national level.

The Single Convention on Narcotics has been in force 
since 1960 to prohibit production and supply of illegal 
narcotics and ensure access to opioids (narcotic formula-
tions) for medical purposes. Nation states enact drug laws 
to implement the terms of the Convention. Yet, barriers to 
access to opioids medicines exist at international, national 
and sub-national levels.12 The Lancet Commission on 
Global Access to Palliative Care and Pain Relief reports 
that “In most [low and middle-income countries], unduly 
restrictive laws and regulations hinder the availability of 
and access to opioids for people with legitimate needs.”2

In the context of laws and regulations which technically 
permit opioid availability, little is known regarding how 
laws and regulations interact between levels, to practi-
cally enable or limit access to opioids for patients with 
legitimate medical need. Of concern, the President of the 
International Narcotics Control Board, the international 
organisation charged with overseeing the implementation 
of the Single Convention worldwide, recently questioned 
the current utility of the Single Convention, first drawn up 
half a century ago:

“I think it is an appropriate time to look at whether those are 
still fit for purpose, or whether we need new alternative 
instruments and alternative approaches to deal with these 
problems [Cornelis P. de Joncheere, 2020].”13

As the most populous world region, most unmet need for 
opioids is in South, Southeast, East and Central Asia. We 
conducted a mixed-methods systematic review of the aca-
demic literature to explore perceptions and experiences 
of regulatory barriers and enablers to opioid access in 
South, Southeast, East and Central Asia in the context of 
international and national drug regulations.

Aim
We aimed to review and synthesise published evidence of 
perceptions and experiences of regulatory enablers and 
barriers to opioid access in South, Southeast, East and 
Central Asia.

Design
We conducted a systematic review with critical interpretive 
synthesis of post-2000 research relevant to our aim with ref-
erence to 2009 Centre for Reviews and Dissemination (CRD) 
guidance for undertaking reviews in healthcare.14 The 
review was reported in accordance with recommendations 

What this paper adds?

•• We show how barriers at international level raise further barriers at national and sub-national levels which limit acces-
sibility of opioids, even when they are technically available.

•• The international opioid regulatory framework is revealed as a self-perpetuating model, where restrictive forces at 
international and national level reinforce negative attitudes and fears of prescribing opioids at sub-national level.

•• Data based upon inadequate levels of opioid consumption is then used to estimate opioid requirements for the follow-
ing year, resulting in a cycle of inadequate opioid availability.

Implications for practice and policy

•• Global policies must focus upon enabling access to opioids based upon evidence-based assessments of population-level 
need for opioids.

•• Nations should implement legislation affirming governmental responsibility for ensuring access to opioids, to create a 
positive regulatory context and assuage concerns of clinicians relating to legal redress for prescribing opioids.

•• Improved education and training opportunities regarding the benefits of opioids and safe prescribing are essential to 
challenge negative perceptions of opioids and increase human resources for prescribing and clinical care.
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in the Preferred Reporting Items for Systematic Reviews 
(PRISMA) guidelines.15 Data were subjected to critical inter-
pretive synthesis. International, national and sub-national 
barriers were organised to develop a conceptual framework 
of opioid availability. Our approach was selected as an 
appropriate method of identifying all relevant literature and 
synthesising qualitative and quantitative findings in to sin-
gular thematic categories.

Inclusion/Exclusion criteria
We developed a pre-defined inclusion/exclusion criteria] 
to identify articles relevant to our research aims (Table 1).

Search strategy
A systematic search was conducted in two parts to iden-
tify articles ahead of applying the inclusion/exclusion 
criteria. The initial search was performed on 30th 
August 2017 on the following databases: PsycINFO, 
Medline and Embase via OVID, The Cochrane Library 
(including include Cochrane Central Register of 
Controlled Trials: CENTRAL and the Cochrane Database 
of Systematic Reviews: CDSR), CINAHL (Cumulative 
Index to Nursing and Allied Health Literature) Complete 
via EBSCOhost and ASSIA (Applied Social Science Index 
and Abstracts) via Proquest. A date restriction of pub-
lished post-2000 was applied to ensure that findings 
were up-to-date and did not reflect historic and out-
dated issues. Search terms related to three main con-
cepts which were combined with AND: Concept one 
included terms such as opioid OR opiate OR morphine, 
concept two included terms such as pain OR analgesi* 
OR palliat* and the third concept included terms such 
as access OR avail* OR prescrib*. The search terms for 
opioids included generic names and individual drug 
names. Search strategies for all database searches are 

available in online supplementary file 1. Results were 
downloaded into an EndNote library, duplicates were 
removed and references uploaded into the online 
Rayyan software (www.rayyan.com).

