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Abstract
In 2015, the United States of America (USA) Department of Health and Human Services (HHS) released an issue brief 
that addressed opioid addiction, opioid overdoses, and opioid-related deaths as a public health concern within the country. 
After collaboration with state and stakeholder organizations, the HHS identified three target initiatives aimed to mitigate the 
negative consequences of opioid use within the USA. One initiative included implementation of guidelines to help reduce 
inappropriate opioid prescribing with a goal to reduce morbidity and mortality. The aim of this commentary is to discuss 
the misapplication and unintended consequences of the USA CDC Guideline for Prescribing Opioids for Chronic Pain.
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Background

In 2015, the United States of America (USA) Department of 
Health and Human Services (HHS) released an issue brief 
that addressed illicit and prescription opioid addiction, opi-
oid overdoses, and opioid-related deaths as a public health 
concern within the country [1]. The USA HHS reflected on 
the steady incline of opioid-related deaths over the previ-
ous two decades and the need to respond to the concerning 
trends [1].

After collaboration with state and stakeholder organiza-
tions, the HHS identified three target initiatives aimed to 
mitigate the negative consequences of opioid use within 
the USA [1]. The three target initiatives were 1) expand-
ing access to medication-assisted treatment (MAT), 2) 
expanding use and distribution of naloxone, and 3) target-
ing opioid prescribing practices [1]. Of note, MAT is the 
combination of medication (methadone, buprenorphine, or 
naltrexone) and behavioral therapies used for treatment of 
opioid use disorders [2]. These three target initiatives were 
identified because they had limited, but evolving research 
to support their effectiveness in reducing the misuse of 

opioid medications [1]. The first target initiative, expanding 
MAT, was identified as an underutilized treatment modality 
with the potential to decrease morbidity and mortality. The 
second target initiative, expanding the use and distribution 
of naloxone, was identified because certain communities 
reported a decrease in overdose death rates where nalox-
one distribution programs were implemented [1]. The final 
target initiative, targeting opioid prescribing practices, was 
two-fold. The first aspect was to optimize prescription drug 
monitoring programs (PDMPs) [1]. PDMPs are state-run 
electronic databases that monitor prescribing of medica-
tions with abuse potential, such as controlled substances [1]. 
PDMPs enable prescribers and pharmacists to see a patient’s 
prescription history, which may assist health care providers 
to better detect patients who are potentially misusing their 
medications or obtaining prescriptions from multiple phy-
sicians [1]. The second aspect was the implementation of 
guidelines [1]. This was selected based on a previous study 
which showed that implementation of opioid prescribing 
guidelines led to a reduction in opioid prescribing, long act-
ing opioid prescribing, and opioid-related overdose deaths 
[3]. The USA Centers for Disease Control and Prevention 
(CDC) aimed to develop opioid prescribing guidelines for 
providers that could potentially be incorporated into elec-
tronic health record (EHR) tools [1]. The aim of this com-
mentary is to discuss the misapplication and unintended 
consequences of the subsequent USA CDC Guideline for 
Prescribing Opioids for Chronic Pain.
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Summary of the CDC guideline 
for prescribing opioids for chronic pain

In 2016, The CDC released the Guideline for Prescribing 
Opioids for Chronic Pain. The purpose of the guideline was 
to provide opioid prescribing recommendations to primary 
care providers managing adult patients with chronic pain 
outside of the indications of active cancer treatment, pallia-
tive care, and end-of-life care [4]. Over 19 million adults in 
the United States have chronic pain, and hundreds of billions 
of dollars are lost annually in productivity due to employee 
pain [5, 6]. The foundation of the guideline was built on 
a systematic review that aimed to evaluate the effective-
ness, benefits, and harms of long term opioid therapy for 
chronic pain [7]. The review was subsequently analyzed by 
experts in the field, key stakeholders, and the public to form 
recommendations [4]. Throughout the process, key themes 
emerged resulting in twelve recommendations from the CDC 
for prescribing opioids for chronic pain [4]. The guideline 
recommended that prescribers utilize non-pharmacologic 
and non-opioid pharmacologic therapy, and that opioids 
should only be used if the benefits outweigh the risks [4]. It 
was recommended that providers establish treatment goals 
and expectations with patients prior to initiation, and that 
patients should understand the risks and limitations of opioid 
therapy [4]. The guideline recommended utilizing immedi-
ate release preparations over extended release preparations 
as well as provided recommendations for follow up [4]. In 
addition, the guideline provided guidance on recommended 
maximum morphine milligram equivalents (MME) as well 
as tapering recommendations. Additional recommendations 
by the CDC from the guideline are listed below [4]:

• “Although the clinical evidence review did not find high 
quality studies comparing the effectiveness of different 
tapering protocols for use when opioid dosage is reduced 
or opioids are discontinued, tapers reducing weekly dos-
age by 10–50% of the original dosage have been recom-
mended by other clinical guidelines, and a rapid taper 
over 2–3 weeks has been recommended in the case of a 
severe adverse event such as overdose [4].”

