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THE OPIOID CRISIS IN NORTH AMERICA: CAUSES AND IMPACTS

Opioid prescriptions have risen exponentially in the United States (US) and Canada over the past two 
decades. Between 1999 and 2011, prescriptions of oxycodone in the US increased by almost 500% [1] 
and those of hydrocodone nearly doubled. The overall opioid prescribing rate peaked and leveled off be-
tween 2010-2012 and has been declining since 2012. However, the amount of opioids (in morphine mil-
ligram equivalents) prescribed per person is still approximately three times higher than it was in 1999 
[2]. In Canada, prescription opioid analgesics (POAs) increased in all provinces from 2005 to 2011 [3]. 
More than 90% of licit morphine is used by roughly 20% of the global society, primarily in the US, Can-
ada, Germany and Australia, and approximately 66% of the world’s population have almost no access to 
opioids, despite having a high disease burden from conditions and illnesses known to cause pain [4]. In-
creased access to POAs in the US and Canada has done more than treat pain–it has spurred a regional 
epidemic of opioid-related deaths. It is worth pointing out that this public health emergency has complex 
origins and outcomes [5]; for example, the current torrent of illicit fentanyl-related deaths is primarily a 
product of illicit fentanyl. But, for some who are currently using illicit fentanyl, the opioid journey start-
ed with POAs to treat pain, and ultimately transitioned to illicit narcotics.

One of the driving factors that fueled liberal POA prescribing for pain in the 1990s was inflation of the 
benefits of opioids for pain, coupled with the narrative that POAs did not lead to harm and should be 
prescribed more often, including for chronic non-cancer pain [6]. Aggressive pharmaceutical advertising 
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campaigns used strategies to sell opioids that mirrored those 
that were once used by the tobacco industry [7]: involvement 
of specialists and leaders from the field of pain medicine, 
overemphasis by patients’ advocacy groups on pharmaco-
therapy for chronic non-cancer pain, loose regulatory over-
sight, and the treatment of health care as a consumer good. 
This marketing strategy led to the ubiquitous misconception 
that POAs were safe and should be used to treat all chronic 
pain issues [6]. Terms such as “opiophobia”7 and pseudoad-
diction8 were coined to discredit the growing concern sur-
rounding POAs. Pharmaceutical manufacturers took advan-
tage of physicians’ ethical obligations of beneficence to 
influence them to prescribe opioids to a larger group of 
chronic non-cancer pain patients, such as those suffering 
from low-back pain or fibromyalgia. The advertising strategy 
was made all the more compelling by the development of 
long-acting POAs with the promises of a more stable dose, 

even at higher doses, and the marketing strategy of “Pain as the fifth vital sign” [8]. Ultimately, the above 
mentioned strategies led to one of the most successful advertising campaigns in the North American phar-
maceutical industry, and a major corporation recently lost trials in court for “false, misleading, and dan-
gerous marketing campaigns” [9,10].

OPIOIDS GO GLOBAL: AVOIDING AN EPIDEMIC

In recent years, there has been an improved understanding in North America of the potential for harm as 
a result of POA consumption. Multiple good and fair-quality observational studies have been published 
across North America that highlight the long-term risks of opioid use and addiction [11]. Numerous 
guidelines for physicians prescribing opioids to patients with chronic non-cancer pain have been pub-
lished in the countries that have been affected by the POA crisis [11-15] and the use of “Pain as the fifth 
vital sign” has largely been abandoned in the US [16]. As opioid sales have fallen in the US and Canada 
in response to these guidelines [17-20], but also due to the public health crisis, some of the affected phar-
maceutical companies have sought out other markets for their products. Through subsidiary companies 
with less high-profile names (for example, in the case of Purdue Pharma, the subsidiary company is Mun-
dipharma), pharmaceutical companies have expanded marketing of opioids for chronic pain to countries 
such as India, Chile, Ecuador, China, Uruguay, South Africa, Peru, and Venezuela [21].

In a July 2017 commentary, Dr Humphreys argued that the world must learn from the North American 
experience, and that countries must employ precautionary measures to ensure that the globalization of 
POAs is not closely followed by an addiction and overdose epidemic [22]. He suggested that a necessary 
component of precautionary efforts “should be creating clear blue water between opioid manufacturers 
and the formulation of prescription practice guidelines.” The “clear blue waters”–the necessary separation 
between opioid manufacturers and those that create prescription practice guidelines–are not currently 
being observed in many low- and middle-income countries.

GUIDELINE REVIEW

A search in PubMed using the following terms (guideline or guidelines) AND (opioid or opioids) AND 
(Africa or Latin or India) revealed recently published guidelines/recommendations in three continents: 

It is concerning that POA guidelines – documents that are crucial to the advancement 
of clinical practice and patient safety – are not being developed independently from 
the companies that profit from the sales of these medications in regions such as Latin 
America and South Africa; and where there are still no guidelines, the key opinion lead-
ers are sponsored by these companies, such as in India.
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Africa [23], Latin America [24] and South Asia [25]. A review of these documents highlighted that as Dr 
Humphreys feared, the “clear blue waters” are being muddied by the same tactics that were used 20 years 
ago in developed economies. These documents fail to cite the current epidemic in the US and Canada, 
nor do they reference recent guidelines on opioids for chronic pain created in North America; further-
more, the documents contain statistics that under-play the risks of opioid use disorder. Even more con-
cerning, all three documents were developed with either direct funding from a pharmaceutical company 
or have lead authors who have received industry funding. Table 1 summarizes the main points of these 
two recently published guidelines on opioid prescriptions in South Africa and Latin America, and a guid-
ance document published in India.