Originally, we planned to conduct a worldwide review 
of perceptions and experiences of laws and regulations 
governing access to opioids. However, during study selec-
tion after the initial search, it became apparent that the 
volume of relevant papers being identified, would not 
allow analysis with an appropriate level of detail and 
focus. South, Southeast, East and Central Asia was 
selected as the amended focus of the review due to sev-
eral factors. First, a regional focus is consistent with how 
the INCB reports statistics related to consumption, imply-
ing a regional approach to international regulatory over-
sight.16 Secondly, South, Southeast, East and Central Asia 
is the world region with the greatest unmet need for ther-
apeutic opioids and is known to face significant regulatory 
barriers to their availability.2 Third, narrowing our focus, 
allows for models of good or bad practice to be identified, 
which are likely to have contextual relevance within coun-
tries and across the region.17 Finally, a focus on Asia allows 
incorporation of data from low, middle and high income 
countries. We excluded papers focussed upon countries in 
the Middle East and Western Asia and the Caucasus, due 
to particular political challenges in the delivery of health-
care in these regions.

Following these changes during a period of reflection, 
an updated search was performed on 20th May 2019 by an 
experienced information specialist which repeated the ini-
tial search strategy for all databases but in addition, added 
in a fourth concept of South, Southeast, East and Central 
Asia as well as limiting the results to those published since 
the previous search. Search terms for Asia included the 
“exploded” indexed term for Asia for respective databases 
as well as a text word search for individual countries for 
example, China or India. Although countries in the Middle 

Table 1. Inclusion/exclusion criteria.

Inclusion Exclusion

1. Literature pertaining to human subjects
2. Peer reviewed publications published from 2000-present
3. Qualitative and quantitative primary research papers
4. Literature reporting use of opioids for pain management
5.  Literature reporting perceptions and experiences of laws and regulations 

governing access to opioids in terms of one or more of the following:
 • Access to opioid therapeutics
 • Barriers to opioid availability and accessibility
 • Facilitators to opioid access

6.  Literature fulfilling above criteria pertaining to one or more of the 
following:

 • Health system factors
 • Policy – international, national, regional or local
 • Legislation – international, national, regional or local
 • Models of care including availability, logistical organisation and delivery

1.  Conference abstracts, case studies, case 
reviews, reviews, systematic reviews, non-
peer reviewed literature, grey Literature

2.  Studies reporting data not pertaining 
to opioids for pain relief – such as 
those related to opioid dependence or 
withdrawal

3.  Studies reporting data pertaining to 
individual clinical practice including patient 
characteristics, physician decision making 
and medication efficacy

www.rayyan.com
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East were excluded from our analysis, we included the 
region in our search as the MeSH heading for the region 
includes Afghanistan as part of the Middle East, though it is 
widely considered to be part of Central Asia. Results from 
the second search were added to the original EndNote 
library to remove duplicates and overlapping references.

No language, publication type restrictions were applied 
to the search.

Study selection
Studies were included if they met our inclusion criteria 
and did not meet our exclusion criteria (Table 1). Following 
the described changes to our research aim and search 
strategy, included articles must be focussed on South, 
Southeast, East and Central Asia, or have extractable data 
relevant to these regions.

Two authors independently screened study titles and 
abstracts identified by the searches against the inclusion/
exclusion criteria. Full texts of studies were retrieved 
where necessary to assess eligibility. If a study was 
rejected at full text review, a reason for exclusion is 
reported. Disagreements were resolved through consen-
sus, with the involvement of a third author. We included a 
further eligible study published outside of our search 
period which we only became aware of a further eligible 
study during background research for manuscript drafting 
published outside of our search period which we included.

Data extraction
Data extraction forms were developed to extract quanti-
tative, qualitative and mixed-methods studies. Two 
authors independently extracted data from each included 
paper regarding study aims, national setting, study design 
and key findings relevant to the aims of our review. 
Combined data extraction is presented in Supplementary 
File 2. Extracted data informed analysis and individually 
extracted studies were referred to at the conclusion of 
theme development and data synthesis, to ensure that 
analysis accurately reflected extracted data.