• “Avoid increasing dosage to ≥ 90 MME/day or carefully 
justify a decision to titrate dosage to ≥ 90 MME/day [4].”

• The guideline notes that “long-term opioid use often 
begins with treatment of acute pain” and as a result 
recommends “When opioids are used for acute pain, 
clinicians should prescribe the lowest effective dose 
of immediate-release opioids and should prescribe no 
greater quantity than needed for the expected duration 
of pain severe enough to require opioids. Three days or 
less will often be sufficient; more than seven days will 
rarely be needed [4].”

We highlight the above recommendations because they 
provide explicit dosing guidance, despite the guideline not 
intending to be prescriptive [8]. The CDC emphasized to 
readers that the evidence forming the recommendations 
within the guideline was of low quality and that additional 
data would be critical to ensure safe and effective medica-
tion practices [4].

Consequences of the CDC guideline 
for prescribing opioids for chronic pain

The guideline received several critiques, with a major focus 
surrounding the recommended maximum opioid medication 
dosages in MME [6]. MME is a standardized way to com-
pare one opioid dose to another opioid dose by converting 
to equivalent dosages in milligrams of morphine. However, 
while MME appears to be a useful tool to convert between 
opioid prescriptions, conversions are not standardized and 
in practice different providers may determine different MME 
values for the same medication [6]. Furthermore, inappro-
priate conversions may cause patients to experience with-
drawal. In addition, a maximum dose of 90 MME may not 
be appropriate for all patients and can create barriers when a 
provider takes over the care of a new patient with long-term 
chronic pain coming from a different clinic [6]. Thus, the 
recommendation provided a blanket statement that did not 
encompass all clinical situations.

Second, several states took action to reduce inappropri-
ate prescribing of prescription opioid medications such as 
mandating legal limitations on the quantity or duration of 
opioids that may be prescribed or dispensed to patients with 
acute pain. A review of state laws that imposed mandatory 
limits on opioid prescribing and dispensing for acute pain 
showed that by the end of 2017, 26 states within the United 
States had implemented laws surrounding initial opioid pre-
scriptions for acute pain [9]. The authors of the review note 
that some of the laws may have been driven by the CDC 
guidelines; however, no direct correlations can be made. 
On March 18, 2016, the CDC guideline was posted online 
as a Morbidity and Mortality Weekly Report (MMWR) 
Early Release [4]. Five of the 26 states had implemented 
opioid limit laws prior to the guideline release. Three of 
the 26 states passed laws later in 2016 after the guideline 
release, and 17 of the 26 states passed laws in the year 2017. 
The laws lacked standardization and varied widely [9]. It 
appeared some of the laws attempted to align themselves 
with the recommendations within the 2016 CDC guidelines, 
which was not the intent of the document [9]. Following 
the implementation of the CDC’s guideline, in December of 
2017, the American Academy of Pain Medicine Foundation 
assembled a multidisciplinary panel of physician experts to 
review the recommendations as well as navigate obstacles 
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to guideline implementation [8]. The panel reflected on the 
clinical and regulatory overstep as a result of the guideline. 
The panel emphasized that the guideline was “not meant 
to be prescriptive” and in some instances, had been rigidly 
implemented by regulatory bodies [8]. The panel identified 
several unintended consequences, one being the guideline’s 
recommendation for daily dosage thresholds which were 
interpreted as rigid maximum daily dose limits by a number 
of states and private insurers [8]. Additionally, the panel 
expressed concern surrounding opioid taper recommenda-
tions, as they appeared to be inappropriately applied by some 
clinicians, policy-makers, and health insurance organizations 
[8]. The panel also expressed concern about the potential 
seven day limit for immediate acting opioid prescriptions 
[8]. The panel noted that if this recommendation were to 
be rigidly implemented, patients with severe pain requiring 
longer duration of therapy may not have access to the medi-
cations that they need [8].

In April 2019, the Food and Drug Administration (FDA) 
received reports of “serious harm in patients” who were 
“physically dependent on opioid pain medicines suddenly 
having these medicines discontinued or the dose rapidly 
decreased [10].” Reports of adverse events included but 
were not limited to uncontrolled pain, mental distress, severe 
withdrawal, and suicide [10]. In some cases, withdrawal 
symptoms can be so uncomfortable that they drive patients 
with pain to self-medicate with heroin or other illicit sub-
stances [10]. As a result of these safety concerns, the FDA 
warned against tapering patients too rapidly, as this could 
result in uncontrolled pain and withdrawal symptoms [10]. 
The FDA recommended to execute patient-specific plans 
with gradual dose reduction schedules, and to appreciate 
that there is no one size fits all approach to opioid manage-
ment and therapy de-escalation [10]. In addition to the guid-
ance by the FDA, a cohort study by Fenton, et al. illustrated 
that rates of dose tapering increased after the publication of 
the CDC guideline [11]. Of course, fluctuations in opioid 
prescribing are likely multifactorial and may have also been 
impacted by federal policy changes, news and social media 
influence, personal and clinical experience.