Table 1. Characteristics of the guidelines and guidance document regarding opioids for chronic pain

South Africa [23] Latin-America [24] India [25]
Date 2014 2017 2017

Type of document Guideline Guideline Opinion paper (there are no guidelines 
in India)

Title South African guideline for the use of chronic opioid 
therapy for chronic non-cancer pain

Latin-American guidelines for 
opioid use in chronic nonon-
cologic pain

Addressing the barriers related with 
opioid therapy for management of 
chronic pain in India

Goal of the 
document

To provide brief and practical guidelines for the use 
of chronic opioid therapy (COT) in patients with 
CNCP. The target audience is all clinicians in primary 
and specialty settings who provide care for adults suf-
fering from CNCP.

To update existing recommen-
dations to current Latin-Amer-
ican reality

This review aims to identify barriers to 
opioid therapy for chronic pain and 
provides recommendations to over-
come them

Funding to develop 
the guideline

The development of this guideline was supported by 
an unrestricted grant from Mundipharma who did 
not participate in the development or writing of the 
guideline.

Grünenthal Services, Inc. pro-
vided logistic support for the 
experts to be gathered. Editori-
al assistance was provided by 
Content Ed Net (Madrid, 
Spain) and supported by Grü-
nenthal Services, Inc.

This study was funded by Johnson & 
Johnson Pvt. Ltd, India. PD (SIRO 
Clinpharm Pvt. Ltd) provided writing 
assistance and SP, PhD, CMPP (SIRO 
Clinpharm Pvt. Ltd) provided addi-
tional editorial support for the devel-
opment of this manuscript.

Author (or expert) 
affiliation with the 
industry

MR has received honoraria for consultancies and 
non-restricted research grants from Mundipharma, 
Pfizer, Janssen Pharmaceutica, AstraZeneca, MSD, Eli 
Lilly, Aspen and Abbott Laboratories. Drs. JC and SE 
have received honoraria from Mundipharma. Prof. 
HM has received honoraria for consultancies and 
non-restricted research grants from Janssen Pharma-
ceutica, Eli Lilly, MSD and Mundipharma. Dr BS has 
received honoraria for consultancies and non-restrict-
ed research grants from MSD, AstraZeneca, Pfizer and 
Mundipharma. Dr DW has received professional fees 
for services to Abbott Laboratories, Adcock Ingram, 
Alcon Laboratories, AstraZeneca, Eli Lilly, Janssen 
Pharmaceutica, Mundipharma, Novartis, and Reckitt 
Beckiser Pharmaceuticals.

The authors have no other rel-
evant affiliations or financial 
involvement with any organi-
zation or entity with a financial 
interest in or financial conflict 
with the subject matter or ma-
terials discussed in the manu-
script apart from those dis-
closed.

PN and JAl are employees and/or 
shareholders of Janssen, India.

The authors have no other relevant af-
filiations or financial involvement with 
any organization or entity with a finan-
cial interest in or financial conflict with 
the subject matter or materials dis-
cussed in the manuscript apart from 
those disclosed.

PUBLIC HEALTH IMPLICATIONS

Guidelines for opioids for chronic pain should be developed using a comprehensive literature review, 
strict and careful consideration of studies, transparent methods for grading of the evidence, and unbiased 
expert input, among other things [26]. One crucial element of an effective guideline is a comfortable dis-
tance between those with a financial stake in the prescription of the drug and those charged with crafting 
its prescription guidelines. The conflicts of interest that arise when this separation is not clear are usually 
subtle; for example, when experts that contribute to the development of prescription guidelines are also 
voting members in panels that approve the guidelines’ recommendations. In other cases, the conflict of 
interest is overt, such as when the guideline is explicitly developed or sponsored by the opioid manufac-
turers themselves. When this separation is not observed, there is a strong possibility for bias in the guide-
lines’ recommendation in favour of the drugs being prescribed.

It is concerning that POA guidelines—documents that are crucial to the advancement of clinical practice 
and patient safety—are not being developed independently from the companies that profit from the sales 
of these medications in regions such as Latin America and South Africa; and where there are still no guide-
lines, the key opinion leaders are sponsored by these companies, such as in India. The three documents 
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summarized here are intended for the management of chronic pain, which is a prevalent problem in these 
societies. However, these same countries have very little access to POAs for the management of cancer-re-
lated pain, palliative care and acute pain management. Therefore, high-quality pain management guide-
lines for opioid use in the acute care and end-of-life areas should be given first priority, as they have shown 
to have an important role in these settings. It is important to ensure that countries are prepared and have 
adequate guidelines in place to ensure the safety of their patients and prevent a crisis like the one ongo-
ing in North America.
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