Quality appraisal
Quality appraisal was undertaken using the Mixed 
Methods Appraisal Tool (MMAT), 2018 tool, which is 
appropriate for appraising qualitative, quantitative and 
mixed methods studies.18 Appraisal was conducted in line 
with guidance for using the MMAT by two researchers; 
disagreements were resolved through discussions with a 
third researcher. The purpose of the MMAT is to gain an 
impression of overall methodological quality and it is dis-
couraged to calculate a quality score for studies. The pur-
pose of our appraisal was therefore not to develop 
individual scores for included studies, but to identify 

methodological issues that should be taken into consid-
eration during interpretation.

Data analysis and synthesis
We conducted a critical interpretive synthesis of included 
studies, incorporating key processes recommended by 
Dixon et al.19 We refined our research question following 
initial searching, to focus specifically upon factors influ-
encing opioid availability in South, Southeast, East and 
Central Asia, as the world region most likely to have chal-
lenges providing safe opioid access and availability to its 
population. Quantitative and qualitative data were 
extracted to a piloted extraction form in Microsoft Word 
v.16.0, 2016 by two researchers (JC, SGa). Data were then 
coded iteratively and organised in thematic areas (JC, 
SGa). Preliminary themes were then developed and 
reviewed, with further sub-themes were defined (JC, SGa, 
MJ). Data were synthesised within emergent themes 
using quantitative data with supporting qualitative data to 
develop analytic themes. A reflective analytical draft of 
results (JC) was drafted to produce a synthesised argu-
ment based upon findings extracted from included stud-
ies. This draft was reviewed by the study team and 
appropriate re-organisation of primary themes was 
undertaken, responsive to concerns and in the context of 
quality of included studies. As some data may be consid-
ered relevant to more than one theme, further minor 
modifications were made to developed themes during 
manuscript preparation in accordance with interpretive 
synthesis guidelines to use ongoing critical orientation.18

Following data synthesis, identified barriers were 
organised into international and sub-national levels to 
develop a conceptual framework of barriers to opioid 
availability in South, Southeast, East and Central Asia. We 
included a broad range of evidence to inform our emer-
gent theory to ensure this was critically informed and 
plausible given the available evidence.

Results
Over the two searches, 11,085 results were retrieved after 
deduplication, 10706 from the initial search [2017] and 379 
from the more focussed update search [2019]) (Figure 1).

We identified 11086 potentially relevant studies. After 
study selection, 21 studies met our inclusion criteria: 
quantitative (n = 15), qualitative (n = 3) and mixed-meth-
ods (n = 3). Most included were internationally focussed 
(n = 9), other studies came from India (n = 4), Thailand 
(n = 3), Bangladesh (n = 2), China (n = 1), Pakistan (n = 1) 
and the Philippines (n = 1). Characteristics and key findings 
of included studies are reported in Table 2.

The quality of studies varied. Key issues identified with 
the quantitative studies related to poor justification of 
sample sizes and reporting of non-responders, making 
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conclusions regarding the representativeness of findings 
difficult to draw. Quality of qualitative studies was mixed. 
Instances of poor reporting of methods, particularly relat-
ing to data collection methods, made overall quality diffi-
cult to appraise. Mixed-methods studies were generally of 
high quality, although, limited reporting made it difficult 
to assess whether the different components of the stud-
ies adhered to quality criteria of each tradition of the 
methods involved. Overall, study quality made potential 
bias within studies difficult to assess.

Critical integrative synthesis18 led to the development 
of a model of overarching domains and sub-themes. Our 
model of key determinants (Table 3) encompassed four 
domains with 10 sub-themes.

In the text below, we report a synthesis of qualitative 
and quantitative findings. Supporting quantitative and 
qualitative data were selected to illustrate concepts 
represented.

Legal, regulatory and socio-political
This domain incorporates factors at international and 
national levels perceived to influence opioid availability in 
Asian countries. There is limited evidence that nations in 
Asia acknowledge legal responsibility for enabling access 

to opioids as an essential aspect of healthcare. As part of 
an international review into drug laws, none of the 
included Asian countries had laws which established the 
government’s responsibility to ensure adequate provision 
of opioid drugs for medical and scientific purposes.37 No 
qualitative studies elicited views on legal, regulatory and 
socio-political factors affecting access to opioids.

Participants within an Asia-wide survey identifying fac-
tors affecting opioid availability report control measures 
applicable to international trade, such as need for import 
or export authorisations, as barriers in six countries in 

Records iden�fied through 
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(n = 14097) (Ini�al search = 13549, 
Update search = 548)
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Figure 1. Study selection.PRISMA flow diagram.

Table 3. Key determinants of opioid availability in Asia.