In May 2019, the CDC identified that the guideline was 
being misinterpreted and being applied inappropriately [12]. 
Dr. Robert “Chuck” Rich, who represents the American 
Academy of Family Physicians (AAFP) on the American 
Medical Association (AMA) Task Force, was part of the 
initial panel of experts that assisted in creating the guideline 
[12]. Dr. Rich emphasized that the recommendations had 
been inappropriately implemented by insurers and regulatory 
agencies, leading to inappropriate management of patient for 
certain patients [12]. The panel identified that the available 
literature was limited at the time of guideline development 
and that the intent was to guide providers through a joint 

decision-making process with their patients, as opposed to 
setting set standards and regulations [12].

Viewpoint

In the United States, 96% of hospitals use computerized 
prescriber order entry (CPOE) systems with clinical deci-
sion support in their EHR, which replaces physical paper 
charts [13]. The use of order sets is a component of CPOE 
clinical decision support. An order set allows a prescriber 
to select a pre-built collection of orders and medications, 
instead of selecting and requesting them individually. An 
order set could include all the required medications, consult 
service requests, and nursing communications that should be 
ordered for a patient admitted with a certain diagnosis. For 
example, a post-surgical order set may contain pre-selected 
medications for pain management as well as nursing orders 
for the assessment of the patient’s pain scores. The patient’s 
pain score will dictate the medication and dose the patient 
will receive for pain management. Since the provider does 
not have to enter each order individually, this should save 
time and reduce the number of errors [14]. Order sets shape 
prescribing patterns within an institution because it pro-
motes providers to order similar pre-approved medication 
dosages and frequencies. Hospitals have the opportunity to 
create their own order sets, or choose the default order sets 
created by their EHR vendors. At our institution, order sets 
are reviewed and approved by hospital leadership prior to 
development and implementation. Some EHR vendors have 
aligned their default opioid prescribing settings in response 
to the CDC guidelines [15]. As a result, we encourage phar-
macists to evaluate opioid prescribing practices within their 
organizations. Pharmacist should consider the following 
steps in evaluating opioid prescribing practices within their 
institutions:

• Review of all default opioid prescribing settings within 
an EHR, including all order sets containing opioids. 
Pharmacists should collaborate with interdisciplinary 
committees to determine if the preset drug choice, dos-
ing, and frequency are appropriate for their patient popu-
lations.

• When evaluating surgical patients, consider expanding 
from a single “post-operative” order set to order sets 
categorized based on the anticipated pain severity after 
surgery.

• Consider categorizing pain management order sets based 
on patient baseline opioid use, with categories for opioid 
naïve and opioid tolerant.

• Evaluate current best practice alerts (BPA) to ensure they 
are not promoting non-ideal prescribing practices.
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• Consider implementation of BPAs for rapid opioid dose 
de-escalation or percent change in total daily dose pre-
scribing in order to prevent risk of opioid withdrawal.

• Review all institutional protocols and guidelines that 
contain opioid prescribing recommendations. Again, 
choice of drug, dosing, and frequency should be evalu-
ated and use in specific practice areas should be defined 
and described.

It is essential that institutions re-evaluate their internal 
prescribing practices. For example, a large academic medi-
cal center with the United States identified opportunities to 
optimize their opioid prescribing defaults [16]. Additionally, 
one institution showed that customized opioid clinical deci-
sion support reduced opioid prescribing without negatively 
impacting patient satisfaction [17]. We encourage pharma-
cists to provide education to prescribers about the risks of 
rapid tapering and abrupt opioid cessation. This can include 
but is not limited to continuing education presentations, 
grand rounds presentations, and informal in-service pres-
entations. Finally, we encourage pharmacists to be actively 
involved within their local and national governments as well 
as pharmacy organizations in order to influence change. In 
the USA, each state is comprised of multiple local phar-
macy organizations that make up larger national organiza-
tions. The local state organizations have the opportunity to 
escalate ideas and issues to the national level as warranted. 
It is our job as pharmacists to practice a questioning attitude 
and understand the data that influences our practice.

Conclusion

Chronic pain is a widespread, disabling, and expensive con-
dition [8]. There is an opportunity to learn from the USA 
CDC Guideline for Prescribing Opioids for Chronic Pain. 
While not intended to provide prescriptive recommenda-
tions, the guideline resulted in a number of downstream 
effects on institutional behaviors, insurers, and individual 
prescribers [12]. We encourage leaders in healthcare to navi-
gate solutions outside of traditional legislative and regula-
tory initiatives as well as encourage pharmacists to critically 
evaluate the practices within their own institutions.
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