Domain Sub-theme

Legal, regulatory and 
socio-political

International and national law Political 
and socio-economic context

Opioid availability Formulary Continuity of supply
Opioid accessibility Bureaucracy and dispensing 

Affordability of medicine Logistical 
challenges

Prescribing Attitudes and knowledge Clinical 
guidelines Human resources for 
prescribing (physicians, nurses, 
pharmacists)
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west and south Asia. Respondents in a survey into the use 
of Tramadol in southeast Asia, strongly agreed that tighter 
regulation would lead to a significant reduction in the 
medical availability of Tramadol, raising particular con-
cerns about subsequent lack of appropriate medication 
for cancer pain.32 Historically, in India, physicians reported 
how a law in 1985 which aimed to quell abuse and traf-
ficking of narcotics was responsible for the medical pro-
fession becoming hesitant to use Morphine and, in the 
months and years following the law, pharmacies all over 
the country stopped stocking Morphine.39 This law was 
superseded in 2014 by the Narcotic Drugs and Psychotropic 
Substances Amendment Bill which aimed to reduce 
bureaucracy to ensure continuity of supply of opioids. 
However, in spite of this, a recent survey of clinicians 
found that 61% of clinicians had concerns about adminis-
trative burden and 56% feared possible scrutiny of records 
by regulating bodies or law enforcement agencies for pre-
scribing opioids.33 Another cross-sectional study found 
that over half the country reporters identified “negative 
language in existing drug laws” and half had laws forbid-
ding driving whilst on opioids.23

Countries which have greater integration of palliative 
care in to the health system reported that higher opioid 
usage and the extent of government expenditure on 
healthcare predicted opioid usage.25 In a comparative 
study, US respondents were twice as likely as Japanese 
physicians to indicate that opioid treatment was a legal 
expectation.21 Whilst no Asian country has laws which 
prohibit opioid availability, a lack of legal obligation to 
enable access to opioids creates a regulatory climate 
where clinicians may fear criminal accountability for mis-
prescribing. A cross-sectional study in China, found that 
62.8% of clinicians had concerns about regulatory investi-
gation for prescribing opioids.30

Opioid availability
In the context of the barriers identified above, opioid 
availability refers to permitted opioid formulations as well 
as issues relating to continuity of supply. Contradictory 
findings were identified, with different studies affirming 
and denying the availability of opioids, particularly 
Morphine, in Asian countries. In Thailand, Codeine and 
Morphine were reported as the most commonly available 
drugs, whilst an Asia-wide study reported that Tramadol is 
commonly the only strong analgesic available for treating 
cancer pain.32 Seven countries (Afghanistan, Bangladesh, 
Bhutan, Cambodia, Kazakhstan and Laos) were identified 
by a cross-sectional study as not having oral immediate 
release (IR) Morphine available.23

Many included studies identified issues related to avail-
ability in terms of continuity of supply. In Thailand, limits 
are set on the amount prescribed by health insurance 
types and the amount of oral opioids in the pharmacy’s 

stock.24 Issues in sourcing from industry or imports 3 (33% 
participants) in east and southeast, 6 (29%) in south and 
west reported as barriers in a cross-sectional survey as 
barriers to continuity of supply. In this context, clinicians 
report serious problems treating their patients.

“The pain wasn’t coming under control if he didn’t take 
Morphine. And later [Palliative Care doctor] had to increase 
the initial dose. Then it became very difficult to get Morphine. 
There was no supply.” [Bangladeshi clinician (p5)]37

“Sometimes, [the gap in supply] may be 1 month, then it is 
very terrible job to handle the patients.” – [Registered Nurse 
7, palliative care nurse, India (519)]34

Opioid accessibility
Opioid accessibility refers to practical factors influencing 
access to opioids when opioids are technically available 
within a country. Several included studies report bureau-
cratic barriers to accessing opioids, at national policy level 
and due to hospital pharmacies at local level, with oner-
ous regulatory frameworks for prescription of opioids 
reported across Asia.31 For example, an ethnographic 
study of a cancer hospital in South India reports the diffi-
culties of accessing opioids, even when they are techni-
cally available within a pharmacy:

“Right now, it [Morphine] has come, but the Drug Inspector 
has to come and open [the package] and then we will 
distribute. Today is the 3rd day, Friday, Saturday, and Monday; 
3 days’ gap. Patients came. I told to the patients, “wait till 
Monday or you can take weak opioid. . . and you can take 
steroid . . . and then we will write for Voveran (diclofenac) 
and Rantac (ranitidine)”. . . Sometimes, they beg from other 
people that are rich in their family, because, [they say] 
‘without this tablet, I cannot reduce my pain, I can’t reduce 
my breathlessness, I can’t reduce my cough’.” [palliative care 
nurse, India (p519)]34

In spite of low cost options, the cost of opioids was identi-
fied as a barrier to access in several studies. In China, 16.5% 
of clinicians reported patient inability to pay for analgesics 
as a barrier.30 A review of the affordability of opioids found 
a negative correlation between a days’ wages and the 
country income category: the lower the income, the more 
working days required to pay for the treatment.22 Patients 
paid the full cost of all medications in Bangladesh, 
Cambodia, Indonesia, Laos, Nepal and the Philippines.23 
This revealed inequities in access in Bangladesh, whereby 
more affluent patients are able to afford expensive formu-
lations such as fentanyl transdermal patches, whilst more 
deprived patients struggled to pay for any opioid.37

Permitted prescribing centres identified by this review 
were commonly cancer centres, in urban areas. Evidence 
suggests practical challenges of travel to prescribing cen-
tres as barriers to opioid accessibility:
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“Morphine is more available at South India Cancer Hospital 
(SICH) than most of India. . . The typical patient was 
financially destitute, illiterate, suffering from metastatic 
disease, and had travelled hundreds of kilometres to seek 
care.” [field observation, research ethnographer, India 
(p517)]34

“They want access to health care which is very difficult in our 
country, because the national cancer Hospital is in Dhaka. 
There are not well organised places in other hospitals . . .It’s 
again a bit of financial constraint that causes the problem 
because they can’t travel so much and we cannot go to 
them.” [S3, Physician, Bangladesh (p6)]37

Prescribing
Even when technically available and accessible from phar-
macies further barriers were faced by clinicians to pre-
scribing opioids. Several Asian countries require physicians 
and other clinicians to have a special authority/licence to 
prescribe opioids.23 Cambodia, China, Laos, Mongolia, 
Myanmar, Pakistan, the Philippines and Thailand had 
restrictive access to these forms, whilst Cambodia, 
Mongolia, Pakistan and the Philippines required payment 
for these prescription forms.23 In spite of such regulatory 
precaution, in Bangladesh this does not ensure patients 
and adequate supply of medicine and limitations are com-
monly placed upon prescriptions:24

“Availability is an issue . . . we do have to put our seal and our 
name and registration number and send it. Patients need, 
say, for one month-if they need thirty, they are given ten.” 
[S3, Physician, Bangladesh (p5)]37

Nurses are allowed to prescribe with special authority in 
Bhutan and the Philippines, and in emergency situations 
in Afghanistan, and are particularly identified as an ena-
bler of access in Thailand. Yet, only ten community hospi-
tals in Thailand (out of 257 hospitals overall) permitted 
nurse prescribing. In India in particular, availability of clini-
cian and nurse human resources was reported as a barrier 
to pain management:

With rare exception, Morphine (oral and intravenous) was 
prescribed exclusively by two or three physicians in the 
palliative care outpatient clinic [field observation, research 
ethnographer, India (p517)].34

In part, the nurses’ lack of engagement with pain assessment 
and management related to nurse-to-patient ratios that 
sometimes exceeded 1 nurse for more than 60 patients, 
negating the ability to provide individualized care [field 
observation, research ethnographer, India (p518)].34

In South India, access to Morphine was said to be largely 
limited to patients seen by the palliative care service (20% 
of total patients).34 Another study in India found that only 

61% of clinicians within the study felt that it is appropriate 
both legally and clinically to prescribe opioids in acute 
pain due to trauma.33

In Thailand, for palliative care patients who could not go 
to the hospital due to poor physical status, caregivers were 
permitted to obtain opioids on behalf of patients in nearly 
80% of hospitals. However, models of emergency prescrib-
ing (defined as one when there is an immediate need for 
relieving strong cancer pain but the physician is not able to 
physically provide a prescription) were scarce across Asia. 
Only five states allowed emergency prescribing by fax or 
phone, namely Bhutan, Indonesia, Laos, Malaysia and 
Pakistan.23 In Thailand, limits are set on the amount (of 
Morphine) prescribed by health insurance types and the 
amount of oral opioids in the pharmacy’s stock.29

Across many studies, negative attitudes, concerns and 
knowledge of prescribers limited provision of opioid med-
ications. In India, “Some nurses felt that even Morphine 
was ineffective in treating cancer pain, as they viewed opi-
oid side effects as offsetting any benefit”34 and in spite of 
pain management provided by palliative care services, 
uptake was commonly limited due to patients’ negative 
perceptions of palliative care. Negative attitudes are per-
haps associated with a lack of knowledge of the benefits 
of opioids. One study of 300 physicians and 58 policymak-
ers/regulators reported that 62.1% of physicians and 
74.5% of policymakers/regulators had inadequate knowl-
edge of the benefits of opioids for cancer pain and lack of 
training opportunities were perceived as a barrier to opi-
oid availability.24

Finally, in spite of positive initiatives to enable provi-
sion in Thailand, clinicians report personal concerns:

“Prescribing Morphine to be used at home is new for this 
District Health Service (DHS). I am concerned about the drug 
abuse; therefore, this DHS does not prescribe Morphine to 
be used in the community/at home. We need to set a 
guideline first.” [PHAR1 (p343)]40

Clinical guidelines for pain relief are reported within 
included studies as enablers of access to opioids. In the 
Philippines, a survey of clinicians found that 72% were 
aware of the WHO Ladder for Pain Control.26 In South Asia 
more generally, the inclusion of Tramadol on step two of 
the WHO ladder, as an enabler of access to pain relief. 
However, a study from Bangladesh reported frustration 
that Tramadol was the only available option, reporting:

We are compensating with various other drugs for stage two, 
three . . . of the [WHO] step ladder. We cannot get sufficient 
Morphine [Medical Director, Bangladesh (p5)].37

Discussion
Our study is the first to systematically review evidence of 
enablers and barriers of access to opioids in South, 
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Southeast, East and Central Asia and how these manifest 
in practice. Our review highlights how legal, regulatory and 
socio-political actions intended to enable availability of 
opioids, unintentionally limit availability and practical 
access to opioids within countries. We demonstrate how 
barriers at international, national and sub-national levels, 
interact to limit opioid availability, opioid accessibility and 
potential for appropriate prescribing of opioids. The con-
sequence of these interrelated factors is inadequate sup-
ply and consumption of opioids, resulting in avoidable 
patient suffering. Of concern, inadequate consumption at 
sub-national levels due to identified barriers, provides 
data to inform estimates of future requirements for opi-
oids at national level, for submission to international level 
(INCB). Thus, a self-reinforcing model of inadequate opioid 
availability and consumption is perpetuated (Figure 2).

We structure our discussion in terms of key messages 
for stakeholders at international, national and national 
levels in context of thematic findings.

Legal, regulatory and socio-political
There is evidence that international and national laws fos-
ter a policy environment, where opioids are technically 
permitted, but access is not positively enabled for patients 

in need. International drug law aims to ensure balance in 
national policies on controlled substances in terms of 
availability and accessibility of controlled medicines. 
Although all Asian countries are signatories of the Single 
Convention on Narcotics, few Asian countries have laws 
specifically noting governments’ obligations to enable 
access to controlled substances for medical and scientific 
purposes. Along with “negative language” reported in 
laws, such factors may explain findings relating to clini-
cians fearing legal repercussions from prescribing opioids, 
as opposed to feeling a legal expectation to do so within 
clinical guidelines. National lawmakers should legislate to 
acknowledge governmental obligation to ensure safe 
access to controlled substances. This would be consistent 
with the aims of the Single Convention and may help allay 
clinician concerns regarding redress for prescribing opi-
oids and promote appropriate access.

Opioid availability
A lack of continuous supply of opioids combines issues 
relating to availability and accessibility. Sourcing from 
industry and issues relating to importing opioids were 
reported as barriers to adequacy of supply. Health systems 
across Asia should consider streamlining bureaucratic 

Figure 2. A framework of legal and regulatory barriers to opioid availability.
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processes aimed at increasing safety of opioid regulations, 
which paradoxically limit availability and cause patient suf-
fering. India for example, passed the Narcotic Drugs and 
Psychotropic Substances Amendment Bill, 2014 aimed at 
reducing bureaucracy to ensure continuity of supply of opi-
oids, although the practical effects of this law are yet to be 
evaluated.41 All nations in Asia should ensure that bureau-
cratic processes enable, rather than limit, continuity of sup-
ply of opioids. Increased education and training 
opportunities for regulators, and clinicians are also 
required, to both change negative perceptions of opioids 
and increase human resources for prescribing.

The finding that Codeine and Tramadol were the most 
readily available opioids supports suggestions that layers 
of legal and regulatory process are removed for substances 
not under international control. Clinicians, who use 
Tramadol as part of WHO guidelines appear to be justified 
in their concerns that greater regulation may limit practical 
access to Tramadol and remove their only appropriate 
medication for cancer pain relief. This is supported by a 
survey conducted by the INCB itself which confirmed the 
negative impact of an international scheduling on the 
availability of Tramadol. In total, 72% of responders (33 of 
46 countries) expressed concern that the introduction of 
control measures would limit accessibility to Tramadol and 
make doctors more reluctant to prescribe it.42 Yet, there 
are ongoing reports that due to misuse and abuse of 
Tramadol due to over-availability in Asia, the International 
Narcotics Control Board is still currently reviewing whether 
to bring Tramadol under international control.43 Doing so 
would make Tramadol subject to many of the structural 
barriers to accessible medicines identified by this review 
and limit the availability of the only practical pain medica-
tion currently available to many clinicians in Asia.

Opioid accessibility
In circumstances where appropriate prescribing is possi-
ble, patients across Asia face further barriers to accessing 
opioids due to barriers imposed by health services and 
the cost of medicine. Opioids are currently less affordable 
in Asia than in western countries.28 International and 
national regulators have an obligation to ensure that 
essential opioids are made available at an affordable price 
in accordance with the Trade-Related Aspects of 
Intellectual Property Rights (the TRIPS Agreement) to 
make it easier for poorer countries to obtain cheaper 
generic versions of patented medicines.44 In particular, 
low-cost formulations, (e.g. oral Morphine) should be pri-
oritised to ensure that cost does not limit the prospects of 
patients in medical need of pain relief.

Health facilities licensed to prescribe opioids are scarce 
across Asia, presenting logistical challenges to seriously ill 
patients in presenting at an appropriate centre. Well-
functioning opioid prescribing centres were identified by 

this review, commonly Cancer Hospitals and palliative 
care centres. However, such centres are commonly cen-
tralised around urban areas. Coverage of prescribing cen-
tres should be prioritised as a key aspect of efforts to 
achieve Universal Health Coverage in line with nations’ 
commitments to the Sustainable Development Goals. One 
approach to doing this would be to identify locally appro-
priate, safe and effective prescribing models in the Asian 
context, and considering how such models may be trans-
ferrable to other settings, to promote opioid availability 
and accessibility, outside of urban centres.

Prescribing
Our review found evidence from Asia suggesting that a 
lack of human resources for prescribing is a key barrier 
to opioids availability. It is also of concern that we iden-
tified reluctance amongst clinicians to prescribe for 
medical problems (e.g. trauma), not accounted for by 
the WHO pain ladder.33 Opioid training courses are 
available across Asia, and physicians at all levels of 
health systems should be encouraged to attend. 
However, it should be noted that most training courses 
are for the purpose of prescribing opioids for cancer 
pain only, and programs are urgently required which 
teach appropriate prescribing for other conditions that 
opioids are indicated for, e.g. trauma.

When opioid treatments do reach hospital pharma-
cies, a further layer of bureaucratic and regulatory delays 
limit the chances of patients with legitimate need from 
receiving appropriate treatment. Our review also found 
evidence that due to shortages of medicines, patients 
legitimately prescribed opioids do not receive their full 
prescriptions, leading to inadequate dosing. Furthermore, 
regulations which do not permit pharmacists to correct 
errors on prescriptions, create a further potential barrier 
to patients receiving their opioid prescriptions, even 
when they are technically “available.” Other Asian nations 
may consider following the example of Thailand, which 
has removed this layer of bureaucracy for patients with a 
legitimate prescriptions, with minor completion errors 
(e.g. a spelling mistake). Health systems should further 
consider enabling nurse-prescribing of opioids, which was 
identified as an enabler of access in Thailand as part of a 
strategy to improve the coverage of opioid prescribing to 
enhance availability and reduce logistical challenges faced 
by patients in need of opioid treatments.

Impact of COVID-19
Since our analysis was conducted, the COVID-19 pan-
demic has increased morbidity and need for opioids in 
Asia.45 In response, the INCB has encouraged govern-
ments worldwide to avail of flexibility within their regula-
tions in the context of acute emergencies, which allow 
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simplified control procedures for the export, transporta-
tion and supply of medicinal products containing con-
trolled substances.46 We endorse the leadership from the 
INCB in this regard. However, it remains unclear whether 
Asian governments will utilise this flexibility to meet the 
need for opioids of COVID-19 patients. Additionally, this 
approach would appear to place the emerging needs of 
COVID-19 patients ahead of those with more predictable 
needs for opioids. Given the legal and regulatory barriers 
to opioid availability and accessibility identified by our 
review in context of the estimates system, we reiterate 
our call for amended international laws and regulations 
of controlled substances aimed at meeting the needs of 
all patients who urgently require appropriate pain 
treatment.

What this study adds
Our study reveals how barriers at international level 
result in overly restrictive laws and regulations at national 
level. A lack of education amongst policymakers regard-
ing the benefits of opioids allows uncritical continuity an 
absence of training opportunities and restrictive laws 
and regulations which limit overall stocks and trades in 
controlled substances. The consequences of such barri-
ers at international and national level are to reinforce 
negative perceptions of opioids at sub-national level, 
leaving an inadequate prescribing workforce, working 
within a context of bureaucratic barriers.

Overall, systemic barriers at international, national and 
sub-national levels, interact to perpetuate a cycle of inad-
equate opioid availability and accessibility, leading to 
inadequate consumption (Figure 2). Perversely, data relat-
ing to inadequate consumption are then used by nations 
to estimate their requirements for opioids for the follow-
ing year for submission to the International Narcotics 
Control Board, which then places an upper limit on stocks 
and trades for nations based on inadequate assessments 
of requirements.

International and national leadership is urgently 
required, to “re-frame” discourse relating to opioids to 
create a positive obligation to health systems to enable 
availability and accessibility of opioids.47 Doing so may 
help streamline bureaucratic process relating to opioid 
access and create a positive obligation amongst prescrib-
ers to prescribe opioids based on present patient prob-
lems, supported by clinical guidelines, not restricted by 
overly prohibitive drug laws.

Finally, access to palliative care was identified as an 
enabler of access to opioids. This may be accounted for by 
the tireless advocacy undertaken by many palliative care 
activists to promote access to palliative care as a basic 
human right. Worryingly, negative patient perceptions of 
care are reported as a barriers to accessing palliative care 
and associated pain treatment. Of further concern, our 
review identified no evidence regarding access to opioids 
for purposes other than cancer pain, for example, trauma. 

Focussed advocacy from health lobbies including, notably, 
emergency medicine and maternal health, is required to 
promote access to opioids as a key aspect of good health-
care at all levels of health systems.

Strengths and limitations
A key strength of this review is that it uses empirical evi-
dence to highlight how barriers to safe opioid availability at 
international, national and national levels interact to limit 
the prospects of patients in need of opioid treatments at 
sub-national level. By drawing upon empirical evidence of 
how legal and regulatory barriers manifest at sub-national 
levels, we identify the inadequacy of global opioid policy, 
from whence national and sub-national barriers emerge.

Our review used robust methods, adheres to standard 
guidelines, and critically appraises and reviews included 
studies and the evidence derived. We aimed to locate all 
available peer reviewed published evidence. We searched 
six databases including trial registries, however, grey litera-
ture was not specifically searched and therefore potentially 
relevant policy documents may have been missed. However, 
the focus of our review was on how policies and regulations 
manifest in practice based upon research evidence.

A weakness of the study is that we included English 
language papers only, due to resource constraints, there-
fore studies published in local languages which may have 
been relevant have not been identified or included. 
However, from our search strategy, no studies were 
excluded for language reasons and studies from Asia-
based journals are included. Included studies were also of 
mixed quality, the conclusions of our review should there-
fore be interpreted in the context of varying quality of evi-
dence identified. Finally, most included papers related to 
South Asia, Southeast and East Asia with only a few identi-
fied and included from Central Asia. Our conclusions 
reflect composite findings from available evidence, but 
we would recommend studies to be further studies con-
ducted in Central Asia to identify legal and regulatory bar-
riers. We would also encourage researchers to adopt our 
methods to conduct analyses of other world regions.

Conclusion
Legal and regulatory barriers at international, national and 
sub-national levels create and reinforce a system of inad-
equate availability and accessibility of opioids in Asia. The 
Single Convention on Narcotics imposes a mandate to 
restrict access to opioids on national governments and 
contributes to negative perceptions of the benefits of opi-
oids. However, after 60 years of the Single Convention, 
national drug laws and regulations appear overly restric-
tive. Education on the benefits of opioids is urgently 
needed at national and sub-national levels, to reduce neg-
ative attitudes and increase human resources for prescrib-
ing. However, global policy reform is urgently required to 



16 Palliative Medicine 00(0)

end the cycle of inadequate availability of opioids which is 
endemic across Asia.
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